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AR ERE 120 mg, A7V — R K EHE 240 mg)
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1. IILBIC

RIS OF M « ZRMEOMEROTZ DI, U SCEFIZE S W2 E AR RS
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFHN 72 5T B E R
FPEIRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
PR & 72 o TR Y RRIFMBGEE & YR O BT EE 2016 CEAL 28 4F 6 A 2 H MR E)
IZBWTYH, EHNERNEOHERHORE(LHEZXS Z L L ShTnd,

BORVE AT ESR L, KB ERASCL ST 0 7 7 A VB O ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
MHEIMOBEZMLZIT 5 2 EnHIfF SN BT LTHERT 5 & & bic, BIfE
RN FBL L 7B I B 2t & & D 2 & AN AHE /e — 1 O B i 7= 3 R S BE i A
THZEREETHD,

Lo T, KA RTA4 Tk, BRBEMESLZNE TILELN TV D EFITFR -
BEE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EERE R~ T,

I, RIA BT A %, MSIATBAE NEIE G ERE IR OHE, ASEEEANRR
BRI o, —AFEENE N A ARBRIRNBHE S FEdR B FTEENE A B AR P2 &k O
—MRFERETEN B AR ZRF 2D/ 0 b LR LTz,

RGe L I HEIRS, - A VR ERE 20 mg, A7 U — R SEETE 100mg, 4TS
—REIEEE 120 mg, A7 Y — RSN 240 mg (— %4 - =
M~ 7 (Bl FH#z))

R ERDETNE © CIBRAREZRHETT - FRFE O IR/ INA R tiee

MBERDAERORE - BE. A=A~ Bt z) & LT, 18 240mg
Z 2 JEMIRINE S 1 0] 480 mg & 4 3 W RI6E C AT 5,
i OHFEEMEIESG A & O 25813, @E . AIZE=RLr~7
Bz /M z) & LT, 118 240mg % 2 @RI REIRE X1 1 5] 360
mg % 3 MR CRMEERET 5,

B I 5B 3O/ NERERA T ERRUAAE




2. FHNORK. VERBF

F 7Y — R T 20 mg, [RLAEEE 100 mg, [FAGEETE 120 mg K& ONF] s ifsiE:
240 mg (—fi%4 - =R~ 7 GEE M), LT, TARA) Evd,) i, hEFPSES
TEMKSLEAZ LYy 7 24 BT VAR e Y —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 1%, &M L L72Y 38k (T A, B MR N F 2 7% 7 —T fifn) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i Bh I IE & BUZHIEET 2 2
T ICERT 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U K (PD-LI1
K OVPD-L2) EfEA L. U SERICMEINES 7L R LTV o REROIGTE L IRREZ
BIZHRET L TW5d, PD-1 U W RIFHURE SN B b O & 22 G/ 588
LTk, BMERAMEEE) LU LB TS PD-L1 OFEBLLIEDELF
HH & OMICADHBEBFRN & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFHEEI N, BB L EEMAHRIZI T D PD-L1 ORI LI O
ALEWIR & ORI EDOFBARRN & 5 & DS 8 2% (Sci Transl Med 2012; 4: 127-37)
X 51T, PD-L1 Z @5 H S E 723 AMiaiE, PUsRFER CDS Btk T Hifa ol fafs
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
SEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 7> RERE&IL, 23
AR TURRF A7 T MR O OBWEFEZ BT 2HFD—2 L LTEX LT
Do

AFNZ, FEHRBROFE R S PD-1 OMfasEE (PD-1 U 7 o RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X D, BATURFFRN e T kDI
PEA K O AABIRNE k9 2 ARIRE TG M 2 58 T~ 5 2 & TR e PuiEgsh iR 4 o~ 9
ZENHERR STV D,

IS O AN | AFNTEMEIER )T 2 B 2R EIC R0 55 b0 L MIfF S,
e/ B At & LT BRI A FEhE L. A bk, Zat kOB R
i,

AFNO R 3 < I D RAERGIC & 2 BIERSN & b b, B XTI
D RN B 5o AFIOE PR OB GHITIE, BFOBRL AT, BEIR
D BTG AITIE, BB L HGUTIE U B 2 ik & B8R & FE o R Al & L Coil
228 RIB M 2TV, B OSIERIRIC L D EIWER A DI 2 A3, BIBRERL
LRI OB GEDOHEY LB ZIT O LERD D,



3. BRERAE
UIBRANHEZR AT - AR OIE/NAEAE (R ERE L OFER - ERE) O7KGRREICRE
i 247 > 72 22 B A B BR D Rl AE 2 R T,

(0]

VRN )
O EWE DB (ONO-4538-05 #ER)

7T FF A B0 CFRIERE AT A URARRER B H/ IV IR O R R

/5% (ECOG Performance Status 0 X TV 1) 35 il 5512, KAl 3 mg/kg % 2 @R
ThUmEE L7c, FEFHMIEE TH 5288053 (RECIST A 74 & 1.1 IZHESL< F
JHIEIZ LD CR UL PR) 13 25.7% (95%(EHEHXH : 14.2~42.1%) Tholz, 7ok, F
AR E L7 BEEIX 9.0% Th o 72,

© WSS IFERER (CA209017 #%%) (N EnglJ Med 2015; 373: 123-35)

7T F SR h G b FEERE 2 A T D UIRANREZR B 1/ IV SO O/ F B
JEEE (ECOG Performance Status 0 TN 1) 272 il &z xt8c, FeX 2% e L
T AR 3mg/kg % 2 I RIBE CAMERE L7z ORFIEE 135 1], K& 2 208 137 1),
FEMEEE Th H2AEFH (BLTF. ToS) Lv9o,) (Fhofll [95% XA 1%,
AAIET 9.23 [7.33~1327] BH. FEZXEBARET6.01 [5.13~733] WATHY,
AAHNE R & XK LREHPICHBERIER 2R LTc (O — RE 0.59 [96.85%15F
FEX A : 0.43~0.81], p=0.0002 [J&5! log-rank F/E]),

1.01

0.91

0.81

0.7 1

0.61

0.51

0.4

Probability of Survival

0.31

0.21

0.1

0.0

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

KR

135 113 86 69 52 31 15 7 0
FEs2% )L EE

137 103 68 45 30 14 7 2 0

1 0OS OF RN D Kaplan-Meier #HiBR (CA209017 38r) (FlEALIN7-£EH)
4



(FER ¥ B Rz )
@O ENE TR (ONO-4538-06 #5i)

77 FFRH e GO LT RIERE 2 AT 2 U2 B B/ IV XTI FFR O IERAE
B (ECOG Performance Status 0 X UM 1) 76 il 25512, AH 3 mg/kg % 2 1 fHI[H
bR C AR EHE Lo, FERHMIEE Th 528405 (RECIST A K74 » 1.1 fRICE-S<
PRI XD CR XUE PR) £ 19.7% (95%(5#EX[H : 12.3~30.0%) TH-o7z, 728,
FAMNIRE LTZBEIE 9.0% TH > 7,

© VEHMEIFARAER (CA209057 #XER) (N EnglJ Med 2015; 373: 1627-39)

7T F R G AL TFIERERE A2 AT D UIRANREZR OB H1/ IV U OIER - L
R (ECOG Performance Status 0 &N 1) 582 fil & %512, KX Fkv/L2xtiRE
LT, AHI 3 mg/kg & 2 MM TR eE Le (RAIRE292 1, RE&FE/LEE 290
B) , EEFHIEE TdH D OS (HFIAE [95% (5 FAX [ ]) 13, AFIRET 12.19 [9.66~14.98]
IH., REZXEAEETII6 [8.05~10.68] WA THY , AANL NEFFE/MITH L
FHEMICHBRIER 2R LTz (Y — R 0.73 [95.92% 5 #EIX [ : 0.59~0.89], p=0.0015

(&5 log-rank fRE])

1.0 4

0.9

0.8 -

0-7;

0.6 -

0.51

0.4 -

Probability of Survival

0.3 -

0.2 SR - o, :
T 90o-0
0.7
0.0
L e e e T
0 3 6 9 12 15 18 21 24 27
Overall Survival (Months)
Number of Subjects at Risk
AFIB¥
292 232 194 169 146 123 62 32 9 0
Fea% L8
290 244 194 150 111 88 34 10 5 0

X2 OSSP FEfENT D Kaplan-MeierHi#R (CA209057388) (BWIEA(LIN L)



Probability of Survival

Number of Subjects at Risk
Nivolumab 3 mgrkg

Docetaxel

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

(PD-L1F& BLAR IR D A 50 Mo Oz 424:)

WA ARG (CA2000173858 2 INCA209057:88R) ICHLAAN BNT-BEDH b,
HEIEAHAR I W TPD-L1 2 3 8 U 7- AL S b 5 E1A (LR, TPD-L1F&HLHE ] &
V) T DIERDE LN OBE DT — X ZH-S & PD-LIZEBLERBNTHEREIC
SR 24T > T2 B M OV MO RIZLL T D LB Th o 72,

ARMEICE LT, R B T, PD-LIOFEHRRKICL ST, FeFFRaARELt
12 U CAAKIRE COSHIER T A 2370 b v,

FER V- _EROE TIEL PD-LIZE B BN1% A DA R X VR & IZIERBROME TR
ThoT= (TX),

B, R LRE, RV LR L B, PD-LIORIHRICL 6, AHlOZEMES
777 A VLR TH -7,

0.6 Y
T
0.4 »"-L-H,__H_\_H_\-‘—

.rl

o

2
1 i
&
o

=)
o ¢

o

=)
bl
o

T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24 27
Overall Survival (Months) Overall Survival (Months)
Number of Subjects at Risk
Nivolumab 3 mg/kg
108 82 70 60 48 39 26 17 4 0 123 9% 8 ” 73 65 27 13 5 o
Docetaxel
123 102 80 61 44 36 13 4 3 0
* Nivolumab 3 mg/kg (events : 68/123), median and 95% CI : 17.15 (12.09, 20.63)
9 Docetaxel (events : 93/123), median and 95% CI : 9.00 (7.10, 10.55)
Hazard Ratio (Nivolumab 3 mg/kg over Docetaxel) and 95% CI : 0.59 (0.43, 0.82)

101 87 69 53 38 30 13 S 2 0
Nivolumab 3 mg/kg (events : 77/108), median and 95% CI : 10.41 (7.29, 14.26)
Docetaxel (events : 75/101), median and 95% CI : 10.09 (7.36, 11.93)

X3 CA209057 B D PD-L1 HEHEH|TD OS O HESFHT D Kaplan-Meier HifR
(£H : PD-L1<1%DBELF. AKX : PD-L1=1%DBEEM)

@ EFELFES MRS (ONO-4538-52 #5R)

{LZIRIERIBR D EGFR s 1A RIEVE, ALK Bl A B s 1 FEVE &L O ROSI A5+
EMEDUIBRRRE R LT - FRRE O IER A R IR N a ifiges Fe 3 550 61 (H A N FRFE 371 f1
Zate,) BRI, TITEREANRNY A~T (BaFl#z) CLIT, ("R <=7
L9 ,) KO T F R EETCEERIEOAE G E B E LT, ABILE ARV
~ 7 kO T F R & Gefb e L oS- (BUF, INIVO/BV/Chemo] &9 ,)
DAIME R V222 B L7z (NIVO/BV/Chemo™ BE 275 1], *FHEEE 275 #1), LHGF
B B Th 2 WEAFIM (BLF, TPFS) L9 ,) (Pl [95%FHEIXRET) (X,
NIVO/BV/Chemo #£ T 12.12 [9.76~14.00] 77 H . xtH#E T 8.11 [6.97~8.54] W HTH
Y . NIVO/BV/Chemo X7 T R &~ X< 7 NS T FF 8K % 5 Tt F s 0 Of

