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TEMASLEAF 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 /LHLfk
Th b,

PD-1 (%, #EMAL L7z Y o o%Ek (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 & BUZHIEE 2 2
T ICET 2B AR TH D, PD-1 IFHURIRRAIIRIZIEEBLT 2 PD-1 U o K (PD-LI
JOVPD-L2) EfEA L. U SERICEINES 7L B rE LT S EROE M L IRRE %
BIZFRET L CTWb, PD-1 U H» RIFHURE SIS B b O & 22 G/ 588
LTk, BMERAMEEE) LU LB TS PD-L1 OFBLLIEOEF
HIM & OMICADHBEBFR & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66) ,
F 70 B R NE RS CIIARRE TN EET DA v ¥ —T7 = a B~ (IFN-y)
12X > T PD-L1 OFEIANFESI N, 858 L EEERRICIIT D PD-L1 ORI E ik o
ALEHIR & ORI EDOFBARRN 5 & OHE S & 5 (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-L1 Z @5 SE -8 AMaiE, PUsRFER CDS Btk T Mifa ol fafs
TR AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET 5 &2 OHfE
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U T2 REEEIX, 7
AR TURRF A7 T MIE O OWEFEZ BT 2 D—2 L LTEX LT
Do

AFNZ, FEHRBROFE R S PD-1 O iEE (PD-1 U 7 & FFEAHEIE) ITREE L.
PD-1 & PD-1 U REDFEEZILET S Z EI2X 0, BATURFFRANZ: T MlROIE
PEAL K OV AABIRNE k9 2 ARIRE TG M 2 58 5~ 5 2 & TRk e PuiEgsh iR 4 9
ZENHERR STV D,

IO OFEN S | AFNTEMEER I 2 B 2R EIC R0 55 b0 & MIfF S,
e/ B Ao & LT BRI A e L. A bk, Zat kOB R
i,

AFNO T 3 < MIE D RAERUGIC & 2 BIER SN & b oL, B XTI
D AR B o AFIO B PR OB GHITIE, BFOBRL AT, BEIR
D BTG AITIE, BB L HGUIE U B 2 ik & B8 & Fro R Al & i L Coil
228 RIB M 2TV, B OSSR L DEIWER A DI 2 A3, BIBRERL
LRI OB GEDOHEY LB ZIT O LERD D,



3. BRERAE

1) UIBRAHEZR AT - B DI/ NRaltieE O P R X OFER - ERzgE) . KON 2)
FE/INHIRE T (2 3 1) 2 I R Bh R E O KGRI R 21T - 72 £ 72 AR R ER O i & R
7,

[ 5hE]

1) BIBRAREZR LT - I8 DIE/ Nkt ORF EERE & OFE R ERkE)
R - b e )

@O EAF IR (ONO-4538-05 5k)

77 F R GO RIERE 2 AT 2 U2 B B/ IV XX 3 O R &
JE B (ECOG Performance Status 0 2 TN 1) 35 il 2 %4412, AH| 3 mg/kg % 2 H[H IR
TrRUmEE L7c, FEFHMIEE TH 5282053 (RECIST A 74 &~ 1.1 RICHESL F
JHEIZ &L D CR UL PR) 13 25.7% (95%(EHEHXH : 14.2~42.1%) Th o7z, 7ok, HF
AR E L7 BMEIL 9.0% Th o 7,

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

7T FF R e G AU FIERERE 2 AT DU AR OB H1/ IV SUIHR O R B
JEF (ECOG Performance Status 0 2 TN 1) 272 il 342, REX XL Zxtie L
TAHK| 3mg/kg %z 2 G 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, NEXFEAHET6.01 [5.13~7.33]
AHTHY FANT FEZ T2 LFEIFICAERIERE 2~ LT (AYF— R
0.59 [96.85% 5 #E X[ : 0.43~0.81], p=0.0002 (iliffll) [JB5! log-rank 7, A EAKUE (il
) 0.0315]),



1.0'1

0.91 '\\‘—\

0.81 =%

0.7
AF| B
0.6
0.51
0.41

0.3 Re4%t)LE . u “‘_LL'—-———*—

0.21 T

Probability of Survival

_______________

0.11

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 Subjects at Risk

AFIEE

135 113 86 69 52 31 15 7 0
FesxtLa

137 103 68 45 30 14 7 2 0

X1 OS OHEETIED Kaplan-Meier Bif (CA209017 REX) (EERLIhi-4£EMH)

(FERAF R
O EAF IR (ONO-4538-06 5ilk)
7T FFWUR e G AL TFIERIERE 2 AT D UIRARER OB H1/ IV U HR OIER - L
Ry 85 (ECOG Performance Status 0 J2 TN 1) 76 Bl & X512, AA 3 mg/kg % 2 M
b CARTMEE Lz, EEFHMIEE Th 28805 (RECIST A K74 1.1 fRIZES<
YL EIZ KD CR XX PR) 13 19.7% (95% (S5 4EX ] : 12.3~30.0%) TH o712, 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 TFIERERE 2 AT D UIBRAREZR OB HI/ VISR OIER - L
Fa 3 (ECOG Performance Status 0 &N 1) 582 fil & xt5:12, KX FEv/L2%tRE
LT, AH| 3 mg/kg % 2 BRI CRERE L7 (RAIRE292 6], R X &/LE 290
Bl), RN ORER., EEFHMEEE Th D 0S (FIfl [95%IFHEXM]) 1%, AAIRET
12.19 [9.66~14.98] =7 A, FE&&X&/LEETI.36 [8.05~10.68] WHTHV . KAIX K
T 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 ({fiffl) [J@5I log-rank ¥, A EA%E (W) 0.0408]),



AFHEF

Fe4%tL 8

ARFIE

Fs% L

2 OSOHEFEHTRF D Kaplan-Meieriff (CA2090573R8%) (HE/ER(L S L7=4£M)



Probability of Survival

(PD-L 13§ BLIR LB D A 50 K V22 41k:)

WA FETARGBER  (CA2000173858 2 INCA209057788R) ICHLA AN BNT-BEDH b,
HEISAHAR I W TPD-L1 2 3 8 U 72 AL Y b 5 E1A (LR, TPD-L1F&HLHE ] &
V) BT DIERDE LN —EOBE DT — X ZH-SE | PD-LIZEBLIERBNTHEREIC
FRAT 24T > T2 B M OV E MO RIZLL T D LB Th o 72,

A L it REEEE T, PD-LIORBRRKRICL S, FedFvEEL
12 U CAAKIRE COSHIER T A D370 b7,

FER V- _EROE TIEL PD-LIZE BB 1% A0 DA R X VR & IZIERBROME R
ThoT= (TX),

B, RV LR, RV LR L B, PD-LIORIHRICL 69, ARlOZEMES
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)

@ EFELFRE IR (ONO-4538-52 #ER)

(B2 ERRIERIRIR D EGFR & s 178 RIaME, ALK @A 8 s 1Bt ) O ROST & s 1
ZMEDOYIRARE AR HEST « FEI8 O FER T LRI/ INHRa e B 550 61 (A AR NEFH 371 4
BETe,) ARG, TITRERLRINV 2T GRETHEEZ) CLF, [R_AV <7
EWH ) KOS T F BN E GTALFIRIEOOF AR G 2R E LT, REIL N0 X
~ 7 kO T F R & Gefe 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, FEFHIERE Th 2 WA (BLT. TPFS) &) ,) (FRfE [95%
fEHEX ] 1%, NIVO/BV/Chemo #£ T 12.12 [9.76~14.00] 77 H, XfHE#ET 8.11 [6.97~
8.54] B HTHY ., NIVO/BV/Chemo L7 TR LAY X< T RIS T FF K25



Tefb L OO B Gk LIS B R IER 2R LT (0N — R 0.56 [96.37%
fEHE X[ : 0.43~0.71], p<0.0001 (FI) [J&%H!| log-rank #& &, A EAKYE (M) 0.0363]),
*1 2 AFKI 360 mg B OMbFpEi: 4 3 MBI CAMRE L, (LPREE, IR T I35, <2
HEELRORNY R T %, 3HEE 1 VA7 VE LTRK 6 A 27 VERL, 6 %41 7LD

L2 IEER % ITAR L ORAY Xv 7 OO 5T & DRl b BT L L7z,

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

(PD-L1FEBLIR LR DA 20 fe OV 4 :)
[EIBE LA 55 MAH SR (ONO-4538-527k8%) IZHAANNLNT-BEDOT — X | THES X,
PD-L1BLERBINZ BRI IR 24T > T A ME R N 2O RIILL T LB TH

D7,

HIMEIZE LTI, #lotBY ThoT=,
728, PD-LIORBRICIOT, AFOZEMET a7 7 A VR TH -7,

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

0S
PD-L1 331 BeHRE I HfefiE [95%CIH] NP — R
(W A) [95%CI]
. NIVO/BV/Chemo 115 31.01 [23.13, —]
1% ’ ) 52.1.
VoAl BV/Chemo 115 22.60 [18.63,29.44] 076 [0.52,1.10]
NIVO/BV/Ch 155 30.78 [25.99, —
19%51 | emo [ ! 0.69 [0.50,0.95]
BV/Chemo 155 24.67 [19.09, 29.34]

CHEEARRE, ¢ EHALLRE L L Cox il — FERET L



R - b B M O R - B2
O [EBIFEH AR (ONO-4538-77/CA2099LAFER)

(B FHIERIGIE D EGFRE AR 122 Bzt i CALKF A & As TR O UIBRANGE 7 1T -
RO NMEiTERETI6] (BAARNBESOBIZETe,) ZRt%RIC, 77T 8K E
TLFREOI ARG ZRE LT, Al A ) o~7 (B rf#az) LT, T4
U AT End,) KOTTFF8GH 25 b FREE O (LT,

INIVO/IPI/Chemo] &9 ,) BEOH MR O 2% #E L7= (NIVO/IPI/Chemo™
36141, xFRE2HE3SSHI) . HIRIAEAT OFE R, EHEFHMIEE TH 50S (FRAE [95%(EFE X
1) 1%, NIVO/IPI/Chemo#¥ T14.13 [13.24~16.16] 77 H . %HHREET10.74 [9.46~12.45]
I H T& Y . NIVO/IPY/Chemold 7 7 FFH A% & Te{b FhiE DO O i 5125k LitEH 7
MICABRIER 27 Lz (ON— RE0.69 [96.71%[5HE X [ : 0.55~0.87], p=0.0006 (i
) [JERlog-rank &, A E/KNE (Wifil) 0.0329]),

2B, RBMLMATRER CTH DA, HHEALBIONIVO/IPI/Chemoft: & kFHREEDOSD /N
P— Rt [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,



-
o

o
©

o
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 FERE 358 318 259 183 94 39 12 0 0
X5 OSSO EfETRFDOKaplan-Meiertifk (ONO-4538-77/CA2099LAFRER)

(FERLSh-8H)

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

(Part 1a)

(L EARTEIE T PD-L1 FEBLEN 1%L E72v> EGFR &5+ BaME KR N ALK e
AP OYIBRRREZRHETT « TR O IR/ NIRRT B8 793 5 (A ARNEBHE 89 #Hila &
te,) ZXRIT, 77T T A Z G LTRIEOHE G ARRE LT, KA A Y
L=T7 OB (LR, INIVO/IPL) W9 ,) OBFMER e E2 KRG LT-
(NIVO/IPI™! B 396 5], i B 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 FFHH % & e b F ATk LG FIICH &
IR & LTz (AN — REE0.79 [97.72%(5 #H X : 0.65~0.96], p=0.0066 (i&iff]) [J=
Bl log-rank #2 7€, 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



i B

xR

X6 OS DERAMFENTHRFD Kaplan-Meier B (ONO-4538-27/CA209227 3RBX Part 1a)
(EfER{L I T-4£EH)

(Part 1b)

(L IEARTAE C PD-L1 FEBLEN 1% 2 > EGFR &5 1A REM L Y ALK @A
AP OUIBRRREZRHETT « TR O FE/ IR IE B8 550 5 (A ARNEBHE 79 Bz &
te,) ZRRIZ, 7T TF T A ZEZTCFERIEOIAE G 2R E LT, KHlL7TT7F
T8 A ST EE & OPFRBES (BLF, INIVO/Chemo| &9 ,) &K OYNIVO/IPT @
BN R OV 4k & fist L7= (NIVO/Chemo™ B 177 i, NIVO/IPI £ 187 fi], *FREE 186
#il) . ARBROBIKFANEH O—>Th Y BRI E D x5 Td 5 NIVO/Chemo &
KREFED PFS (HR L [95% (5 X fHT]) 1%, NIVO/Chemo #£ T 5.55 [4.63~6.90] % A .
XITHRHET 4.70 [4.21~5.59] B A TH Y, NIVO/Chemo 177 FF8A| 2 & T el i1k
X UREH IS A BRIER 2R L (O — REE0.73 (DD [97.72%f54E X FH : 0.56
~0.95], p=0.0070 [J&#H log-rank fRiE, AEAKHE (W) 0.0228]),

7E. BT R CTh DA, FERA B ONIVO/Chemot & it FREEDPFS D/~
— REb [95%fE8EX M) 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



xR

PSpIY

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

Fo. HEFERRERR ST SN o7 b OO, PD-L1 RN 1% 0 BE
(23T NIVO/IPL BE &t 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 THY . NIVO/IP1IL7Z FF
BIHN 2 G T efb PRI LIER A 28 Lz (O — R 0.62 [95%(5HEX ] : 0.48~
0.78]. BRERMZ2MRATHER) .

12



2) FE/NHRE A 2 31T DA RTABIR L
O [EEILFEZE IS (ONO-4538-55/CA209816 #&ER) (N Engl J Med 2022; 386: 1973-

85)

BRI 1B (S 4 cm DLE) . I SUXIMA OFE/ Nt O R EE" 358 4
(EARANBE 68 Bl & Ete,) RtRIC, 77 F A Z &b FHREO G 5 % xR
&LT KA & 77 FF 8K 2 Eb Rk e OB S (BLF, INIVO/Chemo] &\

9.) DA VLAV Z R L7 (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[ ]) 1. NIVO/Chemo R£C 31.57 [30.16~HEEARHE] # H., xtha
RET 20.80 [14.03~26.71] 7 H T& Y . NIVO/Chemo 1% 7 T FF H| 2 & tofb FHRIED
GG LRHAMICAE BRIEE 2R L (N — R 0.63 (i) [97.38%(5 48
XM : 0.43~0.91], p=0.0052 [J&%H! log-rank fiE. A E/KUE (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



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

14



[Zcrt]

1) BIBRAREZR AT - BRI O/ NHfatifE  OF - LB & OFE R L BE)

(R R )
OEWNE I AHRER (ONO-4538-05745R)

HEFESIL 33/35 #i (94.3%) TR B,

KA L ODRRBIRNEE TERVAEFF

G213 24735 il (68.6%) (2B H ALz, BN 5% EORIERIZI TERO LBV Tho

776
2 RBIEHNS%L EOBIER (ONO-4538-05345%)

FRE RIS B (%)

HEAGE 35 {51

(MedDRA/J ver.17.1) 4 Grade Grade 3-4 Grade 5
ERIEM 24 (68.6) 2 ( 57 0
MR LY R REE

E=qin 2 ( 57 o0 0
PN G0 WA e

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

T 2 (57 o0 0
L 3 ( 86) 0 0
—% - EFEES OGO ORRE

TR 5 (143) 0 0
E Nl EA 2 ( 57 o0 0
FEER 5 (143) 0 0
I R e E

WO 2 ( 57 0 0
BRI AT

TANRGEXUBET I b T AT =T —E N 2 (57 0 0
M7 L7 F R ART T —E8hn 2 ( 57 0 0
U > RERER D 3 ( 86) 2 ( 57 0
R L Ok E

&7 T 2 U E 2 (57 o0 0
BAHR 5 (143) 0 0
T E R R L O A HRkESE

RAHR 2 (57 0 0
PR R R TR

R = 2 —a /T — 2 (57 o0 0
MR, HOESFS & OVEhR

it o of. 2 ( 57 0 0
KR X O T HRRRE =

SUERRRZE % 2 (57 0 0
FLBE 2 ( 57 o0 0
S 5 (143) 0 0
BER IBIR B 2 ( 57 0 0

¥, FEMEMZE 2 6] (5.7%) . KRiax

7 v NU—ERIESE) 361 (8.6%) | ATHER

CHEDO TR 26 (5.7%) . fRsREE (F

EFEE 2 1 (5.7%) . HURBAMERERETE 3

(8.6%) . RIEHEREREE 1 6 (2.9%) . BHERERRTE (JRAME RIEMEE K 141 (2.9%)
K O infusion reaction 2 7l (5.7%) 2358 Hiiz, F7-. HEOKERESE (FEEIRE

15



e, ZIRALHE, BURMAS) | TIROGRIERER . | TBRRA . Rk, TSI,
Wik - BAISEZE . & 5 A OULR A IR BB o T2, AR BRI BT
% (ERREMRN 2 AD) &EDRIHRETT,

QA MAHRER (CA209017385%) (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 ORREBERDGE TERWAEFFRILT76/131 il (58.0%) (258D bilz, F
BN 5% EORIERIZT TEDO LB THoTz,

F3 FEEARP 5% LEOBMER (CA209017 3RBR)
HE (%)

BRI R AT
=h.
(h%j];;A/J ver.17.1) 131 4l
o 4= Grade Grade 3-4 Grade 5
2EIEA 76 (58.0) 9 ( 6.9) 0
B P
T 10 ( 7.6) 0 0
L 12 ( 92) 0 0
—% - EFEES OGO ORRE
I e 13 ( 99 0 0
I 57 21 (16.0) 1 ( 0.8) 0
Rtk L O EE
BAR 14 (10.7) 1 ( 0.8) 0
B R L O A HRRESE
B iR 7 ( 53) 0 0

. FEMENRER 6 6] (4.6%) . K%k - HEEDO THI 11 61 (8.4%) | #hfkfEs (¥
TV NU—EBRERE) 13 61 (9.9%) | ITHERERED 4 61 (3.1%) . HURIRBEREFEE 5 4
(3.8%) . EHERERTE (RANVEHIEMERRE) 461 (3.1%) . EAEFHESIE 141 (0.8%)
J U infusion reaction 1 1 (0.8%) 2358 HiLlz, F7z, HEEDKZEREE (K EHERARE
BERE, ZICALEE, BREIESE) | FEAHERERETE . RIBRRRERREE. 1 BURERE, Mgk,
g% « B, 5 & 9 IR L NI RITFED Hivie - 1o, ARWEHFEBUIR L IL B E

% (BRREEEE 25T 2E50HEFERE T,

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

HEERIX 75/76 i (98.7%) 12RO BV, AF| L ODRREARNEE TE W ER
S0 64/76 5] (84.2%) T3 BV, FHLEN 5%LL LORWEMIITRDO LB ThHo
776
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#£4 BEBNR5%LL EOFEIWER (ONO-4538-065\5%)

SRERIRHE B (%)

HEAGE 76 151

(MedDRA/J ver.17.0) 4> Grade Grade 3-4 Grade 5
RIEH 64 (842) 16 (21.1) 0
PR A=

AR A RE AR T 7 (92 0 0
E e

5 5 ( 66) 0 0
T 4 ( 53 0 0
BN 8 (105) 0 0
A% 4 (53 0 0
Mg - 4 ( 53 0 0
—% - EEEER X O SO REE

I 57 9 (11.8) 1 (13 o0
(Y=Y 11 (14.5) 0 0
FEEL 11 (14.5) 0 0
BRI AT

U 2 SERELE D 6 (79 2 ( 26) 0
Rt L O EE

&F U ¥ AfEE 4 ( 53 2 (26 0
BAR 11 (14.5) 1 (13 0
PR R

RS F 4 ( 53) 1 (13 0
M SR, MOERES K ONERmPEE

R P i R 4 ( 53 2 (26 0
RRGE K O TRk

D FENE 6 ( 7.9 1 (13 0
W% 11 (145 0 0
SRR IN A 4 ( 53 0 0

¥, MR (5.3%) . KIS - EHEED THRISH] (6.6%) . FklEE (¥ 7
v N —IEMERESE) 1061 (13.2%) | AT RERE 5151 (6.6%) . HUR BRI REFEE 1041 (13.2%) .
R REREE 1] (1.3%) . BreeiEE (RAEFEMERE) 461 (5.3%) K infusion
reaction 3% (3.9%) RO OLNT=, F7-. HEDOLEREE (FEREIREGERE, 2L
B, BOROEIES) | TEEHEREREE . IRUBEIR . WEZE. EIERIEIAE, A - BEREK
5 E D PG OB RITFRD B2 hr o T, REWERAFBURILIZEE RS (AR REM
WA Eh) 2B UEERETRT,

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

HEFEGIIAKIRE 280/287 1] (97.6%). Rt & Fw /LB 265/268 5] (98.9%) (2388 5
AU, AHNE DRIRBRAEE TERWAEFRIT 199287 il (69.3%) (258 bz,
FEEBLRD 5% L, FORWERIZTRDO LB THolz,
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F£5 FEARPS5%LULEOBEMER (CA209057 3RBR)

BEAIA B
=h.
(I\%SSIS;A/J ver.17.1) 287 il
o 4> Grade Grade 3-4 Grade 5

RIEH 199  (69.3) 30 (10.5) 0
PN o s R

FOIR BB R T E 19  ( 6.6) 0 0
E e

T 2 (17 2 ( 07) 0

G 34 (11.8) 2 ( 07) 0

M - 15 (52 0 0
— % - 2FREER OGN ORRE

I ) RE 29 (10.1) 1 ( 03) 0

I 57 46 (16.0) 3 ( 1.0) 0
Rtk L O S

RAHOE 30 (10.5) 0 0
B R R L O A HRRESE

FAfm 16 ( 5.6) 0 0
FEIE 8 X OV T fRbE

O PEIE 24 ( 84) 0 0

W5 27 ( 9.4) 1 ( 03) 0

¥, MIEMEMZE 10 61 (3.5%) . RIBHK - HEEO THI 22 6 (7.7%) . FRdREE (F
7 2 NUIERESE) 26 B (9.1%) | FFBERERETE 15 61 (5.2%) . RLREREEREFREE 27
B (9.4%) | BHEREREE (RAME HIEMEBRE) 76 (2.4%) . ok - #6155 1 41 (0.3%)
& O infusion reaction 8 f5i] (2.8%) 23#H LT, £lo, BEOLEREE (FJERRARE
el ZIEALEE, FRHIESE) | THEAHRERE. RITRGEmRE. 1 BURRIA, PEK.
HIEMIESIE, 528 9 BER L VOB RITE O DAL o 7o, REIWEAFEBLR DL E
% (BRREEEE 25T 2E50HEFERE T,

OE BRIL[F 2 MAAFAER  (ONO-4538-52 #lR)
AEFZITIAAOH (NIVO/BV/Chemo) #f 271/273 5] (99.3%) . xtHR#EE 275/275 15
(100%) (258 HT=, AFIGEH (NIVO/BV/Chemo) & DK EBMRNGE TERNE
TG 269/273 B (98.5%) IZFR&D B LTz, FBEN 5% LORIERIZTERD LBV
THoT,

£ 6 FEHEN5%L LOBEHER (ONO-4538-52 3RER)

CIEpT e % (%)
ﬁgiﬁiﬂ = RAIGEF (NIVO/BV/Chemo) T
™ 273

(MedDRA/J ver.22.1) 4= Grade Grade 3-4 Grade 5
2RIEH 269  (98.5) 201 (736) 3 ( LI)
FERE R KOV PR ARRE

B 143 (52.4) 0 0

W95 81 (29.7) 13 ( 48 0

% D FERE 48 (17.6) 0 0

BER BRI 30 (11.0) 12 ( 44 0

18



Bi%k (%)

It ZNH
- gﬁi]’ i KAIDE (NIVO/BV/Chemo)
i 273 4
(MedDRA/J ver22.1) 4 Grade Grade 3-4 Grade 5

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

RIEMERER = 2 — R — 120 (44.0) 3 ( 1L.) 0

Ktk = 2 —r RF— 59 (21.6) 1 (04 0

S N 32 (11.7) 0 0

B 15  ( 55) 0 0
R AR A

I HRER B 116  (42.5) 87 (319) 0

H i Bk 93 (34.1) 40 (147) 0

i/ R 59 (21.6) 16 (59 o0

TANRTGEXUEET ) b T AT =7 —EHIN 24 ( 8.38) 2 (07 0

TI=rT I NIRRT =T BN 20 ( 73) 3 (1) 0

M7 V7 F =80 16 ( 59) 1 (04 0

{RE R 15 ( 5.5) 0 0
B RS

(s 85 (31.1) 3 ( 1.) o0

TN 68  (24.9) 3 ( 1.) 0

T 50 (18.3) 5 (18 0

I E/S 50 (18.3) 2 ( 07) 0

Mg - 21 ( 717) 0 0
MR LY 3R EE

E=qiin 78 (28.6) 15 ( 55 0

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

FEENEAT P BRI E 43 (15.8) 41 (1500 1 ( 04

H BRI iE 26 ( 9.5) 13 ( 48 0

I/ IR A E 18 ( 6.6) 4 (15 0
B iR B X OV AR RRRE &

ESIENn 69  (253) 0 0

7 P9 66  (242) 0 0
—% - EFEER OGO ORRE

TR 68  (24.9) 1 ( 04 0

FEEL 40 (14.7) 2 (07) 0

95 97 19 (7.0 2 ( 07) 0
MR SR, MRS K OMERm P E

g 43 (15.8) 0 0

LoD 34 (125) 0 0
R L O EE

BAEE 81 (29.7) 8 (29 0
A8 P

7 11 65  (23.8) 37 (136) 0
BB LRSS

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

AR A B AR T E 26 ( 9.5) 1 ( 04 0

R B p RE U 15 (5.5 0 0

BB R RE A4 14 (51 4 (15 0

7eks. MRRRBEE 211 1] (77.3%) . BEEUHRMRIE/ X 435 —92 f5] (33.7%) . HEE
M2 43 4] (15.8%) | FUIRARFERERE 2 39 1] (14.3%) . BLE D FZ SR 36 4] (13.2%) |
JTREBEREEE 35 151 (12.8%) . BXHEREREZE 20 0] (7.3%) . RVEMERZEE 19 6] (7.0%) .
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KIGH + /N2 - BEE D T HI 19 6 (7.0%) | EIEHEBERE T 14 61 (5.1%) . infusion reaction
13 5l (4.8%) . THEEAREEREREE 5 41 (1.8%) | ik 4 41 (1.5%) | LgFEE 4 61 (1.5%) .

1 BUBERI 3 61 (1.1%) . #rRifiAeZ84eE 3 6] (1.1%) . #EfLPEIRAE 2% 2 61 (0.7%) .
BEde 24 (0.7%) . HFA 141 (0.4%) R OVES M 161 (0.4%) AFBO bz, £z,

BIEFEEAE, OR. BUEATZR. A4, Bbk - Bk, MERERAEMEE, MitZ, 5
E O WS ARIFEREE L OB FLITER D v o 7o, REWEARBURDUIBEE S (K
MAEMEE 2 3T) 2E0EIRRETT,

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

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

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

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

B | e /s BiE (%)
- i’jﬁz;” H ZAIDET (NIVO/IPI/Chemo) R

e 358 il

(MedDRA/J ver22.0) 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

I FRER A E 35 (9.8) 22 ( 61) 0
A s

RO A RE T LA SE 27 ( 73) 0 0

FRPR BB REAK T 52 (14.5) 1 ( 03) 0
IR

(s 32 (89 0 0

i 73 (204) 14 (39 1 ( 03

L 94 (263) 5 (14 0

MR 47 (13.1) 6 (17 0
—fik - REEER LU G OREE

1 9 73 (20.4) 3 ( 08 0

957 59  (16.5) 8 (220 0

FEEL 20 ( 5.6) 0 0
IR IR A

TI=rT I NIRRT =T BN 23 ( 64) 3 ( 08 0

7 7B 18 ( 5.0) 8 (22 0

TANGEXUBT I N AT 2T —EBEIN 19 ( 53) 4 (1) 0

Y R—EHIN 18 ( 5.0) 13 ( 36) 0
R L O EE

EARIROR 56 (15.6) 4 ( 1.1) 0
B R d L UG A R Rk

A& 26 ( 17.3) 1 ( 03) 0

7 IR 18 ( 5.0) 0 0
MR, HESES & OMithR RS

fififig ¢ 19 ( 53) 5 (14 0
FERE 3 KOV P ARRE
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Bi%k (%)

[=1=pr= 3
ﬁg’:ﬁié’iﬁ ARFIPHH  (NIVO/IPI/Chemo) #f
- 358 4l
(MedDRA/J ver.22.0) 4 Grade Grade 3-4 Grade 5
B SE 32 ( 89 3 ( 08 0
Z O PEIE 66 (18.4) 3 (08 0
RIB 64  (17.9) 5 (14 0
BEIR LB 5 18 ( 5.0) 5 (14 0

72k, HURIREERERET 74 1] (20.7%) . PRERRET 5161 (14.2%) . AEEUTHRELERE/
F3F =50 51 (14.0%) . NTREREFETE 48 131 (13.4%) . KiFK « /NG « O TH 26
B (7.3%) . BRERERETE 25 1] (7.0%) . BEOEFRETE 21 6] (5.9%) . FEMEMZEE
19 ] (5.3%) . infusionreaction 17 i (4.7%) . FIEHEBERES 12 61 (3.4%) . T EAEHK
RERESE 7651 (2.0%) | CEFESE 761 (2.0%) . K66 (1.7%) . BER 461 (1.1%) &
OFFIRIMAR FEARSE 1 1 (0.3%) B LTz, £z, EEMEGE, Ok, Bk, |1
TUBERIE ., P4, BEHEARE R, IMoe - BB, BEERMMKET ., MERE BIEMRE,
FEEZ. 5 &9 IS BEE M & OMEFLIZER D v d o 7o, REWERFE BRI B E
% (BRAMEERT 2 ET) 250EHERE =T,

QE B LF AR RER  (ONO-4538-27/CA209227 7kb#)

(KHIE A Y L~T OO HEE)

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

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

Ll LNH
ﬁi’jﬁiﬂ M ARAIBEA (NIVO/IPL) Ff
e 576 {3
(MedDRA/J ver.22.0) 4 Grade Grade 3-4 Grade 5
2REIEH 442 (76.7) 189 (328 1 ( 02)
Al
RO A RE T SE 48  ( 83) 0 0
FRIR B REAK T 72 (12.5) 2 ( 03) 0
IR
T 98 (17.0) 10 (17 0
L 57 (9.9 3 ( 05 0
—% - &FEER OGN ORRE
e 9 59 (10.2) 8 (14 0
9% 57 83 (14.4) 10 (17 0
FEEN 43 ( 15) 2 ( 03 0
i R A A
TS T I TR T =T — PN 52 ( 9.0) 19 ( 33 0
77 —EHEm 36 ( 6.3) 17 ( 300 0
TARTGEX VT R ) b T AT =T —B 56 ( 9.7) 18 ( 3) 0
Y S —B N 43 ( 1.5) 23 ( 40) 0
R L OeEEE
BAGHOR 76 (13.2) 4 ( 07) 0
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Bi%k (%)

It YAN'S
ﬁg:ﬁimﬁ AAIDERT (NIVO/IPL) Ff
. 576 43

(MedDRA/J ver.22.0) 4 Grade Grade 3-4 Grade 5
W B AR R 36 & OGS G fH ik i o

RA M 29 ( 5.0) 4 (07 0
MR AR, BEREs K OVERR R

Jitilig 2& 41 (. 7.0) 16 (28 0
FeRg ¥ & OV TRk sE

P S Wz 31 ( 54) 1 ( 02) 0

D FEE 82 (14.2) 3 ( 05 0

W5 98  (17.0) 9 ( 1.6) 0

BEIR Bk 39 ( 68) 9 ( 1.6) 0

7. WK RERE S 115 651 (20.0%) . ITRERERETE 91 151 (15.8%) . FR#EFET 51 4
(8.9%) . FVEMENPE 50 B (8.7%) . BEAUHEAFEIE/ X A/ 3F —38 il (6.6%) . HEE
D JEEE 27 B (4.7%) . KGR - /NGBR - BEEO THI 25 B (4.3%) | BHERERE 25
% (4.3%) . infusionreaction23 f5 (4.0%) . TEMAHERERET 19 6] (3.3%) . EIFEHGE
[ 19 il (3.3%) . HF5 13 6 (2.3%) | DfidlEEs 9 5l (1.6%) . FEZ 6 il (1.0%) .
1 BUBESRIPT 4 B (0.7%) . SE ISR 2 B (0.3%) . DK 16 (02%) . Wiz 1 4l
(0.2%) . gk - Bl 11 (0.2%) K OFIRILIEZERAE 1 B (0.2%) 235388 bl
Fro. BIEMEGE, TS, i EPEIRE 28, B A Mikies, MERE AEMRE, kL.
FEEIE H . Ny OSEFLIZRR O B AL 0o T RRIMERFBURDUIBIE RS (FRR AL
rEte) A HUEINERETRT,

(KA & 7 Z FF 8K 2 Gl F9RE & OO S (PD-L1 %8BI 1%A05 0 BEHEH))
B EFELIIAFIGEH (NIVO/Chemo) F 172/172 511 (100%) . 5t FREE 174/183 151] (95.1%)
3R BTz, AFIHEH (NIVO/Chemo) & DK FEIE NG E TE RWAEFESLIT 159/172

Bl (92.4%) (2D BTz, FBEEN S%LL EORERIZITEO LB ThoT-,

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

CISPEs N3 Bl (%)
ﬁg&”iﬂ H AAIBEA (NIVO/Chemo) HE
i 172 51
(MedDRA/J ver22.0) 4 Grade Grade 3-4 Grade 5
EIEM 159 (924) 96 (558) 0
MK LY R fEE
2 fL 70 (40.7) 30 (17.4) 0
I R ERISA i 41 (23.8) 23 (134) 0
M /IR IR iE 17 ( 99) 7 ( 41) 0
Elol
{51 38 (22.0) 0 0
T 17 ( 99 2 (12) o0
CIATIN 67  (39.0) 4 (23 0
I 14 ( 81 1 ( 06) 0
Mg - 26 (15.1) 4 (23 0

—f% -« EHFEER L OB G ORE
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B (%)
AFIPEA (NIVO/Chemo) ¥

B BIRITH
RAGE

172 15
(MedDRA/J ver.22.0) 4 Grade Grade 3-4 Grade 5
I ) RE 18 (10.5) 1 ( 06) 0
I 57 43 (25.0) 8 (47 0
TR 9 ( 52) 0 0
FERE D S E 10 ( 5.98) 0 0
E Nl REA 9 ( 52) 0 0
FEEL 12 ( 7.0 1 ( 06) 0
R AR A
TI=2T ) N TUART = 7= 16 ( 93) 5 (29 0
7 7—EHm 11 ( 64) 4 (23 0
TANRTGXUEET ) b T AT =7 —E 8 10 ( 58) 1 ( 06) 0
M7 V7 F =80 12 ( 7.0 1 ( 06 0
A R ER B 27 (15.7) 17 (99 0
M MRS 21 (122) 11 ( 64 0
A if B Ha 15  ( 87) 9 ( 52) 0
Rtk L O EE
BAIE 39 (227) 4 (23 0
G X OV MRk E
O PEIE 15 (87 0 0
W5 26 (15.1) 1 ( 06 0

¥, ARRREEE 26 1 (15.1%) . BREUHRMARE/ I AT —22 5] (12.8%) . JTHRE
fst 21 B (12.2%) . HURBRFERERE S 16 61 (9.3%) . BHEEEREE 14 1 (8.1%) . [H]
BR8] (4.7%) .« RIBHK - /NZ - HEED THIS B (2.9%) . LligilwsE 5
(2.9%) . infusion reaction 4 5l (2.3%) . HEEORJERE 2 6] (1.2%) . LA 1 4]
(0.6%) . iz 161 (0.6%) . 1BUHESRHS 1 1 (0.6%) . BT 161 (0.6%) . EIEH
REREE 1 6] (0.6%) M OERIRMARZIERAE 1 6§ (0.6%) AR LT, o, EIER K
E, FFARA, SEPEIRE . TERAHRERE, MMk - BEFK. HEEZR MRS, M
ERERIEMERE, AhEZ. BER. S E MK, BN VEFLITERO bivenoT-, &
RIERZRBURDLIIBE RS (RRRAEMRT 2 5T) 23 OHEIERERT,

2) FE/INHERERE L 36 0F 2 ARl B Ik
OERILFEZFEMAHER (ONO-4538-55/CA209816 #5x)

TRTABFRIEHNC I 2 A EFFSR NaTHBRIEO R G-) b i 5% 30 HEL
PSRBT U 7= 5) 1 3AAIGEH (NIVO/Chemo) #f 165/176 51 (93.8%) . *IF#
B 173/176 1511 (98.3%) (258D BTz, AFIPFH (NIVO/Chemo) & DIKIREARNEGE T
TRWAEERGIT 147/176 B (83.5%) (258D Hivlz, FELED 5%LL EORIWERIZ T
DEEBHTHoT,
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# 10 FEHEEHN 5%LL 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

¥, APREREE 30 B (17.0%) . BESUTHBMARIE/ X A F—23 f (13.1%) . HTFHERERE
F 144 (8.0%) . EHEREFET 13 6 (7.4%) . infusion reaction 10 i (5.7%) . HURMR
BEREREE 9 B (5.1%) . HE ORI 4 41 (2.3%) . EEZmEkEE 36 (1.7%) .
PP R 2 651 (1.1%) | (DlsREE 2 61 (1.1%) KOKAER - /MEE - BEO THI 1
Bl (0.6%) MRD LT, Fo, BIEMHIEME, OAE, R, 1 BRI, BIEF%.
A4, o, BE(LMERRAE 26, TRAMREREE ., RIBRRERE . MK - Bk, FlRki
FRIERRSE, MEREAMEMEE, M. PR, BEOHRK, SEIHME. RIFREE, HEEH
1% OYBEFLIZFR D B h o 1o, REMEHZBUIRILIIBIE RS (BRI AE R T 2 5 )
EEDEFRERE T,
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[ - HiE]

AR OREMEYBETT L ZFHALIZY 2 2 b— 3 42k v, KK 3 mgkg (K
H) XX 240 mg % 2 JARIEINGE TG LIBROARR O Mg iR E S Sz, ZOfs
R AHI 240 mg G L TZBROREEEIL. AH) 3 mgkg %G LIZBROBREE & & i
LTREZRT ETHENTZb DD, ARNBFICBO CARER RIS TV D H
% - & (10mg/kg % 2 BN CRE) CARAIZ G LI-BEOgE & & ik LR E
o LTRSS (FR) AT BEOFBEICE T 27 —Z 15 E | KA 3 mg/kg
(KEE) 0% 240 mg % 2 HFFEFE CHG- L IZBROARRK OBREE & & Ao 3 etk b
ORI & T D IRE ST T APER S, Y% BSOSV TREIT DAL AE R,
FROAE - HEOM THEMER L SIEICAME 2 2RI E TRl SNz, £, 3
NIRRT B IC BT 2 T — XD M L 2B UG ET VEFIH LT, AAl 3
mg/kg (2 MG CTHG) . 240 mg (2 BN CTHE) XX 360 mg (3 ¥ MR T
H) LA A~T 1 mgkg (6 BRI TERYS) 208 LIcBROZ M2 Lo
K. FROME - HEOR CREM TR ER TRV ETRIESNTZ,

K11 FAOEYBE 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 (51?1%.103) <15~22?'354-6) (25-31‘};7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)

10 mg/ke QW (14;,9;19) (51.621'739.2) (79.9(;),'?14) (33?,9232) (18421,1 ;13) (23;7286)

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

7o ABIOREMZEYBIREET LV EZFHALZY I 2 b—3 2 280 | KA 480 mg
% 4 W CE G SUIBEARE O Mk - &S TG U72BRO AR O i iE i EE 23 et
INTc, EORER., KAl 480 mg % 4 HF MR TG LIZBEOEFIREBIZI T 58 m
ERIREE (LU, TCagss) &V, ) 1, A 240mg % 2 HEFERIFRE TG L 72RO Cavgss
EHUT DTSN (FR) o 7o, AKAI480 mg & 4 BHIFRE TG LIZBEOE
FARIEICBIT D MiE FIRE (LLF.  [Chass) EWVD, ) 1E, K] 240 mg % 2 #H
kA CTHEE LT2BRD Chaxss & LR L TEMEZ R T L TRISHZ B OO, HARANBREICE
WTERERHER STV K- & (10mgkg % 2 BRIRENE CHE) TAFIZ &5
L7oBED Craxss & IR LU CTIRMEZ "3 & TRIS N (FFR) . AT, #Eo@EiEIzs
JAHT—ZICHESE . KA 3mgkg (KRHE) £7203F 240 mg % 2 BHREIFME, £ L < IEAH
480 mg % 4 HMRIME TR G L7-BEOARA| OREE & & A0 T e et & OB & S
TAHRBIOCTT AR SN, YiZEEICOWTRBM TR R, Lok -
B ORI CHIIER V2RV 2RIV & Tl STz,
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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)

A (5%, 95%40)  Q2W : 2 MR, Q4W : 4 MG, Cmax @ PIIEIEE 514 O foe i LT5 IR EE |
Cumind2s : FIAIH 514 28 H BIZ351T 2 Bl iE PR EE . Caveazs - WIEIE G- 28 H A F T FHI i i

FE. Crmaxss 1 EFRAEICIS U 2 Fe @i MG FIEE . Coninss : EHARERICEIT D IAKMIE P I, Cavess : EHIR
HBIZ 51T 2 24 I3 v e B
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4. FEFRIZOWVWT

AR OG- @O 7 BE 22 W - FE L, AFIOBRGIC LY EEREERZ BB LT
BRICHRHET 2 Z ERMER D, LFOO~Q@DFT X T &= skl W THEHAT
REXTHD,

O MEFRITHOWT

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

() BEAFERENEET 505 A RE LSRR S ERE R A B FE LR
Hiek A3 A 2L RURBE . MUY A BB 7R &)

() FrEMRERBT

(3) ABENFRFNFENIEE T D03 AURFEEERT (D3 VRSB EWbE. 23 Ui
IR, A AR HEE R )

(4) ARALFIRIESE A 5RE L, ARIEG CFRER R | SIS RIES AL PR IE2 R
2 Ok FEAEITSR D JR H & AT > T 2 ek

(5) HUEMERESANLS & BN O sk FAEI AR D | H 21T - T D fisk

O-2 g DAL SHRIE K ORI E R FE S O RIS 443 72 ik & #BR 2 R EAT (FRO
WFINZREE T D ERN) 23, HE2REEORANCET HIEROEEE L L TREI N
TnnHZ L,

*

o [EHihEFFEEE 2 EDOHIHME ZME T L7212 5 ELL ED D ATRIED BFRIHE %
{THoTWBZ &, 9bh, 28D R, RARMIREE T & LI BREEZOHHE 2
{ToTWVWBHZ &,

o [ERIRFFESE 2 FOPINHEZE T L7oRIC 4 FELL EORRKERZ A L T\ D
Tl 9B 3FLLRIZ MDD ASYIRRIE A S T PR S DO BRIRIHE 21T -
TWnsZ &,

o [ERRFFIASER 2 FEOMBIPHE 22 T LI, Fike O3 A KWLz & ite 5 L
L OWRGSEABFOEMET > TN Z L,

@ BEANDOEFREMLFREHOEHIZOWNT

IR A BT 5 B DS AL S, SR D OFRE A, Ao - &
EMEIRENE R OE L OERSE ST 5 et A FFRNRAE LGE oMt
EH, ENHCMIATOND RGN E S TND Z L,
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@ BUER~DORIRICONT
®-1 fEsxah]ic 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, EHICHISATRER AR A > T2 Z &,

@-2 ERHFEIC L 5FEESINICET 22N

ARSI D BT 22 5 e O\ Re 2 A 2 BIRIERE D RIEE=2 U 7
EEDITEROA Y ) == T ZATOERE L FwE A TE 5 F— AERKH 2
SN TWD Z L, b, BIIAHNZOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

®-3 BWER OB L T

BWER (REMMZEEIII X BREGEDAE, (DR, TRk, SO RAEE., KiK.
NS, BEED TR, 1 BBERIE, BUEFIE. AR IFHERERE . R, s krEinse
K. HURMRBEREREE . TMEABERERE . MhRREE. BRE. RIBREE. Mk, BEEDOK
JEREE . ERIARZEARAE, infusion reaction, FEFE7ZRMIKFET, MEKE RIEMERE, F5EZ.
gk, BEDOBHR, SEIREK, BEORERIS, WIERFEE, OEfEE (OEmE) -
RIR < DEEMEISMNHESE) . ARZFEREE . MRS H M, BEALSE) (Txf LT Yikhiiar X3l
BEZRBERE ORI 24 5 EAD & U (RHWER O ZWroxt s L THRE R USHE
EZTONLEMCHD L), EHITHEUIREN TE DEHINES>TND Z &,

i
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5. REMBRLLRDBE
(A2 BI 4 5 4 H]
O AHOBMB LI TRROBE TN THMERBIES TV D,
o TIFTRAZGTACFRIEE 2 A S UBRREEZRIIB 1/ IV U O IR

bR R E
o T IFIRAEGTCFRIERE 2 AT S URARERTIB M/ IV SUTHEFE DI
bR

7%, IR LB CEGFREA TR UTALKR G B In I RE 2BV T,
JFHI L L TEGFRF 1 % ¥ v % F— B IEA UFALK T 1 % o o % F— L IEA 0
TBIRIR 29 2 B,

©  AAOMOHEEMIESA] & OOFRHBE G-I FRLOBE IZB W TAIMEN RIS TV D,

o AV AT ROT T F KRG TFRE R EEE  IVRT T F
KO ) EXE, ERELERE: DVRTTF U NE AT TF 2 O
A RLHxER) EOUHAEE ALFIRIERE D2 EGFR Bin A REMER T
ALK [t & B8 m 1 REMEO UIBR AR e AT - F338 O I/ INHE R fifides A8

o A VY AT LOPFAES AL D 72\ EGFR Bi5 1A RIEM K O ALK
fl & BR T REMEOUIBRARE 2 AT - I8 D IE IV s AR

o TITFFHFEEGTCEEE (RVELERE  AVRTTF IV AT T T
BT LB R IVRTTF o UIT AT TF o KA A
MUt R) EOfFHEE  ALERIEREO /20 PD-L1 R A3 1%AT 5D
EGFR 852 RIZME L N ALK BE & n RO BIRARE /R LT - I DIE/N
IR fr g B

o ANV XITROTTF KRG TR (DVRTTF RO Y Z
e EOURAEE  ALFEEIERE DO\ EGFR Bin AR EM, ALK fE
BAS T2 Y ROST & BAR FIZMEDUIBRARE R HETT - B OIERF L IE
AN iy

o TITFFHRIFEEGTCEEE RVELEEE VAT TTy CUIINRT T T
V) MOV LB ANVERTTZF U RONNT Y EZXE)v R LR
VATTFr (IIINHATTF ) ROXA MvXtE RN, AINVRTITF Kk
U7 Y Zxt0) Lo BRARBH B (BEEN 4em DL ) T
A OIE/NHEfaftEE (7272 L, EGFR BIn TR T ALK A B THETH
D2 EDVRER I TV D BEIIBRLS) DRl EHE"?
%1 0 AFIOZWE L LT, BRFE4 : PD-L1 IHC 28-8 pharmDx [ % =2 | 23&FR STV 5,
*2 1 BRI HIE American Joint Committee on Cancer (AJCC) /Union for International Cancer Control

(UICC) #Royda (5 70 12iE25<,

@ TFRRICHST D AL #1752 AA OB 5 I OB I SV C e, A
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HIDOFENMEPTESL SN TE LT, AKAIDOE GG L b0,

o IRARENRIEIS KT D AH O Bk 5 % Ol OFUEME RS A & O fF x5
o ABTFIRIERE D 72BN D AH O ol 5

o QTAAIDAHNEN RSN TV ML OHFUEMEIREA] & OfF %5

@ ALFHAERED I WEIBRARRE AT - RO/ MIEEF BN T, A B A
7L OGS T D RARMEICIER 2N E B DL BRFICB TR, KAl
AV A=T L OHAELEEEETRETHDL, A Y LT ROT T FF8A%
GbFE (RELEE  AVRT 7 F U ROy ) 2%t IR LR
HNWVRTFZF U RNET AT TF U RRRA X ER) EOFHEEGIIRHT 53R
PEICRIBER 2V EEZ BN BREICBWTE, KAl A ) A~ T ROT T F
Bl & G iefb 2L L OOFBEE. PD-L1 BH=ZRD 1% AR BV A~ 7T
HERMICENR DD EEZEZONDEREITBWCL, KA L 7T F K %2 Gl
L (RELEEE  IVR T TF oIV AT TF RO TF A2 ey, R
LR IV RTTF U NIITV AT TF R ONA LR E R) LR E2%
BT ENTED, B, AFOEGICHT->TiL, WME2ETA I 10> (H
KR Fa0m) SeslRisz &

© ALZEFRIEED 72 WO UIBRANRE AR EETT « A DR LRI/ Nl i B8 12 d VT
NIRRT ROT T F B Gt b2 RE DVRTZF o ROR7 ) Z %t
V) & DB GATRT 2 BEMEICRER 2N EZZ DD BEE TRV TIE, KA
ENV AT ROT T F T RFN e G0 ERIE L ORI G EEBE S5 &N T
&5,

© W2 ATA R4 > (AARMEY2m) (28T, ECOG Performance Status 0~1
M2 75 UL E D R B, X% ECOG Performance Status 2 752 OB TIL, %6
3tAGUEA (FE2Fv %) OBFRE/HEREN TR, 77 FFlFlofH
FIHESE 1 TR W=D S Wsr — 203D 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,
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BRAREZRHEST - BRI O NI BE ISR W T 7T F T RIFIORNER 2 < &
56 3 HARPUEAIHEA TOMBIELZ AT 2 BE TRV TE, AR OHME G %2558
TE 2,

@ 77 FF A2 ETAFRIERE 2 G T 2 UBRARGE T - B3 O/ Nl R
(Z5%E 3 2 AH) O A EE 513 BB AR ERER  (CA209017585% & NCA20905738%) 12
BT, R¥LEREL ORI LEEOWTNOBEICTBNTS R & T2 LEEC
xf U CTHEBIMERBGES N TV D, 7272 L, R LR OB Tk, PD-LIZEHLHEIC
L OHENDEOMEMN R D Z EPNRBINDERBGFOLNTHD Z &b, HERT
RO OB BV TUIPD-LI R B & g5l L7z L CARF O G- AT G Oflkr 4 5
ZEMEE LV,

*  PD-L1 BILEN 1%AM TH D Z & MR S IR T _ERE A 2BV T,
JRAL Re& 2 VEORFILSOHUEIEERA O£ 5 A Bk 5,

e RAaTnYRvT (Blal#az) Oar =4 W (k584 : PD-L1IHC
22C3pharmDx [# =] ) 12XV PD-L1 IR EMR LRV LR O BRE
Tho T, AFIOBZWEE (5E4 : PD-L1IHC 28-8 pharmDx [#' =] ) 1Tk D
FRRANRE RS AL, LT OSE 2 2B IZARA| OB O Al & & it ¢ &
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

(Z2 eI B 2 5]

O TRIZZYTLHEFICOVTIAFOERGNETE SN TNWDL T b, &5-%21T
bz b,
o ARANOGTI S LSBUE DB ERED & 2 B

@ WHERTOFHMIZIB VT FRRICK ST 2 BREICOW TR, AFIO B ITHELE S u7e
D, MOTEFRFE N e WIGEICIRY | HEICAFEZEH T2 L 2BETE 5,
o MEMMEEROAIIIMEDH 5 BE
o MaEE AR A CHIE R 2580 D B K ONE B M O KU Bt lig 2 <o gL ME fiti 2%
EORIZRIEMEZEALD I B AL D B
e HOEBEEOAE, UXEIEMZRE L TR B CE 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 MR IE 2 & e) Db 5B
MEEORISUIME 2/ T 5 EE
ECOG Performance Status 3-4 “V o fBE
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6. BEZELTHEETREFIH

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

@ TREBIBICIESE D B T E OFBEAH R OG22 i L, FE 425
ThoEGTHZ L,

@ 7T F T AL ETCFRIER AT 2IERE LREIZB VT, PD-L1 BEHEL
fEss L7z ECARKIO B 5 O AR 2 M4 25 Z & NEE LS, PD-L1 FEELEHR
MR CTE 72 WGEICIX, AR O OEG 2@l Le ECET5Z &,

@ EREWERHO~FX Y AL MZHOWT

MEMEREBEN D bbb Z ERH DD T, KFNOEGIZHT-> T, BKRIE
W (PRI RIS, ik, FEEVE) OFfEsE M O X S 0 %, Btz +5
ZATH 2 &, £, MBS CTHE CT, MiE~— I —FDMm&Z FEhd 5
Z &,

AFN O EIXEE D infusion reaction (i 2 CERARHI H3 2%kt D T 5 U
BaAT > 72 EChtAT 2 Z &, £72.2 [ H LABE O A% 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIFEGH K OARA G T #IT A Z A
CERAET %, BEORBEL 28I 52 L, 70, infusion reaction &
FHLLIZGA 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-I I3 E BRI N0 sk RE iR A (TSH. 1028 T3,
FERE T4, ACTH, M=oY —VEORIE) #FEhd 52 &,
AFNOEGAZ X0 | WEDOREEISIZER T 5 & B 2 b D4 R R IERRE
DHLOLNDZERND D, BENRDOOLNLLGAEITIE, B LEFRIIS LT
B 72 ek & Rk 2 e Al & i U Cli bl e BRI W 21TV IR D
FOGIZ X 2 BWER AN g0 23551 1E, AFNIORFES T I, R ORIE BE A
WERIOBRGEEZBRETHZ L, B, BIBRERNVEOREIZLYEIE
A OUEERFRD IR WIGEITIE, BB RE AV LISt o Sz il Fl o8
HLBEET D,

BT %, OB S5 AR L T LEWERDBELT L2 Enb D729,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBE R (BIE 1 BUBEIR S 2 2 de) b bbdv, BERPIMES F 7o R— X
ICEBDZENHLHDOT, Alg, D, EHFEOIEROBHRCMAEED L2
SEET S Z L, 1V BBERBEN DN GA TG EZRIEL, AR #
FOFGFEDHEE) R EZITH Z &,

BIEATIE, P4, IFHEREREE . TR, B{LMERE RDPH LoD Z &ndH D
DT, EHWIIITERERE LTV, BEOREEZ H3ICBET 52 &,
SEIERNHLDONDZ DD T, IBRORE OF A EHICHET 5
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®

L, Fe IBORENRD bNGEITIE, EONEREBEEZ2 T2 X
IBEEEETL L,
BIBRARE7RHEAT - PR DIE/INHERL i FB T LT 3 2 BRI ARFI DO EERERIZ 35
WT, LR A I 7 THMEOF M ZAT > TW e 2 & 2 2F10, KAl G HIX
EHHNC B E CRROMBER LT O 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, UL 12 M I L
s ONO-4538-52 R, ONO-4538-77/CA2099LA 75k K (8 ONO-4538-27/CA209227
Bk BB S 1M 6B L, ZRUBRIE 12 #H L
FE/ KRR (2 3 1T D ATRITAEIIRIE & LT 2 BRI, ABIO KRB I B W
T, ARETANET 14 BUN, BRIETHNS 128%, TO%O 2 FERIT 128/ 28
ZOHROIEMT6OATE, ZOHD 5 EMIT 1 L ITHIEFRZ24T > T
22 L mBBI, EMCIROMREITO 2 &, o, AL L LT
T 5% AT AAOKRERBIL3IEETET D L,
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(1 3) hllHE
Hm, EEKRS. RK LRSS 2 5RER 0 E

< FeZF B ARHRERDLEBE>
HE BB O B 5 BHE
BIEZ A OFL TV o BHE

R A UBBUED B b 5 B

i BEAN B BOE DREAEIE O & 5 B
PR SATIEIR L TV D "TREME D & 5 /B

< FEZ R ANEERE LD EE>
BREMEIO & 5 BE

[V M Bl 2% S IRRMERE D & 5 B3
JTREREIR = D & 2 B
BHSRERE D H 5 BE
RO B 5 BE

BT 2 IREME D & 5 B

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

kR
PRCVERGZE . Al
DA

R M8 N EEEE P RE (DIC)

MEEZRfL, B, R RIBR, K%k

A LA

SRR AR I8 E fe A

MRS

B2 R ARJE B RE (Stevens - Johnson SEMERE) | H o3 SEESE A ARE (Toxic Epidermal Necrolysis :
TEN), ZJZALEE

D R —T MiKIE, FE - R

OEZE, FRIR LA FEARIE

JEYIE

PIRIR AV ARG Sy WEBERE  (SIADH)
HELRONREFEORMBES, ME R, RIEHRES . MO )RS ORI ER) [, Radiation
Recall H15:
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BEEREETA RF5A4 v
=R~ (BETHEBEL)

(BR5E4 « A7V —AREFE 20 mg, 7V —RRHFEE 100 mg, A7 P—
RETRERE 120 mg, 72— R EHH#HE 240 mg)

~ERAE~

ERk2 942 A (fFn 548 3 AHET)
BT BE
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1. IILBIZ

=S5 DF I « B RMEOREROT-OIZIL, I SCGEFEIZE S W2 Ee AR D
bbd, 52, IEOREREIFOMEANC L0 | FUREIR S 72 & O H) 72 B /e Rk
FFEIEMPARINDLH T, 2N O OEHKNZEICHLEREE TR 2 2 L3RR
AR & 7o TR Y RIFMBGER & SO IR T #2016 (FRk 28 A2 6 A 2 HEERE)
ICBWThH, EHERLEOHHORBEHEEZXS Z L LS TWn5,

AR AR E SR S, EE RS R 27 0 7 7 A VRBEFEOES L & B S MR
RHZENRDDH, ZOD, AIMMELROLZEMICET D IERN 2SI 5 £ TOR,
WMELEIL O BEEZ ML ZIT 52 EPWIRE SN BFICK L THERT 2 & &bz, BIFE
RNV LTI B et & & D 2 & DS ARE 72— 18 O B & i 7= 3 R R B <
THIENEETHD,

L7eRoT, KA KT A4 TiE, BIFERES 2N E TITHE LN TV A EFEIEH -
BHER M EED & | LU O E I O feii 708 FH A2 HEHE 3 2 8LA b B B B %
F RO EFHE T,

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

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

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

HELRDMEXTNE - R

MEERDAEROHE - B, A=A~ (B z) & LT, 18] 240mg
% 2 RS 18] 480 mg % 4 H MR CARMEET 5, 7=
72U, EMERANEICIIT AR ML DA, BEHIFIE 12
HAMETET S,
RIGUIBRAGE /R EME R AEICR LA BV A~T (s T-Hiff
z) LOFHT 25, @, BACIE=Rr~7 GBRIE iR
%) & LT, 1[F 80mg % 3 MG T 4 BLEMHEFFET 5, 2D
%, =R ~7 (BinFfH#z) & LT, 118240 mg % 2 JH[H
IR S 1 [5] 480 mg % 4 FE RN T EEd 5,

f¥E IR 5E 3 F NP TSR
(%)

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

DRNBES TR, FELOH &

2h HE XX 2h R ARIGUIRAN R e B R A

Ak & OVH & dE, A ) A~ (B z) & LT1E 3 mgke
(KHE) % 3 EFMNRET 4 BRRETFHET 5, 23, obrEMEEL
FEOAT AT, =R v~ (B iz) LRI Z &,




2. AERN DR, 1EREF

7 — R R EE 20 mg., [FATEERE 100 mg,  FAEETE 120 mg K& O A §RE
240 mg (—f%4 : =R~ GEBE ML) LT, TARF) Evd,) 1, /MRS
TEMASLEAZ Ly 7 24 BT VAR e Y —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 1%, #EMHAL L72 Y 2 o%Ek (T MR, 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 T2 2
T ICET2ZAE AR TH D, PD-1 IFHURIRRAIIIZIEEBLT 2 PD-1 U K (PD-LI
KOVPD-L2) EfEA L. U o BRICHfIEY 7P v i LT U v SERoEALIREE &
BIZFRET L TWd, PD-1 U H v RIFHUREESMBELIAMNI B b Ok~ 72 SRR 8B
LTHY, EMEREAELE )OI L EGHMEICI TS PD-L1 OFEBL L itk DALE
WM & ORI ADOFEREBIR & 5 2 & A ST % (Cancer 2010; 116: 1757-66)
F 7o R R IE B CIRARRTE TS EET DA v ¥ —T = a2 B~ (IFN-y)
IZX > T PD-L1 OFRENFHE SN, 58 L EMEREICIS T D PD-L1 ORI & itk D
ALEWIR & ORI EDOFBARRN 2 & OHE S & 2% (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-LI Z 5@l RH S B8 AMIBIE, FURRRA CDS B5ME T Miia o Hifa &
TR AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET D &2 OHla
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U T2 REEEIX, 7
AR HURRF A 72 T MO OWEBEEZ BT 58 FD—>o L LTEZX LT
Do

AFNT, FEHEBR OFE R S PD-1 OIS eI (PD-1 U > RiESHE) ITHEG L.
PD-1 & PD-1 U Y REDEEEET DI LICL Y, DAFUERRNZ T Mok
PEAL KOS A KBRS b3 2 ARG a2 9 9R 3 5 2 & CREpEM 22 PSR 9
ZENHER STV D,

ARFIO VI FIC 35 < D SRS & 5 RIER %3 B b, TR SUIFE LI
B RN B Do AAOEG PR OB ERITIT, BEOBEE TYTO, BEHBR
D BTG AITIE, FB L HGUTIE U B e ik & B8R & FE o R Al & L Col
BN 72 BEBZB T 24T\ IBEE OGER S L ARIEA RSN A AT, B EE AL
L H O 55O YR IE 54T 5 LER D B,



3. BRPRARE
SR LA il O KGRI IR 24T o 72 B R R IRRBR O i 2 R T,

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

L ANy (BUF, IDTIC) &9 ,) 18X DALREIERE 2 A DR IRUIBR A R 72 I
W1/ IWVHI SO F 3 o BBl RS (ECOG Performance Status 0 &2 O8N 1) 35 il &2 %t 512,
AH 2 mg/kg % 3 BERHIFMRECARFEE L, TEFHMEHEE Th 528053 (RECIST # A

R4 11 BUZES < HRHEIZE D CR XXX PR) 13 22.9% (90%[EHEIXH : 13.4~
36.2%) Th o7, 7B, FANIHE LIZFMEIX 125% Th - 72,

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

b FVE ARG ORI UIBRANRE 72 L/ IV ) ST A8 o B BB R H (ECOG
Performance Status 0 2 ON 1) 24 il 256t 512, AAl 3 mg/kg % 2 38 I [AIRE T AR efE L7z,
FEFHIHE Th 5 282h% (RECIST HA K74 > 1.1 UIZES S FIHEICL D CR
UE PR) 1% 29.2% (90%(ZHEX M : 16.7~45.9%) ThH o1z, 728, FHANIHRE LM
ElE 6.0% CTH -7,

QUM BIFHABR (CA209066 #BR)

v-raf ~ 7 AAEY 4 NV AFEBIR TEMAER 7 Bl (BLF, [BRAF] £\ 9,) V600
258D 7 MBS VE AR IR O RIG UIBR A GE 72 T/ IV ) S/ 58 O BB S 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 2EFMME (BLF, ToS) &vwiH,) (hifE [95%fF
FEIX ) OISR R T, AFIBHENE® [NE~NE] # A, DTIC #:T 10.84 [9.33~
12.09] 7 ATHY . AHIL DTIC IZxF LIEFHFRICABERIER 2R~ 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),

* HEERRE (BUF. [ARR)



—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 Bi#R (CA209066 3R5%)

@YEA TR R (CA209037 #kER) 2

AV AT (BaM#z) LT, Y A~T7) L)) Xik BRAF [HEH
Za A RIEIE 2 3 2 RIG B BR N AE 72 T/ IV B 313 /%8 oo B HL i AR

(ECOG Performance Status 0 &2 U8 1) 405 5] (CAAKI#E 272 i, {b59E1E (DTIC Xidh v
RTTF ey U ZXxEnL D) B 133 §1) 25500, (LFEEE R E LOR
#l 3 mg/kg % 2 FMMIRCHRMEEE LT & 2 OFMMER OVLZEME RE Liz, EERHb
HETHDHESE (RECIST A KT A > 1.1 fRICHES < df)Eic X5 CR X% PR)
[ZDWTAREID G ST RO 120 5% fEHTRIGAER & U CHIRRT 217 - 7o/ 3.
AHIHET 31.7% (95%(GHEIXH : 23.5~40.8%., 20144E3 A 10 HT—X B> hA4~7) T
Hotm, 2B, FRNCEDFROMMITERE L TR o7z, b9 — DO EHEFKIEE T
5 0S (HFHRAE [95%IEHEXE]T) 12N T I8 BIDA X b (FETD) HZ T fEHT
AT S TAE R, ARAIFET 1547 [12.39~NE] # H ., {LFRIERET 13.67 [11.50~NE] 7
AToHY, KENEFRIECH LHGHPICH B RIEE 2RI ol (N — Rk
0.93 [95%fEHEIX M : 0.68~1.26], p=0.6299 [J&H!| log-rank fR7E], 2014 4 11 H 12 HF
— &1y NET),



GEMNE TR (ONO-4538-17 #5k)

(LS IERIBE OARIRYIBR A HE 72 T/ IV I SO %6 o B B a5 (ECOG
Performance Status 0 2 TN 1) 30 Bl & xt4c, AFlEA U A~T20H (LLF, TARKA
+A VAT LD, BE L, FEFHMEEE Th 5E8%% (RECIST HA K7
A > L1 RRIZHES < PRl ELIZ KX D CR XX PR) 13 33.3% (95%15 #E X [ 1 17.3~52.8%)

Thoto, 2B, FANIHRE L-HEIE 23.8% Th -7,
* ARF 1mgkg (KHE) &4 ¥V A~7 3mgkg ((RE) %R B2 3 BERAMRT 4 BLAGEEE L72%,
AFK| 3 mg/kg (IRE) % 2 BB CARHE Lz, SERBLSRICBW TR, AR 2RI ES5 L,
A Y A= TIIAFOBRER T35 30 53U EOMEE BV TR ZBIE L 7=,

©ugsh IR ER (CA209067 #XER)

(LA RTIG IR ORIGYUIFRARGE 22 M/ IV o Bk B il 835 (ECOG Performance
Status 0 KON 1) 945 il (KAI+A &V L~ 7 R 314 B, AREFE316 6], A Y AT
BE3IS ) 2t RIC, A B AvTHEEGEEZRRE LTRF+ A U L~ TG R OKRH
B G- OAIE R VM2 BEt Lz, EERMBEE T 5 0S (HFRAE [95% X M 1)
DEHEEITHRE R IX, AFI+ A BV L~ T7HETNE [NE~NE] # H., AFIFETNE [29.08
~NE] 7H., A Y A~T7HET19.98 [17.08~24.61] W ATHY, AAI+A Y L~T
B 5 R OAFNB G153 A BV b~ T EEITH LR FOICH B R ER 2R Lz (RAI+ A
U A~ Tih o — N 0.55 [98%(EFHIXH : 0.42~0.72], p<0.0001 [J&%!] log-rank
RE], AE G~ — R 0.63 [98%fE#H X[ : 0.48~0.81], p<0.0001 [J&%!] log-rank

MiE], 20064E8 A 1 BT —% v "4 7)),
. A#) 1 mgkg (KE) &4 U A~7 Imgkg (IKE) %A HIC 3 WK T 4 [B AR L7295,
AFH 3 mgkg (KTE) % 2 RN AR Lz, PP SRICHEOL TR, ARZRIICRS
L. AU A= Z AR OB EET 705 30 458 ORI 2B TS 2 Bt 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 IRIBUIBRARE 2R M AR E 250 RICAH + A U A~ THREIZOW TGS
L7210 565 1 FERBR (CA209004 3RBR) D =i — b 8 ICBIT 5E%N%E (modified WHO J
HEIZHAS < CR UE PR) 1F, ABFIEIERIGIREE T 46.4% (13/28 15, 95%[EHIX[H :
27.5~66.1%) . {LFHRIEBEIRIE BT T 38.5% (5/13 f3il, 95% 5 #EX[H : 13.9~68.4%) T
HoT,

(PD-L1 F&BLIRBUR DA 2hiH: Mo OV 424)

WA MAHRRER (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 FRIT 2 AT o Te 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 _EFREHEMEMEA 2SRRI N (F),
BB, AH+A ) A~ TRORENT 0 7 7 A JVIEPD-L1 <1%0 BE M & PD-L1=
1% 0D 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 0OS D Kaplan-Meier Hif
(£E : PD-L1<1%DRBELM. A : PD-L1=1%DBEER)



DIE B[R AR (ONO-4538-21/CA2092385-54%)

SEARUIERE O Mb/e B/ IV O MRS A 906 1 (AARNEH 28 BilaEde, AFIRE
45361, AV L~T (BETHHZ) BE4S3 ) 2RI, A8V AT ERRE LT
AF 3 mg/kg % 2 TN CAMETE Lz & & OFIMER ORI 2R Uiz, T8
HH Th 5 MM (PR [95%EREXMH] ) ORI RIL. AFEET NE

[NE~NE] # A, A U A~THETNE [16.56~NE] A THY ., AFNIA Y L~T
3 LR HPRIC A BRIER 2R LTe (O — REK 0.65 [97.56% 5 X [H : 0.51~0.83] |
p<0.0001 [J&H log-rank #/E]. 20174E6 H 12 AT —X v b4 7)

* 1 AJCC (American Joint Committee on Cancer) JR#338 (55 7 i) 1255 < 5,

4 BEIZAETFHIM O Kaplan-Meier HifR (ONO-4538-21/CA209238 3REk)



[ 414]
OEMNE TR (ONO-4538-02 55k)
AEFRITEE (100%) 12RO LI, AKH L DRRERPEETERVAEFFRIT
30/35 B (85.7%) IZ#B®H LT, FHHEN 5% EORIERIZTRO LEBY ThoTz,

1 BBED 5% EOBHER (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&8/n 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
(MedDRA/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 -

HEDO TR 1A (2.9%) . FRRREE 4 4

(11.4%) . KTPEERERET 5 651 (14.3%) . BHERERRTE 2 ] (5.7%) . FURIREERERR S 8 151
(22.9%) . BIEEEE 16 (2.9%) . EEORBEESE 1] (2.9%) KOS E S EK 1 4]
(2.9%) MO BTz, £7o, FHEAREEEENRET ., infusion reaction, 1 BUBEIRIF, WL,
BEIEMEEIE, Mok - MRS, DR, k. TR, MBUHRURE X 43 F— KU
P2 M ML IR P SEBEIR 13780 D Te o Tz,

HRFzate) 2aUEFRETT,

@EWNF OB (ONO-4538-08

BIERIZESUIR LIS B 5 (BRR A

BHEFEGIL 2224 B (91.7%) (TR B, A E OREBEEPTE T WA ESR
G213 18/24 il (75.0%) (2R BTz, FEBLEN 5% EOEWERIZ TRDO LBV Th-

7
&2 FRBZN 5% EORIEA (ONO-4538-08 35R)

BRI B (%)

FEAGE 24 {31

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

EEIEN 18 (75.0) 2 (8.3) 0
APAR A

FOR AR REAR T 6 (25.0) 0 0
B Ik

TEL 2 (83) 0 0
—i% - BEREER IO S EOREE

[y 4 (16.7) 0 0
AR AR A

R 2 (8.3) 0 0
s L O E

AARBOR 2 (8.3) 0 0
MR g, FERES K OMiEhmbE

il 2 (8.3) 0 0
KRR X O FHlkEE

=5 5 (20.8) 0 0

& O FEIE 5 (20.8) 0 0

I NITRZ YN S 2 (83) 0 0

B, KGR - BEO TR 2 6] (8.3%) . IFHEREREE 1 6] (4.2%) . FIEAHE
11 (4.2%) K OFIRIREREREE 7 1] (29.2%) 23
MR E (X7 v - NU—EERESE) | B E R RTEMEBRE) | &

10

RE
Wb, £z, FEMEMKE,



infusion reaction, 1 BUNEIRN, FEEDREREE (K MALERREMERE, SIALEE, BIRE
BE) | BER, EIEGEE, MK - BERE, SEOER, LK. MR, TR, B
FRRRARIE / X A /T — K OV Vel N PESEBEIR 1358 0 DL Ze o 1o, REWER %
BURDLIIEESES: (BRMAERTY 2 51) 2B OEFERELTRT,

@UFEAFEMAFERER (CA209066 RABxR) V
BEFGIIAFIRE 192/206 6] (93.2%) . DTIC £E 194/205 1] (94.6%) (238D S, TR
BREE L DK RBIR N E T 2RV FEFRIIARAIRE 153/206 41 (74.3%) . DTIC £ 155/205
B (75.6%) IZFBD LAV, WT IR THILEN 5% LORIERIZT TR LB T
HoT,
#3 DTNODRETRIEARN 5% EOBIER (CA209066 FABR)

BE (%)
L YAN'S
ﬁiiqgj;ﬂ = AFIRE DTIC #¢
(MedDRA/I 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
I 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
HEL 34 (16.5) 0 0 85 (41.5) 0 0
M- 13 (6.3) 1 (0.5) 0 43 (21.0) 1 (0.5 0
—f% - REREER O S ERoREE
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
FEEL 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 (1.5) 0 0
TR B
SHYF 9 (4.4) 0 0 14 (6.8) 0 0
R R X O FHlkEE
HLBE 13 (6.3) 0 0 4 (2.0) 0 0
A B RS 3 (1.5) 0 0 11 (5.4) 0 0
& O PEIE 35 (17.0) 1 (0.5) 0 11 (5.4) 0 0
55 31 (15.0) 1 (0.5) 0 6 (2.9) 0 0
e A B 22 (10.7) 0 0 1 (0.5) 0 0

7RE . AFIFEIZ BV THEMEMZEE 3 61 (1.5%) . KIBHK - EED THF 6 71 (2.9%) .
PR (K7 2« NU—EEEEE) 28 1] (13.6%) . IFEEREREE 761 (3.4%) . B
REFETE 4 B (1.9%) . FHEEMEHERERET 4 61 (1.9%) . FRIMERERES 13 61 (6.3%) .
infusion reaction 15 5l (7.3%) . 1 ALHESRHS 1 5] (0.5%) . BEEEDFRERETE 3 1 (1.5%)
KLOSEIER 1B (05%) BB, o, BIREE, WK, BIEMREE, K
% - RIS, DRI, AR, TSR, BERUTRLARIE/ < A /3T — K OV M i/ M4
SRBERIERR O BV o T, ABIWEMFEBLRILIEERES (FRRMEMEET 2 51) %
BB RE R T,

11



@yFAEIFERER (CA209037 #BR) 2

A EFRITAAIRE 265/268 B (98.9%) . ALFHEIERE 98/102 5] (96.1%) 1Z#RD 5
. TREREE & ORIRFARDGIE T & WA EERITAAINE 199268 B (74.3%) . 1L
FRIERE 85/102 1] (83.3%) 1T38 D BTz, WFNDDRETRILERN 5%LL EORIWERIX
THROELEEY ThHoT,

F4 DTN OBETEARN 5% EOBIER (CA209037 3:ER)
B (%)

o VAS =1
T AT (LR
(MedDRA/J ver.17.1) 268 B 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
MiEdR L R RfEE
21 18 (6.7) 3 (1.1) 0 24 (23.5) 5 (4.9) 0
[ i BR e S 1 (0.4) 0 0 8 (7.8) 2 (2.0) 0
- BRI E 0 0 0 20 (19.6) 16 (15.7) 0
M IR E 1 (0.4) 1 (0.4) 0 12 (11.8) 6 (5.9) 0
PR
FOIR IR FE REAR 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 I 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
95 I7 82 (30.6) 3 (1.1) 0 41 (40.2) 4 (3.9) 0
5, FER L OWLE A GHE
HEANZPE D Kt 4 (1.5) 1 (0.4) 0 9 (8.8) 0 0
Fife PR AR AT
ALT #40 14 (5.2) 3 (1.1) 0 1 (1.0) 0 0
AST #5/m 15 (5.6) 2 (0.7) 0 2 (2.0) 0 0
I R ERE A 0 0 0 7 (6.9) 3 (29 0
i SRR Bk 1 (04) 0 0 8 (7.8) 3 (29) 0
i BRI 3 (1.1) 0 0 8 (7.8) 2 (2.0) 0
Rith L Ok E
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 —m T — 1 (0.4) 0 0 10 (9.8) 1 (1.0) 0
B 3 (1.1 0 0 10 (9.8) 0 0
A E N TS S ONH e
% IR 13 (4.9) 0 0 8 (7.8) 0
FRgF L O PR RRREE
BB E 2 (0.7) 0 0 28 (27.5) 0 0
& D FERE 51 (19.0) 0 0 2 (2.0 0 0
B 34 (12.7) 1 (0.4) 0 5 (4.9) 0 0
B IS NITR /N 22 16 (6.0) 0 0 2 (2.0 0 0
M A BE 24 (9.0) 0 0 0 0 0

72k AFIBEZ B TRV MR R 8 1] (3.0%) . KIG4 « EED T4 4 (1.5%) .
PR 33 1] (12.3%) . FFEEREREEE 22 f5] (8.2%) . EAEREREE  (JRANE [ MER 2%
Z5) 561 (1.9%) . FRRARFERERESE 23 f3] (8.6%) | EIEFEZE 1 1 (0.4%) . infusion reaction

12



10 (3.7%) . FEEOREEREE 1 6] (04%) . L 26 (0.7%) KOS E D R 3 4
(1.1%) RO Bz, Fo, TEMBEERERTE. | BUNERW, SEEMMEIGE, KK - 86
S, hde. Mhde. BT, RRBUTHBMEIE/ X AT — K OV M i/ NSO 1 2R B 7
IXFB O BV o T, AEWERRBUR DU EF S (RRREMRET 2 E5T) 2804%
FHERE R,

G@EWNH TFHFER (ONO-4538-1735k)
AEFERITEH (100%) ([ZFD HiL, AHlE ORREENPEETERVAETEFR LA
il (100%) TR HiTc, FWHRNS%LL EORIERIITERO LBV ThoTo,
£S5 RBIEY 5% EOREIER (ONO-4538-17 3BR)

LRE BRI B% (%)

HEARGE 30 {31

(MedDRA/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

FR AR RE TTIESE 2 (6.7) 0 0

RO IR B EAR T 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 (3.3) 0

] 2 (6.7) 0 0

HEL 4 (13.3) 0 0

N 3 (10.0) 0 0

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

it 5 (16.7) 0 0

[y 7 (23.3) 1 (33) 0

HRRY AR 2 (6.7) 0 0

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

e B R 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

77— 5 (16.7) 1 (3.3) 0

AST #4hn 11 (36.7) 2 (6.7) 0

y-GTP B4/ 5 (16.7) 3 (10.0) 0

Y S— I 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

EH Y U AIME 2 (6.7) 0 0

BT V7 2 v LfE 2 (6.7) 1 (3.3) 0

&) b U 7 AffE 5 (16.7) 4 (13.3) 0

BRI 8 (26.7) 1 (33) 0
B R 23 KO ARk E

RAEiiR 5 (16.7) 0 0
R R R

R 2 (6.7) 0 0

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

R M 2 R 2 (6.7) 0 0

13



B BIRE BIE (%)
FEARGE 30
(MedDRA/J ver.20.0) 4= Grade Grade 3-4 Grade 5
EIEIEEET 2 (6.7) 0 0
F2 &8 KO THLgR R E
= D PEIE 10 (33.3) 0 0
95 18 (60.0) 2 (6.7) 0
iR NRZ YN S 4 (13.3) 1 (33) 0

72F5, MR (30.0%) | IFHEREREE 1461 (46.7%) . HIRIRHERERE E 761 (23.3%) |
[FEE M T2 R3] (10.0%)  RAZZE « FEE o R #3451 (10.0%) | B8 D Bz ks 341 (10.0%) |
T HEAFERERE26 (6.7%) . 5 & 2 K15 (3.3%)  BERUH A fEE/ < A4 XF—241 (6.7%)
R O RImAR ZERIE 1] (3.3%) 2338 Hiviz, F7-, BHRERET, FIRMEERE, 11
PEIRIG., Ege, BIEMMEIGE, AMZE - #EES%. infusionreaction, /[LMHde. fhde. SoEfk
I/ NI PSR BESR K OF R IT380 e o 72, ARIWERRBURDLIZBhEE S (R

MAMERE 2 5T) ZatE

@M/ AR (CA20906775R)

BEFRGIIARA A+ A BV LA~ 731231361 (99.7%) . AFNIFE312/31361] (99.7%) . A
B U A~ 7 HE308/31141 (99.0%) (258D b, TRERIE & ORI RFEBENEE TERWAE
HGUIARK + A BV L~ THE300/31361 (95.8%) . AFIEE270/31361 (86.3%), 1 BV A
~ 7 HE268/31141 (86.2%) IZF88 BTz, WT I ORETHRILEN %L EORIERIZT
RDOLEEBY THoT,
#6 WTNHIDBETREREN 5% LOBIEA (CA209067 HER)

R E R

B (%)
DL YA
T RATA Y v T A TE) LT
(MedDRA/J ver.19.0) —— 313 1 313 i 311 43l
4 Grade Grade 3-4 Grade5 4= Grade Grade3-4 Grade5 4 Grade Grade 3-4 Grade 5
2RITER 300 (95.8) 183 (58.5) 0 270 (86.3) 65 (20.8) 0 268 (86.2) 86 (27.7) 1 (0.3)
PN 3 AR
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 (4.5) 0 0
BRI 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 (2.2) 3 (1.0) 0 35 (11.3) 24 (1.7 0
(EE 12 (3.8) 0 0 19 (6.1) 0 0 17 (5.5) 0 0
T 142 (454) 30 (9.6) 0 67 (21.4) 9 (2.9) 0 105 (33.8) 18 (5.8) 0
M PNz 19 (6.1) 0 0 13 (4.2) 0 0 7 (2.3) 0 0
CIT 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
S 31 (9.9) 1 (03) 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— 23 (7.3) 9 (2.9) 0 17 (5.4) 5 (1.6) 0 15 (4.8) 4 (1.3) 0
AST $#0 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/] 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

U R—BHEN 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
Rtk L OSERE

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
7% P18 17 (5.4) 1 (0.3) 0 15 (4.8) 1 (0.3) 0 9 (2.9) 0 0
TR

FEMED 17 (5.4) 0 0 15 (4.8) 0 0 11 (3.5) 0 0
R L 14 (4.5) 0 0 18 (5.8) 0 0 9 (2.9) 0 0
SR 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
fitiligi e 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
B2 91 (29.1) 10 (3.2) 0 72 (23.0) 1 (0.3) 0 68 (21.9) 5 (1.6) 0
BEIR LB IR 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, AH+HA Y L THIZB WD TR EE86H] (27.5%) | NTHEREFREE 1024
(32.6%) . HURIRHEREREERTH] (27.8%) . B&mElE2161 (6.7%) . W MEMZEHE25
Bl (8.0%) . KAFZ « EED FHI60HF] (192%) . BEEDOREEE2H] (6.7%) . FiE
RBEREFRE 2761 (8.6%) . WITHERERE 1401 (4.5%) . BER3G] (1.0%) . Mk - Bl
2201 (0.6%) . infusionreaction 1351 (4.2%) . 5 & 5 3B (1.0%) | HHR3B1 (1.0%) .
RS BARIE/ < AT —5001 (16.0%) | AT 51461 (4.5%) K& OVFRIR AR 2842 E 2451 (0.6%)
MO BTz, Flo, VBERWE, BEIEFEAE, O R & OV i MR S5 5T
IR D IR DN o To, AFIFEIT IV TR E 66151 (21.1%) | ATHERERRE2441 (7.7%) |
FOR IR REFE 4761 (15.0%) | EHERERE3F (1.0%) | MEMEMEESH (1.6%) .
RIGI% « BEEED FHFI1661 (5.1%) | BEE O R i FREEF] (2.6%) . T IEAHEREREZ 341 (1.0%) |
BB RERE E 3B (1.0%) . #2341 (1.0%) . infusionreaction 14f (4.5%) . 5 & 9 5
K261 (0.6%) . BERUHRBMEIE/ X A/ 3F—28%1 (8.9%) . FF&261 (0.6%) K OEFARIL
FRIERRIELH] (03%) RO O, £io, VRIBERWE, EAEMEE, MK - Bk,
O AR e OV PR i MR PESRBER 1 3GR 8 B AL 0o 7o, REIMEFHZE BRI X
BliEES (RMAMEET 25T 2308 RE =T,