6



Gk URERHFFICHE B RIER 2R Lz (N — R 0.56 [96.37%[5#E X[ : 0.43
~0.71]. p<0.0001 [J&%! log-rank fE]) .
*1: AH 360 mg K OMLEREE % 3 IR0 TR Lo, (LB, AARTSF <2
XV NVFONRN AT % 3EBZ 1A 7VELTRR6YAZVERL, 6 V171D
LZEFEE M IEAF B O8Ny X 7 O GAC & D HEREE b EMATRE & LT,

100

80

60 - NIVO/BV/Chemoit

Progression Free Survival

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

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

X4 PFS O HEENTE D Kaplan-Meier Biff (ONO-4538-52 3X5)
(EVEBL S 7-2£H., NIVO/BV/Chemo #f & %HFREE & DELER)

(PD-L1ZEEBLR B DA M o OV 4 1)
[EIES (A 25 AR 3R BR  (ONO-4538-527i88R) ITHAAN O NTZEBEDT — X TS X,
PD-L138 B R BN R RN IRENT AT > TG IMER L E2MEORRIZILL T LB 0 TH

272,

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

7% 1 PD-L1 ZHRF D OS :BIBATRFOFZIME (ONO-4538-52 B3ER)

0S
PD-L1 &3 BeHRE Bil%x i [95%ClH] NP — R
(B A) [95%CI]
. NIVO/BV/Chemo 115 31.01 [23.13, —]
0, S )

1A BV/Chemo 115 22.60 [18.63,29.44] 076 [0.52,1.10]

NIVO/BV/Chemo 155 30.78 [25.99, —]
1%LL | ’ 0.69 [0.50, 0.95
oL BV/Chemo 155 24.67 [19.09, 29.34] : ]

— HEEARRE, ¢ REBEALERL LT Cox Heffl Y — FEFET v



R PRz g M O i - Rz )

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

(LB ARIBIR D EGFRIE AR 128 B2 M ] QALK &8 5 1 B2 O UIBR A BE 7o 1T -
RO NMAEiTERETI6] (BAARNBESOBIZETe,) ZRt%RIC, 77T 8K E2E
b FREOI ARG ZRE LT, Al A ) o~7 (B rf#az) (CIF, T4
U AT End,) KOTTFF8GH 25 b FREE O (LT,

INIVO/IPI/Chemo | &\ 9, ) DA ZMER VL2 M 2GS L7z (NIVO/IPI/Chemo ™' #£361
i), o B2 HE35841) , FEEFEA A H T 5 0S (FF I E [95%F 48 X [l ]) (3. NIVO/IPI/Chemo
BET14.13[13.24~16.16] 7 A . X HBEET10.74[9.46~12.45] 7 A T& ¥ . NIVO/IPI/Chemo
137 T F KN % G T LA RIEO G R GCk LRI B R IERE AR LTz (N
— FH0.69 [96.71%(ZHEX[# : 0.55~0.87]. p=0.0006 [J&5!log-rankffE]).,

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

*1 : AH) 360mg % 3 BRI, 1 £V A~ I mgkg & 6 AR & OYLF5IEE 3 8 R M
B U7z, ALZAR0RE, LA URSE EROE UTIERE ERE) (IC SV bpes (R R
Jit  AINVKRT T FURONRZ Y ZXtE, ERFELENE : IVRTTF XTI AT ZF R
NARNLFER) &, 3EEE LA 2L LT 2 A 2 AER LT, 2 A4 2 AT, AH
BOA BV b~ 7 % ST LT,

#2 : RERE R RO SULIER - BRI 1233 % . NIVO/IPI/Chemo A & [F] UAL &L % 3 AR
EAIVAINELTAYA I NVERL, R ERBEIZOWTIE, 4 A 7 VO(LFFEE
TR N Ll RIS K DM D AL LT,



-
o

o
©

o
o

NIVO/IPI/ChemoEE

e
~

0.6

0.5 _
0.4 xR e

OB

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/Chemo#f 361 325 292 230 129 46 16 1 0
it 358 318 259 183 94 39 12 0 0
BI5 OSSO H[EfiENT D Kaplan-Meier #fif% (ONO-4538-77/CA2099LAFER)

(FERLSh-8H)

@ [EFEL[E S AR ER (ONO-4538-27/CA209227 #-5%) (N Engl I Med 2019; 381:2020-31)
(Part 1a)

(LEEIRIEARTEE T PD-L1 FHLERN 1%L B> EGFR &5 28 RIaME R O ALK e
BEFEMEOUIBRAGE LT - T3 O/ NEIRfitE B 793 61 (A ARNBE 89 il &
te,) ZXRIT, 7T T HAZ G TRIEOHE G ARRE LT, KAl A Y
LT DAL (LLF,. INIVO/IPL] &\W95,) OFMERNLEEMEE R LT

(NIVO/IPT™ B 396 i, xtH™2 #E 397 f5) . AsBro FZFHIHEE TH 25 0S (Rl
[95% (5 #EIX[H]) (%, NIVO/IPI #£ T 17.08 [14.95~20.07] © H . xtIREET 14.88 [12.71
~16.72] 7 H T& Y | NIVO/IPI (377 FFHH % & e b A ATk LR PRI &
IIER AR LTz (N — REE0.79 [97.72% (58X : 0.65~0.96], p=0.0066 &% log-
rank fRE]) o
*] . &K 3 mgkg & 2 BRI, « © U A~7 1 mgkg % 6 8RB CARMEE L,
¥ TR (R RO IR ) (SRS bRE (R R« IR TS F o U
VATTFURONT AR, ERELEE  IVRTTF IV ATTF RO A b
FER) &2, 3BEBE 1A I7LELTA T A7 VERL, ERELERBCONTIE, 447
IVOALEFEFREHBIT A N LF Tt RIC K BMEFpRE L B TRE L L,



1.0
0.9
0.8
0.7
0.6
0.5

0.4 /-L‘u —g
0.3 )

e T
o HREE gy g

St 4= =i

NIVO/IPIEE

0.2
0.1
0.0

Overall Survival Probability

T T T T T T T T T T T T T T T T T T T T T T

0o 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Number at risk Time from Randomization (Months)

NIvO/APIEE 396 341 295 264 244 212 190 165 153 145 129 91 41 9 1 0

S HRHE 397 358 306 250 218 190 166 141 126 112 93 57 22 6 1 0

X 6 OS ® Kaplan-Meier Hi#t (ONO-4538-27/CA209227 3RB& Part 1a)
(EfERL I T-4£H)

(Part 1b)

(L IEARTAE T PD-L1 FEBLEN 1%A 22D EGFR &5 1A REM L Y ALK @A
AP OUIBRRREZRHETT « TR O IR/ NIRRT B8 550 5 (A ARNEBE 79 Bz &
te,) ZRRIZ, 7T TFF A ZEZTCFERIEOIAE G 2R E LT, KHlE7TT7F
FHH 2 E T EE & OO S (BLF, INIVO/Chemo) &5 ,) KT NIVO/IPT @
BN R OV 4 & ft L7= (NIVO/Chemo™ £ 177 i, NIVO/IPI #F 187 #i], *FREE 186
#il) . ARBRORIKFAEH O—>Th Y BRI E D x5 Td 5 NIVO/Chemo #f &
KREFED PFS (HR L [95% (5 HHX fHT]) 1%, NIVO/Chemo #£ T 5.55 [4.63~6.90] %7 A |
XITHRHET 4.70 [4.21~5.59] B A TH Y, NIVO/Chemo 137" T FF 8A| 2 & T ek i1k
(X URERH IS A BRI R 278 LTz (O — R 0.73[97.72% 5 #HIX M : 0.56~0.95]
p=0.0070 [J&%!] log-rank f&7E])

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

*1 : AH 360 mg & 3 IR ML FEiE4 3 R C AR L, (LT, M R
bRt IR L) TSV ALEEE (RELEE  AVRT I F VAT T T
VROV LA AV HERELEEE  INVRTZF NIV AT TF RN A L% E R) &
3EMAE 1Ao7 LTAY A7 AVERL, IERFE LI OWTL, 4 34 7 Ok
FEREABICARI O R b Lt RIS & 2 MR R b TR L Lz,

10



1.0
k'
2091 1
£ 08
=
o
£ 07
S 06
5 "
% 05 NIVO/Chemo##
Q
E 0.4
503
g 0.2 s \
2 . PR, v
£ 0 S FREE AT o SR
00 4
T T T T T T T T T T T T T T
0 L] 6 9 12 15 18 21 24 27 30 33 36 39
Number at risk Time from Randomization (Months)
NIVO/Chemo®$ 177 135 73 48 37 29 19 15 10 10 7 4 1 0
popiichisa 186 121 57 22 18 13 8 6 S 3 0 0 0 0

7 PFS ORAEMRHTIRFD Kaplan-Meier Bift (ONO-4538-27/CA209227 3Bk Part 1b)
(EEAILENT7-EH. NIVO/Chemo B L X HREE & D H#)

F7o. HEFERRERR ST SN o b OO, PD-L1 FEHEN 1% 0 BE
(23T NIVO/IPL B &t FREED OS (A [95%(EFEIX[# 1) 1%, NIVO/IPI BET 17.15
[12.85~22.05] 7 H . *HBEET 12.19 [9.17~14.32] WA THY . NIVO/IP1 (X7 Z FF
BUHN 2 G T b PRI LIER A 28 Lz (O — R 0.62 [95%(5HEX ] : 0.48~
0.78]. BRERMIZ2MRATHRER) .