IRVREIERA e 7 B RAJEEE 250 RICHA+ A © U b~ TG A LIish e
I #H5ABR (CA209004 #kER) D =7k — b 8 IR\ T, (LFRIERIBIRBEE 28 ] & (L2
ERERRAEE 13 6 & O T, ZaMIcUfEe 2RIl oo ol,
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DEFE LR A RS (ONO-4538-21/CA2092387K57%)

BERGIIARKIREA38/45261] (96.9%) . A BV L~ 7 HE446/45301 (98.5%) IZF88 5
AU, IRBREE & ORRERNAEE TE WA FFGIIAHINEZ5/4521451 (85.2%) . A '
L~ TREA34/453051] (95.8%) IZRBD BTz, W ORETRELERNS%LL_EORIER X
TEROELEEBY ThoT,

#£7 DTN OETHRRARI5%L EOBIER (ONO-4538-21/CA209238358)

BiEx (%)

-
e AT TEV AT
(MedDRA/J ver.20.0) 452 B 453 B

4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5
2RIEH 385 (85.2) 65 (144) 0 434 (95.8) 208 (45.9) 0
B H R LUV A ks
RAEfiR 57 (12.6) 1 (02 0 49 (10.8) 2 (04 O
5 PR 35 ( 7.7 1 (02 0 19 ( 42) 1 (02 O
H ks
T 110 (24.3) 7 (15 0 208 (45.9) 43 (95 0
D 68 (15.0) 1 (02 0 91 (20.1) 0 0
28] 29 ( 64) 0 0 46 (10.2) 1 (02 0
A 12 ( 27 1 (02 O 4 (97 2 (04 O
M PN RZIG: 24 ( 53) 0 0 14 ( 3.1 0 0
NI DS 9 ( 20 3 (07 0 45 ( 9.9 34 (75 0
— - REEERBLOE GO REE
) E 57 (12.6) 1 ( 02 0 53 (11.7) 4 (09 O
9297 156 (34.5) 2 (04 0 149 (32.9) 4 (09 0
FE A 7 ( 1.5 0 0 54 (11.9) 2 (04 O
FRIR IR AR
Y R—EHIN 30 ( 6.6) 19 ( 42) 0 26 ( 57 16 ( 35) 0
ALT H4/0 28 ( 62) 5 (1) O 66 (14.6) 26 (57 0
AST #0 25 ( 55 2 (04 0 60 (13.2) 19 ( 42 0
7T 25 ( 5.5 9 (20 0 14 ( 3.1) 5 (L) O
RIBILOSRTEREE
BARIEGE 18 ( 4.0 0 0 39 ( 8.6) 1 (02 O
PR R IR E
GV 44 ( 97 1 (02 O 79 (17.4) 7 (15 0
R L O THLfkREE
BER IR 5 24 ( 53) 0 0 50 (11.0) 9 (20 O
THFEIE 105 (23.2) 0 0 152 (33.6) 5 (1) 0
95 90 (19.9) 5 (1) O 133 (29.4) 14 (31) O
MR g, ERds KOMERRIE 3
EF-% R 15 ( 33) 2 (04 0 24 ( 53) 0 0
o WAk
FOR IR REIR T 49 (10.8) 1 ( 02 0 31 ( 6.8) 2 (04 O
FOR B RE T 36 ( 8.0) 1 (02 0 18 ( 4.0 1 (02 O
IERLTS 7 (1.5 2 (04 O 48 (10.6) 11 (24 0

7RE. AAIBEZIB W CTRBEMERZEE 11 61 (2.4%) . B EMEE/ X A /35 —48
(10.6%) . NTEERERET 40 51 (8.8%) . FURMRBEREFETE 91 51 (20.1%) . FRELFET 83
Bl (18.4%) . BHEREREDE 6 B (1.3%) . RITHEREREE 6 1 (1.3%) . TEMAHRERE
8 5 (1.8%) . infusion reactionll il (2.4%) . KIG&K - EHED FH# 21 # (4.6%) . HE
FE DRz R 5 H (1.1%) . 1 BOBEIRIS 161 (0.2%) | B 361 (0.7%) . 5 & 9 IR
2 6 (0.4%) . AT 3 61 (0.7%) BNRD BTz, Tz, FEIEFGHEIE, LHR. Fhk.
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o M /ISR D PSR BRI . A2k - BB, SRR AR FERRE M OB MERRAE 2013580 &
Nipinoie, RREWEHIZESURILIIBIE SRR (RRRAER T 25 2o Bt
Y,

1) Robert C.cetal. : N.Engl.J.Med., 372 : 320, 2015 (CA209066:85%)
2) WeberJ.S. etal. : Lancet Oncol., 16 : 375, 2015 (CA209037 :&5%)
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[ - HE]

AHNOREMEDENEET NV EFIH L=V 2 2 b—2 3 1280 AA 3mgkg Xik
240 mg % 2 JARFIRE TR G L 7ZBROARF O MG TIRED T Sz, ZORFR. KK
240 mg &G L7 BROgEEREIL, AH 3 mgkg b L 7CBROGREE & & ik U TRl
T ETRIENTZLOO, HRANBEIZBOD THERMENHER I TS AL AE (10
mg/kg % 2 B CHE) TARFZEG LIZBEOBRE & & g L CRMEE =7 & T3
St (F#). M2 . BROBIEIC 5T 57 — 2 1C 5% | A 3mgkg X% 240 mg
Z 2 AR TG L2 BRO A O R & & A M SUTL 2 & ORI 2 Gt 2 1%
BSUSTET VDREE S, BkBhElZ DWW TREID T /R, ERRo ML - HEo
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 ¥ M T
B U T BROAHN O R & & 22tk & ORE A a2 LUSE T VAR S 1L, %
BEIZ DWW THREI DM TN IR R, ERRO ML - HEOM TRt 28 T un
EFPHlENnT,

KR8 AADEMBE T 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 ABIOREMZEYBIREET LV EFHALZY I 2 b—3 2 12X 0 | KA 480 mg
% 4 FERFERGE CHG SUIBEARR O L « FH B TR U 72 BR O ARK 0 i o i B 23 et
Sz, ZORER. KK 480 mg % 4 HEMMR TR G L0 EFIREBIZB T 2 FEim
TEHIRE (LT, TCagss) V9, ) 1E, AHI 240 mg % 2 W RHIFIR THEG L7ZERD Caygss
EHUT DTSN (FR) o 7o, AKHAI480 mg & 4 BHIHRE CHE LIZBEOE
FARREICBT D m MG IRE (AT, [Chas) &9, ) X, AH| 240 mg % 2 i
[FIRR CTHEG L72BR D Chass & L TREZ R T & TS N2 b OO, AARNBEICE
WTEARMENHER SN TWAH M - I8 (10mgkg % 2 MR THE) TAF &5
L72BED Cranss & I L CTIRfE AR & FRIS 7 (FR) . M T, #HomEEcs
FAHT—2IZHSE KAHI3mgkg ((KE) F£7213F 240 mg % 2 BRI, 45 L < IEAH
480 mg % 4 BN TG L 72BOARF OIRTGE R & A0 32 et & o B % M
TAHRBIOCTT AR SN, YiZEEICOWTRBM TR R, Lok -
M BEOR THIWE R VLSV 28T Vv & TRl & vz,
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R AROEYBE 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)
10 mg/kg Q2W (14é?§22) (8622.?32) (101}?48) (323?225) (18i}§03) (2327277)

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
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4. fEFIZOWVT

MR UIBR AR 72 MR i B (S T 2 56123, &GRSR & U CER AR IA (45
) DR OLNTNDZ &0k, éumﬂﬁ%uﬁtﬂ ’%MT%%@M XChHDOLULENDD, £
DT, EHRES Y X7 EHGHE (RMP) ([ZHD X KFI O EIES 2V SUEE ~O ) 1k
HilA3 8 2 Mgk T o T, AN OE G- 72 BE A 2Wr - K58 L, AFOBGIZ LY HEZR
BIER 238l LT-BRICxHE T 2 Z E 3B e 7=, LLFOO~@ D3 X T &iiij= 3 Mizkic
BWTHEATL2R&ETH D,

O MEFITOWVT

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

(1) EATHERE SR E T 205 A2 HEEEIL AR PE S (BRENT RS A2 B L R T
HUIEEAS A RS BB AR, Mtk )s A 2Rl 7 &)

(2) FEEHSRERIE

(3) FENFIRFNF N E T D03 AR EEEERPE (D3 A2 HGEEER ERPT. 7S A2 i
B wEbE. S AR R &)

(4) IRACFHRIEE 2 E U, SRS L ARIEZ IR | USRS L 2R IE S Wk
2 OREFRFENEICLR D R 21T > T D ek

(5) PUEMEMEEAIL T E EINE O MR FAE IR D J| H 21T > T D fiax

O-2 EMERAREOLSRRE K ORINE SEBURS OIS 53 72 ik & 5k & R D EE Rl
(FROWTINITIEE T HER) 23, YEZEBOAFICET IGROBMEE L LT

fESNTNDZ &,

*

o [EEMEFFESE 2 FOUMIMHEZE T L7212 5 FFELL LD D ATBE DB IRIHE 2
{ToTCWAHZ &, 95, 2L R, BAREMIRIELS I & LIZBRRIERE T ONHME %
IToTCWVWBHZ L,

o [EARFFEGE 2 FEOMMINME ZE T L72RIC 5 L1 Lo B IR 2R O
IR ZA LTV DH Z &,

© BENOERFREEDOEHIZONT

RIS I A BT D RMEE N E S b, BERSE S OfFmE 0 A - %
IR OB P ORISR 5 iRt AFFRNELE LB E OWE
. FRESNITAT DD IEHINE > TN D Z &,
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® EIERADIRIT2OWT
®-1 BHWERRBEE O3 AH I B3 % B

B MERR B O EE R BITERA N RAE LIZBRIC, 24 BRRIR2IRIRHIO T, ik X
IEEE R 123 T, BB L 72 BIERNCS U CABRE E L O CT Z O EIEH ORI 24
ERRAEOR RIS Y AFIE O, EHITRISATREZRARI N E > Tnd Z &,

@-2 EERNEFEFICL2AFBLNNICETLEH

N ASIRICHE D D B A itk e OB E 2 A4 D ERIEFE DNEER =4 Y v
EEDHERDOA 7 ) —= T HATOERE L IE#ME LA TE DT — LERIRH 2
SN TWDZ L, B, BIIAHNICOWT, DABE L ZOFEEICHDITAmENT
WnHZ &,

@-3 BIFERDZUTLRINICE LT

BIVER (RVE MR BTN 2 | EAEMEEDAE, O R, Mk, B RARE . RIBXK.
NBS, BEO TR, | BBERE, BUEATIR. AR, IS TR, mifbrEiase
K. HURBRBEREREE . MEABERERE . MhRREE. BEE. RIBREE. Mk, BEEDK
JEREE . ERIARZEARAE, infusion reaction, FEFE7ZRMIKFET, MEKERIEMERE, F5EZ.
gk, BEDOHR, SEIRERK, BEORERIR, WERFEE, OEEE (OERE) -
RN < DEEEISNNGHESE) | ARZFEREE . IS H M, L) (Txf LT Yikhiisr X3l
BB O BRI 2 5 EAN & U (RUWER O ZWroxt s I B L THE R USSR
EZITONLEMICHD L), EHITHEUIREN TE DEHINES>TND Z &,

pEu]
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5.

BEXNR LI DBE

(2B 54 1H]

@

@

TREDBEHEIZBOTARADOFIMERREN TN D,

o ALFIRIERIGR K OBETER OARIGEIERANRE 72 TLHT/ IV ] SO L8 o v R iE
B

o SERUIRFZOIb/c M/ VI 0 o BafERE BT DI B E

723, BRAFEE AR Z 6T 5 BEIZHE W TL, BRAFBAFEANC X 210K LB ET

HZk,

KHF+A Y b~ T EREIICFPRIERIBIEORIGUISR AN G e M R A S 2 55
& LAV E IARRER (CA209067388R) 1B W T, MR E S A B ) A~THKE
X L CHIMEDRREES LTV D, 7272 L, RAI+A B U A~ 785 &L ARFI B &
5% bl U7 BB 72 MEHc B W Tid, PD-LIBBRMIC LV A B A~T D E3F
WNRP B DEAPRRENDERPI GO TND (Tp2R) . 207D, Rik
UIBRA R 2B R AEEE 12BNV T, AFlE A B Y A~ T L OPFHELG- O E %)
Wrd 23545, PD-LIRBE* 2RI 52 ENEE L, PD-LIBHREN1%LL ETH
D EDHER SN BE TRV TL, JRHL ARIEMER LSBT S, k. HBiG
OB AR RE 2 A B A IE AR e G & L 7oyigshes T AERER (CA2090045805R) 0 =27k —
FBIZHR W T, (b PHRIERIGIEBE AL FRIEEREE L O TAAI+ A B U A
~ 75O NECIER ZRITIRD TR,

kARKIOBZWIF E LT, fi5e4 : PD-L1 THC 28-8 pharmDx [ % =1 | AR ST 5,

(1)

AJCC (American Joint Committee on Cancer) JRi5FE (26 7 i) (1253 < 4
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[tz B 4 5 F1E]

O TRICEYTHIREICOWVWTIARIOREN LD L SN TWD Z b, &5 %217
DRI &
o ARENDOEITIT R LIBBUE D BEERE D & 5 B3

@ TERRATORBIZ BV T RIS S T 2 BEF IOV TL, AR OB EITHER I R

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

o [FEMMREOEHIITEEDOH D BHE

o g CHE R 258 O D BE M OTE B D U < <0 & G fiti 7%
LEOICRIEMEEA DD B

o HORERBOED, UHEMER7ZE L < IEZHERMED B O R B OB TR O
oraysecy

o EERBAEE (GE R A 5 Te) Db D ERE

o FEBORYSUIBIEE AT B

*  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. BEICEL THETREHH

WA SRS 2 RSO ER DT 2 BB 235 & AR 0 Rk ) OV E
O DIZLE R ERE I L ThBEERT 52 &,

TR YENE D | B UXZE DFEIEITH IR OERRIEZ 53 L, [FEZ2 15
ThoHEETH L,

RIRCIBRARE R M BB B W T AR LA ) A~ T L O ARG ORf
ZHWr9 584, PD-L1 BERELMERT 5 2 ENEE LAY, PD-L1 FEBLR AR
TERWEAIIT, AFIE A B A~7 L OO 2wl Lz LTS
THZ L,

FEREWER O~ A MZDOWNT

@

@

MEMEMEER D 5D Z ERH DD T, KFNOEGIZHT-> T, BRE
W (REWL RIEE, ik, FEEVE) OREFE R O X M o i, Bz -+
IZATH 2k, Fio. KBS UTHES CT, MiF~—"—%0Ma %2 £t %
Z&,

AFNOFEIZEE O infusion reaction (2 2 CEARHI 43Rk D T 5 U
i ZAT -7 L CRRMET 5 2 & £ 72,2 B B LR O A A 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIFEGH K OARA G T #IT A 2P A
CERRET %, BEORBEL 28I 52 L, 70, infusion reaction &
FHLLUIZGA IR, R TOBELOERD ERIZEIE T 2 £ CHE - 08l
T5HZ &,

ORI REIR . TRAEERET R ORIBEERH bbb Z B3 H DD T,
AFN D ¥ 5B aERT M O G- B I E IR N3 s rE iR A (TSH. 1028 T3,
FERE T4, ACTH. I =V —VEORIE) #FE i+ 52 &,
AHNOFEEIZ LY | BEORERISIZERT 5 &5 2 bildikx IR BOW e
DHLOLNDZENDD, BENRDOONTEGEITIL, BELEFRIIS UL
B 72 05k & BRBR 2 Ff- D R Al & i U Cal bl 2 B ns W 217V 18R o5
FOSIT X 2 BWER 2 o 2 355 12id, AFNORIE T I, R ORIE RE A
NEHOBRGELBETDHZ L, B, BIERERLVE L OEGIZEVREIE
A OYGERFRD IR WIGEITIE, BB RE AV LISt o Sz i Fl o8
bEETD L

BeEAET %, BOEBIOE ARRE L T LEWERDBET 2 EnbH 57129,
AFN OG- TZRICHRIEHORBIZH2IZEET H 2 &,

1 BRUBE R (BIE 1 BUBEIR WS 2 3 de) b bbiv, BERPMES F 7o R—v X
ICEBDZENHLHDOT, Alg, D, EHFEOIEROBHRCMAEED L2
SEETAHZ &, 1 BBEREN DN GA IR EEZ I L, AR 8l
FlOF 5 E DY L EZITH Z &,
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o BHEMTZ. TS, ITHEREREE . TR, BLHERERDRHSDOND 2 ENRH D
DT, EFIIFERREZITV., BEOREL+SICBET L2 &,

o BEIMERNHOLDONDZ ENHDHDT, IROEF DAL T HERT S
&, o, ROEFENRED bNIGEITIR, HeNCEREREL X2 T2 X
IBFELIEET DL L,

IR EIBRANRE 72 B BB BB T - 2 BRI, AR DERRRBRIC W T, &5

BR&A6 3 7 AU, ZHBABEIL, 564606 1 FEMIL 6 JH 2 & G 2MEDRE

fizAT > TWIeZ L 2B, REFEGHIXEMICHROMREZITH 2 &,

FEARTI R O MR R AR EE ~OIFRMBIRE & UTHEHT BRI, AR ORIR

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

HIXEMIC R OMEGR AT 5 2 &, B INB ML & L TR T 2561213,

AFNOEGHFIZ 12 TAETETDHI &,
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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 ~

ERk2 943 A (4Fn 548 3 AET)
BT BE
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AFN DR, ERBEST
A IR AR
el ANE
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1. IZT®IZ

RIS OF M « ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFH0 72 5B E R
FPEZRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 LR
PR & 72 o TR Y RRIFMBGEE & YR O FARTTEE 2016 CEAL 28 4 6 A 2 H MERIRE)
IZBWTYH, EHMNERNEOHRAORE(LHEZXS Z L L ShTnb,

BORVE AT ESR L, KB ERASCL 2T 0 7 7 A VB D ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICBET HIEWRSH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BF I LTERT 5 & &bz, mIfE
RSB L 7B B2tz & D 2 & AN AHE e — 1 O B i 7= 3 R SRR BE i
THZEREHEETHD,

L7eo> T, KA RTA4 Tl BRBEESLZNE TILELN TV A EFIFR -
BHE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EEHE R~ T,

¥, ARTA BT A A%, MSIATBOE N EIE G RS SR, ASAFEABAR
BRI 7o, —AFEENE N A ARERIRNBHE S . —MRFERE N B AT SRR 72 R O
NESFERNE N AR D ESB 22O o b EAERR LTz,

RG L I BEIS - A TR TR 20 mg, A7 Y — R AT 100mg, 4
— R EERE 120 mg, A 7Y — R AR 240 mg (—i%4 =
P~ 7 (Bl FH#z))

REERDMEUIHNE « TR UTEIREEE 2 A9 5 FHSHA S

WG ERDMEROHE W%, RAIZ=RL~7 (B z) & LT, 1 [ 240mg
Z 2 BRGSO 1[0 480 mg % 4 AR RIE CAGEEET 5,

f3E IR 5E ¥ F  NEIRG TEEASH




2. AHNORK. VERBF

A7 — R R ERHE 20 mg, [FATEERE 100 mg, FLAGEEE 120 mg K& ORI ERE
240 mg (—f4 - =R~ T GEE ), LT, TRA) Evd,) ix, /NEFPSES
TH#MASE AT Ly 7 24 (BIT7 VAL v Y —X A7 A7 (BMS) th) 2
BAs& L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 € / 7 v —F /LHLfk
Th b,

PD-1 (%, #EMAL L7z Y o o%Ek (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 & BUZHIEE 2 2
T ICET 2B AR TH D, PD-1 IFHURIRRAIIRIZIEEBLT 2 PD-1 U o K (PD-LI
K OVPD-L2) EfEA L. U SERICMEINES 7V R LTV o REROIEME L IRRE %
BIZFRET L CTWb, PD-1 U H» RIFHURE SIS B b O & 22 G/ 588
LTk, BMERAMEEE) LU LB TS PD-L1 OFBLLIEOEF
HIH & OMICADHBEBFR & 5 Z & HE I TWns (Cancer 2010; 116: 1757-66)
F 70 B R NE RS CIIARRE TN EET DA v ¥ —T7 = a B~ (IFN-y)
12X > T PD-L1 OFEIANFESI N, 858 L EEERRICIIT D PD-L1 ORI E ik o
ALEWIR & ORI EDOFBARR N & 5 & O#HE S & 2% (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-LI Z 5@l RH S S8 AMIBIE, PURRRA CDS B5PE T Miia o Hifa &
TR AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET 5 &2 OHfE
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U T2 REEEIX, 7
AR URRF A e T MM OWEBEEZ BT 5HFD—>L LTEZX LT
Do

AFNZ, FEHRBROFE R S PD-1 O iEE (PD-1 U 7 & FFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X 0, BATURFFRN e T MIlROIE
PEAL K OV AABIRNE k9 2 ARIRE TG M 2 58 5~ 5 2 & TRk e PuiEgsh iR 4 9
ZENHERR STV D,

IO OFEN S | AFNTEMEIER ) 2 B 2IaREIC R 0 55 b o & MifF S,
SHSE I B A kPG & U TR IRERIR & 520 L 20 et QBB EN e S 47z,

ARANDVEFIRERAC IS < B O Sy RS & B BHEM %238 5 b, TE I
EDFREMEN & D, AAIOEGH RO GHITIT, BEHEOBIERZ H0ITATV, BFE R
D BTG AITIE, FB L2 HGUTIE U B e ik & B8R & FE o R Al & L Col
BI7RERIZ I 21T\ B ORIERIRIC K D RWER MDD AT, IR AL
U FI OB GO TG RLE AT 5 BERD D,



3. BB
BR LR RERE 2 A 5 IESA R O A GRIFIZ Rl 21T - 72 72 BRI B O ok &
ZNE IR

[ 2hE]
[E B[R B AR RER  (ONO-4538-11/CA2091417805%)
7T FFH b G AL RIRIE T T B B 6 A LINICREBET T ER R RD b
72 ARG B A D SR FTHRIE O IG & 72 5 72O T /IV ] o0 SESEE R R 2 g 361451 (H
ARNEBE2TH 2 G de, AAIRE24001, SHFREEI216]) Z xSRI, TEBRFEY ERR2 SR L 7=
BIR (A MMLEI—bh, FEEZF LI EY XU ~T) 2R E L TARFIB3 mgkes
2 FI R CART R L & OB R O L2t E M Lz, FEIHMEEE Ch o4
AW (BLF. ToS) &wvo, ) (PRl [95%EHEXH] ) oo s SRk, A
HIRETT7.49 [5.49~9.10] 4 A . KHREETS.06 [4.04~6.05] 7 A TH Y, AANIIRERIEY
=R 2SS IR L 72 1R ISk LR FIIC A BRIt R 2 LTe (0N — RE0.70 [97.73%(5
FEX M 0 0.51~0.96] . p=0.0101 [J&%Hlog-rankiE] ) .
1 ARYA H B U DL RO RE & B T,
) kG b SNV FREALIE, e, o - TOEEE K OWEEE,

K1 OS @ Kaplan-Meier Bt (ONO-4538-11/CA209141 3R5R)



(PD-L1ZEBUR LB DA R0 K OV k)

EER I E 2 IAEFRER  (ONO-4538-11/CA209141785R) ICEAAN BNT-BED S b,
HEISAHAR I W TPD-L1 2 3 8 L 72 AL Y b 5814 (LR, IPD-L1F&HLHE ] &
V) BT DIERDE LN —EOBE DT — X ZH-SE | PD-LIZEBLIERBNTHEREIC
RN AT > T- A INER O L EMEDFERIZILL T LB Tho T,

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

[
o
S
i
o
1<)

—Nivolumab 3 mg/kg —Nivolumab 3 mg/kg
o | X Investigator Choice % "~.: ..... Investigator Choice
g g
@ @
] 60 - & 60
S S
% =
40 | =
It ® 40
20 20 |
0 T T T T T T T T T T T T l 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
LEFEHB(A) 2AFHMA)
at risk at risk
Nivolumab 3 mglkg 96 74 59 42 30 25 22 19 16 11 8 5 1 0 Nivolumab 3 mg/kg 76 54 39 32 29 20 19 17 15 11 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)
"""" Qe Investigator's Choice (events:60/63), median and 95% CI: 4.7 (3.8,6.2) B Investigator'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% CI): 0.73 (0.49,1.09)

ONO-4538-11/CA2091413RBX D PD-L1Z B TOOSD FH 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 MARER (ONO-4538-11/CA20914175R)

B ERHGIIAFIRE229/23601 (97.0%) KOS HRREEL09/11141 (98.2%) (2588 AL, 1A
BRIE & ORFEBIRNEE T X WA B HGUIAKIRE39/23661 (58.9%) . xFHREES6/111
B (77.5%) IZBH BT, FBIENS%U EORWERIZTTEDO LBV ThoT,

#1 FRHEBIN5%LEOBIER (ONO-4538-11/CA209141388) (LML)

Bil%x (%)

g0l 40
F A XTHRE
(MedDRA/Jver.18.1) 236§ 111 )
4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

AFIEM 139 (58.9) 31 (131) 1 ( 04) 86 (775 39 (351) 1 ( 09
MERBE RSB EE

2 ifn. 12 (51) 3 (13 0 18 (162) 5 ( 45 0

I BRI iE 0 0 0 9 ( 81) 8 (72 0
B IR

] 16 ( 68 0 0 15 (135 2 ( 1.8 0

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

AU 8 ( 3.4) 0 8 (72 0 0
— k- R HBEER IO G ORRE

) RE 10 (42 1 ( 04 0 16 (144 2 ( 18 0

W TT 33 (140) 5 ( 21) 0 19 (17.1) 3 ( 27) 0

FEIE DT 3 (13 0 0 14 (126) 2 ( 18 0
R AR i A

(NN 4 (1) o0 0 6 ( 54 0 0
Rt L O EEE

RARE0E 17 (72 0 0 8 (72 0 0
PR TR P

FRY M= 2 — S F— 1 ( 04 0 0 7 ( 63) 0 0
4 BSRNON AN (e

i, = i 0 0 0 14 (126) 3 ( 27) 0

B 5 7 ( 300 0 0 10 ( 900 0 0
EOPEIE 17 (72 0 0 0 0 0

S 18 ( 76) 0 0 5 (45 1 (09 o0

7p¥s. MEMEMIZE 7 6 (3.0%) . BERRUHRMRZLE/ X A 3F—5 B (2.1%) . THRE
[ S B (2.1%) . FURBMEEEREE 17 61 (7.2%) | fhfelESs 761 (3.0%) . EinekE
1 (04%) . BIBFEE 16 (04%) . FEAHEERE 2 6] (0.8%) . FFRMETER
JiE 1 1 (0.4%) KON infusionreaction3 5] (1.3%) 23328 HAv/-, £7-. BEIEAESIE,
DR, Whoe. KBS - EEO TR, 1 BRI, SEtEm/ MO PESEBER ., FF%R.
e - flilES, BEEORERESE, 5E 5 BERKVEEDORERFITRD broT,
AEWERARBUR IR ER S (FRAREEREE 25T 280EERERT,



[ - HiE]

AR OREMEYBETT L ZFHALIZY 2 2 b— 3 42k v, KK 3 mgkg (K
H) XX 240 mg % 2 JARIEINGE TG LIBROARR O Mg iR E S Sz, ZOfs
R AHI 240 mg G L TZBROREEEIL. AH) 3 mgkg %G LIZBROBREE & & i
LTREZRT ETHENTZb DD, ARNBFICBO CARER RIS TV D H
% - & (10mg/kg % 2 BN CRE) CARAIZ G LI-BEOgE & & ik LR E
o LTRSS (FR) AT BEOFBEICE T 27 —Z 15 E | KA 3 mg/kg
(KEE) 0% 240 mg % 2 HFFEFE CHG- L IZBROARRK OBREE & & Ao 3 etk b
ORI & T D IRE ST T APER S, Y% BSOSV TREIT DAL AE R,
ERROME - HEOR TAEIMER ORI 2RIV E PRS-,

K2 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 (513%Z03) <15§3§Zfﬂ (25i?i78) (10&?254) (41%2?58) (62a?%87)
10 mg/kg Q2W (14;?;19) (512?592) <7932§14> (33??232) (18i};13) (23$7§86)

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

Flo, AR ORERFEDEEET V2R LIy I 2 b— 3 XD | AH 480 mg
Z 4 MR TG S IBEARE O HE - &% TG L 72BR O A O ik I B D3 st
Sz, ZORER., K| 480 mg % 4 HEMR TR G L0 EFIREBIZB T 2 Fim
TEHIRE (LT, TCagss) V9, ) 1E, AHI 240 mg % 2 W RHIFIR THEG L7ZERD Caygss
CHRT L LTSN (THR) . F7o. AHAI480 mg & 4 WM CTHRE L7ZEROE
FORBEICR I DR MiETIEE (AT, [Chass) &9, ) X, AHI 240 mg % 2 3R
FRE CTHE G LTZERD Craxss & L TRIEZ T L TPHISNIZH OO, AARNEEIZE
WTRABEMEDPHER SN TV D HTE - & (10mgkg % 2 MR TR E) TAAIZ2#% 5
L7ZBED Craxss & 0 U TIRME AR 9 & FRIS L (FR) o X T, B OREEICE
F2T7—2IHESE AH 3mgkg (RHE) £7-1% 240 mg 2 2 HFFIRE, & L < TIAHA
480 mg % 4 FEMIE TG L 2B OARF OIRTGE R & A T et & o BE 2t
T HBBSIEET ABERE S, YZBEIC OV TRFEIMThn R, Eiio ik -
M EDOR THRIME R I =R IT Vv E PRI Sz,



K3 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 me/kg Q2W (14é,9§22) (86.959,.?32) (101,1 ?48) (32;,9225) (18421,1 gos) (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 THEHARRE (BFFE) AE o Tnd 2 &b, Yikild 4
IZETXDIER THOIMNERD D, TD LT, KF OGN #EY) /2 BE 2720 - FF
ﬁEIJ\ AHNOBEHIZ LY EELRRWERH 2B LIZBRICHINT 5 2 EBRMERT=D, LIF
DDO~@DT X T &I MR IZBWTHEHAT & TH D,

O MEFRITHOWT

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

() BEAFERENEET 505 A REENLSFRBS FE R A BRI AR
I 23 A2 B EEIL AR T, MBS ARSI 7R &)

(2) FrERRERRE

(3) HEFRINFEDEET D03 A BREEERRT (S ADBFCEIEIEERbE, 23 At
W 1REBE, DA EREER e &)

(4) IRALFBFIER AR U, SSRIESH L BRIEZ IR | USSR LA ok
2 Ok IEAEITSR D R H & AT > T D Mk

(5) PUEMEREBEAIAL & BN O i g% FEAEIAR B B H 21T > T D il

O-2  SBASEE DAL TR E L OVEIE R FEBLIRE OO KT 43 72 Fnisk & #85k % ¢ D 2= fifi
ITHEEHERT (FROWT TS T D EM I HERER) 23, 4% R o ARANIZBE
TAHREOEME L LTRESNLTWASZ L,

7

o [EAIRFFEGE 2 FOMMINMEZE T L72RIZ 5 L LD AIRROERIRIHE 2
ToTWHZ &, 5bH, 28U L. WAREYREL L LIEERRIESZOIHME %2
ToTWHZ &,

o [ERIRFFESE 2 FOPINMEZE T L7oRIC 4 L1 EO H SRR EI O B R
WHEZAT-> TR, 26, 24ELL R, 23 AFEMIREZ &SRR 2R O
FRIRBHE 21T > T D Z &,

o [ERNRFFUTERHEMATTIUSZ OYENHE AE T L7c#&IZ, 5 FLL Eo O pEsF
DEFFRIHMEZIT->TEY ., 5 b, 2HEL I, DAL Z ST OEARI OB A
IREDOBAHEZ I T>TW\DH Z &,
ﬁﬁ AFNC X DIBRICBWTCIEWER 502G HEH 2 -4 570, BEDIRE

(ZY 72 2R EMIE EOROWT IR TR 2 7= AN (GESEEE Ok
K ORIE RS BLRE O XIS+ 22 ik & R BR 2 Fr D [ERT) & OBREHED L &
WZ2RT 52 &,




@ BNOERSEREROEENDONT

R S e BT G 5 BT L S, BB D O N, A - 72
S DB N O T 51 RIS 51T R 2 B0 A S e L
A DU EERS. S SERH T HR B KB - TV B = &

® BHWEH~DXIRIZOWT
@-1 MR 5 EH:

FVE MR B O EE R BIEM AT LB, 24 FERIZIRIEHIO T, Y% X
ISR 12T, B L2 EIERNIZIS U CABRE B R O CT ZFORIWEH OFERINZ &4
B DR RN Y A FIGE O, EHICKHIS RSN > TWnD Z &,

@-2 EREFE L DAEERMCICET2EHS

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

@-3 BEHEADZWrox N LT

RIWER (RE MBI X, BEREMEDAE, (O, Tk, B RARE, KBK.
NS, EEED TR, 1 AUERIE. BUERTI. IFARA. NFHEREREE . IR, B brEinsE
K. FAIRIBEEERE S T ERMAMEREREE, mhikbEE, BEE, RIEEE, MRk, BEEOKL
fEREE . FRRIm A2 ZEARIE, infusion reaction, EEFE7f MukPEE, MERE BIEMERE, FElZ.
g, BEDB R, SE IR, MEORERIE, WIEREME, OEEE (LEmE) -
IR « D= PEAMGHEE) . JRIFERES . MRS, BEFLAE) 1Tk LT, Mz Xk
B B D BEFME A A D A &8s U (RIVEH O Mokt 2B U CTHRE L USCR
EZTONOERMEICHLZ L), EHIZHURAENTE LN ESTnND Z &,
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5. BEXB LR HRE
[(HZhEIZBE 3 2% FH]
O 77T A G FREROH 2 BE BV TAAOFIEN/REN TN D,
©  TRLUCEZY T 2 BEICKT D ARA| OB H K OME A FIEIZ DWW TR, BKFIOA ZhEN
NS TE LT, AFlOREGRRE LRG0,
o TIFFRHEGTALTIIEIC X DR O I W EE
o IR L
o fhoOPUEMEES L OFH L TGS BHE
@ AANZIEFEEILFR S MARRERIZ W T, EERITI W THRBERIZ ST L CTHEMED R
RESALTUW D23, PD-L1 BELRIZ L O GRMEOMBEM N2 D Z LSRR SN D 56 R
DELINTWD Z b, PD-L1 FEBLERE* R Lo B CAFI O H IS O] 2
THZENLEE LV, PD-L1 BHERN 1% THDH 2 ENMHER SN EBEE B
TIE, AR OIEHREIRIE S BET 5,
kARFNOZWIH L LT, W54 : PD-L1 IHC 28-8 pharmDx [# =] 2VKBREN TV 5,

(2t BE4 2 5]
O TRIZEZYTLIBEFICOVTIARFOERGENEZE SN TNWDL Z b, &5 E21T
DR &,
o KA LSBUE DB D & 2 B3
@ BEATOFIIZ 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 MEMMEREDOEHIITITEDH 5 BHE
o EE G CHE R 25 0 2 B K OTEBN M D HUR BRI 2 S0 G it 2%
FEOMICRIEMEZEAN DD B
o HOEREOAH, UMM L IXEHMEO B LRk B OB ERED
&5 BHE
o EERAERE (CEMEHaBEEL ET) ObHEE
o FEBEORYSUIBIE A AT L BE
»  ECOG Performance Status 3-4 "V 0 i

GED  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,

11

BATHRECTHSOF DY O Z L3 < TAFELEAMEREIT TE R, A 50%A Eid~y R Tl 27,




6. BEZELTHEETREFIH

I SRR 2, & AR B3 D R 2 ERFE 12 KD & ARH O FriE K OVl (Ef#
RO 7= DI B w2 o3 B L Co b HET 52 L,

TREBRAAIC SN D | B XX 2 OFEICHIME L OER %2+ L, RE 215
ThoEETHZ L,

PD-L1 B SRR L7e 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 Lo b Z ERH DD T, KFNOEGIZHT- > T, BKRIE
W (PRI RIS, ik, FEEVE) OFfEsE M O X S 0 %, Btz +5
ZATH 2 &, £, MBS CTHE CT, MiE~— I —FDMm&Z FEhd 5
Z &,

AFN O EIXEE D infusion reaction (i 2 CERARHI H3 2%kt D T 5 U
BaAT > 72 EChtAT 2 Z &, £72.2 [ H LABE O A% 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIFEGH K OARA G T #IT A Z A
CERAET %, BEORBEL 28I 52 L, 70, infusion reaction &
FHLLIZGA 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 R A (TSH. 1028 T3,
FERE T4, ACTH, M=oY —VEORIE) #FEhd 52 &,
AFNOEGAZ X0 | WEDOREEISIZER T 5 & B 2 b D4 R R IERRE
NHOLOLNDZERNDD, BEPRDOONTHEIIE, BB LEFRIIL U
B 72 ek & Rk 2 e O R Al & i UGl bl e BRI W 21TV IR oS
FOGIZ X 2 BWER 2N g0 2551 21%, AR ORFES I I, R ORIE BB A
NWEVRIOBRGEEZZBET D L, 2, BIBREFRLVEYOELIZ X0 EIE
A OYEERFRD IR WIGEITIE, BB RE AV LISt o Sz il Fl o8
HLBEET D,

PR T %, BB OE AR L T LEWERDBET 2 Enb D129,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBE R (BIE 1 BUEIRWS 2 3 de) b bbdv, BERPIMES F 7o R— X
ICEBDZENHLHDOT, Alg, D, EHFEOIEROBHRCMAEED L2
SEET DL, 1V BERBN DN -G ICITEGEEZ R L, AR ) H
FOFGFEDHEE) R EZITH Z &,

BIEATIE, P4, IFHEREREE . TR, B{LMERE RDPH LoD Z &ndH D
DT, EHWIIITERERE LTV, BEOREEZ H3ICBET 52 &,
SEIERNHLDONDZ DD T, IBRORE OF A EHICHET 5
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L, Fe IBORENRD bNGEITIE, EONEREBEEZ2 T2 X
IBEEEETL L,

® ABIOEERRBRICBWT, #EBHBENS 9BE, LT, &EBGENS 14

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

(BR5E4 « A7V — A REFE 20 mg, 7P —RRHFEE 100 mg, 7P —
AR ERE 120 mg, A7V — R K EHE 240 mg)

~ R e o ~

Y2 964 A (4% 54 3 AKET)
BT BE



ER/N

S

XU

AFN DR, ERBEST
A IR AR
el ANE

ELECD O Bl AN ey

BOICER L TRET & HIHA

P2
P4
P5
P17
P19
P21



1. IILBIC

RIS OF M « ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, 6T, TEORFREFOESRIC LY |, FUREZS e & OHH0 72 8 R E R
FFEHRMDPARBENDLH T, 20 DOEEKNZ BICHLER BT IR 5 2 L BB
PR & 72 o TR Y RRIFMBGEE & YR O FARTTEE 2016 CEAL 28 4 6 A 2 H MERIRE)
IZBWTH, FHNERGEOERORE(LHEEZ XS Z & L ShTnd,

BORVE AT ESR L, KB ERASCL 2T 0 7 7 A VB D ESRS & B 5 I R
RHZENRDDH, ZOD, AIMELROLZEMICET D IERN 2% T 5 £ TORR,
YK EEGOBELR ZIT 52 IR SN HBEICH L TEMHT L & &bl BIE
RSB L 7B B2tz & D 2 & AN AHE e — 1 O B i 7= 3 R SRR BE i
THIENEETHD,

LTl oT, KTA RTA4 Tl BIBBERES N E T/ LTV D EFIEFH -
B PR RN EES & | LT OEEG OS2 H A2 HEE T 2880 b B R B & X
HROEEFEHE T,

I, RIA BT A 0%, MSIATBAE NEIE G ERE IR OHE, ASEEEANRR
R IR I 7 ox . — At EE N B ARERIRNELE S K O— i[5 N B RIBRE B 72 O W
Job EERR LT,

RGe L I BEIRS - A TR T 20 mg, A Y — R AT 100mg, 4
— R 120 mg, A 7Y —R AR 240 mg (—ik4 =
=7 (Bl FHH#Z))

REERDMETAR - ARIEEIBRARE SUTERRE M D B e

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

Z 2 JEMIRINE S 1 0] 480 mg % 4 3 [ RI6E C AT 5,
ARV F =T LT 25613 @ AT =A <7 (8
faf#Hz) & LT, 118240 mg % 2 #REIENE X IE 1 5] 480 mg
% 4 IR CRIEENET 5,
(L FPRERIBIE ORI YIBR R HE X T O B I 12 % L C
AU LA~T (BaTiiEz) SOPRT2581E, 8., A
IF=FRN~7 (BfaHiz) & LT, 18240 mg % 3 @M
fRC 4 ST 2, 20%, =AL~7 (BIEFHlZ) &
L, 1[1240mg % 2 WA EIFE I3 1 (5] 480 mg Z 4 18 [EfH T
RIHEHET D,

B I OE ¥ DRI TS

(23%)

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

RESIZNR. MEA O =

ZhRESUZNAR AR EIBRANRE SUTER R oD B il g




REROHE : =R~ 7 (Bafz) EO0FHT2580F, 8%, AR
yF=7L LTI H1IE40mg 2GRSO G35, ek, BED
REEIZ LV EEREET S,

AR BT D P — AR A ST EREN SOmg (— %4 A BV A~T (BB THHEZ))
DRBESNIEN R, TEL O &
ZHRE TN R ARIBUIBRANRE SUTHERE M oD B M A
MEKROHE =R~ 7 (BiorH#az) Loffficisn T, E\HE. EJU\ [ =
VAa~v7 (BaHfiz) & LTl mgkeg ((KRE) % 3 BEEMET
4 [BETEEET 5,



2. AHN DR, VERBF

A7 — R R ERHE 20 mg,  [FATEERE 100 mg, FLAGEEE 120 mg K& ORI ERE
240 mg (—f4 - =R~ T GEE ), LT, TRA) Evd,) ix, /NEFPSES
TEMASLEAF 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 /LHLfk
Th b,

PD-1 (%, #EMAL L7z Y o o%Ek (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 & BUZHIEE 2 2
T ICET 2B AR TH D, PD-1 IFHURIRRAIIRIZIEEBLT 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 BE &
BIZFRET L CTWb, PD-1 U H» RIFHURE SIS B b O & 22 G/ 588
LTk, BMERAMEEE) LU LB TS PD-L1 OFBLLIEOEF
HIM & OMICADHBEBFR & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66) ,
F 70 B R NE RS CIIARRE TN EET DA v ¥ —T7 = a B~ (IFN-y)
12X > T PD-L1 OFEIANFESI N, 858 L EEERRICIIT D PD-L1 ORI E ik o
ALEWIR & ORI EOFBARR N 5 & DHE S & % (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-LI Z 5@l RH S S8 AMIBIE, PURRRA CDS B5PE T Miia o Hifa &
TR AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET 5 &2 OHfE
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U T2 REEEIX, 7
AR URRF A e T MM OWEBEEZ BT 5HFD—>L LTEZX LT
Do

AFNZ, FEHRBROFE R S PD-1 O iEE (PD-1 U 7 & FFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X 0, BATURFFRN e T MIlROIE
PEAL K OV AABIRNE k9 2 ARIRE TG M 2 58 5~ 5 2 & TRk e PuiEgsh iR 4 9
ZENHERR STV D,

IO OFEN S | AFNTEMEER I 2 B 2R EIC R0 55 b0 & MIfF S,
R R A xS & U7 BRI ERBR & TEhE L A ME A R OV D R S vz,

ARANDVEFIRERAC IS < B O Sy RS & B BHEM %238 5 b, TE I
D RS D AAOB G RO 51T, BHOBEE HHITV. BESR
D BTG AITIE, FB L2 HGUTIE U B e ik & B8R & FE o R Al & L Col
LI2REERIB M 21T\, B OSERIGIZ X DRIER A SN 5 5A121E, BB RE AL
L H O 55 DTG R IE 54T 5 LB D B,



3. BB
RIBYIFRASHE XX ERFE M 0D BB fages 0D A GRIRE I Z RF-AM 2 1T - 72 5 72 B AR 3RBR D Bl &
ZNE IR

[ 2hE]

DEFR L[ AR RER  (ONO-4538-03/CA209025 #-5R)

MEFAEREERZET 2HEMEEGEA (TFTF=T A=F =7 VI Tx2=T
XY RN=T ) AT TRIEIE A A T D AT SO TER RS 0D 38 I R R ol e AR
821 il (HARNBE 63 Hlzgte, AKIRE 410 6, =1 U LAZEE41LH]) ZxRic, —
R AAERRE UTAA 3 mgkg % 2 BN CRMEFE L & oM R O
EMEZ R Lo, FEEHEEE T 2248 FMM (BLT, ToS) &vwo, ) (FiufE [95%
EHEXM] ) 1%, AAFRET 25.00 [21.75~NE"] #H., =X U AARET 19.55 [17.64~
23.06] WHTHY, AKFFHI=a U LAAFTK LFEHFIICAERIERZ R LT (N
#— R 0.73 [98.52%(EHEX[H : 0.57~0.93] | p=0.0018 [/} log-rank fRE] . 2015 4
6 HISHT—%X v hA7) |

1 OS O [EfENTR:D Kaplan-Meier BifR (ONO-4538-03/CA209025 3REk)



F7-. BARNEBSEER 63 ] (ARFIRE 37 5], =~ U 52826 45]) @ 0S (F il [95%
EHEXE] ) 1%, AFIBET 2737 [23.62~NE] # H., =1 J LA TNE [NE~NE]

HHTH-T= OONF— R 1.50 [95%15 48X : 0.49~4.54] ) .
* HEEARRE (L. R

2 BHARALHIZEIT D 0S DFEENTE D Kaplan-Meier Hif
(ONO-4538-03/CA209025 3R5%)



@EBEIL[FFE MAHFRSR (ONO-4538-16/CA209214 7 5#)

(L ERREARTRIE ™ OMELTHE U TR O W T R A B M e s ;B 1,096 61 (H AR NGBS
2 BlEEte, A ) AT (Badfz) 0 CIF, TRFI+-A v ) L=T) &
9.) PHESSO B, A=F=THES46 B) AXRIC, A=TF=TExE LTRAI+ A
U L~ 7 DR NEL ONVEZ M Z2 R L7, ZEFEHIE H T 5 International Metastatic RCC
Database Consortium (LLF, TIMDCJ| &5, ) U A7 5358 O Intermediate 52 O¥ Poor U
27 OEE RF+A4 Y AT 42560, A=F=7# 422 %) IZH1F5 OS (FRfh

[95% (54X M) ) 1, AFl+A U LA~THET NE [28.16~NE] # H, A=F =7}
T 2595 [22.08~NE] ZHATHY ., K+ A Y A~ TEHITA =T = 7R LFEEHF
PINCHERIER A LTc (O — R 0.63 [99.8% S HE X[ : 0.44~0.89] | p<0.0001 [J=
A1) log-rank #E] . 20174E8 H 7T HF—Z v b4 7)

*1 BRI 1) D A RIEOIRRER 2 VBE, 72720, LLFOBEITSHIGREICE D2,
SERYIFRATREZ2 B A 1%t LT 1 BB OITAT USRS ABIRE (7272 L, M N IEFER 1
(LA, TVEGF) &9, ) XX VEGF ZBR AL & LeEAZER<] DA77, 2ofif
B IR H R IE OB G0 D 6 1 B UL ERRIB%ICER L HE
*2: AAI3mg/kg KHE) & A BV A< 7 Imgkg (KE) Z[F HIZ 3 BFIFRRE T 4 [EAGEHE L2,
AKl 3 mghkg ((KE) % 2 MR CRMEHE L, IPHBEERIZEBWTE, KEZ2 kIR S
L. AU AT IEIARFOEERTID 30 5Ll EOMIEE BV CEEZBtA LT,
*¥3: L FOO~@DWTIUC HEZY L7V A2 Favorable U A7 1 XU 2 THHE W74 HE8121T
Intermediate U A7, 3 THH L L&/ 356 121E Poor U A7 & iz,
O HIE & 2 ST b ARRBR O IIEAEIR T £ T 1 44K, @Kamofsky — i HRTE 80% A,
@~E S 1 B UAEA I TIRAN, OWMIERO IV 7 MED 10 mgdl 282 5, ©F P ERE
FEVEE ERAHE 2 5, @i/ MO EHEE LR EE X 2

X3 OS OHREfFEITE D Kaplan-Meier Hi% (ONO-4538-16/CA209214 FA5R)
FEATRIEEEM : Intermediate X X Poor U R 7 BBE

7



72k, EBILFEHIHEFER (ONO-4538-16/CA209214 #AER) (23 C, IMDC Y 27
53HA73 Favorable U 2 7 O BF (T EEGHMIE B O RIER & ShpipoTe, Yk
BRICHL I AFL B 417 Favorable U A7 ODBHZEOF — 2|2 x| ERHIT 21T- 7~
FER AH+A Y A TREE G L TA=TF =T H TR BRSSO TS (F
B,

4 OS DHEENTHEED Kaplan-Meier #if# (ONO-4538-16/CA209214 3A5k)
AT EER : Favorable U R 7 BB

Q@ E B L[FH MARFRBR (ONO-4538-81/CA2099ER A 5k)

{EFFIEARIGIE ™ OHEITIE S TEERENE 00 1 B I R AL B e AR 651 151 (H AR AR
46 Bl Ede, AR F=TPH (AT, THRAI+ DAY F=7) Lwnd,) 2RE323
B, A=F=THE328f) XU, A=F =T E2XBE L TAA+IARF L F=70D
BEMER LM Z R Lo, BEFHMEEE T 2 WA (PRl [95%E4#
X)) 1, AAFI+ DR F =T RHET16.59 [12.45~24.94] B A, A=F =TT 831

[6.97~9.69] W HTHY ., KK+ DAY L F=TRIFIA=F = 7T RUTK LIEEHFEROI



BIIER 2R LT (0N — REE 051 [95%(5 41X : 0.41~0.64], p<0.0001 [&5] log-
rank FRE], 20204E2 A 12 BT —% B v b4 7).,
1 : EHIIDRC T D REIREORBEN 7 VBE, 7275 L, BT OB IS LIaREICE D20,
SERYIER AT RE 72 BRI 2%k L C 1 FE O AT U AfiBh L (7272 L. VEGF XX VEGF %
FRA SN & LT 350 % 5 < ] DSHAT S, DRI U BNIR LE OB 505 6 1 A LA
BB ISR LA
*2 1 KA1 [8] 240 mg & 2 BRI CAMBHEL, ARV F=740mg % 1 B 1 BEEOFS L,

X5 EREAFHIRE (BICR¥E) D Kaplan-Meier Hif
(ONO-4538-81/CA2099ER 5#)



[Ze4tk]

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

B EFGIIARAIRE 397/406 6] (97.8%) . =1 U LA 386/397 5l (97.2%) 1Z7R
DAL, TREREE & ORRBRNGIE T E RWAFHEGIIAAIRE 319/406 1] (78.6%) . T~
7 U AR 349/397 i (87.9%) T3 BALTZ, WAL DORE TIILED 5%LL Lo gIE
HIZTTEROEBY ThHhoTz,

R1 WIFNLORETREIRDE 5% EORIWEM (ONO-4538-03/CA209025 FRER)

s . B (%)
ﬁgiﬂiﬁiﬁ 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

ERIEH 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

7 v 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

U Z YR Y RAE 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
LIRS N TS SN E ] e

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

¥, MEMEMZEE 19 B (4.7%) . 5525 161 (0.2%) | AEEUHRLRIE/ X 4 3F—56
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Bl (13.8%) . KEGZ « EEO THI 10 61 (2.5%) . 1 BEERE 161 (0.2%) . FFHRER:
Fix 46 1 (11.3%) . TR 161 (02%) . FURIREEREFRTE 34 f51] (8.4%) . FhFRFETE 55
Bl (13.5%) . BHERERE (RMERIEMER2%£5%) 28 6 (6.9%) . RIBHAEREE 6 4l
(1.5%) . infusion reaction 21 {5 (5.2%) . FEEDLEREE 4 6] (1.0%) . TIEAEHKRE
P 2 61 (0.5%) .« BER 1B (02%) KOS ESIEE 16 (0.2%) BNRH LN, £
7o, EREANEESAE, O, e MRS PESRBES . IS « BERREA M OVFRIR f e €
FIEITRR O BV o T, AREIWERRBBLR DU EFRS (BRAMEEREE L ET) 25
AR R 2T,

@ E BRI [F AR (ONO-4538-16/CA209214:85%)

BEFGIIARA A+ A Y L~ THE 544/547 111 (99.5%) . A =TF =7 # 532/535 1 (99.4%)
IZRRD B, IBRE L ODREBEENEE CERVAERFRIIAA 1Y Av T
500/547 B (93.1%) . A=F =Tkt 521/535 Bl (97.4%) ZFRD LTz, WITIDORE
THBLRN 5%LL FORIERIZITERD LB Tholz,

£2 WTNHIORETHERES 5%, LORIEA (ONO-4538-16/CA209214 3RER)

Btk (%)

e FATAE) b TR X=F =T
Z‘S:GEI
(MedDRA/J ver.20.0) 547 ) 535
o 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 (155)  24( 45) 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( 1.1 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( 3.2) 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 (%)

Rileaths FATAE) Av T =TT

%17\'; ADRA/I ver 20 0) 547 535 {3

¢ verau 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 (40.4)  85(15.9) 0

B, AHI+HA Y L TRETRW T, MR 136 1] (24.9%) | ITHEREREE 98 i
(17.9%) . FARBUHEEERET 147 B (26.9%) . BHEREREE 46 ] (8.4%) . FIEMEMI%E
.35 61 (6.4%) . KIS - HE D T 36 il (6.6%) . HEDREET 20 i (3.7%) .
NEHEREERERE T 24 (7] (4.4%) | BIEHEREREE 32 B (5.9%) . 1 BUBEIRIE 5 61 (0.9%) .
e 76 (1.3%) . FIEMEESIE 1 6] (0.2%) . A2 - B6EZ% 2 61 (0.4%) . infusion
reaction 22 1] (4.0%) . .55 & 9 54 2 6] (0.4%) . D2 141 (0.2%) . gk 2 B (0.4%) .
BESCRRMARIE/ X AT —102 1] (18.6%) . TR 7641 (1.3%) K OVERAR dAz ZERE 2 15
(0.4%) DB BT, Fio, M m/ MR TEER B & OB ALPEIRAE R ITE8 0 B i
oo, ARWEHBEBURIUIREE RS (AREEREE L ET) 230EFERL R
7

@ EREILFEFHMAHER (ONO-4538-81/CA2099ER #5R)

HEREGIIARK 4 AR o F =T 319/320 5] (99.7%) . A=F =7 317/320 #i
(99.1%) 2@ b, BRI L ORRBIRDEGE TE RWAFERIIAAN+ B Ay
F =T HE309/320 B (96.6%) . A=F =T H298/320 fl (93.1%) IZFRD L=, W T
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NPOFETIHILEN 5% EORWERIITERDO LB TH T,

F3 DTN LDOEETHRERN 5% EOBIER (ON0-4538-81/CA2099ER FER)

B (%)

B AS 1
AT AT AT T pET=y:
%ﬁ“{;‘DRM ) 320 45 320 {5l
e ver.22. 7 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 #5710 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( 2.8) 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
PR R IR
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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IR P %)

fren AFl+ IR F =T A=F =Tt
" 320 4 320 44
(MedDRA/J 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

B AH+ AR F=THATB T, FAIRIREEREE 135 B (42.2%) . JHi%#E
PR 128 51 (40.0%) | FHEREEEE 115 61 (35.9%) . RREUTHRAUARAE 57 1] (17.8%) | FEEFE
DR 37 6 (11.6%) . EHEREREEE 31 61 (9.7%) . KRB - /NG - EED T
22 5 (6.9%) . FVEMEMIZEE 17 61 (53%) . FRURIMARZERSE 15 61 (4.7%) . R
HefEE 12 5] (3.8%) . Infusionreaction 8 5] (2.5%) . T2 8 B3 (2.5%) . LMiskFEE 7 i
(2.2%) . FEAHERE 2 6] (0.6%) . 5EIBEER1H (03%) . FEIEMGFESIE 1 4]
(0.3%) . LK 1B (0.3%) . Mgk - BEER 161 (0.3%) . L 161 (0.3%) . KO
ek 161 (0.3%) MR LI, iz, Mk, BRI, BUETR, A, ek
MR/ 7% BREZRIMKFES . MEKE RAEGRE, M. ARIFEREE & OIS 338D b7z
Do Tz, REWERFEBURDLI R F SR (MR EERT 2 51) 2 B OEFER LR T,
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[ - HiE]

AR OREAEYBETT L ZFHALIZY 2 2 L— 3 2k v, KK 3 mgkg (K
) NIE 240 mg Z 2 BN TG L EROARF O MG PR E D BRET Sz, £ 0fk
R AKHI 240 mg G LT BROBEEERIL, AH 3 mgkg G L7 EROBEEE & L g
LCREEZRT & TFRIENTZbDOD, AARNBEICEONTHARERNHERINTWDH
% - A& (10mg/kg % 2 BRIFEIR T L) TAFIZ &G LB OREE & & g L CE
g e Pl Sz (FFR) MA T EBOREICK T 27 — 21225 & AH| 3 mgkg
(REE) 1% 240 mg % 2 WFEFIRE TG L 2B OARF| OB TR & 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 - AEOM THIME R NZEMICHERZER 1T VW 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
IUBHEEE S, YKBEICOWTIREI M ThN SRR, oL - AEoM etk
(CHARE R ERIT R  E TS 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

T AR OREMEYEET LV EZFH LIV I 2 b— 3 2L 0 AH) 480 mg
Z 4 BRI TR TR ARE O L - &% TR G L 7ZBEROARA O M35 IR 3 i
INic, EOREFR., KAl 480 mg % 4 HFME TG LIZBEOEFIREBIZI T 58 m
EHIRE (ULT. [Cagss) EVNI0) 1E, K 240 mg % 2 B RIFIR TG L7ZERD Cayss
EHUT D E RIS (FR), £7o. KK 480 mg % 4 AR TG LIZBROE R
WRBIZBIT DimMIETIRE (LAT. [Chas) EV90) 1E, KA 240 mg % 2 1 IR
THEE LTEBERD Cuaxss £ I L CTRIEZ T L FRISNIZH OO, HRANBEITBWT
DEMENHER SN TWA L - JI®E (10mgkg % 2 HERRE CRE) TARFZ#HKS5 LT
BRD Coaxss &L CTIREZ R & FHIS N (THR), Mz T, BEOBECBIT S
T ZFESE . KK 3mg/kg (RE) XX 240 mg % 2 BRI, 7 L < IZAF] 480 mg
Z 4 AR TR L0 ARF ORER & & A M XL & OB & 4 2 1%
BROSET UPER S, YEBEEIZOW TRFM TOILIZ R, ERRoMiE - HED
6 CHZIE R OV eMEICfE R 2RI v e PHls Tz, -, Bla@EEEICBIT 5
T—RIZEESE | DR F =T OFHRHCAHK] 240 mg % 2 EE G X1 480 mg % 4
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[l T e - LI BROARAN OB EE B & AT ek & OB 2 Rt 37 2 Bk S
TR S, LREBEEICOW TRFMTONIZRR, ERROMIE - HEOMTH
e OV RIS IR 72 22 5T & TRl S LT,

K5 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 meglke 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. HERIZOWVWT

(L EBEIR R OARIABIBR A BE X T E R M o B M AR L 3~ 2 358121, &G
G UCTHEABGERAE (2FRE) SBEohTnas 2 ennn, YA 2 mEuIcE
MiTE DMK CThHOLULENDD, TO LT, EFEMLY A7 EHEEE (RMP) IZHKEOX,
AFN D =S i 22 AVEREAATE B~ D o IR 8 2 sk Td o T, ARFI OB G- M) 72
Fa 2l FrE L, AFIOFEGIZ I BERRBEAZRBEBLLZBRITHIST 5 2 LA EE
27D, UTFTOO~BDFT R CEHI-THHICBWTHERT 2 XEThH D,

O MEFRITHOWT

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

() EEFBRENSEET 508 A FEERLSRRTS (ERE I IR DS A S BE L SRR
HitEl A3 ARSI RURIE . HUEAS A SR 7R &)

(2) FrERRERPE

(3) ABENFRFNFENIEE T D03 AURFEEERT (D3 AURHEIEE EWbE. 23 Ui
IR, A AR R )

(4) IRALFRIER A E U, SRR L RIE2 R | USRI L A iR
2 DNk FEHEIAR D I H & 1T > T D ik

(5) PrEMEREEHILT & BN O gk AR D Jm H 21T > T D fitiak

O-2 B O FRE K ORIVERZEBURE O 53 22 Fnilk & R BR 2 Ko ERT (T
ROWTIDITEL YT HER) 2, Y2 BB OARFNCET HIREOEMLE & L CRIE
ENTWBHZ L,

#*

o [ERIGFFEUSE 2 EOHAHME ZE T L2121 5 FELLED D ATRIED BERAHE &
fToTWBHZ &, 95, 28D RIT. BDAEMIREAY XL L-BREEZOHHE %2
IToTWVWbHZ &,

o [EHIEFFESHK 2 FOMIIHE ZE T L7 4 UL EOWRESEZ O R RMHE
EIToTHEY., 96, 2400 EIE, B O A YR 2 & Te s AARIR DGR
HHEZIT->TCWAHZ &,

@ BEHNOERLEREROERICONT

S R R BT R 5 BT E DL S . BRGSO D . HM: - %
SIS MR OB B R OVERTEE T X1 2 MR 0L, A EHEARA LB E ORE
ST SERERINATOR B R E STV T L,
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@ BIEA~ORIEIZDOWNT
@-1 Rk B3 2 B

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

@-2 ERHFEIC L 5FEESINICET 22N

S ARSI D BT 72 5 M O\ Re 2 A 2 BIRIEFRE D EltEl =2 ) v 7
EEDITEROA Y ) == T ZATOERE L FwE A TE 5 F— AERKH 2
SN TWD Z L, b, BIIAHNZOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADOZWrOx B LT

BIVEA (MEMEMZEEIZIN 2 BREAEDRE, OIdk. Tk, BT RARE., KIBX.
INZE, EEDO TR, 1 ANERIE, BUEMZE, HFARA, HHERERES . JHFK. kIR
K. FAIRIAEEERE S T ERMAMREREE, mhiklEE, BEE, RIEEE, WK, BEEOKL
JEREE, FFRIMARZEFRAE, infusion reaction, HFE7c Mgk, MERE RIEMERE, FikZ.
Pede, BEOBHR, SEIERK, WEORERS, MR EN, ClEEE (O 5FEME) -
BRIR - OSVEIAMGHTS) . JRIFERES . IEE I, BEFLAE) 1Tk LT, Mz ikl
M= B D BEFME A2 A D R AT & U (RIVEH OZWr-oRH 2B U CHE L OVSCER
EZTONAEMICHDHZ L), BEHITHUIZRAED TE DEH N ESTnDH 2 L,

i
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5. RERRLIRDEE
[ RhE B4 % 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
TR R CARAI )
o AEEIRIERIAE OIMDC U 2 2 43¥ 7 Intermediate X (Poor U A 27 0 ORI
PRABESUTEB O BRI EE (1 ©) L~ 7 L OFil#EE)
o ALFBERIBHEORIBYIBRAE IO BlaEEE (WA F=7L
DHFE )

©@ TFRLIZEEN T L BT D AR DB G K O TSV TR, AFIOFZE
PHELENTE LT, AFOEREGXR LB,
o ALFHIERIGEBE ROV A N A VR-E OB OIGEE A H T 5 BE 5
2 A B -
o fiTERAHBIIRIE

GED [H gL 45 MARRER (ONO-4538-16/CA209214 3R) 123\ T, BL FODO~O®DWFHIC 3524 L g
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 4pEIz B4 % $H]

O TFTRICEYTLIEEICOVTEAAOR GNP ERE SN TND ZEND, KEETT

DRV L,

o ARHNDORSTI R LIBBUEDRBEERE D & 5 B

@ WM OFEICHB T FRICHS 5 BH 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 B O SO RIS O R i ¢

DI RIEMERE N A DI D BH

o HORERBOEOH SUTEMERLH L I3 D B SRR B OBER O

b5 ERE

o S BAEE (EisMRBEE L E) Ob D EE

o RBEOBGSUIMEE AT D 8E

»  Karnofsky Performance Status 70%Aiifi 2 &

(#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 THETREEFIH

I SRR 2, & AR B3 D R 2 ERFE 12 KD & ARH O FriE K OVl (Ef#
RO 7= DI B w2 o3 B L Co b HET 52 L,

TREBRAAIC SN D | B XX 2 OFEICHIME L OER %2+ L, RE 215
ThoEETHZ L,

FREWERO~H T AL MZOWNT

@

@

MEMEREN D oD ZENH DD T, AFOEEIZH 1= > Tid, BKRE
W (REWL ARIEE, ik, FEEVE) OREFE M O X S A o i, Btz -+
IZATH 2 &, Fo, MBS U THE CT, i~ — I —FDMm&%Z T+ 5
Z &,

AFN O 51X EE D infusion reaction (i 2 CERARI 3 2%kt D T 5 U
faAT > 72 LTt 2 2 &, £72.2 [8] H LABE O A% 5-FFIZ infusion reaction
BHOLOLNDZEHHDDT, KFIEGH R OKRABGHE T HRIT A Z A
CERET %, BFEOREBE+SICBIEET 52 L, 70, infusionreaction &
FHL LG E 12, R TORELOERPERIZEE T 2 £ ThEE 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) #4252 &,
AHNOFEEIT LY | BEORERISICERT 5 & & 2 bl dikx REEW R
DHLOLNDZENDD, BENPRDOONTHGEITIEL, BERLLEFRITL U
B 72 ek & R 2 e O [ Ail & i U Cl bl e BRI W 21TV IR D
FOGIT X 2 BWER 2N g0 2551 21E, AFNIORFES T I, R ORIE BE A
NWEVRIOBRGEEZZBETDHZ L, 2k, BIBEREFRLVEYOELIZX0EIE
M OYEEDRFRD B WA TR, BB BE ARV LIS O Sz il Fl o8
HEET D,

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

1 BUOBE R (BIE 1 BUBEIR WS 2 2 de) b bbiv, BERPMES F 7o R— X
IZEDZENHLOT, Hig, Bl MRH-FOER DR B MBEE O LA 12+
SEETAHZ &, VBB REN DN ICERELEZRIE L, AR 8l
Al OF 5L DY L AEZITH Z &,

BUENT 2. A2, ITHREREE . TR, B{LEBERRH L DOND Z Lnd 5
DT, EHWIIITHERERE LTV, BEOREZ H3ICBET 52 &,
SEIERNH LD Z DR DD T, IRORE OF A EHICHRET 5
&, o, ROBEFERRD ONIGEITIR, HeNCERERL X2 T2 X
IRFEEEETL L,
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@ AANOEEARRERIC I T, (LFRIEBRREBE BT 2 AR 5 i3 50 ha)
O 1R 8 M I L LFHEIERIGREFICE T 24 Y A~ 7 AL TiX
BB TAEMIZ 6 B Z & (FIRNT 12 %) . {LFFRIERIBREEICE
FHARY L F =T OFREG TIIE G 60 HE T 6 ML (WIENE
12 %) ICHEDMEDOFE 21T > TWE 2 L 2B EIT, AHIF G-I E DR 5
BRRECTHROMEREITO Z &,

22



KEEHEETA FTAL4 v
=R N~7 (BlaHE#X)

(BR7E4 : A7V —ARRMFE 20 mg, 7V —RRHFEE 100 mg, 7P —
RETREE 120 mg, 72— R EHH#HE 240 mg)

~HHARSF ) VN E~

ERR2 94 A (fFn 548 3 AET)
BT B



SR/

SR W=

XU ®IZ

AFN DR, MERBES
A IR B AR

JEER 2D T
whHRIG L 2 DB

BOICER L TRHET & HIHA

P2
P3
P4
P11
P13
P14



1. iXU®iC

IS DOF N - BEVEOHER DT DIZIT, B SCEFITE SV o B A AR D
BND, 6T, IEOREHEFOMESRIZ L0 FUKEIRS 72 & OHF 72 J R 1E A%
FPEZRBDARIND T T, 2O OERMNZ EICHNERBFITRMLT 5 2 L BBEO
PR & 72 o TR Y RIFMBGE S & YR O BT EE 2016 CEAL 28 4 6 A 2 H HMERIRE)
IZBWTYH, EHMNERNEOHERAORE(LHEZXS Z L L ShTnb,

BORVERAMSFESRR T, KEERASCL 2T 0 7 7 A VDBBEEOEIRSL & B D i
RHZENDD, DD, HEROLZEMIZBET HIERSH0ERET D £ TOR,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BF I LTERT 5 & &bz, mIfE
RMFEBL L 7B B3t % & D 2 & A hE /e — 8 O B i 7= 3 S BE ¢
THZENEETHD,

L7 oT, RHA T4 Tl BARBEESINE TR LTV D EFEIREN -
R RN EED & | DUT O EIK S O it 70 8 2 HEE S 280 b B Bk B 2
F RO EFREE T,

BRI, RHA BT A %, MAZATBAE NEI G EREISOHE, NS EHEANRR
BRI o . —AFEETE N B AR IRNBHE S, —MAEIE AN B AR MR T2 & Okt
FVEN B A/NRIE - BDAFROWMIIOH EVERR LT,

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

RELRDPRUIR IR UTERME O H R % ) Vi

MEERDMEROAE  @HE, A=A L~T GBI z) & LT, 1[5 240mg
Z 2 WA MMIRE ST 1 [ 480 mg % 4 WM MG CAEET 5,
WE . PNRICE =R~ T (Bia A z) & LT, 1[E 3mgkg
(KHE) % 2 BEERMR CAMERET 5, 7P, RE40kg PLED
INRIZIE, =R~ T BIEFHE#z) & LT, 1[E240mg % 2
W BRI 1 [ 480 mg % 4 HHIRR CAilifET 22 LT
x5,

B 3E IR 5e ¥ NP TS




2. AERN DR, 1EREF

7 — R IR EE 20 mg. [FATEERE 100 mg,  FAEETE 120 mg K& OV S §E
240 mg (—#4  =ARN~T (BT, LUF, TARAL Ev)d,) 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 L7z Y o 5Bk (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 T2 2
T ICET 2B AR TH D, PD-1 IFHURIRRAIIRIZIEEBLT 2 PD-1 U o K (PD-LI
KOVPD-L2) EfEA L. U o BRICHfIEY 7P v i LT U v SERoEALIREE &
BIZFRET L TWd, PD-1 U H v RIFHUREESMBELIAMNI B b Ok~ 72 SRR 8B
LTHY, EMEREAELE LU L EGHMEICI TS PD-L1 OFEL L itk DALF
WM & ORI ADOFEREBIRN & 5 2 & 3 HE ST % (Cancer 2010; 116: 1757-66)
F 7o R R E B CIRARRTE TS EET DA v ¥ —T = a2 B~ (IFN-y)
IZX > T PD-L1 OFRENFHFE SN, 5B LI EERRICIIT 5 PD-L1 ORI & itk D
ALEWIR & ORI EDOFBIRRN 2 & O#HE S & 2% (Sci Transl Med 2012; 4: 127-37),
X BHIZ, PD-LI Z 5@l RH S B8 AT, PURRRA CDS B5PE T Miia o Hifa &
TR AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET D &2 OHla
EEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U > RERE&IE, 23
AR HURRF A 72 T MM OWEBEEZ BT 58 FD—>o L LTEX LT
Do

AFNT, SR OFE RS PD-1 OIS eI (PD-1 U > RiEGHEI) ITHEG L.
PD-1 & PD-1 U Y REDEEEET DI LICL Y, DAFUERRNZ T Mok
PEAL KOS A KBRS b3 2 ARG a2 9 9R 3 5 2 & CREpEM 22 PSR 9
ZENHER STV D,

TS OHRN G | AFNTHENENEG 5T 2 72 G EERIC e 0 ED b0 LIS,
R X ) VOoNERE B RG L LR A I L, Ao, et R OER
PEDIFERS S Tz,

AFN OB IS < E OFE SOSIZ L 2EIENER & b oi, B XIIETIS
BOWREMD 5, AFNORGH KR OREGHRIZIT, BEOBIZEL ToI2ATV, RE DR
O BTG EITIE, FEH LT F RIS U RPN 2 ik & REBR 2 RO R Al & L Tl
BI72 8RR 24TV B D SIERIRT & D RIER 2 e 2 55 1 id, B RE AL
RO GFEDWY) IRALE 21T 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 OAHRER (ONO-4538-15 #5h)

HFEEMBMRBHEE T LY Ry ~T XREF U GlEla#z) CLF, 7L
YR T T L)) ITERPUE SUIRIA D 20 sk L B O SUZERME O & A R
Uk Y ol (ECOG Performance Status 0 2 OV 1) 17 il & 512, AAl 3 mg/kg
Z 2 JA I CREEE Lz, FEMMEEE Th 528203 (MET IWG criteria (2007)
IZHD < FYHIEIZ K B complete remission (UL R, TCRJ & 9 ,) X partial remission
(LLF. TPR) & 9H,) DOFEIE) 1X75.0% (95%EHEKM] : 47.6~92.7%) Th o7z, 72
B FAMNIEHE L7ZBIEIL 20.0% TH o7,

@ Wi MARRER (CA209205 #%%) (Lancet Oncol 2016; 17: 1283-94)

H F & M BT T I T L Y o~ I K D IRIEEZ T2 18 UL LD F3E
SOFEHRMEOH AR U U UNEEE (24— K B, ECOG Performance Status 0 5
V1) 80 Bl &% 51C, AHK| 3 mg/kg % 2 HFIFIRE CAMERHE L7z, TEFMEE THD
ZEh# (LT IWG criteria (2007) (2353 < HIREEIZ X %5 CR XX PR OFIE) 13 66.3%
(95%IEHEIX[H] : 54.8~76.4%) T o7, 723, FRNIHE L7-BIEIE 20.0% THh - 7=,

@ EWHE THHE (NCCH1606 75k

2 LY A L EOIREREEA L, o[RS MRS X DIRFEEO W (AR
T M AT AE O G ERR L) . 1L L 24 UL FOFEHRMED R V% ) VoS O
A TE /N [ TS BB 2 e BT A 3 mg/kg 4 2 T [ IR C R T L 72,
ARBIBGFEEINTZ 26 Bl 5 B, HHAGR DU DOoNEIL 1 BIHAAN DI, T D
e BARAZN R (2ET IWG criteria (2007) (235 < JEBRE(LERTHIE) X CR ThoTo,

(24 1]

O EWNE DAERER (ONO-4538-15 #R)
AEFERIIEHNRD B, AHE OREBERENGE TERWVAEEFL L RHIED
BT, BN 5%LL LORIERIZT TEREDO LBV ThoTe,



#F1 BRERES%IUEOBWEA (ONO-4538-15 RER) (MM SEH)

BRI H B (%)

FEARGE 17 4

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

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

G 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




¥, MVEMENRE 16 (5.9%)  BEUHEARIE/ X A ~F—2 1 (11.8%) . KIEH%K -
HEEDO TR (5.9%) . ITFEEREREE 1 1 (5.9%) . HURIERERED 3 61 (17.6%) .
FRRFEE 3 5] (17.6%) M N infusion reaction 1 5] (5.9%) 2378 b, £7-. HIEM
HESE, DR, Mgk, 1 BRI, S tEl MRIBUDPESRBER . TR, BHREEREE.
R IR, MM - BEMRZE, EEE O RIS, MR ZEmiE, TR E . MR KL
OSEIERITRD b2 hoTe, REWEHREBLURIUIEER S BAREERY 25
Te) ZETEFHRERZ R,

@ AN TAHRER (CA209205 #ER)

HEFGIL 238/243 # (97.9%) (258D L, AH L OREBHENEE TE RN E
FGT 185/243 Bl (76.1%) IZFBD B LTz, FBIRD 5% LORIEMITTERDO LEBY T
HoT,

2 RBEN 5%IULOBIMEA (CA209205 3B (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 #3710 13 (5.3) 7(2.9) 0

AST #4n 14 (5.8) 52.1) 0

U x—EHN 14 (5.8) 9 (3.7) 0
B R B X O SRRk

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

7ok, FVEVERZE 15 61 (6.2%) . FERUHRIARIE/ X A/ 3F—19 fil (7.8%) . K%
K HEDO N 66 (2.5%) . ATFEERERETE 22 651 (9.1%) . AFZ 51 (2.1%) . FRIRAR



FEREFEE 28 1] (11.5%) . FREEREE 40 il (16.5%) . EHRElE 4 61 (1.6%) . MKk -
B 1 61 (0.4%) . BEEORFESE 3 6] (12%) . fRmEZERE 1 6] (0.4%) .
infusion reaction 38 % (15.6%) . % 2 5 (0.8%) KOS E 9 EK 2 #1 (0.8%) 23F%

bivic, £io, BEIEGEE, OFR. Bk, | BEERE . et Mis D MESRBER |
I P M OV TRAARRRREFE 1358 D DL o 7o, REWEAZSBURILIL R E - 4 (FRR
MAEMEE 2 3T) 2 E0EIRRETT,

@ ENE [ fHRE (NCCH1606 #5R)

HEFEGIL 2526 B (96.2%) IO HIL, AH L ODREBENEE TERWEESR
5203 23/26 1] (88.5%) (278 Tz, FEBLEMN 5% LORWERIZTRD LBV Tho
Too 728, 261D 5 B WHIAGAR T U DOoRBERE S 1, /N E IR B
25 B CTo - 7=,

£3 RHERN5%LULEOBIEA (NCCHI606 3REBR) (R2MMATRSER)

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 SERERD 14 (53.8)  6(23.1)
AST #40 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
— % - EFEER X OGO

FEEN 5(19.2) 1(3.8)
Kk X OV T HARRRE

ERINTRZIING 22 6(23.1) 2(7.7)
% 9 FENE 3(11.5) 0
Mg LY R REE

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

K7 VT 2 v ME 5(19.2) 1(3.8)
BRRE 2(7.7) 0
B IBhEE

R IR 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

SR 2(7.7) 0
A s



an BRI IR Bi%k (%)

FEAGE 26 1
(MedDRA/J ver.22.1) 4> Grade  Grade 3-4"
PR RS RE LA 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
R,

ks, ITHERERRTE 7 61 (26.9%) . MFiRthaE 4 B (15.4%) . MSUTHRMRIE/ < A4/ F—
361 (11.5%) . FRBREERERRE S 3 1 (11.5%) . HEE O RJEREDE 2 6 (7.7%) Kk OVE R
R 2 6] (7.7%) PR oz, F7-. 1 BUPEJRIHE, infusion reaction, 5 & 9 K, T
AR RERE R Tk, BIUE 25, IFAA, MUEMEIRE, ik, iz, mEREREpERE,
WEALPERRAE 28, R, BEEA B E, BEERMAERESE . Ok, OlEREE . HRiI
FRIZERRIE, KIBK - /DG - BEO TR, K - BEER. RIS, JREFEkEs, &
LI OERITFR D A2 D~ 1o s ARIVERFE BUR DL LB 5 (REIR R A R H 2 5 1)
E R R T T,



[k - ]

AR OREMIEDBEET LV EZFIH LY I 2 b— 3 280, KHI 3 mgkg (K
) Xi¥ 240 mg % 2 HFEMME TR G L2 BREOARF O MG FIRES G Sz, £ 0k
R AHA 240 mg 25 LZBROBRER R, AH] 3 mgkg &b LIZERORE R & ik
LTmEZrd & PRISNZbOD, AAANBREICEWTEAENI R SN TS
% - & (10mg/kg % 2 A TR G) TARIZ#KG LIZBROBREE & ik L TRE
T ETHSh (FR), AT EEOBIEICHT 57 — 2125 E | AH 3 mgkg

(RHE) X% 240 mg % 2 WEIFIFE 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 M AR AZR TRV E THIS U,

K3 FRAOEYBE 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 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

7o ABIOREMZEYBEREET LV EFHALZY I 2 b—3 2 280 | KA 480 mg
% 4 FEREGE CHG SUIBEARR O ik « FH B TR U 72 BR O ARK o i o i B 23 et
Sz, ZORER., KK 480 mg % 4 HEMR TR G L0 EFIREBIZB T 2 Fim
TEHIRE (LT, TCagss) V9, ) 1%, AHI 240 mg % 2 W RHIFIR THEG L7ZERD Caygss
EHUT DTSN (FR) o 7o, AKAI480 mg & 4 BRHIFRE TG LIZBEOE
FORBEICR I DR MiETIEE (AT, [Chass) &9, ) 1. AHI 240 mg % 2 3R
MR TG LTZBED Craxss &L TRERIEZ T & FHISNZ S OO, HARNBEHIZE
WTEARPENHER STV D ML - I8 (10mgkg % 2 MR T#HE) TAH Z &5
L72BED Coaxss & I L TIRME A T & FRIS N (FHR) . Mx T, EHoEEICE
57T —XIZHAS X KA 3mgkg (KE) F721d 240mg % 2 BRI, 7 L < ITAA)
480 mg % 4 BN TG L 72BOARF OIRTGE R & Ao 32 et & o B % M
TAHRBIOCTT AR SN, YiZEEICOWTRBM TR R, Lok -
A BEOR THIWE R VL EVEICHM 2 28T Vv & TRl & vz,



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 me/kg Q2W (14é,9§22) (86.959,.?32) (101,1 ?48) (32;,9225) (18421,1 gos) (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 TnD 2 enn, YRt 4
UNCEf TX Dk THOLMEND D, TDO LT, KFI OGN @Y7 BFE 220 -
E L, AANOBREGIZ I BEZRAEMZRBEL LIRS T 2 2 ER3nEElzd, BITF
DDO~@DT X T &R IZBWTHEHAT & TH D,

O MEFRITHOWT

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

() JEAEFBRESEET D03 RIS RRES ERE RS A SRR B SRR
HiE A3 A B2 L RUR e, B ARSI . /NS AUBLRIRE, /NI AS AL
7R £)

(2) FrEREHEHPT

(3) EBEFIRFNFEDIEE T D03 VR (D3 AURIREEE ERbT. 23 AU
Ik, S A IR HEE R &)