11



[Z241%]
R bR )
OEWNE DR (ONO-4538-0575)
BEFGIL 33/35 il (94.3%) IZERD BV, KElE ORREBEFNEE TCE VWA HHR
G213 24/35 5] (68.6%) IZ#RWD HALTz, FBLHEN 5%LL EORWERIZTRDO LB ThHo
776

#£2 BEHBNR5%LL EOEIWER (ONO-4538-0558%)

FRE RIS HH BilE (%)

HARGE 35 45

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

2 ifn. 2 (57 0 0
N 3 i e

B CLoa Pk FR AR 2% 2 ( 57) 0 0
AP

i 2 (57 0 0
L 3 ( 86) 0 0
—f - BHFEER L O SEAOIRRE

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

W AEUE 2 (57 0 0
7R

TANRTXUBT ) N T AT =7 —8HN 2 (57 0 0
M7 V7 F ok AR F - —F 2 (57 0 0

U L REREORD 3 ( 86) 2 (57 0
AR L Ok E

BT V7 2 v fE 2 (57 0 0
BAHOR 5 (14.3) 0 0
AR X O ARk R

B EiivRg 2 (57 0 0
PR R P

RIS = 2 — /T — 2 (57 0 0
RO AR, B ES K OMHERR

il £ i 2 (57 0 0
KB KO TRk E

SIERR R E 2% 2 (57 0 0
HLBE 2 ( 57 0 0
F95 5 (143) 0 0
BEIR Bk 5 2 ( 57 0 0

7ok, RMVEMEATERE 2 6] (5.7%) . KK - HEO FF 2 6] (5.7%) | #hffES (%
T v NU—IEERESE) 341 (8.6%) . NTFEERERETE 2 5 (5.7%) . FUIRAREEGERET 3
(8.6%) . RIEHEREREE 16 (2.9%) . BEEREREE (RANEHIEMEBRE) 141 (2.9%)
J Ninfusion reaction 2 {51 (5.7%) 23a8@ Hivlz, £/, BEOKEREE (K EREIRE
ERE, ZIEALBE, FERHIESS) | FERMREREE. 1 BUBERFG., BER. FAER B E,

12



Wik - BAISEZE . 2 & 5 A OULR R AR B b T2, AR BRI B
% (ERREMRN 2 AD) &GDRIHRETT,

QA MARRER (CA20901778%) (N Engl J Med 2015; 373: 123-35)

BEFGIIAFIRE 127/131 6] (96.9%). F& & Fw/LEE 125/129 ] (96.9%) (2788 &
oo AENE ORFFEBRPEE TERWAFRRIT 76/131 i (58.0%) T8O B, J
BN 5% LORIERIZT TEDO LB THoTz,

F3 RIBEDN 5% EORER (CA209017 FRBk)
H% (%)

CERIPNG

(ﬁ?@im 17.1) ?Z?UE

¢ ver.Lf. 4 Grade Grade 3-4 Grade 5
2FIER 76 (58.0) 9 ( 6.9) 0
H NGk

T 10  ( 7.6) 0 0

L 12 ( 92 0 0
—f% - EHFEER L OGS EAMOREE

I E 13 (99 0 0

9 57 21 (16.0) 1 ( 0.8) 0
R L O EE

AR 14 (10.7) 1 ( 0.8) 0
T E KRR L O A HRRESE

FAfim 7 ( 5.3) 0 0

7. HVEMEMEE 6 B (4.6%) . RIGK - BHEED THI 11 61 (8.4%) . FhkFEE (%
T v NU—IEGERES) 1361 (9.9%) | IFHEREREE 4 61 (3.1%) . HUIRMRHERERET 5
(3.8%) . BEHREREE (RMEMEMEEX%) 461 (3.1%) . EIEMNEIIE 141 (0.8%)
M WNinfusionreaction 1 f5] (0.8%) MF» bz, £/, BEEOKEEE (FEREIRE
fERE, ZTEALEE, FRHIES) | TEARHERETE. RIBaEmRE, 1 BUERp ., PEX,
e « BEES . 5 E D IR L OB RITFRD D ie o 72, AREIVEFAZ BRI TR

% (BRREMRT 25T) 2E0EHEREZRT,

(FER - bR )
OEWNE TR (ONO-4538-06:4k)

HEERIX 75/76 i (98.7%) T8O B, AF| L ODRRERNEE TCE W ER
G213 64/76 5l (84.2%) (TR BTz, FEBLED 5% UL EORWERHIZ TRDO LBV TH-
776

13



#£4 BHBNR5%LL EOFEIER (ONO-4538-06548%)

SRERIRHE B (%)

HEAGE 76 {5

(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

(EEA 5 ( 66) 0 0

T 4 ( 53 0 0

LI 8 (105) 0 0

AN 4 (53 0 0

I 4 ( 53 0 0
—i% - EEREER X O SO RRE

I 57 9 (11.8) 1 (13 0

PR 11 (14.5) 0 0

FEEL 11 (14.5) 0 0
BRI AT

U U SERER A 6 (79 2 ( 26) 0
Rtk L O EE

(9wl VRN ik 4 ( 53 2 ( 26) 0

RARR 11 (14.5) 1 (13 0
PR R

FEIED F 4 ( 53 1 (13 0
M SR, MOERES K ONERm P E

R P i R 4 ( 53) 2 ( 26) O
FRGE K O TRk

D FENE 6 (79 1 (13 o0

W% 11 (145) 0 0

SRR I 4 ( 53 0 0

¥, MM EAR] (5.3%) . KM%k - EHEE D THI5H] (6.6%) . FhikkEE (¥ 7
v N L—EERESE) 1041 (13.2%) | IFRERERE511 (6.6%) . F IR IR RERR 1041 (13.2%) |
R RERERE E 1] (1.3%) | BFEEREREE (RME TR EMEE 25%) 461 (5.3%) K Utinfusion
reaction 35l (3.9%) 23D LTz, F7o, BEOKERFEE (REMEIEGEEE, 2L
B, BOROEIES) | TEEHREREE . URUBEIRIN, WEZE. EIEMIEAE, AR - BEEK
5 E D PR OB RITFRD B2 Do T, REWERAFBURILIZEE RS (AR RE M
WA E) 2B UEERETRT,

O/ EEIIARRER (CA209057 78#%) (N Engl J Med 2015; 373: 1627-39)

B EFEGIIAKIRE 280/287 1] (97.6%). Rt & Fw/LEE 265/268 5] (98.9%) (2388 5
AU AHN & DRIRBRAEE TERWAEFEFRIT 199287 il (69.3%) (258 bl
FEEBLRD 5% L, FORWERIZTRDO LB THolz,

14



F£5 FERP 5% LEORMHER (CA209057 3RBR)

p—
BRI .
=h.
(%ZEE)EII?A/J ver.17.1) 287
T 4 Grade Grade 3-4 Grade 5

2REIEH 199 (69.3) 30 (105) 0
PG WA R

FFDR AU RB AR T i 19 ( 6.6) 0 0
B IEREE

T 2 (17 2 ( 07) O

TN 34 (11.8) 2 (07) 0

Mg - 15 ( 52 0 0
— % - 2FREER OGN ORRE

I ) e 29 (10.1) 1 ( 03 0

9 57 46 (16.0) 3 (100 o0
Rt L O EE

BARR 30 (105) 0 0
AR L OV ARk

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

% 9 FEE 24 ( 84) 0 0

W5 27 ( 94) 1 ( 03 0

7, MNP R 10 6 (3.5%) . KMk - B D T 22 6 (7.7%) | fhikleds (%
T v NUIEREE) 26 1 (9.1%) . IFBEREREDES 15 6] (5.2%) . HRIRBEREREE 27
Bl (9.4%) | BEHEREREE (RME BB RE) 761 (2.4%) . 6% - #2141 (0.3%)
J O infusion reaction 8 5l (2.8%) 23FD Hivlz, Fiz, HEEORLEREE (K EREIRIRE
ERE, ZIEALBE, BUOEIESE) | TERAHERE, RIBMEERE. 1 BUHRE, FER,
FIEFEAE, S E 9 R KO RITED Divieio 7o, ARRIVEMZEBLR LB
% (WRREMRT 2E5T) 2E0EHEREZRT,

OE BRIL[F 2 MAAFAER  (ONO-4538-52 #l#)

HEFEGIIAFIGEA (NIVO/BV/Chemo) £ 271/273 1] (99.3%) . % BEHE 275/275 1 (100%)
Wb bz, AAIGFH (NIVO/BV/Chemo) & DR FEEBGNEE TR WAERSRL
269273 B (98.5%) |ZFRD LTz, FHLEDN 5% EORIWERAIZ TRO LB ThoTz,
£ 6 FEHER 5%ULOBIER (ONO-4538-52 3ER)

%L (%)

[slap="4 3
ﬁi’jﬁi% H AFIGEH  (NIVO/BV/Chemo) #

S 273

(MedDRA/J ver.22.1) 4 Grade Grade 3-4 Grade 5

2EIEM 269 (985) 201 (736 3 ( 11
FERE R KOV PR ARRE

it A 143 (52.4) 0 0

W% 81  (29.7) 13 (48 0

Z O PEIE 48  (17.6) 0 0

BER BB 30 (11.0) 12 ( 44) 0

SIERR R 2% 19 ( 7.0) 1 (04 0
PR R MR

KRR =2 —m T — 120  (44.0) 3 (1) o

15



K= 2 —m RF— 59 (21.6) 1 (04 O

SN 32 (117 0 0

BER 15 ( 5.5) 0 0
A7

I HRER B 116 (42.5) 87 (31.9) ©

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

MR 59  (21.6) 16 ( 59 0

TANRTGEXUEET ) b T AT =7 —E 24 ( 898) 2 (07 0

TI=vT ) NI AT 27— 20 (73 3 (11 o

27 v =880 16 ( 5.9) 1 (04 0

EEN 15 ( 55) 0 0
B IEREE

{551 85  (3L1) 3 (11) o

L 68  (24.9) 3 (11) o

T 50  (18.3) 5 (18 0

A% 50 (18.3) 2 (07) 0

Mg - 21 (71.9) 0 0
MR LY R EE

2 ifn. 78 (28.6) 15 ( 55 0

At H BRI E 53 (19.4) 43 (158) 0

FEENME AT H BRI 43 (15.8) 41 (1500 1 ( 04)

I BR e iE 26 ( 95) 13 ( 48 0

IR E 18 ( 6.6) 4 (15 o0
AR X OV ARk

B iR 69  (25.3) 0 0

5 P 66  (24.2) 0 0
—% - EFEER OGN ORRE

R 68  (24.9) 1 (04 0

FEEN 40 (147 2 (07 o0

9 57 19 ( 7.0 2 (07 0
RO AR, B ES K OMERR

i 43 (15.8) 0 0

Lo b 34 (125) 0 0
R L O EE

BAEIE 81  (29.7) 8 (29 o0
A8 P

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

BEAR 65  (23.8) 13 ( 48 0
bRl

RO B A REAR T 26 ( 95) 1 ( 04 0

R A e U E 15 ( 55) 0 0

BB R RE R4 14 ( 51) 4 (15 0

¥, PRERREE 211 61 (77.3%) | BREUTHREMRIE/ X AT —92 5l (33.7%) . HER
I B 43 151 (15.8%)  HIR ARFERERR 39 151] (14.3%) | FEFE D Fz Ji ks 36 f51] (13.2%) |
FFREREREEE 35 (1] (12.8%) . BHEEREREE 20 (5] (7.3%) . VRV 19 61 (7.0%) .
K2 = /N d - BEE D T #0119 4] (7.0%) | EIFEHEEERE S 14 41 (5.1%) . infusion reaction
13 151 (4.8%) . TEEMAHERERR S 5 41 (1.8%) . AiZk 4 5] (1.5%) . DoisikEs 4 451 (1.5%) |
1 RUOBEIRI 3 61 (1.1%) . FRARMARIERIE 3 1] (1.1%) . FEALPEARE % 2 61 (0.7%) .
Ege 2 511 (0.7%) . FFZ 161 (0.4%) K OMESHIM 1651 (0.4%) 2358 Hiviz, F7z,
BIEMEES I, (O, BUERTR. IS, MK - Bk, MERERIEMEE, 2. 5
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E D MBS, ARFFERD; K OYEFLITRE D Do 7o, RRIERFEBURDUIEE RS (FRR
MEMRE 2 E) 2GU0ERHERETRT,

O VBB 9 Je O R F-_R R g
DEFR [ M AHRER (ONO-4538-77/CA2099LA #X5R)

HEELIIAFOA (NIVO/IPI/Chemo) #f 355/358 5l (99.2%) . XIFEHEE 341/349 {3

(97.7%) 2R b=, AAIGEH (NIVO/IIPI/Chemo) & DR BEURNTE TE RV
EHEGT 322/358 ] (89.9%) IZRRD BTz, FEBLEN 5%LL EOREWERIZT TR L0
ThHo717,

F7 FEBERD 5% EOBEER (ONO-4538-77/CA2099LA FAER)

L |4 Bl (%)
et AN (NIVO/IPI/Chemo) T
o 358 il
(MedDRA/J ver.22.0) 4 Grade Grade 3-4 Grade 5
EIEM 322 (89.9) 159  (444) 1 ( 03)
MK LR o RREE

2 1 80  (223) 20 ( 56) 0
B R iE 35 (9.8) 22 (61 0
PGy MslE

R A e U E 27 (15 0 0

AR B RE AR T iE 52  (14.5) 1 (03 0
B EREE

fe i 32 (89 0 0

T 73 (20.4) 14 (39 1 ( 03
LD 94  (26.3) 5 (14 0

gL 47 (13.1) 6 (17 0
—fik - REEER LU GEM OREE

) E 73 (20.4) 3 ( 0.8 0
9 57 59  (16.5) 8 (22 0
FEEN 20 ( 5.6) 0 0
B IR AR A

TI=2rT I N TAT =T — B 23 ( 6.4) 3 ( 08 0

77— 18 ( 5.0) 8 (22 0

TANRTGXUBT I ) b T AT 27— BN 19 ( 5.3) 4 (11) o0

Y o—-EHE N 18 ( 5.0) 13 ( 36) 0
R L O REE

AR 56 (15.6) 4 (1) o
AR X O ARk R

B iR 26 (7.3 1 (03 0
5 P9 18 ( 5.0) 0 0
RO AR, B ES K OMHERR

fififig ¢ 19 ( 5.3) 5 (14 o0
B F KO TRk

B 32 ( 89 3 (08 0

Z O PEIE 66  (18.4) 3 (08 0
B 64  (17.9) 5 ( 14 0
BEIR B R 5 18 ( 50) 5 (14 o0

17



Feds. FARTRHEHERTE 74 B (0.7%) | NEHEE 510 (14.29%) | BRECHBARIES 3
/5T 50 ] (14.0%) | FFHEAERET 4841 (13.4%) . K% - /MB% - LD THI 26

Bl (7.3%) . BHERERET 25 5] (7.0%) . BEORERE 21 6] (5.9%) | FEMENMZER
19 5] (5.3%) . infusionreaction 17 5l (4.7%) . RIEEEREFRETE 12 5] (3.4%) . T EE{RHE
RERESE 761 (2.0%) . DEEETE 761 (2.0%) . IFZ& 661 (1.7%) . BEX 461 (1.1%) K&
OFRARMARZEARRSE 1 6] (0.3%) 2538 BTz, £/, HEIEMFESE, L%, ik, 1
RUBEGRI . AR, REALMEABAE 6. Mk - BEMBEAG . SR mikieds, meR & RIErE,
fEitz, 589 B, TEE I L OYEFLITERD v o 7o, REIERISBURDL IS
% (RRREERETEET) 280EHERERT,

@E B[ 2 MAHRABR  (ONO-4538-27/CA209227 #kBR)

(KHIE A Y L~T OO HEE)

HEELIIARIOA (NIVO/IPID) #f 568/576 5] (98.6%) . *IHREE 554/570 %1 (97.2%)
(RO BT, AFIPEH (NIVO/IPD) & ORRBEARPEE T E WA HFHSIL 442/576
BBl (76.7%) ([Z#BD BTz, FBEEN 5% EORERIZITERO LB ThoT-,

#8 FRHBM 5%LLEDOEIER (ON0-4538-27/CA209227 FRER Part 1a J2 Y 1b)

B b [\ BiE (%)
F FADOR (NIVOTPD T
(MedIS?ZA/J ver.22.0) 576 7]
T 4 Grade Grade 3-4 Grade 5

REIEM 442  (76.7) 189  (328) 1 ( 0.2
N 3 i i

RO A RE T SE 48 ( 8.3) 0 0

FRPR BB REA T 72 (12.5) 2 (03 0
B IR E

T 98  (17.0) 10 (17 o
L 57 ( 9.9 3 ( 05 0
—fik - REEER LU SEMOREE

1 9 59  (10.2) 8 (14 o0
9 57 83  (14.4) 0 (17 0
FEEN 43 ( 75) 2 (03 o0
7R

TI=rT I NIRRT =T BN 52 ( 9.0) 19 (33 0

77— 36 ( 6.3) 17  ( 30) 0

TANRTGXUBT I ) b T AT 27— BN 56 ( 9.7) 18 (31 o0

U R—B 0 43 ( 75) 23 ( 40) 0
R L OV E

BN RIS 76 (13.2) 4 (07 0
R L O ARk R

RA i 29  ( 5.0) 4 (07 0
MR, MERES I OVERR Fs

Jiilig & 41 ( 7.1) 16 ( 28 0
FERE R KOV PR ARRE

P2 i W fg 31 ( 54) 1 (02 0

Z 9 FEE 82 (142 3 ( 05 0
2 98  (17.0) 9 (168 0
IR INIRZ NG 39 ( 68) 9 (18 0
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7k, HURHEREREE 115 B (20.0%) | FFRERERETE 91 f (15.8%) | #h#RkEE 51
(8.9%) . [FVEMEMIZE 50 6 (8.7%) . MK MARIE/ X A4 F—38 4] (6.6%) . HJE
D JEIEE 27 B (4.7%) . KIGK - /MEBK - HEEO T 25 1 (4.3%) | BHEREREE 25
5 (4.3%) . infusionreaction 23 5] (4.0%) . TEEMAHEREMRET 19 1] (3.3%) . EIFEHEEE
b 19 B (3.3%) . I 13 1] (2.3%) . DMk 9 B (1.6%) . e 6 1 (1.0%)
1 BOBERIE 4 51 (0.7%) . S &I MK 2 5] (0.3%) . Lz 161 (0.2%) . ik 1 fi
(0.2%) . Mgk - Bl 161 (0.2%) M OFRIRIMILIEZERAE 161 (0.2%) 23388 bz,
Fro. BIEMEGE, ITAE, i bPEIRE 28, B ik, MERE REMRE, Mk,
FE It i S OSEFLIZRRD DAV o 7=, AREIVERFEBUR DI B G (BRI R A 52 5
EEL) BEUDEINERE ST,

(KH & 77 FF8HIE Gtk L OB (PD-L1 ZEL= 1%A O BE L))
HEELIIAKIGEH (NIVO/Chemo) BE 172/172 41 (100%) . % BREE 174/183 4] (95.1%)
(2R BT, AFIGFH (NIVO/Chemo) & D RIRBR A EE TE RWVAFEFZRIL 159/172

5l (92.4%) (238 BTz, BN 5% EORIERIZT TRO EBY THHo T2,

#9 FRHEBHM 5%LLEDOEIER (ONO-4538-27/CA209227 R Part 1b)

B | BilE (%)
ﬁiiﬁijﬁﬁ KAIDFA (NIVO/Chemo) BE
7B [z]=] 172 {@J
(MedDRA/] ver.22.0) 4 Grade Grade 3-4 Grade 5
REIEM 159  (92.4) 96 (55.8) 0
MK LY R fEE
2 f 70 (40.7) 30 (174) 0
I P ER A E 41 (23.9) 23 (134) 0
/N iE 17 ( 99) 7 (41 o0
B IR E
(s 38 (22.1) 0 0
T 17 (99 2 (12 o0
L 67  (39.0) 4 (23 0
A% 14 ( 81) 1 (06 0
Mg 26 (15.1) 4 (23 0
—fik - REEEL LU G OREE
1 9 18 (105) 1 (06 0
957 43 (25.0) 8 (47 0
TR 9 ( 5.2 0 0
FERE D S NE 10 ( 58) 0 0
FAH MR 9 ( 52 0 0
FEEN 12 ( 7.0) 1 (06 0
ERIR IR AT
TI=rT ) NTUART =T — BN 16 ( 93) 5 (29 0
77 —EH 11 ( 6.4) 4 (23 0
TANRTGXUEET R ) b T VAT =7 —EH 10 ( 5.38) 1 ( 06 0
M7 L7 =80 12 ( 7.0) 1 ( 06 0
I R ERER D 27 (15.7) 17 (99 o0
i /IR 21 (122) 11 ( 64 0
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H i BRE R 15 ( 87) 9 (52 0

R L RS
BAHHR 39 (227) 4 (23 0
R F X O TRk
Z 9 15 ( 87) 0 0
IS 26 (15.) 1 (08 0

7k, PR 26 B (15.1%) | BEBUMREMEE/ X A 3T —22 5l (12.8%) . JIFHERE
b 21 51 (12.2%) . FUIRERFERERRT 16 B (9.3%) . BEHHEREE 14 1 (8.1%) . [
BEVERRE 8 B (4.7%) . RIBE - /MG - EEOTHIS B (2.9%) . LHEbEE 5 41
(2.9%) . infusion reaction 4 {5 (2.3%) . FEEDOJEREE 2 #] (1.2%) . OFiZ% 14
(0.6%) . f2c 16 (0.6%) . 17UHESRIH 1651 (0.6%) . AFZe 141 (0.6%) . FIlEHE
REFETE 151 (0.6%) K OVFARIMARZERRIE 1 B (0.6%) 23588 iz, 7o, MEIEM
E, FFARA, B{EIEIRE R, FERAHAEREE, MMk - BEREK. HEERMERRES, M
EREREGERE, AEEE. BER. SE DR, BN L OELITZED bznotz, R
BIERZRBURDLIIBE RS (RIRRAEMRT 2 50) 23 0EIERERT,

20



[ - HiE]

AR OREMEYBETT L ZFHA LY 2 2 L— a3 02k v, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TS LIBROARR O Mg iR ER S S iz, ZOfs
R AHI 240 mg G LTZBROREEEIL, AH) 3 mgkg 45 LICBROBRE & & ik
LTREZRT ETRHENTZb DD, ARANBFICBO CARMR RIS TV D H
- & (10mgkg % 2 BFFEECRE) CAKIZ G UI-BEOugE & & ik U CEfH
oy LRSI (FR) AT BEOBEICE T 27 — #2125 & KA 3 mg/kg
(IREE) 0T 240 mg % 2 HFFIFE CHG- L 72 BROARRF OBRE & & Ao 3 ik b
ORI & T D IRE ST T AR S, Y% OV TREIT DAL AE R,
FROAE - HEOM THEER L SIEICAME e 2RI E TRl SNz, £,
NIRRT BT IZ BT 2 T — XD M L2 B UG ET VEFIH LT, AAl 3
mg/kg (2 G CHG) . 240 mg (2 B CTHE) XX 360 mg (3 ¥ M HIE TR
H) LAY A~T 1 mgke (6 BREIMMETERYS) 20 LIcBROZ2MEZE Lo
K. FROME - HEOR CREM TR ERITRWV E TSN,

K10 FAOKYBE T A —F

- Crnax Chnind14 Cavgd14 Cimax.ss Cmin.ss Cavess
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)

3 melke Q2W <35~52§ '7608) (10.17?'264.5) (17.21‘,"333.9) (75.1)1,3171) (27.612,'107) (42.717,'?27)

240 me Q@2W 61.712,?03) (15~22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)

10 me/kg Q2W (14;,9;19) (51.621'739.2) (79.9(;),'?14) (33?,9232) (18421,1 ;13) (23;7286)