(4) IRALFRIEE AR U, SRIEE L RE2 R | USRI L A iR
2 D% IEAEIZSR D Jia H A AT > T 2 fiak

(5) PUEMEREBAIAL & BN O i g% FEAEIAR 5 B H 21T > T D ik

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

*

o [ERIGFFHUSHR 2 FFOPNHEZE T L7212 5 LU EDO D ARIE O EFIRIHE %
{ToTWAHZ &, 96, 29U EIF, BAEYEEE I & UIZBRRIESGFONHE %
ITHoTWBHZ &,

o [ERNEFFEUSH% 2 FOYHHEZIE T L7-&IC 4 FLLEDORKEREZAG L T\ 5D
Z L, 9B, 3FELL T, & MmEREMENELE O 2 A SEY L A B TR IR R S OAHE
BITHoTCNAZ L,

o [ERIRFFIGER 2 FOPMNHEZE T L7cRIC 5 2L Eo/NR IR & OVNEA A
Ea e/ NERERRREZ AT 5 Z &,

© BENDOERLFREEOEHIZONT

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

11




® BHER~DORZOWT
@-1 fEgkAHIZBET 5 EH

MR MERR B O EE R BIERA N RAE LZBRIC, 24 BRRIR2IRIRHI O T, Y%k X
IEEE R 123 T, BB L 72 BIERNCS U CABRE E L O CT Z O EIEH ORI 24
ERRAEOR RIS Y APIE O, EHITRISATRBZRARI N E > TnD Z &,

@-2 EERNEFEFICL2AFBLNNICETLEH

N ASIRICHE D D B A itk e OB E 2 A4 D ERIEFE DNEER =4 Y v
EEDHERDOA 7 ) —= T HATOERE L IE#ME LA TE DT — LERIRH 2
SN TWDZ L, B, BIIAHNICOWT, DABE L ZOFEEICHDITAmENT
WnHZ &,

@-3 BIFERDZUTLRINICE LT

BIVER (RVE MR BTN 2 . EAEMEEDAE, DR, Mk, B RARE . RIBXK.
NBS, BEO TR, | BBERE, BUEATIR. AR, RS TR, mifbrEiase
%, HURMRBEREREE . MRS, MhRREE. BEE. RIBEE. Mk, BEEDOK
JEREE . ERIARZEARAE, infusion reaction, FEFE7R MRS, MEKE RIEMRE, F5EZ.
g, BEDOHR, SEIRK, MEORERIR, WERFEE, OEfEE (OEmE) -
RIR < DEEEISMNHESE) . ARZFEREE . MRS H M, BEALSE) (Txf LT Yikhiisr X3k
BRI O BRI 2 5 EAN & U (RUWER OZWroxt Sz L THRE R OSHE
EZITONLEMICHD L), EHITHEUIREN TE DEHINES>TND Z &,

12



5. ‘EXRLRDHBE
[Hxhiiz B4 % 31E]
O TROBFIZBWTAFOEENRINTND,

o AFEMBARBRE L T LY o~ ZITHGE USRS 0O P38 38
BYEOE AR T U VB A BE

o 2V VRV LOIREREEZA L, MoREE MR X D IRREO 20
(H Z28& M A A A OV IR ILFF2) . B TR TE O i A o )
A RVNIGY:: e

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

MESLSNTELT, AFDEREGHIR LR LRN,
o ALTFERIERIGROBA
o MOTUEMESA L O L TR Sh o B

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

bz &,
o AHNDORITIHR UIBBUEDORBEERE D & 5 BF

TBREATOFHIIC BV T FRRICZ S T 5 BE 2 W TE AAIOKRGITHEE S vz

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

o [FEMMREOGHIITEEDH 2 BHE

o JESEg AR A CHE R 258 O D B M OTE B M D JU H e <0 & Gu At 7%
FEDONNRIEMEZRAL N DD B

o HCORERBOED, XUHIEMHR7ZRE L < IXFERMEO B R B OB TR D
bR

o IR (EMmEaBEZ 5Te) Ob DB

o FEBEORYSUIBEE A AT L BE

*  ECOG Performance Status 3-4 " 0

GED  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,
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6. BEIZELTHEITNEFH

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

TRIEBRLRIZIENE D | B UTZ OFIBEIAH IR Ot 2+ L, RE 215
ThobETHZ &,

FREWEHO~H T AL MZOWNT

@

@

MEMEEEN D oD ZENH DD T, AFIOEEIZH 1= > Tid, BKRE
W (REWL IARIEE, iZmk, FEEVE) ORERE M O X Sl A o i, Bz +5
IZATH 2 &, Fo, MBS U THE CT, i~ — I —FDMm&%Z T+ 5
Z &,

AFNOFEILEE D infusion reaction (2 2 CEARRHI T4 %D T 5 U
i %AT>7c L CRRMET 5 2 & £72.2 B B LR O AA$ 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFFEGH K OARA G T #IT A Z A
CERRET %, BEORBEL 2B T 52 L, 70, infusion reaction &
FHLLICGA IR, R TOBELOERD ERIZEIE T 2 £ CHE - 08l
T5HZ &,

FORIBRREIRE . T ERAERERET R ORIBREENRH 5o 2 & 03H 5D T,
AFN D ¥ 5B hERT M O G- B T E IR N0 sk rE iR & (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY | BEORERISITERT 5 &5 2 bildikx IR BOW e
DHLOLNDZENDD, BENRDONTHGEITIL, BELEFRIIS U
B 72 05k & BRBR 2 Ff D[RRl & i U Cal bl 2 B nRe W 217V 18R o5
FOSIT X 2 BWER 2 o 2 355 1id, ARFNORIE T I, KR ORIE RE A
NEHOBRGELBET D L, B, BIERERLVE L OFREIZEVREIE
A OUEERFRD IR WIGEITIE, BB RE AV o LISt o Sz il Fl o8 in
bEETD L

PR TR, BB S8 ARRE L T LEWERDBET 2 Enb 57129,
AR OEEHETHRIZRWEMORBBUCH2ITEET D 2 &,

1 BRUOBE R (BIE 1 BUEIRW 2 2 de) b bbiv, BERPMES F 7o R— X
IZEDZENHLOT, Hig, ol NRH-FOER DR B MBEE O LA 12+
SERETAHZ &, 1 BBEREN DN -G ICiEREEZPIE L, AR 8l
OB GEOBHE RAEZITH Z L,

BIERF I, BFARE, IFgRERES . TR, B{LMERE RPN L bND 2 EndH D
DT, EHHIITHERRREZITV., BEORELH2I2BET 22 &,
SEINERNHLDOND Z LN DD T, RO OF M Z C NIRRT D
Z L, Fel IROBENRD bNGAITIE, EONIEREELZZ2Z2T 2 X
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IRFEEEET L L,
@ AANOEERRBRICBNT, BEBRENS 6 7 ALNIL 8 M I &ic, TR,
BeEBIME D TAEME T 12BM I S ICHEIMEDRMEZIT > T\ Z L2 BB,
AN G-I E MBI B R A TR OMEREI1TH Z &,

15



KEEHEETA FTAL4 v
=R N~T (Blor#x)

(BRE4 « A7V —AREFE 20 mg, 7V —RRHFEE 100 mg, 7P —
AR ERE 120 mg, A7V — R K EHE 240 mg)

~ B~

Y2 99 H (47054 3 AKET)
BT BE



ER/N

S

XU

AFN DR, ERBEST
A IR AR
el ANE

ELECD O Bl AN ey

BOICER L TRET & HIHA

P2
P3
P4
P18
P20
P22



1. IILBIC

RIS OF M « ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFH0 72 5B E R
FPEZRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 LR
PR & 72 o TR Y RRIFMBGEE & YR O FARTTEE 2016 CEAL 28 4 6 A 2 H MERIRE)
IZBWTYH, EHMNERNEOHRAORE(LHEZXS Z L L ShTnb,

BORVE AT ESR L, KB ERASCL 2T 0 7 7 A VB D ESRS & B 5 I R
RHZENDD, DD, HMEROLZEMEIZET HERNH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BF I LTERT 5 & &bz, mIfE
RSB L 7B B2tz & D 2 & AN AHE e — 1 O B i 7= 3 R SRR BE i
THZEREHEETHD,

L7eo> T, KA RTA4 Tl BRBEESLZNE TILELN TV A EFIFR -
BHE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EEHE R~ T,

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

RS L I BEIS - A TR EERE 20 mg, AT Y — R AT 100mg, 4
— REIEEE 120 mg, A7 Y — RS 240 mg (— %4 - =
P~ 7 (Bl FH#z))

REERDPEIAR - TEE OISR ARBE R AT » FEHE O HHE

WG ERARMERORE  @E . RAICIZ=RL~T GBIE TR Z) & LT, 1\ 240mg
Z 2 BRGSO 1 [B] 480 mg % 4 AR RIFE CAGEEET 5,
i OHFEEMEIES A & O 2581%, B A=A L ~7
GBfz /M) L LT, 1 8] 240 mg % 2 BB 1 (5]
360 mg Z 3 MM CREEET 2,

B I 5B 3O /NP TERRUSAE




2. AHN DR, VERBF

A7 — R R ERHE 20 mg,  [FATEERE 100 mg, FLAGEEE 120 mg K& ORI ERE
240 mg (—f4 - =R~ T GEE ), LT, TRA) Evd,) ix, /NEFPSES
TEMKSLEAX Ly 7 24 BTV AR e =AY —X A7 A7 (BMS) ) 2
BAs& L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 € / 7 v —F /LHLfk
Th b,

PD-1 (%, #EMAL L7z Y o o%Ek (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 & BUZHIEE 2 2
T ICET 2B AR TH D, PD-1 IFHURIRRAIIRIZIEEBLT 2 PD-1 U o K (PD-LI
K OVPD-L2) EfEA L. U SERICMEINES 7V R LTV o REROIEME L IRRE %
BIZFREI L CTWb, PD-1 U W RIFHURE SN B b O 2 22 JEEHEMR I Z 583
LTk, BMERAMEEE) LU LB TS PD-L1 OFBLLIEOEF
HIM & OMICADHBEBFR & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66) ,
F 70 B R NE RS CIIARRE TN EET DA v ¥ —T7 = a B~ (IFN-y)
12X > T PD-L1 OFEIANFESI N, 858 L EEERRICIIT D PD-L1 ORI E ik o
ALEWIR & ORI EDOFBARR N & 5 & O#HE S & 2% (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-LI Z 5@l RH S S8 AMIBIE, PURRRA CDS B5PE T Miia o Hifa &
TR AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET 5 &2 OHfE
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U T2 REEEIX, 7
AR URRF A e T MM OWEBEEZ BT 5HFD—>L LTEZX LT
Do

AFNZ, FEHRBROFE R S PD-1 O iEE (PD-1 U 7 & FFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X 0, BATURFFRN e T MIlROIE
PEAL KOS AKIIEZ 6t 3 2 IS 35 PE 2 9903 % 2 & TR 2R PSR 2 R
ZENHERR STV D,

IO OFEN S | AFNTEMEER I 2 B 2R EIC R0 55 b0 & MIfF S,
BB 2R & LTCBRRERZ R U, A, et R OCREER R ST,

ARANDVEFIRERAC IS < B O Sy RS & B BHEM %238 5 b, TE I
EDFREMEN & D, AAIOEGH RO GHITIT, BEHEOBIERZ H0ITATV, BFE R
D BTG AITIE, FB L2 HGUTIE U B e ik & B8R & FE o R Al & L Col
BI7RERIZ I 21T\ B ORIERIRIC K D RWER MDD AT, IR AL
U FI OB GO TG RLE AT 5 BERD D,



3. BB
1B BIBRABE 72 BT « P38 D H 98 O AR I G-I 217 - 72 T 72 BRI RER O plis 2 7~ 37,

[H2hE]

OE B[R A FRER  (ONO-4538-12545R)

20 LU DAL FIRIEIE & A5 D AEMETRIR IS XX RIH OB U R AR RE 72 1T « 38
OHIE T RIE S EAEE (EEOPOARIEEEST LY E TS emPNICALE T 25 IR
) BE4936] (AARNEE2266 % 5 de, AFFEIZ0H],. 7T B AREE16361) 2351,
7T R ERIRE UTARHKI3 mg/kgZ 2i0 M [ CREEFNE L & 20 MR OLZ 4L
PEAZ MR LT, FEFHMIEEE Th 2 2AEFHIM (LLF, ToS) Evo, ) (R fi [95%
B ) 1%, AAIRET5.26 [4.60~6.37] WA, 77 EHREET414 [3.42~4.86] 7 H
ThHY, AFNI7 78R L FERICEERIERE 2R LI (01— RER0.63 [95%
{EHEXM : 0.51~0.78] . p<0.0001 [J&%Hlog-rank FE] )

1072, —— AEIH
wd ™ 0 = 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[R MFEFAER  (ONO-4538-44/CA209649 F5R)

BB O 720 e b RN - 5028 (LLUF, THER2) &9 ,) BEMEOIRE
OIBRARRE 70 AT - RO BB XTI REF#ATE (EEoPONEEREGH LY BT
SemPANIZHZIE 3 2 ) A 11,5816 (HARNBF 10962 5 de, AH b FHIE2#
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78961, ALTERIERET2G]) ARG, AbFIEIEE IR E LT, RAIHEFFRIEDO AR
P e et Le, EEFEIE B T & % combined positive score™ (UL, [CPS|
VD, ) =S5EMIZR T L mHEAFIIM (LUT, TPFS) & 9,) MOCPS=54EHIC
BIFD0SIZONT, AHIHLFEIE I FIFRIET S LG PRICAERIER 4R LT
(1, ¥2) . S5, FANTHE SN BEFIEL A BEKEDOEY TIZHE > THRIE
DT FER, BIRGHMETE B & X3L72CPS= 14 K ITTHEMIZ 1T 5 0SIZ2oW\T
b AHHEFREI T EFIRIEITS LG FIICA BERIER 2R LTc (1, 3) .
*1: HER2 I E A RESUI RN E O B | e OB IE I IESE O HL 23 8 2 I O FBE LA ATREE LTz,
#2 0 AT O b QRS EMARN) &5 Lz [OAFHY 7750 18 130 mgm? (KR
g & 3 W CAEMEREL, 8 B2 1000 mg/m? (REmAE) Z 1 B 2\, 2 Bk
A%5%12 1 \RREE, UI@QAFY Y 75 F 0 1 [ 85 mg/m? (EFHE) . mUF— By
7 2 18] 400 mg/m? ((REHRE) LO7 A A v w50 | A 400 mg/m? (REHERE) % 2 MR
TRIEFHEL, 7041 U7 )L 2400mg/m? (RERHERE) % 2 BE2T THRIRNEHE R 5412 12
HERSE] |, ARFI LB RE ik, &A1 (O1 [8] 360 mg % 3 @R XI1Z@1 [[] 240 mg % 2 #
FIRIRR CRiFRE) 2 2n2h EiROXT@ bk L A Lz,
*3 ¢ JEEFAMIC ST D PD-L1 258 Lo ifadk (EEGME, <27 v 77— RO 8 ER) ZHRJE
HIBELCER L, 100 % 3 U721,

£ 1 H5ME (ONO-4538-44/CA209649 FRER)

YL fE
BHEEM TRIERE Bi%% [95% (5 #E X [#]] NP — R
(B H)
AH+ 7.69
N 473 N 0.68
PFS*! CPS=5 fer it [7'036 059'17] [98%(E #E X [H] :
l#==)3rR 158 482 [5'55;6'90] 0.56~0.81]
AH+ 14.39
RN 473 o 0.71
cps=s (CTHRIEH “3'1111 11)6'23] [08 4% (5 X -
fEsiERE 482 [10.02~12.09] 0.59~0.86]
AHl+ 13.96
RN 641 - 0.77
0s™ CPS=1 {Es ik [12'5151 3134'98] [99.3%ZHE X [
R 653 [1064f¥1225] 0.64~0.92]
AH+ 13.83
N 789 N 0.80
ITT e “2'5151 5164'55] [99.39%(ZHAIX I -
eIk 792 [10875v1248] 0.68~0.94]

*1 o EEMENTEO T — X |

*) . PREATI D7 — & | *3 &I Cox LY — REF L



AFN AL FHRIERE

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

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

AFN H LRI

S
7

(L HRIERE

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

At risk ¥ HEAERET T 25 oM ()
AFI+HegsRe 789 731 621 506 420 308 226 147 100 49 34 14 2 0
fL2isRE 792 697 586 469 359 239 160 94 59 35 15 7 2 0

Xl 3 OS ® Kaplan-Meier Bt (ONO-4538-44/CA209649 3X5%) (ITT £H)
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(PD-L1 JEBLIR BRI DA %)

[E B[R 55 M AHFRER (ONO-4538-44/CA209649 iRER) ICHLA AN BN I-BEDT — 4
(2% | PD-L1 OFEFLRIBNIENT 24T - 1= A0 (RRI T 2 & te) M OVZ4E
PEOFRERIZLUTOEEBY ThoTz,

AFNHLFRIEDOF ML, CPS 28 5 K (CPS<1 KT 1=CPS<5) DEHELEMT
X, AL LIRERETh -7 (2, K 4),

728, PD-L1 OFBLRHUIZ L 6T KAlOZEMET v 7 7 A VIERETH -T2,

& 2 PD-L1 DEBUIRRFIDE R (ONO-4538-44/CA209649 FAEFR)

SR

PD-L1 e " o) = A= R A H AR
%5 R P DR ostaman) opii
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]
fﬁlH \ 168 7.16
PFS’! 1=CPS<5 {Ki ﬁf{ﬁ’f E6.8§.,1€;.38] [0.7;)331.201 0.0257
fLPiiss: 173 [7.03,9.07]
A+ 473 7.69
CPSZ5 L PRRIERE [7.03,9.17] 0.69
B (AR 492 6.05 [0.59~0.80]
a [5.55,6.90]
A+ 140 13.08
CPS< 1 (b bR [9.82, 16.66] 0.92
(b2 iERE 125 12.48 [0.70~1.23]
a [10.12, 13.83]
$§+ 168 : 12.29 :
. (b REERE 9.63,14.26 0.97
0s 1=CPS<5 s o 1199 [0.76~1.24] 0.0345
B [10.87, 13.90]
AHl+ 473 14.39
CPSZ5 L FhRIERE [13.11, 16.23] 0.70
B (LEegRRe 480 11.10 [0.60~0.81]

[10.02, 12.09]

*1 o BRSO T — 2 2 TR O T —Z [ *3 1 R Cox BN — FET L



Probatabty of Cverall Survival
[=] =3 o {=] =1 (=]
bW w® ln m s

=}
Y

0.9

CPS<1

OS

ARF AL FRERE

et
(AR 1'1“"’—*

0 3

At risk $5

6 9 12 15 18 21 24 27 30 33 36 39
MEAEBEIS T A5 ORI (H)
ASE/ICRE 140 129 112 89 72 51 40 29 20 9 6 3

ICHE 125110 92 77 61 41 27 15 13

9 4 3

1
2

0
0

10§

Frobabilty of Overall Survival
f=] p=1 o {=] =3 o f=] L=]
BWoW o W W @m D

e
o

a
o

N

1=CPS<5

oS

ARF AL FRERE

{LZEFRIERE

0
At risk %

3

6 9 12 15 18 21 24 27 30 33 36 39
SRR BT 2o OHIF (A)

ARIE/IC BE 168 157 125 99 83 56 34 22 15
ICHE 173 154 133 112 81 56 33 21 11

0
At risk

3

AF

e

~
{LZEFRIERE

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

7 6 2
6 2 1

CPS=5

oS

HEEERERE

AR BV 25 oM OF)
AIE/IC BE 473 438 377 313 261 198 149 96 65 33 22 9
IC ¢ 482 421 350 271 211 138 98 56 34 19 8 2

0
0

1
0

0
0

0
0

Frobability of Progression Free Survival

Frabability of Progressicn Frae Sureival

E=

=]
i

e
o

=
)

o
o

o
i

=
W

e
i

e
bt

=1

o
1=

N,

&H PFS

N, AR

L PR IERE

0 3 6 9 12 15 18 21 24 27 30 33 36
MEVEBEIS T 2B oW (H)

140 110 72 49 29 22 11 5 4 2 1 0 O

1.0 4%,

AN
os h"\-»._,c PFS

ol AL

os A

05 (-

os \’*\‘_ AH AR LR

0.3

. S

(30 SR -

LK} I demmme oo

125 82 53 32 20 11 6 6 5 4 2 1 0

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 ()

168 138 93 53 35 24 11 7 4 3 2 0 O

173 127 91 58 27 12 6 3 1 I 0 0 0

CPS=5

PFS

ARFN+ALZEFRIERE

e

LA FRIERE

0 3 6 9 12 15 18 21 24 27 30 33 36
AR BT 2 OHIR (H)

473 384 258 181 132 89 60 39 23 10 8 1 0

482 325 200 109 72 41 25 18 12 7 4 0 0

X 4 PD-L1 DFEBIRIEID OS X PFS @ Kaplan-Meier Hif (ONO-4538-
44/CA209649 3R 5%)

(0S (£7%1) : EX CcPS<1, HHX 1=CPS<5, T CPS=5)
(PFS (%) : EX CcPS<1, HHEK 1=CPS<5, FX CPS=5)



@EFEH RS I /MAHRER (ONO-4538-37 7kER)

(L FRERE D 72y HER2 FEME" OIRIE IR ANGE /LT « TR0 B T BB B AT
i (SO LNEEEEAHE Y BT 5 om UNISALE T 5 k) B 724 6] (HA
N 395 Bl &2 Gde, AAIHLERIEZRE362 B, 77 R HLSRRIE2RE 362 ) %
RGUT, 7T /AR HEFRIE AR E LT ARE L O A M e OV 4 & it
LT, FEFEEE O—>ToHh 5 PFS (HFRAH [95%EFIXH]) 1. AH+HbFHIER
T 1045 [8.44~14.75] W H., 778 R+H{LFHIERET 8.34 [6.97~9.40] WHTHY
AR HACFHENL T 7 R HEPREIC LRI B RIER 2R LTz (NP —F
Lt 0.68 [98.51%fE#EIX [ : 0.51~0.90], p=0.0007 [J&%H! log-rank F7E]),

Fo. b OOTHEFMEE TH D OS (HHAE [95%FHHXM]) 11X, AAI+1bF
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 LEHPRICAE BRI R 2 7R S 72
Motz (ONF— FH 090 [95%EHEXM : 0.75~1.08], p=0.257 [J&H! log-rank #7E]),

*1 : HER2 HIE R RE U ARBE D BF TR & LT,

*2 - AH| (1181 360mg % 3 MR CAME) L7 7R L, UFOMZERE GRBRHY EiH
B ZOFA L (XYY 7IF 1 H 130 mg/m? ((RFmFE) % 3 3 MR AT L,
FHT =N FRAT AT T NH Y U LEEH 40 mg/m? (BRI T~ & £ 1000
mg/m? (RFER) % 1 B 206, 2 @0 R 5% 1 ERRE]

X 5 PFS @ Kaplan-Meier Bift (ONO-4538-37 3A5k)
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X 6 OS ® Kaplan-Meier it (ONO-4538-37 3AR)
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(24 1]

OEWNFE MRS (ONO-4538-12 #EH)

B EFHLRIIAFIRE 300/330 6] (90.9%) . 77 L AREE 135/161 #1 (83.9%) IZ#D DAL,
TREREE & DR RBIR DG E T E RWE EFRIIAAIRE 141/330 il (42.7%) . 7T &R
e 43/161 19 (26.7%) (ZiB0 biLIZ, WTNORETIELRD 5% EORIERITT#
DEBY THoT,

3 WDITNIOFETRBEEN 5% EORIVER (ON0-4538-12 3UBR)
B (%)

CHEN PN |

HoREE ARFIHE 7T v iR
(MedDRA/J ver.19.0) 330 161 7]
o 4= Grade Grade 3-4 Grade 5 4> Grade Grade 3-4 Grade 5

2RIEA 141 (42.7) 34 (10.3) 4 (12) 43 (26.7) 7 (4.3) 2 (1.2)
HEEE

T 23 (7.0) 2 (0.6) 0 3 (1.9) 0 0
—i% - REEER L OB SENLOREE

7 18 (5.5) 2 (0.6) 0 9 (5.6) 2 (1.2) 0
FZ &R KO TRk R

& 9 FEIE 30 (9.1) 0 0 9 (5.6) 0 0

W95 19 (5.8) 0 0 5 (3.1) 0 0

72 ARFIBEC BN TR PERGE R 7 1 (2.1%) BT ARIE / < A XF—9 1] (2.7%) .
KIGJ « HED THI4 61 (1.2%) . 1 BLBERIA 3 1] (0.9%) . TTHEREREE 18 il (5.5%) .
FF 161 (0.3%) . FOIRBREERERSTE 13 B (3.9%) . FRFREETE 10 5] (3.0%) . BHEHERS
161 (0.3%) . TEREEREREE 161 (0.3%) . iR ZERIE 141 (0.3%) K& O infusion
reaction 1 5] (0.3%) 23i8H bz, T, BHIEMHIIIE, DMK, fhd. MM/ MR
WO VEEREEN . BB RS, EEOREREE, MK - fRK, BEREL S E S REITHE
Livieholo, REWERFBLURIUIBIE RS BRRMRAERE 2 5T) 28 EFHER
BT,

@EFELF AR RBR  (ONO-4538-44/CA209649 7kBR)

A EFGITIARAN L FIIERE 776/782 5] (99.2%) . {LFHIERE 752/767 i (98.0%)
(2R D, AFIDUILFRE & ORBEBEGRNEE T X WA FERRIIAR bk
B 738/782 15 (94.4%) | ALSFIRIERE 679/767 1] (88.5%) IZRD LNTZ, WITHORE
THIED 5% EORWERIZITRD LBV THhoTo,
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F4 DTN ORETHRERN 5% EOBEITER (ON0-4538-44/CA209649 FAER)

B (%)

AEBIRITR AL TRERE (CFHRIERE
%?i/lﬁeilDRA/J ver. 23.0) 78207 76761
4>Grade Grade3-4 Grade5 4£Grade Grade3-4 Grade5

2EIEA 738 (94.4) 462 (59.1) 4( 0.5) 679 (88.5) 341 (44.5) 0
B W

HEL 323 (41.3) 20( 2.6) 0 292 (38.1) 19( 2.5) 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
(EE 73( 93) 2( 03) 0 61 ( 8.0) 0 0
HN% 57( 7.3) 7( 0.9) 0 47( 61) 1( 0.1) 0
PR R E

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 (15.5) 14( 1.8) 0
SR 59( 7.5) 2( 0.3) 0 61 ( 8.0) 1( 0.1) 0
TR A4 2( 54) 0 0 38( 5.0) 0 0
GIEET 40( 5.1) 2( 03) 0 17( 22) 1( 0.1) 0
B AR AR AT

I HRERER D 158 (20.2) 83 (10.6) 0 118 (15.4) 67 ( 8.7) 0
[/ INREE A 156 (19.9) 20 ( 2.6) 0 115(15.0) 19( 2.5) 0
FTANRGEUET I ) FFvA 725 122(15.6) 12( 1.5) 0 69( 9.0) 5( 0.7) 0
—EHhn

I 1 BRI 112 (14.3) 23( 2.9) 0 77(10.0) 13( 1.7) 0
TI5=UT I NG AT =T —FH 89(114) 6( 0.8) 0 50( 6.5) 5( 0.7) 0
n

U =8 80 (11.4) 45( 5.8) 0 34( 44) 16( 2.1) 0
75— 71( 9.1) 21( 2.7) 0 22( 29) 2( 03) 0
M7 i Y RRA7 7 2 —E N 52( 6.6) 5( 0.6) 0 34( 44) 2( 03) 0
m ey e s 48( 6.1) 4( 0.5) 0 32( 42) 2( 03) 0
R 45( 5.8) 2( 0.3) 0 33( 43) 1( 0.1) 0
MR LY o REE

2 1 203 (26.0) 47 ( 6.0) 0 171 (223) 21( 2.7) 0
A H BRI E 191 (24.4) 118 (15.1) 0 181 (23.6) 93 (12.1) 0
1IN IS A iE 157(20.1) 19( 2.4) 0 145(18.9) 13( 1.7) 0
M if BRAE 63( 8.1) 5( 0.6) 0 55( 7.2) 11( 1.4) 0
—f% - EEEER X OG0 RRE

i 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
e 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
FEIE R X OV TR

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
R L OvesEhEE

AR 157 (20.1) 14( 1.8) 0 139 (18.1) 13( 1.7) 0
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Bi% (%)

AT AHI {CEHUTE {FHILRE
" 782431 7674l

(MedDRA/J ver. 23.0)
4Grade Grade3-4 Grade5 4Grade Grade3-4 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

72 B AR AL FRIEREZ 3\ TR R 466 1] (59.6%) | IFFERERRE 203 141 (26.0%) |
infusion reaction 111 5] (14.2%) . HURIRFEREFEE 96 1] (12.3%) . BEAUTRELARIE 68 5
(8.7%) . KM%k - /NG - BHEED T 52 ] (6.6%) | MVEMEMIZEE 42 61 (5.4%)
DS 28 ] (3.6%) . BHEREREE 26 1 (3.3%) . DMEEE 15 F (1.9%) .
FRAR AR ZEARAE 13 61 (1.7%) . 28 761 (0.9%) . FEAHERERTE 6 ] (0.8%) | Fl
RIFERERESE 4 B (0.5%) . BEZR 3 61 (0.4%) . LFHZE 2 B (0.3%) . 1 BUBESRE 1 4
0.1%) . SE IR 16 (0.1%) . 5 1H] (0.1%) FOVEFL 161 (0.1%) 280 5
iz, E£io, EEMHEGE, MK - BRI, fhgk, mMERE %, EERMEES. Bl
FENT . TPARA, AREFERE: . MBRERIEMRE R ONES; H IRE 0 S o 7o, RENE
MZBURDUIBIHFS: BARRAEERT 2 5T) 2B 0EHERE =T,

@ E B[ 5 1 /MAHRER  (ONO-4538-37 #kbR)
B EFHGIIARF AL ERIERE 358/359 61 (99.7%) . 77 &R HLESRRIERE 357/358
(99.7%) TR HAL, AF|, 77 BRI FFE & ORREBNEE TERWEE
FRITIARA b TFRIERE 351/359 61(97.8%) . 7° 7 & A+ IERE 349/358 1511 (97.5%)
IZRD BTz, WTNDORETRIRN 5% EORITERIZT FRO LBV THoT-,
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#£5 WTNOLOBETREARY 5% EDOBWER (ONO-4538-37 RAER)

b B (%)
WO AL TSR R
%ﬁ”;‘DRA/J D) 359 4l 358 il
€ veres. 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
%ﬁ”gDRA/J 1) 359 {4 358 il

¢ _ ver-2s 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, PHERB X OWEAOHE
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
FF R e S 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

725 AR U FRIEREIC B W TR 282 141 (78.6%) | & RERR T 83 #1(23.1%) |
infusion reaction 48 f (13.4%) . HUIRERFERERETE 30 5] (8.4%) . BRAUHH@LAIE 24 1
(6.7%) . KRIGK « /INEZ « BHED TF 24 il (6.7%) . WIEMEMERE 15 61 (4.2%) |
O REREE 14 6] (3.9%) . EHERET 96 (2.5%) . FIEHERET 6 ] (1.7%) .
R AR ZERRAE 3 61 (0.8%) . 1 BUBERIH 3 61 (0.8%) . AT 2 6 (0.6%) . FEE/ef
R 2 61 (0.6%) . A2 261 (0.6%) . DEFED 2 611 (0.6%) K& OVF AR S
1] (0.3%) RO BN, Fio, BIEMEE, LR, ik, Wk - Bk, BIE
fFoe, BEALMERRAE 28, MERERIEMRE, fk%. ARk, Mg, AL, BEREK S
EOBERITRD e oTo, REWEHRBLRIUIBEEFESR (BARMRAMEE R 2 51)
T a R R A R T,
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[ - HiE]

AR OREMEYBETT L ZFHALIZY 2 2 b— 3 42k v, KK 3 mgkg (K
H) XX 240 mg % 2 JARIEINGE TG LIBROARR O Mg iR E S Sz, ZOfs
R AHI 240 mg G L TZBROREEEIL. AH) 3 mgkg %G LIZBROBREE & & i
LTHEEZRT & THISNIZbDD, BARANBEICEW TAREN R I TV
% - & (10mg/kg % 2 BN CRE) CARAIZ G LI-BEOgE & & ik LR E
o LTRSS (FR) AT BEOFBEICE T 27 —Z 15 E | KA 3 mg/kg
(KEE) 0% 240 mg % 2 HFFEFE CHG- L IZBROARRK OBREE & & Ao 3 etk b
ORI & T D IRE ST T APER S, Y% BSOSV TREIT DAL AE R,
ERROME - HEOR TAEIMER ORI 2RIV E PRS-,

K6 FADEHBRE T A —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)

HFYE (5%, 95%a0) . Q2W : 23 IR, Cmax @ FIEIFE 5-14 0 e @ ML FIREE . Cuminara @ FIEIF 51414
HEICE T 2 B i IS . Cavears : HIEIHE 55140 B £ COPKIMBEFIIE . Crass : EHAIRIEICE
giﬁﬁmﬁﬁﬁﬁ\%muﬁﬁﬁﬁuﬁﬁé%ﬁm%¢%ﬁ\ngﬁﬁ%%mﬁﬁéﬁwm%¢
Flo, AR ORERFEHEEET LV ZRMA LIy I 2 b— 3 2 XD | AH 480 mg
Z 4 W TG SUIBARE O ik - &S TR U IBRO AR O M35 R B 23 G
Shic, ZOREFR. AH| 480 mg % 4 HHMME TR S L72BREOEFIREBIZB T 2 i
TEFIRE (LU, TCagss) V9, ) 1E, AHI 240 mg % 2 W HIFIR TG LIZERD Cavgss
CHUT D ETHISRTE (FR) o £/, AAI480 mg & 4 MR TR L LIZBROE
FARREIZB D m MG IRE (LAT. [Chas) EWVVD. ) X, AH| 240 mg % 2 3
[FIRR TH G LTZBRD Craxss &L CREEZ AT & TFRISNIZ DD, HARNBEIZE
WTEABENHER STV M - JIE (10mgkg % 2 BRMIRENRE CHL) TAFIZ &5
L7ZBRD Craxss & BB L TIRME AR T & TRIS L (TR) o 2T, HEOEREICE
57T —ZIZHAS X KA 3mgkg (KE) 7213 240mg % 2 BRI, 7 L < TAA)
480 mg % 4 HRME TG LB OARK| OB R & A0 32 a0k & o B % Bt
THBRBIICET VPR SN, YBEICOWTRAM TR R, LR oAk -
REOMTHRMERL LB 2RI 0 PRl Sz,
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KT 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;?.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)
10 mg/kg Q2W (14é,9§22) (86.959,.?32) (10},1 ?48) (323,9225) (18421,1 gos) (23%,7277)

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 ﬂiﬁﬂff)%fﬁ[ﬁl?%ﬁpﬂi%&f\ CavgdZR N
TEHIRRBIZ RS B e LI IR EE . Cingss 1 € FUIRREICI 1T B I ARG IR L, Cavess 1 EFIRBEIZI T 5

Y1l 175 T e
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4. HERIZOWVWT

IS U A 7 EEEHE (RMP) (ZHED & | AH D EFE 2 MR BIE B~ 1 1 AT
N HHER T > T, AR OEEN#EE) 72 BEZ2W - FrE L, AFIO#EGICL D BHE
7REWER Z 3B LT BRITXIST 5 2 & BB R 7o D LLF OO~@DF T A& 72 7 i
RIZBWTHEHT 22 TH D,

O MEFRITHOWT

D1 FTid (1) ~ (5) OVWTIIIHEYT IR THD Z &,

() BEAFERENEET 505 A REENLSFRBS FE R A BRI AR
I 23 A2 B EEIL AR T, MBS ARSI 7R &)

(2) FrERRERRE

(3) HAESFRINFEDEET D03 A BREEERRT (03 ARFEIEIE ERbE, 23 A
W 1REBE, DA EREER e &)

(4) IRALFBFIER AR U, SSRIESH L BRIEZ IR | USRI LA ok
2 Ok FEAEITSR D R H & AT T 2 Mk

(5) PUEMEREBEAIAL & BN O i g% FEAEIAR B B H 21T > T D il

O-2  HEEOALIRIE K ORIERFEBLRF O RIS +53 7050k & B8R 2 RO EAT (FRD
WFHLNNTHE T D ERN) 23, SR OAANET IR OBEMLE & L TRES N
TWnWsZ &,

*

o [EAIRFFEGE 2 FEOMMINMEZE T L721RIZ 5 L LD AIRROERIRIHE 2
ToTWHZ &, 26, 28U LT DARYREL & LEERRIESZEOIHME %2
ToTWHZ &,

o [ERIRFFESE 2 FEOWBIHHEZE T LI2&IZ. WLam OB ASMIREZ ST 5
FLLEDOHLBARFZOBEREZIT>TND Z &,

o [ERNEFFEUSH% 2 FOYHHEZIE T L7-&IC 4 FLLEDORKKEREZAG LT\ 5D
Z &, OB 3FELLEIE. TEIbESE O D A SRYPRTE & G e E b g T OB IRAHE &
IToTCWBHZ L,

@ BNOEESEREBOEHRICONT

S S B T 2 B SEOE S, UG D OB O N - %2
SMEEIA N OB O RS T X3 5 HHUR A, A B HE R LB a OHE
ST ERHRNIATON B RS TS 2 L,
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@ BIEA~ORIEIZDOWNT
@-1 Rk B3 2 B

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

@-2 ERHFEIC L 5FEESINICET 22N

S ARSI D BT 72 5 M O\ Re 2 A 2 BIRIEFRE D EltEl =2 ) v 7
EEDITEROA Y ) == T ZATOERE L FwE A TE 5 F— AERKH 2
SN TWD Z L, b, BIIAHNZOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADOZWr-ox S IZE LT

BIVEA (MEMEMZEEIZIN 2 BREAEDRE, OIdk. Tk, BT RARE., KIBX.
NSE, EEDO TR, 1 ANERIE, BUEMZE. HFARA, HHERERES . K. BibrEinE
K. FAIRIAEEERE S T ERMAMREREE, mhiklEE, BEE, RIEEE, WK, BEEOKL
JEREE, FFRIMARZEFRAE, infusion reaction, HFE7c Mgk, MERE RIEMERE, FikZ.
Pede, BEOBHR, SEIERK, WEORERS, MR EN, ClEEE (O 5FEME) -
BRIR - OSVEIAMGHTS) . JRIFERES . IS, BEALAE) 1Tk LT, Mz i3k
M= B D BEFME A2 A D R AT & U (RIVEH OZWr-oRH 2B U CHE L OVSCER
EZTONAEMICHDHZ L), BEHITHUIZRAED TE DEH N ESTnDH 2 L,

i
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5. B#EXRRL R DBE
(B0 B % H1E]
O TROBHFIZBWTABOENEDSRIESN TN 5D,
o 2 OUL EOLERIERE O & 2 IR UIBR AR 2 T - TR RS ORFIHMm

5)
o AETEIRIERE D 72\ HER2 [2PEDOIRR YIRS RE /AT - 38 BREE ((LA0RIE
& OHFHE)

*: (1) ARV IV TIFUROBRVEE, (i) A%V IV TIF0 RV F—Frarvy
LAROTZNAaT T, XiE (i) AFVH VT TFoRRTH 7=« FAZ L - T
ZUNA U T AECSHA

@ [EBRI R 55 M AH F R (ONO 4538-44/CA209649585R) & OVE BRI R 25 1T/ M AR AR
(ONO-4538-3778R) 1T\ T, i ((BFHRIEXIT T 7 B R HbEFRE) &
%Lf\xﬂ+m%ﬁ&@ﬁﬂiﬁmén1wéottb\ﬁﬂ@tﬁﬁ_;bﬁ
FEHRQOFKBENE L 2HHMAPRD DI (plI~152M) | £/, PD-LIFILRN
(CPS) T L VW ARKID EFRENEDERDMADREBINTND (p7~8&H) , i
HIE LT, ZThb & E 2. PD-LIFEBLE" D3 5% A0 (CPSSAT) Th b 2 & D3R

SNTBFITBW T, ABFRIEFMIC L DRI OV THBET D,
* o KFIOBWER & LC, K54 : PD-L1 IHC 28-8 pharmDX [# =1 2NVEGE ST\ 5,

@ TREICEZ M T 2 BE KT D AF OB G K OMEHFIEIC OV TR, RAIO A M
DL SN THE LT, RAOEEGERIR LR DI,
o —RIBRM O TIRIBIR T TR W B IS5 B A o B % 5
*  HER2 G0 B TR D b7k & oS
o OTABIOHIMEN RSN TOIRMEOHUEMEIREA] & OOF &5
o INEMBNEIE L LTS

[z B+ 2 FH]

O TRIZEYTLIBRFICOVWTUIARFOERGENEEZE SN TNWDLZ b, &5 E21T
Dlrnz by
o KRHIDRHTI KT LIRBEUE OB ERE D & 5 B3

@ IBFERTOFHBHICE O T FRRICEY T 2 BEFICO 0L, AFI O G ITHESRE S e
N, MOTEFRIUL N 22 WIGEICIRY | HEICAKZENT 2L 2ZBETE D,
. %E@Mﬁ%@A%Xi%@@%é$%
o JRER I AR A CRVE R 258 6 D B K ONE B 0 Sl i i 2 <0 i e it 2%
%@%K*E@Zkﬂ#%hé%ﬁ
o HOMEEBOEOE UTEBMEARF L <IXFERMEO B iR B OB EREO
»oRE

20



o JRESEAEIE (EMERRBAIRE 2 GTe) ObDHEE
o FEEOBYIIBEE AT HEE
e ECOG Performance Status 3-4V D 3

GED  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. BEZELTHEETREFIH

I SRR 2, & AR B3 D R 2 ERFE 12 KD & ARH O FriE K OVl (Ef#
RO 7= DI B w2 o3 B L Co b HET 52 L,

TREBRAAIC SN D | B XX 2 OFEICHIME L OER %2+ L, RE 215
ThoEETHZ L,

KA e AL L OG- O RS 2 W 2356 PD-L1 BELR LR T 52 &
WEE LAY, PD-L1 FELRDFER T E 2 WIGA I, KAl & bFRiEE OffHO
WA 2N L ECRET A 2L,

FERBIERO~RT A MZONT

@

@

MEMEREBEN D bbb Z ERH DD T, KFNOEGIZHT-> T, BKRIE
W (PRI RIS, ik, FEEVE) OFfEsE M O X S 0 %, Btz +5
ZATH 2 &, £, MBS CTHE CT, MiE~— I —FDMm&Z FEhd 5
Z &,
AFN O EIXEE D infusion reaction (i 2 CERARHI H3 2%kt D T 5 U
BaAT > 72 EChtAT 2 Z &, £72.2 [ H LABE O A% 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIFEGH K OARA G T #IT A Z A
CERAET %, BEORBEL 28I 52 L, 70, infusion reaction &
FHLLIZGA 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-I I3 E BRI N0 sk RE iR A (TSH. 1028 T3,
FERE T4, ACTH, M=oY —VEORIE) #FEhd 52 &,
AFNOEGAZ X0 | WEDOREEISIZER T 5 & B 2 b D4 R R IERRE
DHLOLNDZERND D, BENRDOOLNLLGAEITIE, B LEFRIIS LT
B 72 ek & Rk 2 e Al & i U Cli bl e BRI W 21TV IR D
FOGIZ X 2 BWER AN g0 23551 1E, AFNIORFES T I, R ORIE BE A
NWEVRIOBRGEEZZBETDHZ L, 2k, BIBEREFRLVEYOELIZ X0 EIE
A OUEERFRD IR WIGEITIE, BB RE AV LISt o Sz il Fl o8
HLBEET D,
BT %, OB S5 AR L T LEWERDBELT L2 Enb D729,
AR OEEHETHIZ S RWEM ORI 2ITEET D,
1 BUBE R (BIE 1 BUBEIR S 2 2 de) b bbdv, BERPIMES F 7o R— X
ICEBDZENHLHDOT, Alg, D, EHFEOIEROBHRCMAEED L2
SEET DL, 1V BERBN DN -G ICITEGEEZ R L, AR ) H
FOFGFEDHEE) R EZITH Z &,
BIEATIE, P4, IFHEREREE . TR, B{LMERE RDPH LoD Z &ndH D
DT, EHWIIITERERE LTV, BEOREEZ H3ICBET 52 &,
SEIERNHLDONDZ DD T, IBRORE OF A EHICHET 5
22



Z&, Tl IROBEEDBFRD DNIGEITIT, EPNICIEREE 222 5 &
IRBBFEEEST D L,
® AFNOEEKRBRIZIBNT, BERENOH 1 FEMIT 6 B I L. TnlEE, 12
W Z L AZHMEORHI 24T > TWe 2 & 2 5B, ARG I 3EHIA I g
RETHROMERZITI Z &,
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KEEHEETA FTAL4 v
=R N~T (Blor#x)

(BR5E4 « A7V — A REFE 20 mg, 7P —RRHFEE 100 mg, 7P —
AR ERE 120 mg, A7V — R K EHE 240 mg)

~ P R P B R~

¥Rk 3 048 H (47F054F 3 AET)
BT BE



ER/N

S

XU

AFN DR, ERBEST
A IR AR
el ANE

ELECD O Bl AN ey

BOICER L TRET & HIHA

P2
P3
P4
P10
P12
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 5B E R
FPEZRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 LR
PR & 72 o TR Y RRIFMBGEE & YR O FARTTEE 2016 CEAL 28 4 6 A 2 H MERIRE)
IZBWTYH, EHMNERNEOHRAORE(LHEZXS Z L L ShTnb,

BORVE AT ESR L, KB ERASCL 2T 0 7 7 A VB D ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICBET HIERNH0ERET D £ TOR,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BF I LTERT 5 & &bz, mIfE
RSB L 7B B2tz & D 2 & AN AHE e — 1 O B i 7= 3 R SRR BE i
THZEREHEETHD,

L7eo> T, KA RTA4 Tl BRBEESLZNE TILELN TV A EFIFR -
BHE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EEHE R~ T,

I, ARITA BT A A%, MSIATBOE N EHE S ER SR A A, AmEE AR AR
BRI 7o, — A EENE N A ARBRIRNBHE S FrEdRE FNEENE A B AR 22 &k O
—MRFEETEN B AR ER 2 D106 LR LTz,

%G L IR HEINL - ATV — R Y 20mg. A7 Y — R EE 100mg, AT Y
— AR RLEETE 120 mg, A 7Y — RS EHE 240 mg (— %4 - =
A~ 7 (Bia T/ Z))

KR ERDEIRE - CIBRARBZRHELT - FRIE O FEME Mgl b i Jit

KELRAMERONE  @E, RAICIZ=RL~7 (BIa i Z) & LT, 1[0 240mg
Z 2 JEMIRINE S 1 0] 480 mg % 4 3 R0 C AR 5,
AV AT (BEEHRZ) EOPRT 2560, @%, A
F=A~7 (ElaH#z) & LT, 18240 mg % 2 BHEHH
fR 313 1 5] 360 mg % 3 WA FR C AR ERHET 5.