FRAE (5%, 95%4%)  Q2W = 2B P, Comax @ HIEIHE-£2 O d i ML HHEEE . Crinara : FI[EIF 5214
H BIZIRT 2 RIRMIIETIRE ., Cavears : HIEIHRE% 140 B £ TOFHMIEFIRE, Craxss © EFIREBIZIS
T D Em MIE TR, Cuminss 1 EHARIBIZI T 2 BARMIETIRIE, Cavess 1 EHFAIRIBIZIS T 2 MLIE T
IR

T, ARNOREMEDEEET LV EFIH LT I 2 b— 3 280 | AAI 480 mg
% 4 W CE G SUIBEARE O Mk - &S TR U72BRO AR O i iE i B 23 et
Shiz, TORER., KAl 480 mg % 4 HFEMEN CHE G LIZBEOEFIREBIZB T 5 E¥im
THETPIRE (LLTF. [Cagss) &9, ) 1&, AHAI 240mg % 2 M ] TG L 72BRD Cavgss
EHFT o TS (FR) . £70. A 480 mg % 4 R TR LICEREOE
ARSI D mMIETIRE (LT, [Craxss) VM9, ) 1. &K 240mg % 2 fH
Mk THEG LT2BRD Craxss & IR L TEMEZ R T & TlISHZ b OO, HARNBREICE
WTARMENHER SN TV D M - FIE (10mglkg % 2 BRI TG TAA 25
L72BED Craxss & R L CTIRMEZ "3 & TRl (FFR) . AT, #Eo@EiEIzs
J o7 —2ICHESE AHI 3mglkg ((KHE) F721%240mg % 2 M, & L < TARH
480 mg % 4 P C& G LB AR OBRGE R & A U322 a0k & o B & gt
THRBEOGTE T VORI, YEBEEICO W TRMM bR, ERRo Mk -
B ORI CHIER VZRVEICHER 2RIV & Tl S 7z,
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K1 ARORYEE T A —F

M - R Cmax Cmind28 Cavgd28 Cumax,ss Cmin,ss Cavg,ss
(pg/mL) (ng/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
S meke Q2W (352 '760-8) <16-257§0-3) (21 321 f3.9) (75.&?71) (27.612,'107) (42.717,’?27)
240 me Q2W (51-712’203) <23-33?'539-0) (30.‘5'670.9) (102,5354) (41?57,'21;58) (62.11(,)9187)
480 mg QAW (103207) (15.25?17.4) (37.?)?34.8) (14?,1 §36) (27.751,'?37) (62.11(,)9187)
10 mg/kg Q2W (142,9322) (86.959,.?32) (101,1 ?48) (32;,9225) (18421,1 gos) (232,7277)

R (5%, 95%5) . Q2W : 2 EMIMIFGE. QAW : 4 B IING. Cumax @ PIEIR 544 0O focims L7 R L |
Crinzs : FIEI#¢ 5% 28 A HIZI61T 2 FARIMIE TR, Cavgaes : HIEI#G-1% 28 H H £ T Mg i

FE. Cmaxss : EHFIRIBICI T D B MIEF IR, Cminss 1 EFIREBICIS T D BARMIFEHIREE . Cavgss : E TR
HBIZ 51T 2 R4 Iy v e B

22



4. FEFRIZOWVWT

AFN OB G- DN H) 72 BE &2 - BE L. AFI o512 ctbi’é%ff TEFRZRB LT
BRIZHRHET 2 Z ERMER D, LFOO~Q@DFT X T &Nz sl W THEHAT
RXTH5DH,

O MEFRITHOWVT

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

(1) BEAFBRENEET 503 A B REEEILSRBES (FE R A BRI AR
HIIER S AL LIS E . Mtk s ARSI B &)

(2) FrEREBERDE

(3) HEAFIRAIEMGET D0 ARFOESERRE (DA BIEEEIRERPE, 23 AR
W 1IREBE, DA EEREER e &)

(4) ARACFRIEEZRE L, ARG L FRIEZRR 1| TS RIERE bR iE2 R
2 Ok FEAEITSR D R H A AT > T 2 ek

(5) PUEMEREESAILL T EHEING O sk K TfR D M 24T - T D itk

O-2  fifieE DAL SHRIE K ORI E R FE S O XIS 443 72 ik & B8R 2 R EAT (FRO
WPRNIREE T DERM) 25, SR ORANE T 20 ORMEA L L TRES L
TWsZ &,

*

o [ERIRFFISER 2 FOPWHEZE T L72iRIC 5 FLLEO D ATBIROERIRIHE &2
ToTWHZ &, 56, 28U LT PARYREL & LEERRIESZOIHME %2
ToTWHZ &,

o [RAIRFFEUSE 2 FOPMBHEZE T LIZRRIC 4 4L EOBRKRBREZ AL T D
Z&o 26 IFLRIE NikED D A SR 2 & T MR O B RAHE 217 -
TN5Z L,

@ BENOEEKAFREHOKHIZONT

P 3R An ERE BLCE T A BT DS R E S, IR EN S OFRE D, ﬁxJJ PE « %2
DI RO E IR OERSITT 5 Rt A FFR0RE LG EoWE
¥, FERERLIATON LGN ESTWNWD Z Lk,
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® BUER~DORIGICONT
®-1 fEs B4 2 B

BV PERTIR R OB R BIEA R L72BRIC, 24 FERIBIERIRHI O T, 2%k X
(TE R I BN T B L2 BERICIS U CABREEL L O CT SO FIER ORI &
FILREOFRERIY B D, EHITHISATRER AR A > T2 Z &,

@2 ERWFEIC L 5FEESINICET 22 N

AR 5 BT 72 5 e O\ Re 2 A 2 BIRIERE D RIEE=2 U 7
EEDIEROA Y ) == T ZATOWERE L FRE A TE 5 F— AERKH 2
SN TWD Z L, B, BIRIAHNCOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

®-3 BWER OZWrORNCBEI L T

AWER (REMMZEEIII A BREFMEDAE, (DR, MR, SO RAEE., KiK.
NS, BEED TR, 1 BBERIE, BUEFIE. AR, IFHERERE . Ik, mfkrEine
K. HURIRBEREREE . MEABERERE . MhRREE. BEE. RIBREE. Mk, BEEDOK
JEREE . ERIARZEARAE, infusion reaction, FEFE7ZRMIKFET, MEKERIEMERE, F5EZ.
BE . DR, IRIERENE, DlEbEE (OEHE) - IR - OEMEIAMES) |
AREFERES . IS, EEALE) (T LT, Yakhax B ERERE O FMMEEZ A 5
EffEEE L (BIER ORI SICE L THRER O EEZITON &M H D =
E) L EOITEY) R AE N TE HEHINE S TND Z &,

i
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5. REMBRLLRDBE
(0B 54 H]
O AHOBMB LI TRROBEIZBWNTHMERBIES N TV D,

75 FF Wk G CEREIE A AT B IR AR IIB 1/ IV UL FE R 0
L

75 FF W e G CEREIE A AT B B AR IIB 91/ IV S FE R 3
RV LR

7235, HERF LR CEGFRIEE 728 B X UTALKR A & AS T- B R 1T BV T,
JFHI L L TEGFRF | % ¥ v % F— B IEA UFALK T 1 % o o % F— L IEA 0
BRI 269 5183,

@  AFNOAMOHUEMENESA] & O ST T RO EBE BN THRMEI VRSN TV D,

A Y AT ROT 7 F K EGTfb e R ERE  IVRT T F
KO ) ExXE, ERELERE: DVRTTF o NF AT TF 2 O
A RLFxER) EOUHAEES ALFIRIERE D2 EGFR Bin A REMEK T
ALK fl & 3815 FREMEDO UIBRABR 70 84T - FR8 DI/ NI s i
A Y A~T EONFRES ALFEIERE O 720 EGFR & fn - A REEME L OV ALK
Al A B R T REYED UIBR RGBT « TR D FE/ N i AR
77 F SR R G b FRE R LR IVRT T F XIS AT T F
BT LB ERELEREE  IVRTTF o UIT AT TF o KRR
RSt R) EOPFRBS  ALFRIERO 220, PD-L1 FEZRDY 1% 0D
EGFR {5 T2 BEEM: & OY ALK @A 85 RO YIBR AR 2 81T - R OIE/
Tl e g FE
NNV AT RO 7 FFH G RmE (DVRTT7F RO ) %
e EOPRAEE LA O, EGFR Bs A MR, ALK @d
BTN Y ROSL A s TR O UIBR R EE/e AT - R OIER ¥ LR IE
7N e e AR

kARFIOBZWF L L, RFE4 : PD-L1IHC 28-8 pharmDx [ 4 =t | 28&BR ST\ 5,

® FRUCHNS T % I NI B 215 B AN DB 5 ORI IEIC ST,
FIOE DTS SN TH LT, AAORERG LR LR,

W M EIRIE 64 2 ARF 0 B 5 K O o HUEMEIESA & o 0F 5
{LERPRIEE D 72 BRI S5 2 ARH o il £ 5
Q@ TAENIDOHZINEDR T ST WML OFLEEVEIEEHR & OOF H & 5-

@ ALZEFRIERED 72 O UIBRARE 2T - F RO N BF BT, A B A=
7 L ORI D AEVECRBEN RN E B X N BEIZRBWTIE, AHL
AV LT EOHMKGEEETRETHD, AV AT ROT T F T 1lH %
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Gt ERE (R LR « WVRT T F U ROURT U 2% e LR
HINEFSFL NIV ATTFLRONLRA R LFE R) & oA Gz 5T 5 A%
PEICFEEE R e N E = 2 BIABREICBNTIE. ARlE A BV AwT ROT 5 FF il
K 2 ST rE L O S PD-L1 JEEERN 1%K1 oA BV L~ T I2%
B AR IS 5 5 L £ % BB BEEICB LTI, &KL 75 FF s 52Tl
L R LR IVRT TF IV AT T F RO L2 ey ERE
LR AR T T T YTV AT TFUROAA B LRt R) OGRS %%
BT 5 LNTED, BB, REOEEICHTI-> T, ME2HRETIA K74 (A
AR a2

® ALFHIERED 72 W EIFRARE /R HEAT - FFE DIER - LR FE/ M it B E 2B\ T
NNV AT RO T FFR-B G FIHE (DAVRTIZTF RO Y Xtk
V) & OB GRS 5 BEMEICRIEN 2V & 2 b BTN T, AHA|
ERNRNY AT ROT T FF A G RE s O G258 T 252 &nT
=D,

©® M2 A N7 4 > (AARME SR 128\ T, ECOG Performance Status 0~1
2 75 5 UL E O R ERE. X% ECOG Performance Status 2 2 O Tlx, 4
3tEAGUEA (REZFE %) OBRFREN/HIEREN TR, 77 FF/HIOfH
HHERE IR WD SN2 W r—2A03 b 5, ZO5E, \LFIRIEREZ AT 54
BRASBEZRMEAT - TR DI/ NI B IS\, 77 FHRIFIORNREN 72 < &
&5 3 ARG A A COWBRBELZ AT 5 B TR W T, AFOFME 5425
T&E 5,

@ 77 FF8A| G Tl FPERE 2 A3 D UIBRARRR 72 1T « B3 O IE/ NI il BB s
(%9 2 AKI D B FE G- 1 3/ B TARRRER  (CA20901 73005k & O"CA209057745k) 12
BT, REEEEEOERTE EEZEONTIOEREICBNTYH REZ BRI

V23, MR A RTA 2 (AAREEEER) (TBWT, R T A N85 T AR AR
(DECOG Performance Status 0~1 %2 T 75 g% LA . XIZ@ECOG Performance Status 2 2 0B ETIX, %3
HARPEAl (Re& X' OHFRSEN/HERINTEY ., 20 k) REBEETIE, mE bEEEICKH
HRARVEICHERHD EBZ NS,

(2 ECOG ? Performance Status (PS)

Score | EF

0 | &<MERIEH TS5, BT &lE U R EAERNHRZR AT D,

PIRBNZIE LWEENIHIR S 1525, BTHIRE T, BAFREH > TOERIITO 2N TE D,

Ul i mosE, wsee

BATHRECTH Y OH ORI O Z L3 T X THEEEMMEEIL TE 20, BHO 50%2L iy RT3,

Alwro

ROENTZESDOHEDEY DZ L LTERY, BHRO 50%LL EE2 Xy R+ TilmId,

ALENT RV, BAOHFOEY DOZ L34 TERY, BEICy R+l I4,
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st U CEBPERREES N TCWD, 7277 L, FER T RO B Tld, PD-L1IZHLR|C
LD BEEOMEPN R D Z ERRBEINDFERENEGELNTWA Z LG, FERE
R O BBV TIIPD-LIZR B G el U 7= L CARBI O #5653 |l 29 5
TEMEFE LY,

PD-L1 FEHRMN 1%AKR0 T 5 Z & MlES S IR LR B E 2BV T
AL, 2 XV SEORFILSN OISR O 5 283 5, 9
NATr ) AT (BiE i z) O3 =4 0B (5844 - PD-LLIHC
22C3 pharmDx WHJ)’i@PDu%ﬁﬁ%%abk#ﬁﬁiﬁﬁ@$%
T T, AEIOZEE (74 : PD-L1 IHC 28-8 pharmDx % =] ) |
FRRA DRSS IR LT O SR 2 25 AR A @&Q@TE%&?NT%
Do
SCHRE)
Marianne J. Ratcliffe et al. Clin Cancer Res. 2017; 23: 3585-91
Ming S. Tsao et al. : J Thorac. Oncol. 2018; 13: 1302-11

[ZZ etz B4 5 F1E]
O TRICHEYTHIRFIIOVTUIAKORENED L INTWD Z Enb, &5 %217
DNz &

AFN D 35 LI BUE O BEERED & 5 B

@ YAﬁﬁﬁ@éﬂ?fﬂﬂ (2R VT FRC _Eiéuﬁ“é%%‘ (ZOWNTIE, AANOFGTHELRE e

. MOBRBPIE DN WG EIZRY | HERICAKIZFEN T2 L 2EBETE 5,
%E@Mﬁ%@AﬁXi%E@%é$%

0 e R A A C R 52 % iR 6 D FRE KON B 0D 5 S i ik 2 -0 S A it ¢
FE ORI RIEMEZALD IR B 5 B

A AR B OO0, e 24 L < X0 B R R OB D
H b EE

s (&M EL 5t Db oEHE

T DG SUIEE 2 AT 0 BE

ECOG Performance Status 3-4 1 o i

(3 772 U O FUEMIEEF OB GO, 2R, EER SN T 5 2 L ofh, B LRSS 7
LEWERORBOBZFNND D%, EFEREZEREY LHSN-AE GRS 125\ TEZ DY

T2,
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6. BEZELTHEETREFIH

O WRASCEFEITM A, MERTEER DRI 2 GRS 1035 & ARF O Fei: J ONiE 1
B O DI B R E B L ChORTZ L,

@ TREBIBIZIESE D, BB T F OFBEAH R OERIEZ i L, FE 425
ThoEGTHZ L,

@ 7 I F T AL ETCFRIER AT 2IERE LEEIZB VT, PD-L1 BELHEL
fEs8 L7z ECARKI OB 5 O AR 2 k425 2 & NEE LS, PD-L1 FEELEHR
R T E 72 WGEICIX, AR OEHA OS2 @Il Le E T35 &,

@ ERBWEHO~FX Y AL MZHOWT

MEMEREBEN D Lo b Z ERXH DD T, KFNOEGIZHT-> T, BKRIE
W (PRI IRIEE, ik, FEEVE) OffEsE M OWE X S 0 %, Bleiz+5
ZATH 2 &, Fo, MBS CTHE CT, MiE~— I —FDMm&x FEhd 5
Z &,

AFN O 51X EE D infusion reaction (i 2 CEARFZ H3 2kt D T 5 U
faAT > 72 EChRtaT 2 2 &, £72.2 [8] H LABE O A% 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIFEEGH K OARA G T #IT A 2P A
CERRET %, BEORBEL 2B 52 L, 70, infusion reaction &
FHLLICGA IR, R TOBELOERD ERIZEIE T 2 £ CHE - 08l
T5HZ &,

ORI REIR . TRAEERET R ORIBREERH 5O 2 B3 HDH DT,
AFN D ¥ 5B AaRT M O G- B T E IR N0 i RE iR A (TSH. 1028 T3,
FERE T4, ACTH, M=oY —VEORIE) #FEhEd 52 &,
AFNOEGAZ X0 | WEDOREISIZER T 5 & B 2 b D4 R R IER R
DHLOLNDZERNDD, BENRDOOLNLGAEITIE, B LEFRIIS LT
B 72 ek & R BR 2 Re O R Ail & i U Cli bl e BRI W 21TV IR O
FOGIT X 2 BWER 2N g0 2551 21E, AFIORFES T I, R ORIE BE A
NWEVRIOBRGEEZZBETHZ L, 2k, BIBREFRLVEYOELIZ X0 EIE
HOUEERFRD IR WIGEITIE, BB RE AV o LISt o Sz il Fl o8 in
HLEET D,

BeEA&ET %, BOEBI S8 AR L T LEWERDBELT L2 Enb b2,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBE IR (BIE 1 BUEIR S 2 2 de) b bbdv, BERPIMES F 7o R— X
ICEBDZENHLHDOT, Alg, D, EHFEOIEROBHRCMAEED L2
SEET S Z L, 1V EBERBEN DN GA TG ERIEL, AR #
FOFGFEDHME) R EZITH Z &,

BIERTIE, P4, ITHEREFEE . TR, B{ELMEEE RPN H LD Z &R H D
DT, EHIIITHERERE LTV, BEOREEZ H3ICBET 52 &,
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® AANOERRBRIZB N T, LLTFTDX A 2 T TEYIMEOFHE 217> T2 £ &5
B, ARFIBG R EMMICESRAE TR OMEEREITH 2 L,

ONO-4538-05 #A 5 & U ONO-4538-06 7kk : 6 MM = &

CA209017 3R K& Y CA209057 iR : 5Bt 9HE, 0%, &5
2 TFERIZ6EMI L, ZRUBIX 12 M I E

ONO-4538-52 ik, ONO-4538-77/CA2099LA 7Bk & 08 ONO-4538-27/CA209227
RER B EBLA D 1VAERIT 6 M T &, ZNLREIT 12 3 Z &
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(1 3) hllHE
Hm, EEKRS. RK LRSS 2 5B ER 0ZEHE

< REeEXXFBARBR LD BE>
HE R E G O b 5 B
BEYIEE A DFL TV B EBHE

WEE A URYYE Db S B

i SRR B BUE OREEIE D & 5 B
B0 TR LTV B TR O & 5 BB

< FeZFRAPHEERS ERDEE>
BHEIE OB D HBE

MR 2 ST IRRRMEIE D & 5 B3
JFFEE D & 5 B

BREE D & 5 BE

HEOH 5 BE

IR 5 AIREME D B 2 FBHE

< KEeHXRALOEKAREIER>

B BEHH

vavIiER T T T4 TF—

PO, PARA, TREREREE

AR A

VBT 2, I HRAEE

A4

FEFEME M N EEEDEBRE (DIC)

P 2 4L, B, iR, K%k

Sf LR

S R R AR A T (B A

SRR

B2 R (Stevens - Johnson JEMERE) . HEEMER SIEIEIE (Lyell SEMERE) . ZIHLEE
DX R =T AKE, FRIE - RIRETR

DFEZE, FRR AR ZEARE

JEYLIE

PRIR AR VE O RE G 3 WEBRE  (SIADH)
HERAONREORNER, MAE R, RMHRES, B OB S O R MM EB)[EE . Radiation
Recall 5
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KEEHEETA FTAL4 v
=R N~T (Blor#x)

(BR5E4 « A7V — A REFHE 20 mg, 7P —RRHFEHE 100 mg, A7 P—
RETRERE 120 mg, 27V — R ETHH#HE 240 mg)

~EERAE~

FR2 942 A (ffn445 AT
BT BE



ER/N

1. 1IZUHIC P2
2. AANOFE. (FRET P3
3. BRI P4
4. JFRIZHOWT P20
5. H&EGXREMDEE P22
6. WHIZEEL THETNEHH P24



1. IILBIZ

IS OGN < REMEDHEROT- DI, WA STEZEIZE SVl E el 23R D
bb, 52, IEOREHIFOMEANC L0 | FUREIR S 72 & OFH) 72 B /e Ak
FPEZRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 LR
AR & 7o TR Y RIFMBGER & SO IR T #2016 (FRk 28 A 6 A 2 HEERE)
IZBWThH, EHERLEOHHORBHEEZXS Z LS TWD,

AR AR E SR S, EE RS R 27 0 7 7 A VBBEFEOES L & B S MR
RHZENDD, DD, HEROLZEMEIZBET 2 ERNHERET 5 £ TORM,
WMELEHL O BEEZ RS ZIT 52 EPWIRE SN BFICK L THERT 2 & &b, BIFE
RNV LTI B et & & D 2 & DN ARE 72— 8 O B & i 7= 3~ R A B <
THZEREETHD,

L7eRoT, KA RT A4 TiE, BIFERES ZNE TITHE LN TV A EFLIEH -
BHER LR EED & | LU O E IR O feii 708 FH 2 HEHE 3 2 8LA & B B B %
F RO EFREERT,

I, ARITA KT A %, MSIATEOE NESE SRS S, A ANR AR
BRI s | — M N B ARERIRN B E S K A E N B AR &R 72 O /)
Db EAER LT,

RGe L I HEIRS, - A VR ERE 20 mg, A U — R SEEHTE 100mg, 4

— RS 120 mg, A7 Y — RSN 240 mg (— %4 - =
A~ 7 (Bia7HE#Z))

RBERDBETF - ek R fE

MEERDABEROHE - B, A=A~ (B z) & LT, 18] 240mg
Z 2 RS 18] 480 mg & 4 BN CARMEET 5, 72
72U, EMERANEICIIT AR ML OLGE T, BE X 12
TABETET S,
RIGUIBRAGE R EME R AEICR LA BV A~ T (s T-Hiff
z) LOFHT 25, @, BACIE=Rr~7 GERIE R
%) & LT, 1[F 80mg % 3 MG T 4 BLEMHEFET 5, 2D
%, =R~ 7 (BinFfH#z) & LT, 118240 mg % 2 #HfH
IR S 1 [5] 480 mg % 4 FE S RN T st 2,

f¥E AR 5E 3¢ F NP TSR
(%)

L B I | 2B 5 v — R A TR S0 mg (— %4 A B A~ T GBI R )