B B 58 3O /NP T RIS A

(%)

FEMER R BRI BE T2 v — AR A R FHENR SOomg (— 4 - A B U A~ T (GBI

#2)) OBEEXITHHE, FEKOH&

SHRE ST R « UIBRARBE /AT « T8 D B a5 b iz

MEEOHE =R ~7 (BlaHfiz) Lotz T, @, AZIZA ey

L~ (B Z) & LT1E 1 mgkg (KE) % 6 @RI TS

TEHET Do




2. AHN DR, VERBF

A7 — R R ERE 20 mg, [FATEERE 100 mg, FAGEEE 120 mg K& ORI ERE
240 mg (—f%4 c =FA~T GEE M), LT, TARA) Evd,) 1, /NEPSES
TEMASLEAF Ly 7 24 BT VAR e =AY —X A7 A7 (BMS) ) 2
BA7& 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 o%Ek (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 & BUZHIEE 2 2
T ICET 2B AR TH D, PD-1 IFHURIRRAIIRIZIEEBLT 2 PD-1 U o K (PD-LI
K OVPD-L2) EfEA L. U SERICMEINES 7V R LTV o REROIEME L IRRE %
BIZFRET L CTWb, PD-1 U H» RIFHURE SIS B b O & 22 G/ 588
LTk, BMERAMEEE) LU LB TS PD-L1 OFBLLIEDEF
HIM & OMICADHBEBFR & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66) ,
F 70 B R NE RS CIIARRE TN EET DA v ¥ —T7 = a B~ (IFN-y)
12X > T PD-L1 OFEIANFESI N, 858 L EEERRICIIT D PD-L1 ORI E ik o
ALEWIR & ORI EDOFBARR N & 5 & O#HE S & 2% (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-LI Z 5@l RH S S8 AMIBIE, PURRRA CDS B5PE T Miia o Hifa &
TR AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET 5 &2 OHfE
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U T2 REEEIX, 7
AR URRF A e T MM OWEBEEZ BT 5HFD—>L LTEZX LT
Do

AFNZ, FEHRBROFE R S PD-1 O iEE (PD-1 U 7 & FFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X 0, BATURFFRN e T MIlROIE
PEAL KOS AKIIE S b3 2 A A5 05 ME 2 39903 % 2 & TR AR PSR 2 R4
ZENHERR STV D,

IO OFEN S | AFNTEMEER I 2 B 2R EIC R0 55 b0 & MIfF S,
FEME R B N AR 2 kP & U TR IRARR 2 S0 L. AR, et R OV R
i,

AFNO T 3 < MIE D RAERUGIC & 2 BIER SN & b oL, B XTI
D AR B o AFIO B PR OB GHITIE, BFOBRL AT, BEIR
D BTG AITIE, BB L HGUIE U B 2 ik & B8 & Fro R Al & i L Coil
228 RIB M 2TV, B OSSR L DEIWER A DI 2 A3, BIBRERL
LRI OB GEDOHEY LB ZIT O LERD D,



3. BRERAE
YIFENRE 22 HEAT « T8 D FEME i [l o iz I oD 7K ER IR L2 5 FAl 247 o 72 = 7 B R 3R OO i
%7‘]——\“@‘0

[ 2hE]
O EWFETHRE (ONO-4538-4178%%) (Clin Cancer Res 2019; 25: 5485-92)
FIFFRHN L R ML FE RF R Y LKk & OO AR TR O )
BRAREZ2EST - PR BNy R i £ (ECOG Performance Status 0 &2 (O8N 1) 34 il %
KA AHA 240 mg Z 2 38 [ IR C AR T L 7o, EEAHIIE B T o 5 2405 (Modified
RECIST criteria (2004)(Z3&-25 < i) 12 L D CR UL PR) 1£29.4% (95%(E#EX [ -
16.8~46.2) Th-olz, 72¥, FANIHE LI-BEEIX5.0%TH -7,

@ ERRILFEF AR (ONO-4538-48/CA20974373&85%)  (Lancet 2021; 397: 375-86)
(LEPRIEARTRIR DGR RE 7R AT + P38 0D B g 5 o Bz Jll iR 560551 (B AR HR 60
BlaEte, KilEA Y A~7 (B FHBZ) EO0FH (LU, INHOFH) &0vo,) ™!
BE30361, fLFyE (X7 FF8HK AT TFUoNFIAINRTTFo) LA MLF
T R RNY T AKFE OO BE30261) A XfG, fLFRIEREA XTI E LT N+HIF
RO IR R Z 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, NHIFHB G I EFRIEICS UG RICHE Bt R 2 /R LT (NP — K
1£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=,



X1 2AFHE O Kaplan-Meier Hi#¢ (ONO-4538-48/CA209743 3ER)
(EfERL I T-4H)



[ 24 1]
OEWNF TR (ONO-4538-417857)
BEFGIT32340] (94.1%) IZRD BV, AH & OREBEBDPGE TERWVEEFR
1323/3461 (67.6%) IZ78H HiTZ, BEFENS%U EORWERIZT TERDO LBV THoTz,
F1 BEEN5S%IULEOBIER (ONO-4538-4138) (KM MRITXIREMH)

FERIRHE Bl (%)
FEAGE 34 {3
(MedDRA/J ver.19.0) 4= Grade Grade 3-4 Grade 5
RIEM 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
LD 2 (5.9) 0 0
Mg 2 (5.9) 0 0
—fik - RHEEL LU SHMOKEE
[(=93 3 (8.8) 0 0
Ty 2 (5.9) 0 0
FEEL 2 (5.9) 0 0
BRI AL
U X—EHN 4 (11.8) 2 (5.9) 0
77— 3 (8.8) 1 (2.9) 0
U R 2 (5.9) 0 0
Rt L OvRERES
EEXE IS 2 (5.9) 1 (2.9) 0
B R E L O ARk S
RA A 3 (8.8) 0 0
B KOV T AR kR 7
W5 4 (11.8) 0 0
iR NTR SN A 2 (5.9) 0 0

7R AR 2 B (5.9%) | IFHEREREE 1 41 (2.9%) . IR IREERERE R 4 1] (11.8%) |
VR 2 B (5.9%) . KHEGZE - HED FHI2 61 (5.9%) . 1 BLBEIRE 1 61 (2.9%)
MO BTz, Flo, BWRERE, EEORERE, FERAKERS, BIREiEREE
g, BEIEMMESIE, M - $EIEZE . infusionreaction, 5 & 9IRS, DA, Tk, HE
BUBRARIE/ X A /3T — PR OIS PESRBE . 2. SR AR ZERRE X O b
PEREE RITERD B2 Do T, ARWEMAREBURBUIEEES (AR R 23 T)
A DEFRERE T,

@ E BRI [F M FEFER  (ONO-4538-48/CA209743 F5R)

BHEFEGIT NH OFHEE 299/300 1 (99.7%) . ALZFFRIERE 277284 61 (97.5%) 258
B AL, TRRRIE & ORI BURAS S E T & 220 VA B R IT NHLHEHEE 240/300 1] (80.0%)
(b REERE 233/284 1 (82.0%) (TR HiLTe, WT L ORE THRELEDN 5%LL EORIE
HIZTTEROEBY THhoTz,



F2 WDWTRLDORETREARNS%ULDOENWER (ONO-4538-48/CA20974355R)

(R MM REH])
B (%)

2 E IR N+ A 2375 2

HEAGE 30001 284451

(MedDRA/J ver. 22.1) 4Grade Grade 3-4 Grade 5 4Grade 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( 1.0) 0 1( 04) 0
5 43 (14.3) 3( 1.0) 0 15( 5.3) 0
BRI LB IR 5 16 ( 5.3) 1( 03) 0 2( 0.7) 0
H ks

T 62 (20.7) 10( 3.3) 0 21( 74) 2( 0.7) 0
L 30 (10.0) 1( 03) 0 104 ( 36.6) 7( 2.5) 0
i 12( 4.0 0 0 42 (14.8) 1( 04) 0
& - 8( 2.7) 0 0 41 (144) 6( 2.1) 0
—f « BHEES OGO
DIRRE

5 41(13.7) 3( 1.0) 0 55 (19.4) 5( 1.8)

79 25( 8.3) 0 0 44 (15.5) 12( 42)

FEEL 16( 5.3) 0 0 5( 1.8) 1( 04)
FRIR AR AR

U S—B N 20( 6.7) 13( 4.3) 0 1( 04) 1( 04)

7 2 7 —E 17( 5.7) 7( 23) 0 1( 04)

TI=rT AT 16( 53) 5( 1.7) 0 2( 0.7)

Z —BHI

PN WA

FR B RBAR T 32(10.7) 0 0 0 0 0
ONER PSR ON FRey ek e

RAfR 22( 7.3) 1( 03) 0 0

i A 15( 5.0) 0 0 3( L)
R L O E

RARIOR 29( 9.7) 2( 07) 0 50 (17.6) 2( 0.7) 0
B, PR L OWLE A OHE

TEAITEE S SO 24( 8.0 3( 1.0) 0 2( 0.7) 0 0
PR R IR E

RS 3( 1.0) 0 0 19( 6.7) 0 0
MiEFs LV >R bEE

g4 6( 2.0) 1( 03) 0 102 (35.9) 32(11.3) 0
At FR BRI E 2( 0.7) 2( 0.7) 0 71 ( 25.0) 43 (15.1) 0
M/ R E 2( 0.7) 2( 0.7) 0 26( 9.2) 10( 3.5) 0
Bk i 0 0 0 22( 1.7 8( 2.8) 0

728 N+ PFHERIZ T, FRRIRBEREFE E 43 151 (14.3%) . ITHERERE S 36 41 (12.0%)
infusion reaction36 1 (12.0%) . BALFHRALAFIE 34 1] (11.3%) | FRREFETE 22 41 (7.3%) .
PR 20 Bl (6.7%) . KABK - /NS - FEED T 19 5l (6.3%) . B HRERES
15 % (5.0%) . TEEAHEEERE 12 6] (4.0%) . BEEORZERE 10 6] (3.3%) . fF%
761 (2.3%) | BIEHEREREDE 6 61 (2.0%) . DB 4 #1 (1.3%) | FER 361 (1.0%) .
HEAGESIE 2 1] (0.7%) . S EIMEK 261 (0.7%) . #idk 261 (0.7%) . FRiRinieZE
FE 2 B (0.7%) . BMZE « BEIRA 161 (0.3%) MOVHZ 1 6] (0.3%) 23380 BT,

7



Eho. BRI, BIEATS, FPRA, BRI de, TR | R R
FE AERZ, ZRIFEREE. DS M % OYEFLITERD B LR o 7o, ARRIVERIFEBLIR I3RS E
e WRBAEMRRLET) & E0EHERE T,



[ - HE]

AFNOREMARYEEET LV EZFIHA L2V I 2b—2 3 2k, AHK 480 mg % 4
T R T 5 SUIREAGR O Y - B TG LI BRO AR O i iR E RS Be S h
Too T ORER. KK 480 mg & 4 HRIFIFE TH G- L72BEOEFIRREIZ I 1T 2 FH ik 4
BEE (LLF. [Cags) EVWVVI,) 1E. AHAI 240 mg % 2 BRI CTHE L7ZERD Cogss &
WPl 5 ETFHlasn (TR, £z, K4 480 mg % 4 HEHR TG L2 E IR
RRICBIT D mmiEHIRE (BLT. [Chxs! &I, ) 1F, AH 240mg % 2 EHHE
TEG LTZBED Cras & L CEREZ T & FHISNZH OO, BARANBZIZENT
DEVENHER SN TWA AV - & (10mgkg % 2 BRI THKY) TARAIZ#S5 L7
B Crmaxss & B L CIMEZ R & TS (THR) , M2 T, BHoOBEICBIT S
F AT E | AH 3mgkg (RE) XL 240mg % 2 FIREIRE, 35 L < 13AH] 480 mg
Z 4 BRIFR TG LI BOARA OMREE & & B UIE RN & ORI & R 5 1%
TOGET VPR SN, BZEhEIZ > W TR ThbhfR, FiRoRE - A Eo
W CTHIM: R O eI AR R 2R T L Pl S iz, £7-. BErERfch f i g o
BT — X CESEHEELBRERSTET VAR LT, A% 3 mgkg (2 #RFIET
#eh5) . 240 mg Q BEMIFE CTHE) XX 360 mg QMM TRE) AU LA~T
(Bia#HL %) 1 mgkg (6 MMM TEE) Z0FH L7-BROA R0k V22V & et
L7ofE 3R, Eieo Rk HEOR CHMER OV =BT & 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 (35-52{ .760-8) (16.25750.3) (21.32{ .4?3.9) (75.1){3171) (27.612,'107) (42.717,'?27)
240 mg Q2W (51.712,'103) (23.33?.539.0) (3023,.670.9) (10;,5254) (41?57,.?58) (62.11(,)91 87)
480 mg QUW (10%07) (15.25?27.4) (37.?)3,.;)4.8) (14?,1 536) (27.751,'?37) (62.11(,)91 87)
10 mefke QW (142,9;22) (86.959,.?32) (10},1 ?48) (323,9225) (18421,1 §o3) (232,7277)

A (5%43, 95% ) « Q2W : 2 AR, Q4W : 4 BRI, Cunax : #IIE1HE 5% D fie S LG R EE . Cininazs ©
WEF G4 28 A BIH1T 2 HARMIE PR, Cavears @ A 5-4% 28 H H £ TOFIMIETIREE, Crmaxss
TEFIRREIC I 1) 2 e LT PR . Cmins + EFRIBIC IS D BeAR MG P IRIE . Cavess 1 EFIRIBICEIT 5
5] L 9 HP R



4. HERIZOWVWT

EHESL U A 7 EEEHE (RMP) (ZHED & | AHI D EFE M2 MR BIE B~ 1 1 AT
N HHER TH > T, AR OEENEE) 72 BE Z2W - FrE L, AFO#EGICL D BHE
7REWER 2B LT BRITXIS T 5 2 & DB R 7o D LU OO~@DF T A& 72 7 hi
RIZBWTHEHT 2 ETH D,

O mEFITHOWVT

D1 FiEo (1) ~ 5) OWTNMNTEY T D% THDHIL,

() EEFBREDNEET 508 A FEEILSRETS (BRIE RS A S HE LS5 T
HisE 23 ARSI SRS, HUES AR IRIR R 72 &)

(2) FEEMEEERPL

(3) FAENFIRFNF DG E T D03 AR HEIEFRRE (DS ARSI B, 23 AR
W 1REBE, DA EREER e &)

4) A RAEFIRIEEZRE L, AR FRIEZ R 1| IS RIEEA L TR L2 Rk
2 OfiFk FEHEZAR D M 21T > TV B figk

(5) HUEMEREB AL B BN O i s L HE IR D Jm 21T - T D fitiak

O-2  EMERRE BRI O A SRR K OVRIE 38 B O St IS 57 70 Jae & 8 BR & 5 o
Rl (FROWTINITEYS T HERM) 25, L2 R ORI DIBROBEEHE &
LTRESNLTWD Z L,

*

o [ERIGFFESE 2 EOHAHME ZE T L2121 5 FELLED D ATRIED BERAHE &
{THoTWBZ &, 9bh, 28D R, RARMIRELS T L L2 BREEZOHHE 2
{ToTWVWBHZ &,

o [ERNEFFESHE 2 FOMBINHEZIE T L7-%I1C 4 L EOERRBREZ A L T\ 5D
Z &, b 3FELL T, EMEMIRE T R IE O DS A SRR A G T e REL g S O B IR
HHEZIToTCWAHZ &,

© BEADERMEREHEOEKH]IZONT

RIS I A B FE T D RMEA NI E S, BERRSE S OfFmE 0, A - %
IR OB P ONERSFE IR 5 G et A FFRNEE LG E OWE
. FRESNITT DN DIEHINE > TN D Z &,
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@ BIEA~ORIEIZDOWNT
@-1 Rk B3 2 B

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

@-2 ERHFEIC L 5FEESINICET 22N

S ARSI D BT 72 5 M O\ Re 2 A 2 BIRIEFRE D EltEl =2 ) v 7
EEDITEROA Y ) == T ZATOERE L FwE A TE 5 F— AERKH 2
SN TWD Z L, b, BIIAHNZOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADOZWrOx B LT

BIVEA (MEMEMZEEIZIN 2 BREAEDRE, OIdk. Tk, BT RARE., KIBX.
NS, EEDO TR, 1 ANERIE, BUEMZE. HFARA, HHERERES . K. ke
K. FAIRIAEEERE S T ERMAMREREE, mhiklEE, BEE, RIEEE, WK, BEEOKL
JE R, FRIMARZEFRIE, infusion reaction, HEFE7fMykmE, MERE RIEGERE, FEk%.
Pede, BEOBHR, SEIERK, WEORERS, MR EN, ClEEE (O 5FEME) -
RIR - OSEVEIAMGHTS) . JRIFERES . IEE I, BEFLAE) 1Tk LT, Mz il
M= B D BEFME A2 A D R AT & U (RIVEH OZWr-oRH 2B U CHE L OVSCER
EZTONAEMICHDHZ L), BEHITHUIZRAEN TE DEH N ESTNDH Z &,

i
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5. REMBRLLRDBE
(A2 PEC B9 % F 1]

@

TROBEIBOTAROEMEN RSN TS,

o ACPBREIEE AT SRR - PR OB NP TR CRAIHE )

o BRI O DRI - RO SIS EIEEH (f €Y A (f
(BT L o)

TRCICRZ S T D AAN OG- K O ITEEIZ DWW T, AFIOF RSN ST
BoT, KAOREGIRE LB,

o AEFRIEARIGIREE T D AA B 5

o FIROHiBRE

[Z2atEic B4 5 F ]
O TFTRICEYTLEEICOVTEAAORENERE SN TND Z Ehb, 5 21T

DN &,
o AHNDORITIR UIBBUE DR ERE D & 5 BFE

TRIERT ORI W T RIS S T 2 B 12OV TE, AAlOREIFHERE <y

DS, AMOTEPRRPTUE D R WIGEITRY | HEICAFZETNT 52 L 2B TE D,

o MEMMEEOAI IO H 5 BE

o JRoES I R AR A CRRVE R 2 58 6D D B K ONE BN 0 T T i 2 <0l Yt il 2%
FEOMICRIEMEZEAR DD B

o HOREREBOEIF B L < IEHFMEO B O kB OB TR D
o 5B

o g GEMmEtMlaBREZ ETe) Ob 5 BE

o OB IIBE A AT 5B

*  ECOG Performance Status 3-4 "V 0 B35

GED  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 THETREEFIH

I SRR 2, & AR B3 D R 2 ERFE 12 KD & ARH O FriE K OVl (Ef#
RO 7= DI B w2 o3 B L Co b HET 52 L,

TREBRAAIC SN D | B XX 2 OFEICHIME L OER %2+ L, RE 215
ThoEETHZ L,

FREWERO~H T AL MZOWNT

@

@

MEMEREN D oD ZENH DD T, AFOEEIZH 1= > Tid, BKRE
W (REWL ARIEE, ik, FEEVE) OREFE M O X S A o i, Btz -+
IZATH 2 &, Fo, MBS U THE CT, i~ — I —FDMm&%Z T+ 5
Z &,

AFN O 51X EE D infusion reaction (i 2 CERARI 3 2%kt D T 5 U
faAT > 72 LTt 2 2 &, £72.2 [8] H LABE O A% 5-FFIZ infusion reaction
BHOLOLNDZEHHDDT, KFIEGH R OKRABGHE T HRIT A Z A
CERET %, BFEOREBE+SICBIEET 52 L, 70, infusionreaction &
FHL LG E 12, R TORELOERPERIZEE T 2 £ ThEE 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) #4252 &,
AHNOFEEIT LY | BEORERISICERT 5 & & 2 bl dikx REEW R
DHLOLNDZENHD, BENRDOONTHGEITIEL, BERLLEFRITL U
B 72 ek & R 2 e O [ Ail & i U Cl bl e BRI W 21TV IR D
FOGIT X 2 BWER 2N g0 2551 21E, AFNIORFES T I, R ORIE BE A
NWEVHIOBRGEEZZBETHZ L, 2k, BIBEREFRLVEYOELIZ X0 EIE
M OYEEDRFRD B WA TR, BB BE ARV LIS O Sz il Fl o8
HEET D,

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

1 BUOBE R (BIE 1 BUBEIR WS 2 2 de) b bbiv, BERPMES F 7o R— X
IZEDZENHLOT, Hig, Bl MRH-FOER DR B MBEE O LA 12+
SEETAHZ &, VBB REN DN ICERELEZRIE L, AR 8l
Al OF 5L DY L AEZITH Z &,

BUENT 2. A2, ITHREREE . TR, B{LEBERRH L DOND Z Lnd 5
DT, EHWIIITHERERE LTV, BEOREZ H3ICBET 52 &,
SEIERNH LD Z DR DD T, IRORE OF A EHICHRET 5
&, o, ROBEFERRD ONIGEITIR, HeNCERERL X2 T2 X
IRFEEEETL L,

13



@ AFNOEEFEHABRIZBWNT, LLTFDOX A X 7 THEIMEOFM #iTo T2 2 %5
BT, ARFIBG T EMICEBRE CHROMREITO Z &,
e ONO-4538-41 itk : 6 HM = &

*  ONO-4538-48/CA209743 3Bk : FHBAMA B 1 FEMIT 6 WM Z & T LR
128M L
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mBERMEET A T A
=R~ (BETHBE)

(BR5E4 « A7V — A REFE 20 mg, 7P —RRHFEE 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

S

XU

AFN DR, ERBEST
A IR AR
el ANE

ELECD O Bl AN ey

BOICER L TRET & HIHA

P2
P3
P4
P10
P12
P13



1. IILBIC

=3 DA M « ZEPEDHECR DO 7o DIZIE, WA SCEFIZE DWW ol el H 23R D
BND, 6T, TEORFREFOESRIC LY |, FUREZS e & OHH0 72 8 R E R
FFEHRMDPARBENDLH T, 20 DOEEKNZ BICHLER BT IR 5 2 L BB
PR & 72 o TR Y RRIFMBGEE & YR O FARTTEE 2016 CEAL 28 4 6 A 2 H MERIRE)
IZRBWTH, FHMEELEOH A ORE(LHEEZX L Z LS TWna,

R AR E SR S, EE RS R 27 0 7 7 A VBB FEOES L & B S MR
RHZENRDDH, ZOD, AIMELROLZEMICET D ERN 2% T 5 £ TOR,
YK EEGOBELR ZIT 52 IR SN HBEICH L TEMHT L & &bl BIE
FFEBL LT BRIC B ekt iz & 5 2 & A AEE7ZR— 8 O B % jiii 7= % B < fE A
THIENEETHD,

L7 o T, RKIA RTA4 2 Tlidk, BBBEREL ZAE TR/ LA TN D EFIEFH -
BHPR RHICEEDS & | LU O EIES O feii 70 2 HEE T 2 8LE0 b B R B, & %
HROEEFEHE T,

I, RIA BT A 0%, MSIATBAE NEIE G ERE IR OHE, ASEEEANRR
R IR IS 7o . — At IE AN B ARERIRNELE S K O— it [iE N B AR R F2 O )
Db EAER LT,

RfG L Ip B EIRNL - ATV — RS EE 20 mg, A7V — R ATEEHE 100 mg, 47
DR ETEERE 120 mg. A7V — R I 240 mg (— %4
=ARn~=7 (BlafHiz) )

KR ERDIREIHE « DSAACFHRER ITHE U - IR OB R RE A T - R O mMEE ~
A7 aYT T4 bRZEM (MSI-High) /A 5505 « EE

MEERDMEROHE  @H . RAIIZ=AL~7 (BT Z) & LT, 1[240mg
Z 2 WM SUE 1 ] 480 mg % 4 H[F IR CAdfEfET 5, A
U AvT GBIEH#L2) EOFHT 2581, @HE . lRAIZIX
=R~ GEEHEZ) & LT, 118240 mg % 3 BRI
T4 BEHEFET D, TO®%, =R~ 7 (EaH#kz) &L
T, 1[0 240mg % 2 HFREINE XX 1 5] 480 mg % 4 A FFRE TR
WEHET 5,

Bl N IE ¥ DB TS

(23%)

MSI-High %63 2 #E15 - EEEICBET 2 v — A A sk s0mg (—f#4 : A BV A

~ 7 (Bl z) ) ORESUINE. HIELROH &

2 HE 1 2h B S AACFEIRIER ICHEE U IR Y BR AR RE AR T - RO BMEE ~ A
s aYT T4 AREEME (MSI-High) %A 55505 « B

AiEKOCHE: =R~ r (BaHEfz) EoftRics T, @i, AT
AV A~7 (EfaHH#az) & LTI1HE1mgke ((KE) % 3
[FR0E T 4 AR EHET 5,

2



2. AHN DR, VERBF

A7 — R R ERHE 20 mg, [FATEERE 100 mg, FLAGEEE 120 mg K& ORI ERE
240mg (—#4 : =R ~T7 GBIEETH#Z) « DAT. TRAL Lno, ) 1, M
MTEMASHLEAF LYy 7 24 BTV AL =AY —X 27 A7 (BMS) #)
235PA%E L7 & k PD-1 (Programmed cell death-1) 1ZX%F3 5 & Ml IgG4 £/ 7 v —F /LT
KTh s,

PD-1 1%, #EMAL L7z Y o8k (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 & BUZHIEE 2 2
T ICET 2B AR TH D, PD-1 IFHURIRRAIIRIZIEEBLT 2 PD-1 U o K (PD-LI
K OVPD-L2) EfEA L. U SERICMEINES 7V R LTV o REROIEME L IRRE %
BIZFRET L CTWb, PD-1 U H» RIFHURE SIS B b O & 22 G/ 588
LTk, BMERAMEEE) LU LB TS PD-L1 OFBLLIEOEF
HM & OMICADHBEBRN & 5 Z & HE I TWwb (Cancer 2010; 116: 1757-66)
F 70 B R NE RS CIIARRE TN EET DA v ¥ —T7 = a B~ (IFN-y)
12X > T PD-L1 OFEIANFESI N, 858 L EEERRICIIT D PD-L1 ORI E ik o
ALEWIR & ORI EDOFBIRRN & 2 & DHE S & % (Sci Transl Med 2012; 4: 127-37) .
X 51T, PD-LI Z 5@l RH S S8 AMIBIE, PURRRA CDS B5PE T Miia o Hifa &
TR AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET 5 &2 OHfE
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U T2 REEEIX, 7
AR URRF A e T MM OWEBEEZ BT 5HFD—>L LTEZX LT
Do

AFNZ, FEHRBROFE R S PD-1 O iEE (PD-1 U 7 & FFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X 0, BATURFFRN e T MIlROIE
PEAL K OV AABIRNE k9 2 ARIRE TG M 2 58 5~ 5 2 & TRk e PuiEgsh iR 4 9
ZENHERR STV D,

IO OFEN S | AFNTEMEER I 2 B 2R EIC R0 55 b0 & MIfF S,
KRG - BB 2Rt L UT-ERIRERBR 2 0 L, AR, Rk R OB R
i,

AFNOVERMSFC IS B OIS X DRIERZEN S b b, EE LTS
BLOAREMEN B D, AAN OG- R ORE#ITIL, BFOBIEL 04TV BEDR
D BT AITIE, B L2 U B M7 ik & RRBR A FF D AN &8s L Chil
IR 8ERIR I 21TV B OSIE RS X D EIER N S b 5 HA 10T, BIRRE AL
FUAIOBG DY) R AE 2T O BN D D,



3. BRERBUE

DS AACZFIRIEAR \ CHEFE U 7= IR OIPR AN BE 72 AT - R OB~ 7 a7 74 bR
ZEME (LLF. TMSI-Highl &9, ) 267 5568 - EEEORZBRHIFI 21T > 72
F R EERRBR DO & T,

7238, [MSI-High #6758 2B LT, [PCRIEIZ XY MSI-High & HIE iz
BE #EXT 554 (Bk#%) (21X TMSI-High (PCR %) A4 584 L&KiL L. DNA
LAYy FEBEBEEDIEFE L T D Z ERERBINT-BELZBEXT 258 (A% . 7
725 TPCR IEIZ X Y MSI-High & HIE S iz B Uit (LLF,  [HC)
EWVD, ) BIZEY I Ay FEEEREXRE (LI, [dMMR] &9, ) SHIESN
T BT 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 FEFRER (CA209142 3BR) 072

(A B )

(L BRIEIE D & 5 I UIBR R RE 72 ST « ¥ @ dMMR ¥ X% MSI-High (PCR
B AT DR - B EBRE 74 Bl A2 %R, AAI 3 mgkg % 2 FRFWE T A
U7z, FEIMEEA TH DR (RECIST A4 K74 > 1.1 U2 <GB ET
EERIHEIEIC K 55882858 (CR) XU ZE%h (PR) ) OFERIE. 31.1% (95%FFIXH :
20.8~42.9%) T -7,

(D L 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 FROBED 28— D 5 b ALFIRIIED & % MSI-High % A7 % fi - FLBE 2 55 &
L7z ad— MBI D ARANEMBE SR OAF & A BV A~vT GEBETHERZ) L OFARERORKRIC
DWW,

) D7 AL E Y I P RIEMEEEH L QA XYY 75 F 2 UIA U /7 J AR % & |
DU EOALEERIERO B D EBENH SR E ST,

D B IC 3\ T, THC RIS X 0 S R~ v FUEHE X /327 Tl H MLHI, MSH2, MSH6 X PMS2
DOWTINDOFRBENRERD HNRNGAEIZ AMMR &CHIE S vz,

GES) Bl & 0 Bl S407 DNA ISR\, S IO~ A 7 a7 54 hv—h — &kt % & 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 BEBEBADERVENR (CA209142 FHER)
(RECIST ver.1.1, AT SREN, IBRBEEMEE, 201648 A 10 BT —F v b4 7)

A BIE (%)

r1>>

74 51" 53§12
5222550 (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) & OPFHkS)

{LBRIERE D & 5 Y IR RE 2 HELT - R D dMMR #4 3% MSI-High (PCR
W5 Y BT DA - B RE 119 Bl 28I, AK 3mgkg KO B Y AT (&
R 2) 1 mg/kg Z R HIZ 3 MR T 4 BLSGEERE L2, AF 3 mgkg % 28
IR CaiiE Lz, EEFMIEE CTh 58803 (RECIST T4 K74 > 1.1 fRIZH
D ABRERERMHEIEIC X 2588285 (CR) XUEE4 2% (PR) ) OfERIE. 54.6% (95%
{EHEXR : 45.2~63.8%) THo7=,

#2 BBBADERVENR (CA209142 FHEBR)
(RECIST ver.1.1, A3MERITSREN, IWRBEEMEE, 2007FETH6 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
(Bh= [95%IEFXRES] (%) ) (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%



[Ze21E]
VAN I FHERER (CA20914238k) 02

(A B 4 )

BEFGIL 71/74 B (95.9%) (258D LI, BRI & ORRBEBEPEE TE WA
FRIT 51/74 Bl (68.9%) I[ZRRD BT, FELHEN 5% EORIERIZT TRO LB T
HoT-,

#£3 FREEN %LU LEOBIER (CA209142 3BR) (R MMEITSISER)

e PN | FE (%)

FEAGE 74 151

(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

T 16 (21.6) 1 ( 1.4 0

D 7 ( 9.5 0 0
— % - EFEER X OGO

Ty 17 (23.0) 1 ( 1.4 0

) RE 5 ( 6.8) 0 0
R AR A

U ox—E8n 9 (12.2) 6 ( 8.1) 0

AST #4n 5 ( 6.8) 0 0

ALT #3n 4 ( 54 1 ( 14 0

72T —EEm 4 ( 5.4 2 ( 2.7 0
R 3 KOV TRk R

& O PEIE 10 (13.5) 0 0

SIS 8 (10.8) 0 0

RN IN 22 5 ( 6.8) 1 ( 14 0

B2 v i 4 ( 5.4 0 0

¥, BRBUHERIAE/ X A /3T —6 il (8.1%) | NTHEREFRET 6 #1 (8.1%) . itk 5
Bl (6.8%) . FIRNRHEEERRTE 5 61 (6.8%) . infusionreaction3 i (4.1%) . BHEREREE
341 (4.1%) . KRMEZE - /INE2% - EEED T 3 451 (4.1%) . BEEE DR FEREE 141 (1.4%) |
B RERERETE 1] (1.4%) MOWER 16 (1.4%) D3O bivTe, £7o. MEMEMZEE,
HIEMEEAE, DR, ik, VRUBEIRA . ITAa, TR, s btERRAE 2. T Ieiibéne
PR e - Bl R ZEME, BEERMKES ., MERERIERRE, %, 5&
I MEESe, OEREE . BEE M K OYEFLITER D LR o 7o, AREIVEAFEBLRILIL B E F
% (BRREEEE 25T 2E50HEFERE T,

(KHFEA VY b~T (Bl F#fz) Lot E)

HEFELIT 118/119 1 (99.2%) (2380 Hiv, BRI L ORI BBEURNEE TE RWE
EEATE 87/119 B (73.1%) IZFBD BTz, FELEN 5% EORWERIZT TRO L EY
Thoil,



F4 BRERN 5% LEOBIER (CA209142 BRER) (MRS EM)

FRERIRHE Bl (%)

FARFE 119451
(MedDRA/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
PR A=

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 ( 17 0
L 15 (12.6) 1 ( 0.8) 0
i 8 ( 6.7) 2 ( 17 0
A 8 ( 6.7) 1 ( 0.8) 0
mEEA 6 ( 5.0 0 0
—i% - BEFEER IO SEAORRE

e (17.6) 2 ( 1.7 0
FEEN 18 (15.1) 0 0
1% J)9E ( 5.0 1 ( 0.8) 0
A VTNV PRESE R 6 ( 5.0 0 0
R AR i A

ASTHIAN 17 (14.3) 9 ( 7.6) 0
ALTHSMN 14 (11.8) 8 ( 6.7) 0
U —F e 10 ( 84 5 ( 42) 0
Rt KOs E

ARG E 10 ( 84 1 ( 0.8) 0
B R R B X O SRRk

R 6 ( 5.0) 1 ( 0.8) 0
PRI E

G 7 ( 5.9 0 0
FEIG 2R, MIERE X ONERR

Nitilidezs 6 ( 5.0 1 ( 0.8) 0
FEJE 3 OV Rk 5

7 5 FEIE 20 (16.8) 2 ( 1.7 0
595 13 (10.9) 2 ( 1.7 0
B2 i 8 ( 6.7) 0 0

7ok, FURIRBEREREE 24 5] (20.2%) . JIFHREREE 23 5] (19.3%) . FfERIESE 16
B (13.4%) . BEBUHREIREIE/ S A /)F—13 #i (10.9%) . MVEMEMEE 7 6 (5.9%) .
BREREREE 6 B (5.0%) . BIRHEREREE 6 5l (5.0%) . EEDLZEREE 5 H] (4.2%) .

infusion reaction4 ¥ (3.4%) . KIHK -

2N

HEDOTH 461 (3.4%) . TEMEHKEE

FEE 3 41 (2.5%) \ P2 3 6] (2.5%) | (CoMiRETE 161 (0.8%) | fikiZe - BiRsE 1 61 (0.8%)
KOWER 141 (0.8%) 23380 Bavre, £, BIEFBEIAE, OFZR. gk, 1 BRI,

FFAR 2,

BEAEVERRAE 28 SRRIARZERRE, B RmiRbaE | MERE RAEGRE, WilZ, 5

E Mg, MG, BEFLITERD b h o To, AREWEAFEBLRDUIEER S (FRRHR

HERT 2 al) ZateBEitiiRe =7,



[ - HiE]

AR OREMEYBETT L ZFA LI 2 2 b— 3 02k 0, AKI3 mgkg (K
H) XX 240 mg % 2 JARIEINGE TG LIBROARR O Mg iR EN S Sz, ZOfs
R KA 240 mg G U 7ZBROBEEE R, AH 3 mg/kg G U7 BROMEEE & L g
LCEfiZ R~ & THlsnZbon, AARNBEICEBW TARMENHE I TWDH
% AR (10mgkg % 2 ARG CRG) CAAIZ RS LI-BROgRE R & ik U CRE
oy Tlan (THR) . Mx T, EHOBEICKIT LT —ZICEKSE, KA
3mg/kg (RE) XiE 240 mg % 2 MG THG- L 72 BROARRF OURE & & A0 3R
2 & OREZ RETT ARG SUGTE T VAMEE S, YEBEIZ OV TR T i
R, ERRoME - HEOR CTHIMER VZEMEICHfM R ER IV E RIS N, &
72, MSI-High 43 2555 - EIGEEE OT — 4% 2 & - fRHENRpEET T v, Bl
BRBEOT —ZICEDSEMESINTRBEISET V2R WTEREF 2B E 2. AH
3mgkg (KHE) XiZ240mg & A V'V L~7 1 mgkg (KHE) % 3 MR CHRE L
BRI BIfE 7 22534 Ulen EHER S 7z,

K5 FHOKYBE 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 FYE « HE%E TG L7 BEOARAF O ik i
FEEDNRRR STz, T ORER, KAl 480 mg % 4 HMRKIE TG LB EFREICS T
LEMIEFIRE (LT, [Cagss) &V, ) 1F, AHl 240 mg % 2 HEFIIR TG L
TeBRD Cavgss CFRIT D & PHIS N (FFR) o Flo. KA 480 mg % 4 HE[FE IR TG
L7cBROEERBICBIT D immiE FIRE (CAT. TChaxs) EV20 ) 1E, AHI 240 mg
% 2 WM CEE L7ZBED Cnas & L CTEEZ R T E RIS B OO, HAAN
BB THEEENER SN TS HE - HE (10mgkg % 2 8RR THRE) T
Bl a5 UTZBED Couass & B L TIREZ R E PRI (FHR) , Iz T, E%o
FEIEICRB T 5T —ZICHES& . AAKl3mgkg (KE) Xt 240mg % 2 BB, #L<
I3AH 480 mg % 4 WG TG L7-BROARA OBR TR & & A T e etk & o
AT DIRESEE T VPR S L, YREBEICOW TR TSR, EREO
i - HEOR CTHINEL ORI 2RI v & PRl ST,



K6 AFOEMELNT 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- D W 72 BE &2 - FrE L. AR o512 ;DE%@E TEFRZRB LT
BRIZHRHET 2 Z ERMER D, LFOO~Q@DFT X T &z T sicB W THEHAT
RXTH5DH,

O MEFRITHOWT

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

() EAFERENEET 505 A REENLSFRRBS FHE R A BRI AR L
Hiek A3 A 2L RURBE . MUY A BB 7R &)

() FrEMRERBT

(3) ABENFRFNFENIEE T D03 AFEEEET (03 AURSIREEE EWbt. 23 AU
W I1IREBE, DA EEREER e &)

4) A RAEFIRIEEZRE L, AR FRIEZ R 1| IS RIEEA L L2 Rk
2 Ok FEAEITSR D JR H & AT > T 2 ek

(5) PUEVEREE AL E BN O fE sk K fR D i 24T - T D itk

O-2 M - BN OALFRRTE K O RINE S8 BURF O 6 SIS 43 72 ik & R 2 R I
il (FROWTNNIEE T DHEM) 23, SR ORFNCET 2RO BEMEE L L
TREINTND Z L,

*

o [ERIRFFISR 2 FOPWHEZE T L7ciRIC 5 FLLEDO D ATBIROERIRIHE &2
ToTWHZ &, 525, 28U LT WARYREL L LEERRIESZOIHME %2
ToTWHZ &,

o [ERIRFFESE 2 FEOWBINHE ZE T LI2&IZ. ka0 ASEMREZ 5T 5
FELU LD EOEM 2T o TN D Z L,

o [ERNEFFEUSH% 2 FOUHHEZIE T L7-&IC 4 FLLEDORKKEREZAG LT\ 5D
Z &, OB, 3FELLEIE. TEIbESE O D A SRYPRTE & G e E b g T OB IR AHE &
IToTCWBHZ L,

© BENDOEEMFREBROMAHICONT

3R A 1 W BRI AEF 9 2 LA DS E S v, BUERAZED D OIFHRE A, A - &
é‘@’%ﬁ?ﬁ‘]‘%?&@ﬁ@ﬁ&m:%“ X D IR wmEdt, AEFRNEAE LIS OWE
R FEDHLATONDEHINE->TVWD 2 L,

10




@ BIEA~ORIEIZDOWNT
@-1 Rk B3 2 B

BV PERTR R O BB R BIEA T L72BRIC, 24 FERIESIERIAHI O T, 2%k X
FEEE IR 2B T, B L 7ZRITERNCIG U CABRE B O CT S5 D RIEH O#E RN &
FRRAORE RN BRI S, EBICHIEATRER (KR -> Tn D 2 &,

@-2 EERNEEHICL 2AFELRMNHICHET 2 EH

DAZIRICED 2 Mk OB A T A EREEFEDPRWERE=21V 7
EHEOIERDOAY ) —= T EHATOEIRE & fFlZ G TE 5 F— AERFIKH 23
ESNTNWADZ L, B, BiEHICHOWT, RABRE EZDOFEICHSITAmENT
WhHZ L,

@-3 BHEADOZMWrOx B LT

BIVEA (MEMEMEEIZIN 2 EEAEDRE., Odk. Tk, BT RARE., KX,
N, BEEO TR, 1 BEERA, BUENTK. ITAE, ITiEneRasE . Tk, i bminse
K. FARIAEEERE S T RMAMEREMREE, rhiklEE, BEE, RIEEE, MRk, BEEOKL
JERRE, FFRIMARZEFRIE, infusion reaction, HEFE7f Mk, MERE RIEMERE, FikZ.
Pede, BEOBHR, SEIERK, WEORERIS, WIRKREN, ClEEE (O ) -
IR - DEMEIAMGHESE) | ARIFERES . MR, EALE) Tk LT, MELhiEx X3
W= B D B ME A2 A D R AT & U (RIVEH OZ WO 2B L CTHRE L OSCER
EZTONAEMICHDHZ L) | EHITHEURLENTELEHNESTND Z L,

—

11



5.