DIHEE TR, RO &

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

Ak & VA &%, A ) A~7 GBEF##Z) & LTI1E 3 mgke
(RE) 2 3 EREMRET 4 BRHEHET 5, 72, oOHrEMEEE
FEGAT AT, =R v~ (B riz) LRI Z L,




2. AERN DR, 1EREF

7 — R IR ERE 20 mg, [FATEERE 100 mg,  FAEETE 120 mg K& O A §RE
240 mg (—f%4 - =R~ GEBE ML), LT, TARF End,) 1, /hEFEES
TEMASLEAZ Ly 7 24 BTV AR e =AY —X A7 A7 (BMS) ) 2
BAs L7t K PD-1 (Programmed cell death-1) (Z%}9 5 & Nl 1gG4 € / 7 v —F /LHLfk
Th b,

PD-1 1%, &M L L2 38k (T M, B MR N F 2 7% 7 —T fifn) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & AUZHIEET 2 2
T ICERT 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U K (PD-LI1
KONPD-L2) EfEA L. U o SERICHfIEY 7P v LT U v SERoiEAIREE
BIZFREI L TWd, PD-1 U H v RIFHUREE SIS B b Ok~ 72 SRR 8B
LTHY, EMEREAELE DO L EGHEMEICI TS PD-L1 OFRBL L itk DALE
WM & OFICADOFEREBIRN & 5 2 & A ST % (Cancer 2010; 116: 1757-66)
F 7o R R fE A CIRARRE T N EET DA v X —T =a H >~ (IFN=y)
IZX > T PD-L1 OFENFE SN, 58 L EMEREICIS T D PD-L1 ORI & itk D
ALEWIR & ORI EDOFBIRR N 5 & DHE S & % (Sci Transl Med 2012; 4: 127-37)
X 51T, PD-L1 Z 3Rl RE SE -8 AMIBIE, FURRRA CDS BHME T Mo Hifa &
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
GHEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 72 RERE&IE, 23
AR URRF A 72 T ML OWEBEEZ BT 58FD—> L LTEZX LT
Do

AFNT, SR OFE RS PD-1 DM EIR (PD-1 U > RG-S HEI) ITHEG L.
PD-1 & PD-1 U Y REDEEEIET DI LICL Y, DAFURRRNZ T Mok
PEAL KOS AR b3 2 ARG a2 R 3 5 2 & CREpEM e PSR 2 /R 9
ZEDER SN TN D,

ARFIO I IS < DS RUSIC & 5 RIER %03 B b, TR IS LI
B RN B Do AAOEG P RO ERITIT, BEOBEE YT, BHBR
D BTG AITIE, BB L HGUTIE U B 2 ik & B8R & FF o R Al & L Col
BN 72 BEBZB T 24T\ IBEE OGERSIC L ARIEA RSN A AT, BIREE AL
L H O 55 DTG R IE 54T 5 LENR D B,



3. BRPRARE
SR LA Il O KGRI IR 24T o 72 E R R IR RBR O i 2 R T,

[ 2]
OEMNE TR (ONO-4538-02 #5k)

L ANy (BUF, IDTIC) &9 ,) 18X DALREIERE 2 A 5 D RIRUIBR A R 72 I
W1/ IWVHI SO F 3 o BB i RS (ECOG Performance Status 0 &2 O8N 1) 35 il &2 %512,
AH 2 mg/kg & 3 B MMM CAFEE L, TEFHMEHEE Th 528053 (RECIST #A

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

@EWNE DB (ONO0-4538-08 #ER)

b PAVE ARG ORI CIBRANRE 72 L/ IV ) ST A8 o B BB B E (ECOG
Performance Status 0 2 Y 1) 24 il 256t 512 | AAl 3 mg/kg 2 2 3 Ml fHI R C AR efE L7z,
FEFHIHE Th 5 282h% (RECIST 4 K74 > 1.1 fUIZES S FIfHEIC L D CR
UE PR) 1% 29.2% (90%(ZHEX M : 16.7~45.9%) ThH o7z, 728, FHANIHRE LM
ElE 6.0% CTH -7,

QUM BIFHABR (CA209066 #BR)

v-raf ~ 7 AAEY 4 VA BI T EMAER 7 Bl (BLF, [BRAF] £\ 9,) V600
22 B0 7 MBS VE AR TR R O RIG UIBR A GE 72 T/ IV ) S/ 58 O BB SR Il R s

(ECOG Performance Status 0 &2 T 1) 418 5l (AAI#E 210 i, DTIC #f 208 f5i]) % *F51T,
DTIC Z xR E U TAH 3 mg/kg % 2 HFHIR CTREFHE L & & O R OVZ 2
et Lo, EEFHMEEE Ch o 2EFMME (BLTF, ToS) &vwiH,) (hifE [95%1F
FEX M) OSSR T, AFIFEX NE® [NE~NE] # H. DTIC #£ T 10.84 [9.33~
12.09] 7 ATHY . AHIL DTIC ITxF LIFHFRICABERIER 2~ Lz (ATF— R
0.42 [99.79%ZHEIX [ : 0.25~0.73]. p<0.0001 [J&H log-rank #E]. 2014 4E 6 H 24 H
T—FHy A7),

* HEEREE (IR, D)



—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%)

@Y TTFH AR (CA209037 #kER) 2

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

(ECOG Performance Status 0 &2 U8 1) 405 5] (CAAKI#E 272 i, {b529E1E (DTIC Xix kv
RTTF ey U ZxEn D) B 133 §1) 25500, (LFEEE R E LOR
#l 3 mg/kg % 2 HFMIR CHREEE LT & 2 OFMMER OVZEM &2 RE Uiz, EERH
HETHDHESE (RECIST HA KT A > 1.1 fRICHES < df)Eic X5 CR XX PR)
[ZDWTAREID G ST RO 120 5% fEHTRIGER & U CHIRRT 217 o 7o/ 5.
AHIFET 31.7% (95%(GHEIX[H : 23.5~40.8%., 20144E3 A 10 HT—% B> hA4~7) T
Hotm, 2B, FRICEDFROMMITRE L TR o7z, b9 — DO EHEFKIEE T
5 0S (YA [95%IEHEXE]) 12N T I8 BIDA X b (FETD) HZ T fEHT
AT S TAE R, ARHAIFET 1547 [12.39~NE] # H ., ({LFEIVERET 13.67 [11.50~NE] 7
ATohY ., KENEFRIEICH LHGHPICH B RIEE 2RI ol (N — Rk
0.93 [95%fEHEIX M : 0.68~1.26], p=0.6299 [J&H!| log-rank fi7E], 2014411 H 12 HF
— &y NET),



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

LS IE RGO ARIRYIBR A HE 72 T/ IV I SO %6 o B B 55 (ECOG
Performance Status 0 2 TN 1) 30 Bl & xt4c, AFlEA U A~T7Z20H (LLF, TARKA
+A VAT End,) BE L, FEFHMEEE Th 58%% (RECIST A K7
A > 1L RRIZHES < Rl ELIZ KX D CR XUE PR) 13 33.3% (95%(5 #E X [ 1 17.3~52.8%)

Thol-, B, FANIRE LML 23.8%Th-o7=,
*: RH| 1mglkg (KE) &4 BV A~7 3mglkg ((RE) % [F B2 3 @M IR T 4 BELSREEHE L&,
AH| 3mglkg (REE) % 2 RIS CadmiE L7, OFARBGRICR W TIE, AR & RN HEE L,
A B A= TIEAFOBREKE TG 30 5Ll EoBEEZ BV CTERS 2Bk LT,

©Mpsh IR ER (CA209067 #XER)

(LA RTIG IR ORIGYUIFRARGE 22 N/ IV o Bk B il 8 3% (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 AvTHEEEZRRE LTRF+ A U L~ TG R OKRH
B G- OAIE R VM2 BEt Lz, EERHMBEE T 5 0S (HFRAE [95% X M 1)
DEHEFENTRERIL, AFI+A Y A~ T7HETNE [NE~NE] 4 H, AAI#ECTNE [29.08
~NE] Z7H., A Y A~T7HET19.98 [17.08~24.61] W ATHY, AAI+A Y L~T
B 5 R OAFNF G153 A BV b~ T HEEITH LR FOICH B R ER 2R Lz (ORAI+ A
U A~ Tih o — N 0.55 [98%EHEX[H : 0.42~0.72], p<0.0001 [J&%! log-rank
RE], AE G~ — R 0.63 [98%[EHH X [H : 0.48~0.81], p<0.0001 [J&%! log-rank

ME]l. 20164E8 H 1 BT —4 v A7),
*: KK 1mglkg ((KE) &4 EY A~ 7 3mglkg (UKE) %R H(C 3 BN T 4 [BLSHEHE L 72%,
AH| 3 mglkg (KE) % 2 WRIRRE CARMBE Lz, JFHRSEICH T, A Z2 RIS
L. A BV L= TIIAFOEELR T 26 30 5L EOMBE BV TR 52546 LT,

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 risk3t E£EHM (B)
FA+AMEYLTTEE 314 292 265 247 226 221 209 200 198 192 170 49
AFIE 316 292 265 244 230 213 201 191 181 175 157 55

AEYL<TTE 315 285 254 228 205 182 164 149 136 129 104 34
X2 OS ? Kaplan-Meier Bi#R (CA209067 3RER)




72¥ IRIBUIBRANRE 2R M AR E 250 RICAH + A ) A~ THREIZOW TGS
L7210 565 1 FIERBR (CA209004 38BR) D =i — b 8 ICBIT 5E%%E (modified WHO J
HEIZHAS < CR UE PR) 1F, ABFIEIERIGIREE T 46.4% (13/28 15, 95%(EHIX[H :
27.5~66.1%) . {LFFRIEBEIRIR BT T 38.5% (5/13 f3il, 95% 54X [H : 13.9~68.4%) T
HoT,

(PD-L1 FEBLIRBLR DA 20 Je OV 424)

WA MAHRRER (CA20906755k) (THEAAN B2 BEOT — X ITHES& | JEEHM
[ZBVTPD-L1 2% 8L U7 JEE A A 5 %14 (LLF, TPD-LIFEBIZE] L\ H,) Hl
(ZHRER AN IRIT 2 AT > e A IMER L EMVEOFRERIZIU T O L B0 ThoTz,

ARMPEICBI LT, PD-LIZEBIRD 1% AN (PD-L1<1%) OBFHEM & i L T1%LLE
(PD-L1=1%) DEFHEMTA Y A~T7 O _EFREEMIMEA 2R S U (FX),
BB, AH+A Y A~ TRORENT 0 T 7 A JWIFPD-L1 <1%0 BHEHEM L PD-L1=
1% D BEEM TR TH - 72,

PD-L1REBRE1 %K PD-L1EHE1%LLE

R

1.0 \‘{ 10
09 i 09
=\, gy
0.8 L“\\u\ - :
s 0.8 \ o st
07 T 07 o ' -
-~ . > \\
06 h\x\:H-\ — . & 0.6 ‘\
05 - W""'—“ #F 05 EreRl e
™ % o Sy
e e s ; e
041 e EM+AEULTTR Vi 04 e Hml+qEynTTR C
" e
031 A xmE e 031 A e o
0.2 O AEYLTTH 021 -G AEULTTH
0.1 *  ARUO : §TH1Y 0.1 *, ARUO : T91Y
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 0

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



DIEFE LR MAHFRER (ONO-4538-21/CA209238757)