BEXRLE IR DHBE

(A2 PEC B9 % F 1]

@

TROBFIZEBWTAFIEME G L OAKE A EY AT (BETHEL) & Of

A5 OFIENRENTWND,

o BAALFERIERITHEE L IRGUIBR AR R ET - R OEHE~ A 7 aYT Z
A MRZEM  (MSI-High) A3 2546 - Bk EE

728, MSI-High #2325 Z 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{5 131 /L X IdyllaMSI Test [ =5 LA /3o
T ) ERHWTHERT S Z &,

TRLIZEZ Y T B B IR DAKI OB G- K O 7 EIZ OV TR, BKFIOFZMED

LS TE LT, KFIOEGGR LB,

o T btV I VURPUEMER], AV T TF RS Y T R
KT L DIGHRIEE D 7o B

o INEAMBIRIE

e AV VU L~T (BlnHl#az) USOFEMIEGA & O L TR S b B

(ZefEicBd % HH]

@

@

TREICEHU T HEFICOWTIIARRN ORGP LD L SN TNWDZ D, BH 21T
r YA A RPN
o ARHFIDEAIT R UIRBUE DBEERED & 5 B3

TEHRATORMIZ 3T FREIZRE S T 2 BE IOV TR, AAI DR GITHERE S

D3, AMOTEFRFE D R WIGEITRY | HEICAFZENT 52 L 2B ETE D,

o MEMMEREDOEH IO H 5 EHE

o E G CHE R 25 0 2 B K OTEBN M D U B 28 S0 G it 2%
FEOMICRIEMEZEAR DD B

o HCORERBOAD, UIEMERZE L < IEXFERMEO B R B OB TR D
bR

o BRI (EMmEMaBEZ 51e) Db 5B

o OB IIBEE A AT D EE

*  ECOG Performance Status 3-4 756 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,

12




6. BEZELTHEEITREFIH

O IRASCEF TN Z, BEERGEES D IRAET 2 ERFE T D & AR O FeE K& OV E 4
RO 7O B w2 o B LT bR« 2 L,

@ JRWBALAICIENL D B ULE OFIEICH IR a2 oot L, [E 215
ThoEETHZ L,

@ ERBEHO~RT AL MZDONT

MEMEMRERD LoD ZENRHDHDT, RKFOEKGIZH T - Tik, BKIE
AR (PR RIS, ik, FEEVE) OMEFE R OISR X f A O %, Bl a 14
AT 2k, Fio, BEIR U THE CT, MiF~— —%DiE 4z £ 2
Z &,

AFN DO EIZEE D infusion reaction (22 TEEAFFIZ 72 xfiad TE 5 UE
i&AT> 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 %, BEOWREE 7B T S5 2 L, 70, infusionreaction &
FEHL LI A IR, AT ORI K QYRR ERICIEE S 5 £ TRE L 0Bl
T5Z &,

FRIRBERERR S . T EAEREREE R ORIBFEERH 5oiLd 2 &03H 5D T,
AFN D ¥ 5B haRT M O G-I I E IR N sténeia & (TSH, #HfE T3,
R T4, ACTH, I 2o —VEORIE) #4252 &,
AHNOFEEIZ LY | WEOREFINTERRE T 5 L& 2 BN DHER % REEHIE
DHLOLNDZENHD, BRENPRBOOLNTGEITIL, BELLEZFRIIS L
B 72 ek & RRBR 2 e O Al & i U Cli bl e BRI W 21TV IR o
FOGT X 2 BWER 2N g0 2551213, AFIORFES TP 1L K OEIE BB 7R
IWECHIORGEEEBET DL L, B, BIBRERLVE S OEGIZXYEIE
MOYEEDTRD HNRWGEITIE, BT BE A /VE - LIS o521l oo 1B n
HEET D,

BeGA&T %, BOEM N OE I ARGE L T O EIERN BB T2 Z 8B 5720,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 RUBEIRI (BE | AUBEIR 2 5 de) b bbb, BERWES 7Y R—2 &
ICEDZERHLOT, M, Eul, MRHFEOIEROFEHC MAHED -7 12+
SEETAHZ &, VBRI SE TR GEZHIEL, 4R 8
HlOF5E DY L EZITH Z &,

BUENT 2. A2, ITHREREE . TR, B{LEBERRH L DOND Z Lnd 5
DT, EHWIIITHERERE 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 SEIVBERNOLDLND I ENHDHDOT, IROSE OF 2 EHICHERT 2

T &, ol IROBEEDFRD DNIGEITIE, #PNICIEBREE 222 5 &
IRBBFEMEETD L,

@ AHOERRRBRIZI N T, BE5FGG 24 BT 6 HWF Z & ZHLIEIT, 128

12 S A DRI 1T > Tuae = & & 10 AHIEE U W0 e e
TRROMEREZITH 2 L

14



KEEHEETA FTAL4 v
=R N~T (Blor#x)

(BR5E4 « A7V — A REFE 20 mg, 7P —RRHFEE 100 mg, 7P —
AR ERE 120 mg, A7V — R K EHE 240 mg)

~ BRI~

S22 (5Ff 54 3 AET)
JEAE S @



ER/N

S

XU

AFN DR, ERBEST
A IR AR
el ANE

ELECD O Bl AN ey

BOICER L TRET & HIHA

P2
P3
P4
P14
P16
P18



1. IILBIC

RIS OF M « ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFH0 72 5B E R
FPEZRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 LR
PR & 72 o TR Y RRIFMBGEE & YR O FARTTEE 2016 CEAL 28 4 6 A 2 H MERIRE)
IZBWTYH, EHMNERNEOHRAORE(LHEZXS Z L L ShTnb,

BORVE AR ERR L, KEERASCL 2T 0 7 7 A VDBBEEOEIRSL & B D i
RHZENDD, DD, HMEROLZEMEICBET HIERSH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BF I LTERT 5 & &bz, mIfE
RSB L 7B B2tz & D 2 & AN AHE e — 1 O B i 7= 3 R SRR BE i
THZEREHEETHD,

L7eRoT, KA T A4 Tid, BARBERELZNE TICHELN TV D EFITH -
BHE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EEHE R~ T,

I, ARITA BT A A%, MSIATBOE N EHE S ER SR A A, AmEE AR AR
BRI 7o, —AFEETE N B AR IRNEHE S, FoEFREFTEENE N B RAIE T2 O W
Job EERR LT,

RG L I BEIS - A TR T 20 mg, AT Y — R AT 100mg, 4
— REIEERE 120 mg, A7 Y — RSN 240 mg (— %4 - =
P~ 7 (Bl FH#z))

REERDPEIER - ARTGUIBRARGE AT - FEFE D RIERE
RIEFEZ BT DI AHBLR L

REERDMEROHE . <ARIGUIBRREEHEST - FFORIENE >

W, RANCIE=Ar~T BB Z2) & LT, 1[\240mg

Z 2 ERIRIRE S 18] 480 mg % 4 AR RIME CAGEEET 5,

L OFEEMIEEA & O 25613, @, A=A 1r~7

(Bl z) & LT, 1H240mg % 2 AN, 115 360mg

% 3 B FEIEIRR S 1 ] 480 mg % 4 3 [ R CRim it 5,

< BRI BT DI BRI >

HE, RAZEF=Rr~T7 (B #iz) & LT, 1[E 240mg

% 2 W R R ST 1B 480 mg % 4 @ EI MR CARERET 5, 7=

L. BEHMT R VAMETET S,

L /INBPSEL T kR US4

et
(5
=
Sl
M
o




2. AHN DR, VERBF

A7 — R EREHE 20 mg, [FAEEE 100 mg, [FAEEHE 120 mg M ORI
H240mg (—fk4 : =R ~7 (BB LT, TRAL Evo,) id, NEE
MTEMASHLEAF LYy 7 24 BTV AL =AY —X 27 A7 (BMS) #)
235PA%E L7 & k PD-1 (Programmed cell death-1) 1ZX%F3 5 & Ml IgG4 £/ 7 v —F /LT
KTh s,

PD-1 (%, #EMAL L7z Y o o%Ek (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 & BUZHIEE 2 2
T ICERT2ZA AR TH D, PD-1 ITHURIRRAIIRIZIEBLT 2 PD-1 U o K (PD-LI
K OVPD-L2) EfEA L. U SERICMEINES 7V R LTV o REROIEME L IRRE %
BIZFRET L CTWb, PD-1 U H» RIFHURE SIS B b O & 22 G/ 588
LTk, BMERAMEEE) LU LB TS PD-L1 OFBLLIEOEF
HIM & OMICADHBEBFR & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66) ,
F 70 B R NE RS CIIARRE TN EET DA v ¥ —T7 = a B~ (IFN-y)
12X > T PD-L1 OFEIANFESI N, 858 L EEERRICIIT D PD-L1 ORI E ik o
ALEHIR & ORI EDOFBARRN & 5 & OHE S & % (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-LI Z 5@l RH S S8 AMIBIE, PURRRA CDS B5PE T Miia o Hifa &
TR AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET 5 &2 OHfE
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U T2 REEEIX, 7
AR HURRF A 72 T MM OWEBEEZ BT 5HFD—>o L LTEX LT
Do

AFNZ, FEHRBROFE R S PD-1 O iEE (PD-1 U 7 & FFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X 0, BATURFFRN e T MIlROIE
PEAL K OV AABIRNE k9 2 ARIRE TG M 2 58 5~ 5 2 & TRk e PuiEgsh iR 4 9
ZENHERR STV D,

IO OFEN S | AFNTEMEER I 2 B 2R EIC R0 55 b0 & MIfF S,
BiEmEE NG L LR Z E L, Ao, etk OERERHER I N,

AHNOVEREFZ LS < B DORE N L DEWERZ%N S 5 b, EE X IIRETIC
BLHAREMEN B D, AFNOE G- H R OEEG#ZITIE, BFOBEL 01470, BEDR
D BTG AITIE, BB LT FRICIE U= MR 22 ek & 88k 2 R DR Al & s L Ciil
GI7RBERIR W 21TV IBE OERISIC K D EWERANSEbN 2551213, BIBRE AL
T UHIOE G LD RE Z1T O LERD D,



3. HRIRPGE

O AACFPRIER I THEE U - ARIGYIBRRRE R 1T - BRSO REE ., OREBICBIT 5
WML, KOO L HRIERIGIE ORIR IR RE /2T - B8 ORIEE O7KGRREC
I 2 AT o 72 B2 ERRRER O g 2 T,

[H2hE]
O [EERHELFEZE B (ONO-4538-24/BMS CA2094737%5%)

7 oAbV 2 VU RPUEMIEEA KL O T F I A & G e fF AL SR RIS G U
A OARTEEIRASRE 72 AT ST PR O EE e FR 3881 (A AR N B 274012 & e, AH|
RELO3M, SHHRAELOSHI) At BRIT. # ¥ RPUEMEIEER ( F& & vk ik
R B XTI) TR E L CARRKI240 mg A 238 R IR T AR EHE L2 & & A&
Otz et Uiz, BEEEE T©H 2 24 MM CLF, Tos) twvw)H, ) (i
il [95% I HE K E] ) 13, AAIBETI1.17 [9.99~13.73] 1 H . >t REETS.54 [7.20~9.89]
HHTHY , RAEFEIRREECS LFGHEICAERRIERE 2R LT (0 — RER0.79

[95%fE#EIX[H : 0.63~0.99] . p=0.0381 [J&}lllog-rankfiE] ) .
¥ R Z XK OV TIETS mg/m?Z 3 IR CERIRNE G, /X2 U Z X2 LIZO0N T,
100 mg/m?%& 7TiEM %14 7 & LT, 1, 8, 15, 22, 29K V36 H HIZHRNEES T 5 & & &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
00005 - 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

X1 OS ® Kaplan-Meier Bt (ONO-4538-24/BMS CA209473 7RER)



@ FEFEILFES MR (ONO-4538-43/CA20957 774 5%)

WTRIE PR R I K 0 WP 5E 2282 (LU, [pCRY W95 ,) @D B
IR T2 B OINR EEMT94 ] (AARNEE 63 Bl ale, AAIRE S22 61, 77
TR 262 B) XS, 7T BAREXEE LTARA 240 mg & 2 HFEFME T8 H (16
), Z0% 9 BIE @ EIHEELGO 2 EMEZ) 206 480 mg % 4 JH HIFIRE A E

(&K 12 WAM) L& 2RI DL LG Lz, FEFHMIEE Th 5 HH
AAFHIR] (PR [95%(EHHIXH D) 13, AAIRET 22.41 [16.62~34.00] WA, 77 &R
#ET 11.04 [8.34~14.32] WA THY . AFIMEIT 7 B ARBEITH LILGHARICH B2RIE
FExRLE (AF— R 0.69 [96.4% (5 X[H : 0.56~0.86], p=0.0003 [J&5! log-rank f5#
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 ERAEFHIE O Kaplan-Meier BB (ONO-4538-43/CA209577 3ER)




® [EREILFRSIAERE (ONO-4538-50/CA209648745R)

(L FIERTE R ORIBYIBR AR HE 28T - R O/EREFT970 I (HARNESE 394
il ate, KK+ Y L~<7"2 (LLF. INIVO/IPI] 2\ 9, ) BE325 . KK+~
AT TNV RN AT T T Gt b RES (LR, INIVO/Chemo] &9, )
FE321 05, 7 AT VRN AT TF ok aivfbdEE (LR, [Chemo) & W
9. ) BE324 B1]) Z %52, Chemo Z %R & LT, NIVO/IPI K O NIVO/Chemo DA %)
PR OV a2t Ue, EZFHMESE X, tumor proportion score™ (BL T, [TPS) &
WD, ) Z1%ERICE T D EEEA M (LI, [PFS] &9, ) KR0S THY
BIREMMIEE & S~ ITT £MICEBIT 5 PFS LN 0S Baat Sz, FDOf55. TPS=
1%EMENITT E£MIZEBIT S 0S 12290 T, NIVO/IPI #£ K% O NIVO/Chemo ££1% Chemo
FEZRE L. WA BRERE 2R LTz,

1 BRI A 1T B\ CRAE B RS IR B (IR R ML) LBk S,
KEIWR, RES~DH LR EEERED R VEE N R & S,

¥ . AAI1E 3 mgke (KE) % 2 WRIRIME. (U A~7 GEETHEBEZ) 1H 1 megke (hE) %
6 JARIRING C AR Lz, DHRRERICBOCIE, AREENICELS L, AU A~ (GG
THURZ) IEAFI OB G T H S 30 UL EORIEE BV TR 52 Bits LT,

*3 43 1A 7L LT AR B 240 mg & 2 B, 744w D 20 800 mg/m?/ H &%
FAIZNVDO1IHENSGSARET GHM) . VAT T7F 80 mgm*E &Y 4 70 1 AHICE
IR G- LTz, AHI AL PRIEE R B ISR ST 2581 AR 2 BN 5 L, 74Tl
MO AT T F AIARBOEEHET 06 30 4300 ERIBE 2 BV TG 2 Blia L7z,

4 ; JESHERIC 1T D PD-L1 %5 L= ESMIas &5 28148 & shiz,

#1 APHEOCKEE Q21%E1A18HTF—F Iy b47)

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
(%gmﬁ 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



X3 OS®DKaplan-MeieriifR (ONO-4538-50/CA20964875%)
(TPS=1%£H)

X4 OS®DOKaplan-Meieriiff (ONO-4538-50/CA20964875%)
(ITT4£H)



(PD-L1 FEEUR DA D A Zh 1)

[E B[R] 255 M AFRER (ONO-4538-50/CA209648 iAER) ICHLA AN HI-BEDT —H
IZHS & | PD-L1 OFBURIBNCIAT 24T > T A ME RRAI 7R 2 G o) M OVZE4A
PEDOFREFITILLTDOERBY TH o7,

NIVO/IPI & T NIVO/Chemo (2B L T, PFS KX OS DWW FHIZEWTH TPS<1%D
FEBF M TIE Chemo & bhig U 72 IERAAEIIFED Lo 72 (3% 2, 5),

723, PD-L1 OFBLRMIZ L BT, KFlOLZ2MET v 7 7 A VITFEETH > 72,

F 2 TPS<1%DEYEDORI (ONO-4538-50/CA209648 #ER)

TPS < 1% [H]™!
NIVO/IPI Ef NIVO/Chemo Ef Chemo #¥
(164 1) (163 #1) (166 1)
?;f;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]
?];;f 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]

CI: X, *1 : PD-L1 HIEREE Th o 7o BHIIBRIN S iz, *2 1 FEFERI Cox
tt'fﬁj/\-}f._ ]“\%?\/1/

5 OS @ Kaplan-Meier HifR (ONO-4538-50/CA209648 3R5E%)
(TPS<1%ZE)



[Z4tE]
O [EHEEILFEEMFEFE (ONO-4538-24/BMS CA209473 75k )

HEFEQLIIARAIRE 172/192 1] (89.6%) . XFHREE 192/194 5] (99.0%) ZFRD LA, 1R
BRIE & ORIFBIRNEE T X WA FEFHGITIAFIEE 129/192 51 (67.2%) | xtFREE 185/194
B (95.4%) IZFH BTz, WT N DOEETIHELFEN 5% EORIERIZELR3I D LB T
HoT,

F 3 WTNHDOFETRIEEN 5%LL LOBIEFA (ONO-4538-24/BMS CA209473 FAER)

B% (%)

LR PAS <
el AT TR

(MedDRA/Jver.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 (65.5) 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 2 SERE D 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

A ifn BRI E 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

7ok, ARIBEZRB W THURIREEREREE 22 61 (11.5%) . BEEUHREARLE/ 2 A4/ 3F—15
Bl (7.8%) . FFHERERESE 13 B (6.8%) . FREVEMEMEE 12 B (6.3%) . #hREkEE 8 fi



(42%) . BEORJEHEE 4 61 (2.1%) . BEFHI0L 3 61 (1.6%) . B2 61 (1.0%) |
ERRREREE 2 151 (1.0%) . 128 1 651 (0.5%) . KIGZ - /Mmdk - EEED T 1451 (0.5%) .
THEEAREEREREE 1 61 (0.5%) MK O infusionreaction 1 il (0.5%) 23§88 Hilv/z, £z, B
FEMEESNE, (DA, Mgk, 1 AUBEIRE, T A, A LPERRAE 2k, BRI HRRERE= . Mk -
Bl EpRimAegEtee, BB MEMEE ., MERE RIEMEE, Mz, R, 58 FEX
M OVLEREE TR e o 7o, AREWERIFEBLRDUIEE S S (RRIR AR 23
o) ZBUEERETRT,

@ [EEEL RS AR (ONO-4538-43/CA209577 #RBR)

B ERHLRIIAFIRE 510/532 6] (95.9%) . 77 & REE 243/260 f1 (93.5%) 1ZFD DAL,
TR & ORBEBIRNEE T E WA FHGIIARAIRE 376/532 5] (70.7%) . 77 &R
#E 119/260 B (45.8%) (ZFAD BTz, WI I ORE THRILRD 5% EORITERILE 4
DEEHTH-oT,

R4 WTHUOLORFTHREED 5%LL EOBIER (ON0-4538-43/CA209577 3ER)

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

7B, AAFEIZ B O THIRBEEERE T 89 il (16.7%) . JHHERERETE 49 61 (9.2%) .
PRBETE 35 41 (6.6%) . BERUAHRARAE 33 61 (6.2%) . [IEMENGZEE 26 1 (4.9%) . Lo
f& 11 % (2.1%) . infusionreaction 10 1 (1.9%) . EEEDFEREE 8 ] (1.5%) . &
BERERE 7 61 (1.3%) . KRGk - /MEBR - EEO THT 7 61 (1.3%) . iT% 4 61 (0.8%) .
DR 3B (0.6%) . FIFEHEREREE 3 61 (0.6%) . 1 AUBEIRP 1 61 (0.2%) . HRimAe
FERRIE 1 B (0.2%) . JEFL 161 (0.2%) KOWER 161 (02%) bz, £z, 5
E MRS, TRRMHERERES . BUEFR, RS, ik, %, LEREIEER, bk

10



NRAE G, JRIFERPS, RECG I, SEREFRME ) E, B 2 i e b &U\H%% - BRI ITER 0
Siieo T, ARWERFBIURILIBEE SR (RARAEMRE 25T) 23 RatA
%‘fﬂ—_\“j‘o

@ [EERELFESE B (ONO-4538-50/CA209648 7X5R)

HEFELIT NIVO/IPI £ 316/322 5] (98.1%) . NIVO/Chemo #f 308/310 5 (99.4%) .
Chemo £f 301/304 ] (99.0%) IZ788 Hiv, {RBREK L ORI EBENEE T R VWEES
531 NIVO/IPI Bf 256/322 51 (79.5%) . NIVO/Chemo #f 297/310 # (95.8%) . Chemo
B 275/304 151 (90.5%) (2RO BT, 7ok, EERAEHGUT NIVO/IPIL B 214/322 i

(66.5%) . NIVO/Chemo #¥ 180/310 31 (58.1%) . Chemo £¥ 128/304 51 (42.1%) (ZF8
Sy g
WT I DOFETIBLERD 5%LL EORIERITZER S DL B0 ThoTo,

£5 DTNLOOBHETEIEN 5% LOBIER (ONO-4538-50/CA209648 FR5R)

Bl (%)

%zﬁ ok NIVO/IPIE NIVO/Chemo# Chemoff

(ﬁe JDRA/Jver. 23.1) 32245 3104 304451

“4Grade  Grade 3-4 Grade 5 “Grade  Grade 3-4 Grade 5 “2Grade  Grade 3-4 Grade 5

2FIVER 256 (79.5) 102 (31.7) 2 (0.6) 297 (95.8) 147 (47.4) 1 (0.3) 275 (90.5) 108 (35.5) 3 (1.0)
MigE LY > REE

1. 12 (3.7) 2 (0.6) 0 93 (30.0) 30 (9.7) 0 67 (22.0) 17 (5.6) 0

I H BRI E 0 0 0 29 (94) 8 (2.6) 0 20 (6.6) 7 (2.3) 0
PR G A i

FROPR R HE U AE 20 (6.2) 2 (0.6) 0 7 (2.3) 0 0 0 0 0

PP B B T 95 43 (13.4) 0 0 18 (5.8) 0 0 0 0 0
B b

5% 7 (2.2) 1 (0.3) 0 59 (19.00 2 (0.6) 0 66 21.7) 1 (0.3) 0

T 32 (9.9) 2 (0.6) 0 60 (19.4) 3 (1.0) 0 46 (15.1) 6 (2.0) 0

BV 26 (8.1) 1 (0.3) 0 182 (58.7) 11 (3.5) 0 158 (52.0) 8 (2.6) 0

aN% 14 (4.3) 0 0 98 (31.6) 20 (6.5) 0 71 (23.4) 5 (1.6) 0

A 18 (5.6) 4 (1.2) 0 56 (18.1) 7 (2.3) 0 49 (16.1) 9 (3.0) 0
—f% - EHFREER X OGN OREE

79 7 (2.2) 1 (0.3) 0 20 (6.5) 2 (0.6) 0 17 (5.6) 2 (0.7) 0

i 29 (9.00 4 (1.2) 0 61 (19.7) 7 (2.3) 0 50 (16.4) 11 (3.6) 0

[(s9ns 12 3.7) 0 0 50 (16.1) 1 (0.3) 0 45 (14.8) 0 0

EIBE 0D 28 5 4 (1.2) 0 0 33 (10.6) 8 (2.6) 0 26 (8.6) 4 (1.3) 0

APV 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
TR r

Z;i;i;ﬁ{%f/ 25 (718) 7 (22) 0 18 (58) 2 (0.6) 0 8 (2.6) 0 0

T ARG RUERT I

FF7vA7=27—88# 29 (900 4 (12) 0 16 (52) 2 (0.6) 0 6 (2.0) 1 (0.3) 0

n

Mz v F = 5 (1.6) 0 0 39 (12.6) 1 (0.3) 0 32 (10.5) 1 (0.3) 0

E;izgi/ 7Y 0 0 0 19 (6.1) 0 0 9 (3.0 1 (03) 0

T R ER SR 2 (0.6) 0 0 65 (21.0) 25 (8.1) 0 52 (17.1) 24 (7.9) 0

MR 6 (1.9) 0 0 36 (11.6) 3 (1.0) 0 32 (10.5) 5 (1.6) 0

= i BRI 3 (0.9) 0 0 43 (13.9) 11 (3.5) 0 28 (9.2) 6 (2.0 0
R L O s

&)~ U T AlfGE 9 (2.8) 8 (2.5) 0 29 (94) 17 (5.5) 0 19 (6.3) 9 (3.0 0
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Bi% (%)

HEH 3‘6’\ A NIVO/IPL#E NIVO/Chemoft Chemof
A 3221 31061 30441
(MedDRA/Jver. 23.1)
“4Grade  Grade 3-4 Grade 5 4Grade  Grade 3-4 Grade 5 “2Grade  Grade 3-4 Grade 5
AHIEER 19 (5.9) 5 (1.6) 0 132 (42.6) 13 (4.2) 0 130 (42.8) 9 (3.0) 0
TR R B
TR R4 4 (12) 0 0 19 (6.1) 0 0 17 (5.6) 0 0
R = 2 — 1 T — 1 (0.3) 0 0 20 (6.5) 2 (0.6) 0 15 (49 1 (03) 0
ﬂ;fﬁﬁ@%:lﬂm\ 1 (03) 0 0 26 (84) 1 (03) 0 16 (53) 1 (03) 0
BB L ORI E
B 1 (0.3) 0 0 9 (2.9) 0 0 17 (5.6) 0 0
M. MEREs & OMERREE
Len< b 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
A ESPERON A ik
BB 2 (0.6) 0 0 31 (10.0) 0 0 32 (10.5) 0 0
Z 5 FEAE 43 (134) 3 (09) 0 23 (7.4) 0 0 2 (0.7) 0 0
R 55 (17.1) 7 (2.2) 0 24 (77 1 (03) 0 5 (1.6) 0 0

723 \NIVO/IPL BEIZ 30 T HUIRIRBERERRE T 70 6511 (21.7%)  ITREREREE 42 651 (13.0%) .
PR AR 26 Bl (8.1%) | ARAUFIALARE, I A/ xF—23 il (7.1%) . T E{LHERER
216 (6.5%) . FIEHEREREE 1761 (5.3%) . fhReREEE 16 6 (5.0%) . HEDKE
FEE 14 5] (4.3%) . KBS - /NEJE « EEO T 10 1] (3.1%) . infusion reaction 9 151

(2.8%) . BHEREREE 8 B (2.5%) . FF& 6B (1.9%) | LEkEE 6 B (1.9%) . 174
PERIE 4 61 (1.2%) . BER 461 (1.2%) . Bk 260 (0.6%) . Lifsk 2 6l (0.6%) . &
L2461 (0.6%) . SE MR 1B (0.3%) . BALIEARE 2 161 (0.3%) . JEEZHIm 1 41

(0.3%) . EEZRMEIEE 16 (0.3%) . FEURmARZERE 1 6] (0.3%) MONK - Bl
K1 (03%) PO LT, o, EEMEGE, BUERK, HFAR4, mEk& fiE e
BE, FERE R ORIEERIBEIEER O B 7R 0> > 7=, NIVO/Chemo BEIZ I\ CHERUR AARIE,/ 2
A 3F—093 i (30.0%) . FIREREE 83 i (26.8%) . EHEAEREE 74 B (23.9%) . FFH%
REREE 32 1] (10.3%) . HUIRAREREREE 30 6] (9.7%) . MIEMEAEEA 18 41 (5.8%) .
KIGH - /NG - EEED T 8 5l (2.6%) | EIIFEFHEREMRETE 6 5l (1.9%) . infusion reaction
6 B (1.9%) . BEEARMIKIEE 56 (1.6%) . LHEFEE 4 61 (1.3%) . FlRAeZERE
361 (1.0%) . FEARHEREREE 261 (0.6%) . 1 AR 2 61 (0.6%) . 5 K2
B (0.6%) . BHEOREREE 161 (0.3%) KOS 1 6] (03%) 23RO bz, £7o.
FIEM M IIE, O, Bk, BUERFR, FARA, TR, BLMEIRE . INK - BRI,
MEREAFEWGERE, M. B, IRIFERSE K OMEE M MIEER 0 bz o T, REIWER%E
BURDLIIEESES: (FRMAEERT 2 51) 2B OEHERE =T,
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(it - HE]
AFNOREMARYEEET LV EZFIHA L2V I 2b—2 3 2k, AHK 480 mg % 4
HF N TG L BEOARF O ME T IRENSKREF SNz, ZOREER, KK 480 mg % 4
IR TG LB @ FREBIZI T 2 F MG HIRE (AT, TCags) V¥, )
1%, AH 240 mg % 2 ERIHEIFE TG LIZBED Cavess EHEIT 5 & FHIES N (TR .
F 72, AFKI 480 mg & 4 BFMIE TG LB O EFIRBICE T 5 Rm g hEE (Lo
Ty [Cmaxss] &V, ) 1E, KAl 240mg % 2 BF MG TG L72BED Chaxss & L
TEEZRTETFRISNIZEDOD, ARNEZ IO TEREMER R STV D HE -
M (10mg/kg % 2 WM THR L) TARAIZEEG LTZERD Craxs & L TR A2 7R
FTETHEN (FHR) ., M T, BEoOBEICBSIT 57— X I2E3%, KA 3 mgkg
(AHE) £721%240mg % 2 HFERIFE, & L <IEARH 480 mg % 4 MMM TG L 7B
DAF DUk iE & & AN UL RN & OB Z Mt 2 BEESUGT T VDR S 4L, Y
I OW TR AT DR, ERRo Ak - AEOB TAERME R O eI BT
RAERIVNE TSN, £, BEBEAEICB T 2T — XIS IHE L T-BEK
JISET VAR LT, A4 3 mgke 2 EMMRBTERS) . 240 mg (2 HERHHE T )
XX 360mg GHEMMRETERY) &) A~T (BB FHEEZ) 1mgke (6 HREFIRE
THRE) 0P LIZBEOANME R VL a2 fat LR, Eito Mk - HEORTh
IVE R O VRIS e 22 BT 7 & PRIS Tz, S B, KAl 240 mg (2 @RI T
B 5) XX 480 mg (4 EMRIMRETHEE) LLFPEEE O LIZBEOF MR OV etE%
FRES L7 R, ERCo E - 'O TH DK O Z B MR ERIT RV & PRIS
iz,
£ 6 AHOEYBIL T 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)

HFRAE (5%, 95%45)  Q2W : 2 WAMIMIBGE. Q4W : 4 MG, Cumax @ PIEH 514 O fe i L7 IR E
Cuinazs © FIIEHR 5% 28 B BIZH1T 2 B MRMIE TR EE . Cavears : #IEHR G- 28 B H £ T OFEf i i

FE. Crmaxss 1 EFRAEICIS U 2 B ML FIEE . Coninss : EHARERICET D IRAKMIE P I, Cavess : EHIR
BEIT IS 1T 2 -4 AL 37 i
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4. FEFRIZOWT

AFN OB G- D W 72 BE &2 - FrE L. AR o512 ;DE%@EW%%%ﬁLk
BRICKHET 2 Z ERMER 7D, LFOO~Q@DFT X T &z T sl THEHAT
RXTH5DH,

O MEFRITHOWT

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

() JEAEFBRESEET D03 AHFEEEILSRRES ERE RS A SRR ISR,
Hiek A3 A 2L RURBE . MUY A BB 7R &)

(2) FEEREREIRRT

(3) ABENFRFNFENIEE T D03 AFEEEET (03 AURSIREEE EWbt. 23 AU
W I1IREBE, DA EEREER e &)

(4) IRALFHREE A RE L, SOREE LA RIERER | XIS RIES ARk
Bl 2 ORfieg EAEITAR D a2 1T > T D fitiak

(5) PUEMEREEE AT & BN O f sk AR B R H 21T > T B filiak

D2 EEB ORI ORI RBIR ORI 157 & e O (TR
DUVFIAN ST DI 75, HLBHFOAFN BT 5 IEOEHES & L CRES
RTVBZ L,

#

o [ERIRFFISR 2 FOPWHEZE T L7ciRIC 5 FLLEDO D ATBIROERIRIHE &2
ToTWHZ &, 525, 28U LT WARYREL L LEERRIESZOIHME %2
ToTWHZ &,

o [ERIRFFEASE 2 FEOWBIHHE ZE T LI2&IZ. Wbam OB ASMIREZ ST 5
FELU LD EOEM 2T o TN D Z L,

o [ERNEFFEUSH% 2 FOYHHEZIE T L7-&IC 4 FLLEDORKEREZAG LT\ D
Z &, OB, 3FELLEIE. TEIbESE O D A SRYPRTE & G e E b g T OB IR AHE &
IToTCWBHZ L,

© BENDOEEMFREBROMAHICONT

AR A I B BRICAEF 9 2 LA DS E S v, BUEARZED D OFRE D, A - &
éé‘fi’%%?ﬁ‘]‘%?&@ﬁ@ﬁ&m:%“ X D IR wmEdt, AEFRNEAE LIS OWE
¥, FRHESPIATON D EHINE -T2 L,

@ BIEA~DORIFIZONT

@-1 FEsRAHIZBE S 5Bl
[PV PR B O BHE R BIE 2L L72BRIT, 24 FRRIEZIEIKHI O T, 2ikiiax X

14




IEHERI R BT, B LZAIERIZES U TARRE L O CT £ 0 ITEH ORI 4
FERREOEENY BRIZEON, EHIZHIGTEERERNES> WD Z &,

Q-2 EERFEF L 2AFBLMMNICET L EM:

ARSI 2 B 2 gk K O e 2 BT 2 R EFENEIERHT=2 1) v 7/
EEOIERDOA Y ) —= T EHAITOEIRE & fFlZ G TE 5 F— AERFIKH 23V
ESNTWADZ L, B, BIFEHIZHOWT, NABRE & ZDOFBEICHDITEAmMmENT
WhHZ L,

®-3 BIEA OZKT-CRIRIZEE LT

AER (B MBI BREGEDAE, (DR, TRk, SO RAEE., KiK.
NG, BEEO TR, 1 BBERIE, BIENTZR, A4, ITHEREREE . T4, B kM insE
2. HUIRMRPERERRE T . TEERBRREMRETE . #hfAIRE . BEE. BITESE. MK, EEDOK
JEREE . FARIMARZEMRSE, infusion reaction, HFE7/R MRS, MEREBIEMEE. .
ek, BEDOHR, SEIMRRK, WEOHRENG, WER#EE, OEfEE (O5EME) -
RN« DEEEISMNHESE) . ARZFEREE . IS H M, BEALSE) (Txf LT Yikhiiar X3
BEZRBERE O BRI 2 5 EAD & U (RHWER O ZWroxt eIz B L THE R USSR
EZITONDLEMITHD L), EHITHEIREN TE DEHINES>TND Z &,

—
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5. B#EXRRL R DBE
(G BE§ 2 F1E]
O TROBHFIZBWTABOENEDSRIESN TN 5D,
o T bV I P URPEMELES LK O T T FFRE &GOSR EICR
S SUTARH OARTABIBR AR 22 HET T UL R O A B3 ORAIE I 5
o WRHESIEETEIRIEIC L D pCR 23R B2 o T BIERE O BE (KA
5
o ALFHRIERIGRE ORIGUIBR R R /21T - TR O REE B (NIVO/IPI # 53
NIVO/Chemo #¢5-)

@ [EBIFEH IR (ONO-4538-50/CA209648785R) (2T, R E S - (b5
1% (Chemo) Hifft & b L C, NIVO/IPI# 5- I INIVO/Chemo s 5- D F WA /R S
TUW5, 7272 L, NIVO/IPI# 5 SUINIVO/Chemot 5 DWW HUIZ BV T b | AL E
Hifh & i L CHERAEFRORHARNE L RHERARD LN (plIZR) | F
7-PD-LIFE BRI (TPS) (2X 0, AMWENERRDMEAIRIBEIN TS Z & (po~
8 M) M5, PD-LIFBR LR L E ARG OG22 2 L nEE L
VN, PD-LIFEEBLEN1%AN (TPS<1%) Th D I & B3R I BFITB W TL,

AFIUS DOIEFEEIRE B HEET D,
*AFIOBME & LT, MK5E4 : PD-L1 IHC 28-8 pharmDX [ % 21| 2&GB SR TV 5,

® TRICHNST 5 BE KT D AA OB 5 ORI SO Tk, AR O EN

et SNTE P, AFOBERG L 25 R,

o IR AR TV ARVRIB TR AR AT UL IS O BT R B A
g

o AT L LCoRy

o HFRTHBIRIEIC K 0 pCR BSER BAVI BET R SR BIRIE & LT
E

o PRI & LT OMOERIEEA L oS

(22 B4 2 F ]

O TRICEYT H2EFIZOVWTIEIARORGNEZE SN TWDH Z b, %217
Dlpnz b,
o KRHIDRSTI KT LIBUE OB D & 5 B

@ RERTOFHMIZIB VT RIS T 2 BEIZ OV TR, ARG ITHELE S uZe o
D, MOTEFRFE N e WIGEICRY | HEICAREZEH T2 L 2BETE 5,
o MEMMEEOAIFXIIMEDOH 5 EBHE
o g AR A CHIE R 258D 2 B K ONE B M 0 FUR Bl 2 <o R g ME fiti 2%
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FEOMIZRIEMEZA LD R B 5 B

o ACOREERBOAOE. XHEMERZRE L < IXERMEO B R B OB D
b5 EE

o BB ME (&M@ HEL ST Ob b EE

o BB I EEE T HRE

e ECOG Performance Status 3-4"V D Hi&

GED  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. BEZELTHEEITREFIH

O WASCEZEITN %, MEREER DR 5 GRS 1T -5 & ARHF O Frit M O 1Ef
RO DI LB IMERE T3 ICEMR L ChroH+s 2 L,

@ TBRIEBRIAICHENI G, A T Z OFEIETH MR OfERRME 2 453 L. & 425
ThroEEGET5HZ L,

@ ALFFRIERIGR ORIGUIBR R R/ HEAT - RO RIEREIZIHB UV TIE, PD-L1 FELE L
B Lo ECAR 2 S0t BEO AR 2 W35 2 &2 E L3, PD-L1 J&HL
PR TE RWIGAICIE, AAZ S O HRE OGS 2@ oIl L LT b
THZ L,

@ FEREWEHO~RT AL MTOWT

MEMEMEER D LOND ZERHDHDT, AFOEGIZH > Tik, HIKE
R (PRI RIS, ik, FEENE) OfERR &L O X i o FEhn s, Bl5% +57
179 2 &, Fo, BLEIZSUTHEE CT, Mg~ —h —E0ORA L ET 5
Z &,

AFN O EIZEE D infusion reaction (22 TEEAFFIZ 72 %D TE 5 UE
%17 >7c L ChRMET 5 2 &, £72.2 [ B LI OAFHI % 5-FFIZ infusion reaction
NHLOLNDZ L HHDHDT, KAE M OKRAE G TRIT AL Z YA
CERET 5%, BEOWREBEL+H2ICBIET 52 L, 723, infusionreaction &
FHLL72E 121, B TOMEE R OYERA ERICEE T 5 ThREZ +o#ls
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) 2T 52 &,
AFNOEGAIZ X0 | WEOREFOSTENT 5 & & 2 B DRk & R RESIHEE
NHLOLNDZENRNDHD, BENROOLNTGAEITIE, BELL-ELIIS U
B 72 ek & R BR 2 Re O Al & i UGl bl A BRI W 21TV IR o
FOGIT X 2 BWER 2N g0 2551213, ARFIORFES TP 1E | K OEIE BB 7R
NEHOBRGEEZBET DI L, 2B, BBRERLVEOREIZEYETE
R OYGEERFRD IR WIGEIZIL, B BB AR VE LSO gz filF o8 0
HLEET D,

B TR, BOAM N OH I ARE L CHORIERREBLT A2 Z XD 570D,
AFNOBERETZICSRIER OB 2 I2EET D,

1 RUBE IR (BE | AUBEIR I 2 5 de) b bbb, BERWEES 7Y R—T &
IZEDZENRDHLDT, Ae, El, MEEEOFEROF B M E O &2+
DEETDHZ L, 1 BREREN DS EICIE &G ERIEL, AR
FOFGFEDHME) R EZITH Z &,

BIEATIE, P4, IFHEREREE . TR, B{LMERE RDPH LoD Z &ndH D
DT, EHIIITERERE LTV, BEOREBZ H3ICBET 52 &,
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o SEIVEERNRHOLDONDZ ENH DD T, ROEF OFEL EWANHERT D
T &, ol IROBEEDFRD DNIGEITIE, #PNICIEBREE 222 5 &
IRBBFEMEETD L,
® RIGUIBRARE LT - PRI O RERE B T T 2 BRIiE, AF ORI B
T, &EBMGD 1 ERIE 6 BWE Z & ZALIRET 12 8 Z L AISAZEDO R 2
T TV Z £ E2BEBIT, KRG TIXE NS BE A TRROME TS Z &,
©® ‘EREICRT DIRAMIRE S L THERT 2BRICIE. AR OBRKRRIZI VT, &
GBfhan b 2 FMIT 12 BF T & 2T 6~12 7 A Z & ICARMEORHE 2
T TN Z £ E2BEBIT, KAIKREG TIXE NS EEHRAE TRROMREZAT O Z &,
k., INERMMIEE L LTERT 25681213, AFloREHMIZ 12 VHMETLE
THZ L,
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27 10

EEEREES A FFA4 v
=RV T (EETHEBEZ)

(BR7E4 : A7V — A EREE 20 mg, 7Y — A SEFRE 100 mg, 7Y
— R REEE 120 mg, 37V — R KEERE 240mg)

~ R~

Sf3#E12 A ($f 543 AET)
A FEE



A o e
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LI
AANDOFeE, VR
88 IR i

fiEx% (DU T
GRS LD BE

BEICER L CTRET & HIH

P2
P3
P4
P7
P9
P10



1 XE®IZ

EIKSDOEIE « REVEORMRDT=DIIE, IR SIEFEEICESWIZ#IEZRE A RD S
Do b, IEEORFHMOMEANT LV | FUREIRS 72 & O FH 22 B 8L0E AP = 35
PERINDLIHT, 2D DERGZEIZLERBHRIRUET 2 2 L 3BRBEOMEE /25 T

V. RREMBOEE & QRO AT R 2016 (CFAL 28 4 6 H 2 HREERE) (B TH, H
FEIRSE O Ok Z X5 Z & & S Tn 5,

HHE I ERR T, REEARR RN T 0 7 7 A VBB FEOER W M i e D
LEND D, ZORD, AIER LRI T HERAHEET S ETOM, YHERE

DEEEZRLSZT 52 LR EN2BFITH L THERT S & & bic, BWERARREER L
BRSBTS %2 & D 2 & N AR —TE DB i 7o T ERERA TN T 5 Z LN EHETH
%o

L7eido T, AUA FTA4 2 TiE, BRBEBELC N E TIT/R LA TV D EFEIEFH - B
A RLHNC IS & . BUT OEIE S O i el A HEE T 2 8L8 0 6 MWER BN BT KO
BEHERT,

BRI, AKIA RTA %, MSIITBOE NEIE S RS S HME . A EEE A B ARERIR
JES e — AR A AR NRE S R O— AN A AR ER OO b EAE
% L7,

XG L I HEES - AT Y — R R 20mg, A7 Y — AN R FHE 100mg, A7 Y —R
SIRFRE 120 mg, A7 Y — R AR EHE 240 mg (—ix4 =R~ T
({1 z) )
REERDREIDE « A
HELRAMERORE @i, RAZIZ=Rr~7 (B f#fz) & LT, 18 240mg % 2
 FIRIRE S 1 [A] 480 mg % 4 38 ] FIRE CAlfisfEd 5,
DIl T S ARIN o SR Y ST i




2 AHFORE. 1EREF

F 7V — R R 20 mg, [R]AGRE ERE 100 mg, [FLSTREERE 120 mg K& OVALSIR EFE 240 mg
(—fA : =R~ 7 B FHEHZ) © BIT. TARADL Lo, ) id, /NS TS
FEAZL VLY I A (BT VARV~ Y —X 2747 (BMS) 1) 23B@% L7t k PD-
1 (Programmed cell death-1) (2% 5t Ml 1G4 €/ 7 v —F AHKTH 5,

PD-1 1%, V&ML L72 Y >/ Bk (T Mife, B Ml NS = Fvx 7 —T Hifld) K& OVEHER
MIRIZFE BT 5 CD28 7 7 X U — (T Ml OIEHAL 2 B A IE & BICHIET 2 0 1) |
BT 2%/ TH 5, PD-1 IZFUFRIRRMIBICHELST S PD-1 U 7 F (PD-L1 & PD-L2)
EREE LY VoSERICSIME Y 7P A B RE LT Y S BROTEMLIRREZ AIZHAT L TV B,
PD-1 U 7 > RIZHURIR M LIAMT b h Ok % Z2EEHIRRIC R BL L Tl 0 | MR AEEE
S EIER U7 JESHERR 31T 2 PD-L1 DFE 8L & it 0 AAF I & DRIIC A DFHBIRIR D & 5
R STV (Cancer 2010; 116: 1757-66) , 7=, HEMERAMEEE CITMBNRE T
MRS EEAT DA v #—T7 x> H o~ (IFN+y) ([ZL 5 TPD-L1 OFRBENFEES N, 58 L
TSR 35T 2 PD-L1 OFEHL & i D AEAFHI & ORI EDOHEBERGRYS H 2 & OMiE b
&% (SciTransl Med2012;4:127-37) , & 51T, PD-L1 Z5RiIFBL S o M, HURFr
FLE) CD8 Bt T Mifa ool (5 ETEME 20658 S & 523, $t PD-L1 $i{KC PD-1 & PD-L1 & D
A EILET 5 &2 OMIEEEENEE T 5 2 EBNRIN TS, %D &5 PD-1/PD-
1 VA R, 2 AR BURRF 72 T MR D OB 2 [alkEd 2 fFo—>o L L
TEZABNTND

AHANL, BB OKE R 5 PD-1 Ofifast ik (PD-1 Y 4> FRFEE) (/& L. PD-
1 £ PD-1 U Ay REDHEARZIAETHZ LICL Y BDAFURFRRNZ T ROIEHLER O
AR KT 2 MR EE M 2 B3R 9~ 5 2 & TR TUIEE I R 2R3 Z E AR ST
W5,

ZAVHDHENG | ARFNTENENEE T 2 H - R EICR VAL b0 L HIfF S, i
FEARPEBE 2R & LT IRRERZ I L, A2, et R OREMED R S v,

AFNDVE BRI B DORERINT L DRIWEREN O S bil, EEXIIETIZED
AIREVEN B B, AR OG- H RO G5%I21%, BEOBE L 04TV, RENRO L
e lid, B L2 FRITIS U HPI R 2 ek & R BR & B AN & s U CRibl e @il
ATV, WO RISIC KD RITER S DN 25 611E, BB RERVE R OKEGSE
WY 7L E AT 5 BN D %,



3 BEEEREE
JEFEAS B D AGGR IR I GG 2 17 o 7= B 72 B R 5RO a2 79,

(A 2htE]

[ENES DAHRER  (NM-K2002 7R5#)

JFREARERE  (EEORBIE « MRS IR SO THEE S D IRRIED & D B8 135
FhIT) 56 Bl A R, AAl 240mg Z 2 W RHIAIRE C R EHE Lo, FEFMBEE TH 51k
FLRIERE D B DB (45 B1]) OFBhHE (RECIST H4 K74 > L1 HUIZE S Pl Eic L 5
CR IZ PR) 1% 222% (95%IEHEIXM : 11.2~37.1%) Thol=, 728, FHANIRT L7-RFIHE
1£5.0%CH-oTz,

Flo ALFFREEO IV EE (11 F)) ORDFRIT. 182% (95%[EHIXH : 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

SR Y LV EER OB EET B ROT LR

- BB L EIER OB AT DR R R

o SRR 55 SRR P 45 AR D M % A S % B

B OB OZ A L, M IS O R REUR (PSA) 2@ 47 BikEs



[ 2242tk ]
[N SRS DA (NM-K2002 7R5R)
AEFLIT 53/56 B (94.6%) ([ZFRD BV, KA L ORREARNGE TERWAEFERIT
35/56 5l (62.5%) IZ#H BTz, FBLEEMN 5% EORIWERIEI TERDO LB ThHhoTz,
#£2 BEENS%UEOBMEN (NM-K2002 3RB)  (ZeMAT i RE)

HERIRHE B (%)

FEAGE 56 13l

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

T 5(8.9) 0 0
R AR AR A

TS5V T I NG AT =7 — PN 3(5.4) 0 0

TANRGEUEBT I ) NI RAT =T —EHN 4(7.1) 0 0
M ER. MOEnds X OMiEfmpEE

fiifigi e 3(5.4) 0 0
FERE ¥ KOV TRk R

% O PEIE 6 (10.7) 0 0

B 9 (16.1) 0 0

RN ING A 3(5.4) 0 0

7ods, HURIREEREREE 9 1 (16.1%) . HTHEAREREE 5 41 (8.9%) . MIEMEAGEE A 3 1 (5.4%) |
FERU RRIE 2 A /3T —3 ] (5.4%) . EREREREE 3 3] (5.4%) . LD ZJEREE 2§ (3.6%) .
)

T

HRRIEZE 2 5] (3.6%) . infusion reaction 1 5] (1.8%) . AFARA 14 (1.8% (O VN2 EWIN

&

Wk - EEEDO T 1B (1.8%) 2F8d biTe, £z, BEEMHELE, Ok, MR, 1 RER
. BIERTZe. ATFZe, BELPENRE 28, FIRRRRRAERRT . RIBPEREMRE . MM - BIZ. FRARIDL

RIERME, EBRMEEEE, MERERAEMEE. M, R, SEORE, DR

T

. IRIFER
F

rate) waRFHRE T,



[k - H&E]

RFNORHEAEYBETT A ZFIA L2y 2 2 L— 3 Ik 0 AFA 480 mg % 4 3 R
bR T 5 SUIBEARR O AL - RS TG LIZBOARK O M FRENRN SRz, £ Ok
F AHI 480 mg % 4 AR TR G- L 72 B O EFARIBIZ I T 25 I ME I EE (PLF . T Cavgss!
LWV D, ) 1, KK 240 mg & 2 WEIENR THE G LTZBRD Caygss LFERIT 2 & FHIS L (T
®) . £, KA 480 mg & 4 WHEIRHIIE CTHG L7oBEO E R IRIEICI T D e g H L (LA
Ty TCmaxss) &9 ) I, AHI 240 mg & 2 BB CTEG LIZEEOD Craxss & BB L T
EExrRTETFHEINTEZLEOD, HRABRFIZBO THEENEREINTHDHE - HE
(10 mg/kg % 2 ERIEME CHE) TARANZ G L7ZBED Craxss & L CTIRAEZ 7R3 & Tl
Ehie (F&R) . M T, EHROEEICBIT 57 —2IES%, KA 3 mgkg (RE) Xix
240 mg % 2 WREIERE. A L <IEAA] 480 mg % 4 IR TR G LIZBEOARK ORERE - F
BIMESUT R A & OBIE A MG 2B B LURE T AR S L, MakBIEIZ OV TREDMT
DITRER, EFLOME - HEOM THIMER LA 2RIV & TRl ST,

K3 FEORYMEERNT A—F

. Cmax Cmind28 Cavgd28 Cmax,ss Cminss Cavg,ss
- A&
(ng/mL) (ng/mL) (ng/mL) (ng/mL) (ng/mL) (ng/mL)
51.6 272 31.0 113 62.1 77.6
3 mg/kg Q2W
(35.2,70.8) | (16.5,40.3) | (21.2,43.9) | (75.0,171) | (27.1,107) | (42.1,127)
72.7 383 437 159 87.8 109
240 mg Q2W
(51.1,103) | (23.3,59.0) | (30.8,60.9) | (102,254) | (41.5,158) | (62.1,187)
145 29.7 53.0 216 71.3 109
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)

HLfiE (5%05, 95%5) « Q2W : 2 HRIRE. Q4W : 4 JERIFING. Cmax : FIEIF 514 O B ME PR L. Crninads -
WIEI 5% 28 H BIZH1T D RARMIE TIREE . Cavears : HIEIFE1% 28 H B £ TOFMIETIRE, Craxss © &
FARRBIZ T 2 RS MG PR EE . Cminss + EFIRRBIZIT 2 BARMTE FIRE ., Cavess 1 EFIRRBIZI T 2 FH 1
TE TR



4  FEFRITOWNWT
AL U A7 EPEGHE (RMP) (ZHD X AHI D & 3 22 MR 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
IBWTHEHT & TH D,

O MERIZOVT
D-1 FiEo (1) ~ (5) OWTNNIIEYTDMEH THDHIE,

() BEAZBRENEET 20 ABFEENL RS FE RS A LS
JEbE, HUE AR HOEEEHLIR L, kS A BRI R e &)

(2) FrEHERERIBT

(3) ABENFRFNFNIEE T D03 VBIFEEERIT (3 ARSI EFR T, 23 A2
Bt 1bE. 03 A HEE R 7 &)

(4) ARACFHEIEE 23 U, SORIEG LA 1 USRS bR L2
WL 2 DRiRRFEHEITAR D Jim 24T > TV 2 ftiak

(5) PR AL )57 8 BN OO i 5% FEUE 4R 2 i 21T » T D Jitik

@D-2 IR OZE R OB (B35 B ARERIER 20, RIS BT A
RZA v ETH 2 Wi 2018.) Z 30 L. AL5ARTE M OVEINE I 8 BN O S 2+
Gy TR KNG & RRBR A FFOERT (FROWTNNIREE T HER) 25, k2R
DAFNZET HIHFEOFLHE L LTEREINTND Z &,

o [ERfFEFEEE 2 EOPIHIHEZIE T L2 5 FELL EDO R AVTER O BREHE 217
STWBHZ &, 9B, 24N EiT, NARMEERZ £ L LBRREREZOWHE 217 -
TWAZ L,

o [ERNEFFEUSE 2 FOUIMINHEZE T L72&IC 4 L ELOBKRREBRZ AL TW\DH D
Lo b, 3EDRIE, BRI KT 2 23 AR & & e S ATRIE O SR IHE
EiToTWBHZ L,

@ BEANDEZRMFEREEDOEH]IZONT

AR L I W BT 2 B DL E Sy, BUERARZED 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 HEFRAHICEE ¥ 2 Ei

B MERR R E OB ZRRIER T A L7CBRIT, 24 RSO T, Mi%iak X
BHEERFR BT, B LZAWERICIG U CABRRE L O CT ZORIER QBRI MLE
PR DK R Y BRI/ LI, EHICRISATRERAHINE S TnD Z &,

@2 BERRFEICL IAEERIISICET 2 EM

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 BHER ORZBroxIZE LT

RIVER (MEMEMZEDIN A EIEMERE, Ok, MR, BEUHRIRE, KiE
/NGBS BEEO TR, 1 RFEIRp . BIEAT S, A4, FFBERERE S . T2, Mk AnsE
FUR IR RIS | T IR (ARREREIR S | PRI PR E . RIS IME . B oD B2
FrRIMAR ZERRE, infusion reaction, HFEZR MK E ., MEKERIEMRE, k%, Bk, HE
DER, SEIMER, WEOGRERG, MIRREME, (OlEEE (OEME) - 2RI - D
HIAMNHEE) | REFERES . MRS, EALEE) (T LT MR ST R E AR B D R
A AT 5EAMEEE L (RIERORZK-ORISICE L THRERUDSRZZ T b o5
Ficdh b2 L) | EHIZEYRLEN TE DEHNPESTWnWD Z L,

D
7
)
7

B O % W



5 HEMBLRDBE
(G 5hIEIC B3 2 F1H]
O TROBHEIZEBWTAROFIMEN RSN TND
o FERAHNABDIEITA T A ) (ARERERYS) TS, Mt gin
SR M OYRB IR A 2 20 L 72 B C, JRSIEER 25 N 72 b R & G2k S 4.
D0, JEIBORIE « MW THER S A TRIRIED I\ B

@ TRZEEN T AR OG- K OME R HIEZ W TR, RAIOFIMER ML S TR
59, AFOEER LB,
o fhoOPUEMEIEEA & OO S

[ 4PEIZ B3 2 FH]

O TRICEAT2BEECOWVTIARAIOEENEEZ L SN TND Z b, FHE1T
y OVAN AN
o AKRBNDRGTKE UIBHUE DRBEIERED & 2 B

@ VEHRATOFHRICIBW T FREICHEYE T2 BH T OV TE, AR OREIHEE S 2

R MOTEFREIRI D R NG EIZIRY | HEICAKIZEH T2 L 2BETE 2,

o [HEMMREEOEHIIEIEDH 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 HEE

o HBORGSUIBE A AT 5 EE

e ECOG Performance Status 3-4 ™D g

(ED  ECOG@ Performance Status (PS)

Score TE %

0 < R JEBITE 2, FHETL [ U HHEAERHIRZR <ATR D,

PIRBZIE LWOEENIHIR S5 25, BTHRE T, AR > TOERIITO 2N TE D,

! Bl BFE, EEEE

5 BATRHETH A DOH DOEY O Z L 13T _RTHREZAERIZTE 2, HHFD50%LL LT~y 4Tl

=7,
3 [BHNTESOHEDEY DI E LTERY, HED50%LL EE Xy KW Cil =9,
4 ELENT RV, BAOHOEY OZ L34 TERY, BEICy R+l I4,




»

FECERLTEETREEH

AT SR A, SOERGEFER DRI 2 BRI D & KRR D R K& OV (A

MO DI 2 F W a0 B LT oM+ 2 L,

TBRBARIZESL G B T T OFIRITHIMER OEEZ + st L, FREE5

ThoETHZE,

FEREWEFHO~ R Y A MZONT

o MEMMEERNGLLNDZENHDLDT, KEIOEGIZH T > T, BARIER

(PR RIS, ik, FEEVE) OfER K OWGHE X S O Ehi%, Blgr -+
1792 &, o, MBS UTHES CT, IE~— W —FOMEZE T 52 &,

o AHFNDOEHIXHEE O infusion reaction (Zfif 2. TEERFZ 447 72 ki 0 T & 5 e
AT ST BTGS2 &, 72, 2 BIA LU O AAF 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 FRRMRBEREMET . TEAEREREE M ORIBEENH SDONDL I ENHLHD T, A
F DOFe 5-BRLERT M O G-I I E WAV N W RE R A7 (TSH. UEHE T3, 15
BE T4, ACTH. M=oy —VEORE) ZFEhT 5L,

o AFOHEEGITLY | WMEOKRIERINIER T D & B X B DR R R BIRRE
WHHONDZ N D, BENED GNTHEITIT, BB L CFRITL U
FHRY 72 15k & RRR A R DR RN & HHE U Cl bl 2 @B W 217V 8 D5 I
SIS K DEWERD BN S 5823, AFIORES T 1k e ORI BE AV
VHIDEEFELERE T D L, B, BB ERVE L OREIZID BIEH O
NGRSO BN WEAICIE, BB R VE LA OSEIEIF OBt E E
T %,

o FERTR, BUHMNOEAARE L TOHORIWEADNRET L2 ERH D7D,
AN OFEHE T B BIER OB A3 ITEET D,

o IAUHESRIE (BIE 1 BUBEIRE 2 B de) b bbodu, BERWMES R R—3 R
ELTENDHLOT, A, Eols, WRHSFEOAEIR O REHCMBEHE O L7207k
BT 52 L, 1 EREN LN I REETIE L, 42 ) VRO
HEDHEUREZITH Z &,

o BUPENTR. FPAA, ATHEREFEE . T2, BH{LIIE RPN HOEDOND Z LRH DD
T, EWWIIITHERERA Z 1TV, B OWREL 0T84 5 2 &,

o REIERNBHLONDZ ENRDHDHOT, IROBEOHEZ EMHRT D

10



T L, Eol IROBEDPED DN HEIIE, WONCEREBEEZZ2 589
BEEZEETLZ L,
@ AANOEERFERICIBNT, 6 W Z LIZHRMEORI 21T > TWeZ L 2B ET, K
Al G-I E RIS BHERR A CRIR OB 21T O Z &,

11



27 11

BEEREETA RF5A4 v
=R~ (BETHEBEL)

(BR5E4 « A7V —AREFE 20 mg, 7V —RRHFEE 100 mg, A7 P—
RETRERE 120 mg, 72— R EHH#HE 240 mg)

~ R ¥ b PO~

T4 3A (54 3 AWET)
REFBAE
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A o

XL HIC
AHNOFFE, (FRET
[ PR A

FaER 122D T
BhxtG L 70 D A

BOICER L TRHET & HIHA

P2
P3
P4
P9
P11
P13



1. IILBIZ

=S5 DF I « B RMEOREROT-OIZIL, I SCGEFEIZE S W2 Ee AR D
5D, 5T, IWEORHAHMOEANC LV | JUREIKSL 72 & OE 072 8T HVE %
FFEIEMPARINDLH T, 2N O OEHKNZEICHLEREE TR 2 2 L3RR
R & o TR Y RFMBGER & SO IR T #2016 (Fhk 28 A% 6 A 2 HEERE)
ICBWThH, EHERLEOHHORBEHEEZXS Z L LS TWn5,

BFORERE ST, B ERCLZ 2T 0 7 7 A VBB FOESKEL & B 5 5
B ENRDHDH, ZOD, HIMEROLEMEICET A ERN ST 5 E TOR,
WMELEIL O BEEZ ML ZIT 52 EPWIRE SN BFICK L THERT 2 & &bz, BIFE
P U= BE 72 kb 2 & D 2 & DS ARE 72— 8 O B &3 7= 9 A B < A
THZLENEETHD,

L7eRoT, KA KT A4 TiE, BIFERES 2N E TITHE LN TV A EFEIEH -
BEEr) R EES & | LT ORI O fri 7o H 2 HEE ST 2880 b ME R B &2
F RO EFHE T,

I, ARITA KT A %, MSIATEOE NESE SRR S, A ANR AR
BRI s | — e FE AN B ARERIR NBFE 2 R O E N B ARIBIRE B 72 O W
HoH EAERR LT,

RGe L I BEIRS, - A TR T 20 mg, A Y — R AT 100mg, 4
— R ERE 120 mg, A7 Y — R ETE 240 mg (—%4 - =
M~ 7 (BinHHz))

B ERDHETDE - R LRI T DT A BRI

MHELRAMERORE @, A=A~ GElaH##fz) & LT, 1/H240mg

% 2 BRI ST 1 18] 480 mg % 4 WM CAGEiET 5, 7=

L., WEHEIXZ 12 PAMETLET A,

s/ NBRER G TR S A

i
3
S5
=y
He
D%




2. AERN DR, 1EREF

7 — R R EE 20 mg., [FATEERE 100 mg,  FAEETE 120 mg K& O A §RE
240 mg (—f%4 : =R~ GEBE ML) LT, TARF) Evd,) 1, /MRS
TEMASLEAZ Ly 7 24 BT VAR e Y —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 5Bk (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 T2 2
) ICET2ZAEARTH D, PD-1 IFHURIRRAIIIZIEBLT % PD-1 U o K (PD-LI
KOVPD-L2) EfEA L. U o BRICHfIEY 7P v i LT U v SERoEALIREE &
BIZFRET L TWd, PD-1 U H v RIFHUREESMBELIAMNI B b Ok~ 72 SRR 8B
LTHY, EMEREAELE )OI L EGHMEICI TS PD-L1 OFEBL L itk DALE
WM & OFICADOFEREBIR & 5 2 & 3l ST % (Cancer 2010; 116: 1757-66)
F 7o R R IE B CIRARRTE TS EET DA v ¥ —T = a2 B~ (IFN-y)
IZX > T PD-L1 OFRENFHE SN, B8 LI EMEREICIS T 5 PD-L1 ORI & itk D
ALEWIR & ORI EDOFBARRN 2 & OHE S & 2% (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-LI Z 5@l RH S B8 AMIBIE, FURRRA CDS B5ME T Miia o Hifa &
TR AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET D &2 OHla
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U T2 REEEIX, 2
AR HURRF A 72 T MO OWEBEEZ BT 58 FD—>o L LTEZX LT
Do

AFNT, FEHEBR OFE R S PD-1 OIS eI (PD-1 U > RiESHE) ITHEG L.
PD-1 & PD-1 U Y REDEEEET DI LICL Y, DAFUERRNZ T Mok
PEAL KOS A KBRS b3 2 ARG a2 9 9R 3 5 2 & CREpEM 22 PSR 9
ZENHER STV D,

ARFIO VI FIC 35 < D SRS & 5 RIER %3 B b, TR SUIFE LI
B RN B Do AAOEG PR OB ERITIT, BEOBEE TYTO, BEHBR
D BTG AITIE, BB L2 HGUTIE U B e ik & B8R & FF o R Afl & L L Col
BN 72 BEBZB T 24T\ IBEE OGER S L ARIEA RSN A AT, B EE AL
L H O 55O YR IE 54T 5 LER D B,



3. BRPRARE
R EREE 38T DI B IE E O KGRI Gl 21T - 72 B 72 iR il BR D il 2 o
9,

[ 2]
[ B[R 55 T AHGAER (ONO-4538-33/CA209274 #5R)

R MR R B | RO DI FBET1709 B (R ARNEE 49 B2 ETe, AHFIEE 353 i,
772 AREE 356 i) AR, ST ERERE UTARH 240 mg % 2 MR H R T A
e kR 12 AWM L& EoFIMER RN E R Lz, EEHMEER TH D5
HYHAAHIFE (LLF. TDFS) &) (FRAE [95%EEXM]) X, AFIFET 20.76

[16.49~27.63] 71 H. 77 AT 10.84 [825~13.86] WHTHY . RAREIT T &
AR LRFHPRICH BRI R AR LT (A — RE0.70 [98.22%E#EX ] @ 0.55~

0.90]. p=0.0008 [J&%! log-rank f&iE]. 2020 4E8 H27T BT —Z 1w A7),
* b, BEIIREEZFEEL L, LTFTOWTNCEY T 2BEENNSRE Sz, B, A7 U—
=V T RERTIR Y A 7 g IR MR DL 2R O b T B I ALRTRE & Sz,
e VAZTF v (LLF, ICDDPJ &9 ,) Z&TIRATMBIIE 2 3200, 1% O ERALER =2 TG
S ypT2-ypT4a 1T ypN+ D HEE,
* CDDP % & ToHRiliBIEILEZ = T TR O3, Wi ORBEMEM SIS0 pT3-pT4a i pN+
TH Y. 7> CDDP % & Tefii e Ml BRI A A RS UL Y R TE 2 57 LTV 5 A,

ARHIRE
75w REE
At risk % ELEIRH TS O/IE (H)

ASANTE 353 296 244 212 178 154 126 106 85 68 57 51 36 23 20 3 1 0
7T REE 356 248 198 157 134 121 105 94 80 65 54 50 37 22 19 10 2 O

X 1 DFS ® Kaplan-Meier B (ONO-4538-33/CA209274 35%)



(ELFEERAL B DA Z%hE)
[EBS AL [ MAEEER (ONO-4538-33/CA209274 #ER) ITHHAAN HNT-BE DT —H |
H3& | DFS I OW RSN BN R RINT I AT o T fERIT TR DO L B Y TH o 72,

F1 JEREALBID DFS OFER (ONO-4538-33/CA209274 FRBR)

T W m A e
wewe  wa R A RS eln g
T e

— HEEREE, *1: REREM Y CONEIERE (N4, NO SUIARIA G U v ) Ei% 10 B, NO 2 ofiH U > <Higk 10 {#
LLE) . PD-L1 BRI (=1%. <1%XITHEARRE) . CDDP & tefiinifipEiER (F., ) 2ERIKRF & LB Cox
AN — TV

1.0 A
0.9 4
0.8 4

0.7
ANFRE

Probability of Disease Free Survival

!
0.4 / domy,

N Tl
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 B (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 3X5R)



[ 414]
[E B[R] 255 M ARFAER  (ONO-4538-33/CA209274 7klk)

BEFGIIAFIRE 347/351 6] (98.9%). 77 & REE 332/348 1] (95.4%) (2788 51,
TREREE & DR RBR DG E T & RWVE FHRITAAIRE 272/351 1] (77.5%) . 77 B REE
193/348 B (55.5%) IZ#B® BTz, WTNORETHRILRD 5%LL EORWERIZ FEO
LB ThoT,

=2 WTFNOOBFETRERN 5% EOBIERA (ON0-4538-33/CA209274 FAER)
B (%)

FRE IR

- A AT A
AT 351 4 348 {3l
(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, FRIRIRBEREFREE 65 151 (18.5%) | AR MARIE 44 151 (12.5%) |
JTHEREREE 29 B (8.3%) . FHARFETE 29 5] (8.3%) . BFREREFETE 2561 (7.1%) . FTE
PEATEE AR 19 1 (5.4%) . infusionreaction 16 1 (4.6%) . KGZE - /NG « BEEE D TH
11651 (3.1%) . LR 7 1 (2.0%) . EE DO EREE 6 6] (1.7%) . D2k 3 41 (0.9%) .
FIEREIE 2 B (0.6%) . EIEHEEEREE 2 41 (0.6%) . Ak 1 f (0.3%) . 1ApER
i 161 (03%) . AFAE 16 (0.3%) . BER 161 (0.3%) KOS E DR 161 (03%)
DD BTz, £z, BUEFR, R, MRS R, T REMKRRREE . Mok - #EK,
FRIRIMILAR ZEARIE . AR MIRMETE . MERE RAEGRE, AEEZ, ARIFERPS, NG H i M OV
LIFFRO e o 7o, RRWEAFBURIUIEER S (AREERE 25T) 28T
LA RE T,



[k - H&E]

AR O RHEMEMBRET T L ZFIHA LIy 2 2 b— a2k v, AKI 480 mg & 4
TR T 5 S UIBEAGR O ik - &% TR LB OARF O iR E 23 G S
7o EORER. KA 480 mg & 4 HFMIR TG LIZBEOEFIRIBIZ BT 2 FH i 4
B (LLF. [Cugss) &I, ) 1E, AAI240mg % 2 MG CTHEE L7ZEED Cugs &
BT D e FlEan/e (FR) . 7o, KK 480 mg # 4 MM TR S LZEROER
WRBIZH T D@ METIRE (LLT, [Cnass] &V 9, ) &, AHI 240 mg % 2 FH[HI[H]
fRCHE LTZBRD Chaxss & B L TRIEZ R T L PRISNIZH OO, HARNEF B
TARMERHER SN TWA L - AE (10mg/kg & 2 B CRY) TAFIZHKS L
ToBED Craxss & I U CTIRMEZ 73 & PRIES N (TR) . AT, #EO@EEICK T
HT —HIZHADE | AHFI 3mgkg (RHE) A L <IX240mg % 2 BFREIRE, XIEAHA 480
mg % 4 FRFIRE TG L IBROARA OMRE & & G2 E XL e & OREA RFT 5
B SSTE T U S, MEEEIC W TR TOIL- SR, o ME - A&
D] CHIME K OV IR 22 22 R T & PRI S LTz,

K3 FRAOEKWERNT 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. FEFRIZDOUVWT

AFN OG-8 72 BEEZZW - FrE L, AFOEGIC L0 EEREWERZREL LT
BRIZKHIGT D Z BT LLFOO~Q@D T X T &7 hsk iz W THEHAT S
RETH 5,

O MEFITOWVT

D@1 FEEo (1) ~ (5) OVWTNNLICHEY T HMXTHDHZ &,

(1) EAEFBRENEET D05 A B HEEEL RS (BRI A S R IR e
HIIEEAS A RS B R R BT . B s A2l 72 &)

(2) FEEHSRERIE

(3) FEAFIRENFFEE T D08 A BT (DS U2 REEEIE ERPT. 25 A
W IigFElE. S AR HEE R R &)

(4) I HRALFFIEE A E U, SRS AFRIE2HE | S)UIS SRR b A2 ok
2 ORERRFENEICLR D R 21T > T D ek

(5) PUEVERRG AL G E BN O Mgk AR D H &2 1T > T B fitiak

O-2  JREE LB DAL SR TE K OVRINE A S BURF OO 56 SRS 40 72 ik & e R & R D EE Rl
(FROWTINITEE T DER) 23, YEZEMOAFICET IGROBMEE L LT

BE SN TWD I &,

*

o [EHithEFFEEE 2 EDOHIHME ZME T L7212 5 ELL ED D ATRIED BFRIHE %
[THoTWBZ &, Hbh, 28D R, NARMIRELE T & L2 RREEZOHHE 2
{ToTWVWBHZ &,

o [ERRFFIGER 2 FOMHIHEAE T L7cRIZ 4 FLL EOWIREGE DR IRBHE
BT T0D T E, 5b, 2 EIE, JRES ERUE O M AFEWIRIE &2 & T3 AR
DEFRHHE 21T > TN D Z L,

@ BEANDERFREEDEHIZONT

RIS I A B FE T D BMEA NI E S, BERSE O om0, A - %
IR OB P ONERSFE IR 5 G et A FFRNEE LG E OWE
. FRESNITAT DN D IEHINE > TN D Z L,

@ EWEADRRIZ2WT
®-1 BIVEFRBEEOSHSEEIZ B3 3 Eik

R PERR B E O EE R RIE N RAE LZBRIT, 24 BRRIZIRIKHI O T, Ytk X
TEEE R 123\ T BHL L7 BIEAICIS U CARBEEE L O CT ZOFIVEH ORI &4




BERRAEORENY BHIZEON., BEHIZKIGTRERMERINES WD Z L&,

@-2 BERUEFHEIC L 2FEFEELMSICETEHS

AR D 2 MR G L OB e 2 AT 2 EREFEEDNEER =4V > 7
EEDCHERDOA 7 ) —= T HTOERE L IE#ME LA TE DT — LAERIRH 2
SN TWDZ &, B, iAW T, DABE L ZDOFBFEICHSIZAmENT
WnHZ &,

@-3 BHER DZBLRIRICE LT

BIVEH (RYE MR BTN 2 | EAEMEEDAE, O R, Mk, B RARE . KIBXK.
INBS, BEO TR, 1 BBERE, BUEATIR. T, IS TR, mifbrEiase
K. HURIRBEREREE . TMEABRERE . MhRREE. BEE. RIBEE. Mk, BEEDOK
JEREE . ERIARZEARAE, infusion reaction, EEFE7ZRMIKFET, MEKERIEMERE, F5EZ.
g, BEDOHR, SEIRERK, BEORERIR, WERFEE, OEfEE (OEmE) -
RIR - DEEEIANNHESE) . ARZFEREE . NG H M, BEALSE) (Txf LT Yakhiar X3l
BRI O BRI 2 5 EAN & U (RUWER O ZWroxt eIz U THRE R OSH
EZTONLEMCHD L), EHITHEUIREN TE DEHINES>TND Z &,
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5. xR L s BE

(G ohEICBE 2 21E]

O BRI R IR R O BE T B W T, AFIOGMERREES LTS (K
RERICBW TR E SN BB OFEMIT p4d Z200), 7272 L. JFISEHRALIZ K 0 AF D
AIMENRI DHEAN TR SN TVS (p5~6 M) Z b, Bk - RERES
IZBWTIL, IRATHIBIERIEIE 2 & 2 . RAILSORERIUE L BE T 5, £z,
CDDP % & Tefif B BIREIEE O 72 W IR U 5 BEAFIAHR & Ll U 7= A 0 A %)
PEIZARATH D Z L) CDDP %0 [ RPUEMEEEANC L DI1RFED AIRe 6
XIS OIREE BT 5,

@ TRUIEEY T 5 BE T 2 ARENOE G L OME T EIZ DN TIL, RFIOF D
MESLINTEHT, REIOERGXG LRG0,
o (fhOFUENEEEA] & OO &S
o firAETMHBNREE L LT oS
o IRIGUIBRABERBE T DG

(2t BE4 2 5]

O TFTRICEZYTLIEZICOVWTIEIARAORENERE SN TWDLZ &b 5 %21T
Dipnz by
o KA LSBUE DB D & 2 B3

@ TBEATOFHHIZIB VT FRRICHEY T 2 BF IOV TL, AFIOHEGITHER I e

N, MOIEFERPUE R 2 WIGEICIRY | EEICARZHEHNT 52 2ZBETE D,

o [WEMMZEEROEGI IIBEEDOH 5 BE

o M AR A CRHVE R 2 58 6O D B K ONEENME O U BRI g 2 S0 G it ¢
FEDONNRIEMEZRAL N DD B

o HOREEBOEDE UTEMEARF L <IXFRMEO B iR B OB EREO
oD HBE

o ImEIRBAEE (& MEBMBREREZST) ObLEE

o FEBEORYIIMRE AT L BE
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e ECOG Performance Status 3-4 0 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,
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6. BEIZELTHEITNEFH

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

TRIEBRLRIZIENE D | B UTZ OFIBEIAH IR Ot 2+ L, RE 215
ThobETHZ &,

FREWEHO~H T AL MZOWNT

@

@

MEMEEEN D oD ZENH DD T, AFIOEEIZH 1= > Tid, BKRE
W (REWL IARIEE, iZmk, FEEVE) ORERE M O X Sl A o i, Bz +5
IZATH 2 &, Fo, MBS U THE CT, i~ — I —FDMm&%Z T+ 5
Z &,

AFNOFEILEE D infusion reaction (2 2 CEARRHI T4 %D T 5 U
i %AT>7c L CRRMET 5 2 & £72.2 B B LR O AA$ 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFFEGH K OARA G T #IT A Z A
CERRET %, BEORBEL 2B T 52 L, 70, infusion reaction &
FHLLICGA IR, R TOBELOERD ERIZEIE T 2 £ CHE - 08l
T5HZ &,

ORI REIR . TRAEERT R ORIBREERH 5O 2 B8 HDH DT,
AFN D ¥ 5B hERT M O G- B T E IR N0 sk rE iR & (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY | BEORERISITERT 5 &5 2 bildikx IR BOW e
DHLLNDZENDDH, BENRDONTHGEITIL, BELEFRIIS UL
B 72 05k & BRBR 2 Ff D[RRl & i U Cal bl 2 B nRe W 21TV 1A o5
FOSIT X 2 BWER 2 o 2 355 1id, ARFNORIE T I, KR ORIE RE A
NEHOBRGEELBETDHZ L, B, BIERERLVE L OFREIZEVREIE
A OUEERFRD IR WIGEITIE, BB RE AV o LISt o Sz il Fl o8 in
bEETD L

PR TR, BB S8 ARRE L T LEWERDBET 2 Enb 57129,
AR OEEHETHRIZRWEMORBBUCH2ITEET D 2 &,

1 BRUOBE R (BIE 1 BUEIRW 2 2 de) b bbiv, BERPMES F 7o R— X
IZEDZENHLOT, Hig, Bl NRH-FEOEROR B MBEE O LA 12+
SERETAHZ &, 1 BBEREN DN -G ICiEREEZPIE L, AR 8l
OB GEOBHE RAEZITH Z L,

BIERF I, BFARE, IFgRERES . TR, B{LMERE RPN L bND 2 EndH D
DT, EHHIITHEREREZITV., BEOREL+2IZBET 2 &,
SEINERNHLDOND Z LN DD T, RO OF M Z C NIRRT D
Z L, Fel IROBENRD bNGAITIE, EONIEREELZZ2Z2T 2 X
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IERFEIRETDH I &,
@ AFNOEKRABRIZBWNT, BEBRBAS 96 HEETIX 12 AL, 96 HAND
160 HHEH ETIX 16 T &, ZNLIEIE, 24 8 Z L IcAEMEOF Al #4T > Tz

Z L ERBFIC, ARG TIIEHRICEGRE THROMEREZITI 2 &, B, K
HoOBEHEIL 12 W HETET 5,
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