SEARUIERTE O IMb/c H1/ IV o MR aME A 906 1 (A ARNEHE 28 Bl Ede, AFIRE
45371, A BV A~T (GEETHELZ) BE453 ) ZXfRIC, A BV A~TExRE LT
AF) 3mglkg % 2 MR CERMEHE L & S OFMER R 2MEEZ R Lz, EERH
HH Th 5 M AN (P i [95%EHEXMH] ) O RIFETRERIE. AFEET NE

[NE~NE] # A, A U A~T7HETNE [1656~NE] A THY ., AEFNIA Y L~T
3 LR PRIC A B IER 2R LTe (Y — REE 0.65 [97.56%(E X [# : 0.51~0.83] |
p<0.0001 [J&5H! log-rank #iE]. 2017 46 A 12 A5 —% v b4 7) |

* . AJCC (American Joint Committee on Cancer) JFiiZ0dE (55 7 B0 (CH < G4,

1.0 {2

0.9 —A— KFHIFH
L S AEVYLTTE

0.8

0.7

0.6

0.5

0.41

i Bt HE ¢ 38 R

0.3

0.2

0.11

0.01

I A B e |
0 3 6 9 12 15 18 21 24 27

at risk#k EBEZFAFEAR(BA)
AF|EE 453 399 353 332 311 291 249 71 5 0
AEV)LTTE 453 364 314 269 252 225 184 56 2 0

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



(224 14]
OEMNE TR (ONO-4538-02 #5k)
AEFRITEE (100%) (2RO B, AKH L DERRERPEETERVAEFFRIT
30/35 B (85.7%) IZ#B®H LTz, FHHEN 5% EORIERIZTRO LEBY ThoTz,

1 BBED %L EORIVER (ONO-4538-02 BUR)

PN S B (%)
FEARGE 35 Bl
(MedDRA/J ver.16.0) 4 Grade Grade 3-4 Grade 5
AEIER 30 (85.7) 9 (25.7) 0
Ao WA
FODR IR FEREAR 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
RIS 2 (5.7) 0 0
—i% - BEEER L O SERA OREE
57 5 (14.3) 0 0
& 2 (5.7) 0 0
FEEN 3 (8.6) 0 0
JHFREE R P
fpEE 2 (5.7) 2 (5.7) 0
g R AR AT
ALT ¥8n 4 (11.4) 1 (2.9) 0
AST H80 5 (14.3) 2 (5.7) 0
A7 /L7 2 R 2 (5.7) 0 0
A CK #4hn 5 (14.3) 3 (8.6) 0
7 V7 F =800 2 (5.7) 0 0
o> Ko RN 2 (5.7) 0 0
1A LDH ¥4/ 5 (14.3) 1 (2.9) 0
1A TSH > 3 (8.6) 0 0
ifi 7 TSH $50 7 (20.0) 0 0
CRP #410 5 (14.3) 1 (2.9) 0
I EREREE N 4 (11.4) 0 0
y-GTP #4/1 4 (11.4) 4 (11.4) 0
FRA TR o B 2 (5.7) 0 0
~ES B 3 (8.6) 1 (2.9 0
U 2 REREE D 5 (14.3) 1 (2.9) 0
I ER B 2 (57) 1 (2.9) 0
fi R fafn AR T 2 (5.7) 0 0
i SRR Bk 2 (5.7) 1 (2.9 0
R I ER B ek 2 (5.7) 1 (2.9 0
M ifn BREsk ) 6 (17.1) 0 0
WEdfE T3 H50 2 (5.7) 0 0
SWERE T3 P 8 (22.9) 0 0
SWERE T4 WD 6 (17.1) 0 0
SHERfE T4 #3900 2 (5.7) 0 0
U U~ FR--H 3 (8.6) 0 0
M ALP #4010 5 (14.3) 1 (2.9) 0
HUHIR RIS 3 (8.6) 0 0
AR~ — A — g 2 (5.7) 0 0
HUZHUREE N 2 (5.7) 0 0
V=TI B T aT A N 4 (11.4) 0 0
ifi. /R CK 38 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



BRI B (%)

FEARGE 35 13l
(MedDRA/] ver.16.0) 4= Grade Grade 3-4 Grade 5
e £ OV% Ml =
H B 6 (17.1) 0 0
Z 9 FEIE 11 (31.4) 0 0
F5 2 (5.7) 0 0
SR INITRZ SN E 2 (5.7) 0 0
RE TR R J& 2% 2 (57) 0 0
B I 6 ) 4 (11.4) 0 0

¥, EMEMZEE 1 E] (2.9%) . KBk - HEO THILE] (2.9%) | #fREE 4 5]
(11.4%) . JIT#snelss 5 6 (14.3%) . BHERERE 2 i (5.7%) . FURIRHEREREE 8
(22.9%) | EIEFEE L6 (2.9%) . BEORFERESE 16 (2.9%) KOS E I K 145
(2.9%) MO LTz, £, FEREEEERT ., infusion reaction, 1 BUBEIRIE. WL,
BEIEMEEIE, Mok - MRS, DR, Bk, TR, MBUHRUIRE X A3 F— KU
P M A B PESR BRI XD DAL R Do T2, ARBIWERARBURIUIE L E S S (AR
EREEET) 2 E0ER-RERT,

@EWE DHRER (ONO-4538-08 #ER)

BEFGIL 2224 il (91.7%) (T8RO BV, KAlE OREBEFNEE TERVWEHH
R1318/24 B (75.0%) 12580 vz, FEBLEN 5%LL EORWEHIZTERD LY ThH -
776

2 FEED 5%UEORIWER (ONO-4538-08 ER)

B RIRS R Bk (%)

FEAGE 24 {31

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

EEIEH 18 (75.0) 2 (8.3) 0
aanA e

RO IR BEAR T 6 (25.0) 0 0
S

TEL 2 (8.3) 0 0
—i% - EEEER X OB G OIREE

N 4 (16.7) 0 0
AR AR A

IR ERD 2 (8.3) 0 0
R L OSeERE

AARBOR 2 (8.3) 0 0
Mg, MERs K Oithm R

Byl = 2 (8.3) 0 0
FRE X KO PR fRbE

H Bt 5 (20.8) 0 0

9 PR 5 (20.8) 0 0

I NIRZ YN S 2 (8.3) 0 0

B, Rk - HEO TR 241 (8.3%) | NTFHERERET 141 (4.2%) . THE(AEKRE
16 (4.2%) M OVFVRIREERERETE 7 1] (29.2%) MRD BTz, F7o, FEMERZEE,
FRRERETE (7 2« NL—IEGEESE) | BRKRERRTE (RME MR RSE) | BB
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infusion reaction, 1 AUWEIRY. FEO RS (FBEREIREGR, 2B, FRE
B | BER. EREMEESE. MO - SRR, S E O MRK. Lk, R, TR, B
FRRLRENE / X AT — e OV VR I NRB D PE SR BER I X589 B v o 72, ARIWVERFE
BURDLIZBIE S (BRRRAEER T 251) 28 0EHERE =T,

@UEAFEIAERER (CA209066 RA5R) V
BEFGIIAFIRE 192/206 6] (93.2%) . DTIC £ 194/205 1] (94.6%) (238D S, TR
BREE & DK RBIFR N IE T 2RV FEFRIIARAIRE 153/206 41 (74.3%) . DTIC £ 155/205
B (75.6%) IZFBD HAVTZ, WTIDORETHILEN 5% LORIERIZT TR LB T
HoT,
#3 DTNODORETRIEARY 5% EORIER (CA209066 FABR)

BE (%)
L VAT
ﬁiiqgj;ﬂ = AFIRE DTIC #f
(MedDRAV/J ver.17.0) 206 f1 205 91
4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
RITEA 153 (74.3) 24 (11.7) 0 155 (75.6) 36 (17.6) 0
MgHR LY R EE
I BRIV E 0 0 0 23 (11.2) 9 (4.4) 0
i B E 0 0 0 21 (10.2) 10 (4.9 0
H I
(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
L 34 (16.5) 0 0 85 (41.5) 0 0
e - 13 (6.3) 1 (0.5) 0 43 (21.0) 1 (0.5) 0
—f - BHEER L OGN OIREE
) E 21 (10.2) 0 0 25 (12.2) 1 (0.5 0
it 41 (19.9) 0 0 30 (14.6) 2 (1.0 0
FEEN 15 (7.3) 0 0 10 (4.9) 1 (0.5) 0
Rt L OsesEEE
BRI 11 (5.3) 0 0 19 (9.3) 0 0
B H SRR L O ARk E
RAEiivR 12 (5.8) 0 0 3 (15 0 0
R E
SHYF 9 (4.4) 0 0 14 (6.8) 0 0
FRE3 L O PRk
HLBE 13 (6.3) 0 0 4 (2.0) 0 0
St E RN 3 (1.5 0 0 11 (5.4) 0 0
% 9 FEE 35 (17.0) 1 (0.5) 0 11 (5.4) 0 0
*5 31 (15.0) 1 (0.5) 0 6 (2.9 0 0
= EPE A 22 (10.7) 0 0 1 (05 0 0

¥, ARV CRRVE MR 3 41 (1.5%) . KIEZE - TR O T 6 6 (2.9%) |
PRI (7T 2« N —JEGRES) 28 1 (13.6%) . ATHERERETE 7 61 (3.4%) . &%
REFETE 4 B (1.9%) . TR 4 41 (1.9%) . FRIMERERES 13 #1 (6.3%) .
infusion reaction 15 51 (7.3%) . 1 ZUHEIRYE 1 61 (0.5%) . EEEE DR GRS 3 5] (1.5%)
KLOSEIER LB (05%) e b, Fio, BIREE, WK, BIEMEE, K
%« BERSE, DRI, AR, TSR, BERUTRLARIE/ < A /3T — K OV M il M4
SRBERIIRR O BV o T, ABIWEMFEBLRIUIEERES (FRRMEMEET 2 51) %
BB RE R T,

11



@yFAE AR (CA209037 #BxR) 2

A EFRITAAIRE 265/268 B (98.9%) . ALFHEIERE 98/102 5] (96.1%) 1Z#RD 5
AU, TREREE & DR RBIRDEE T RWE FRHRITIAAIRE 199268 1] (74.3%) . 1k
FRIERE 85/102 1] (83.3%) IC38 D BTz, WFNDRETRILERN 5%LL EORIWERIX
THROELEEY ThHoT,

F4 DTN OBFETEEARY 5% EOBIVER (CA209037 3:ER)
B (%)

i VAS o1
T AT (LR
(MedDRA/J ver.17.1) 268 1l 102 )
4= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
AEIER 199 (743) 33 (12.3) 0 85 (83.3) 35 (34.3) 0
Mg LY 3R bEE
25 ifi. 18 (6.7) 3 (1D 0 24 (23.5) 5 (4.9 0
[ i BR e S 1 (0.4) 0 0 8 (7.8 2 (2.0) 0
I R ERIBE 0 0 0 20 (19.6) 16 (15.7) 0
i/ Nk SiE 1 (0.4) 1 (0.4) 0 12 (11.8) 6 (5.9 0
oI RE E
IR BRMSREAR T E 18 (6.7) 0 0 0 0 0
I
LGS 11 (4.1) 0 0 15 (14.7) 1 (1.0 0
T 42 (15.7) 1 (0.4) 0 16 (15.7) 2 (2.0) 0
L 33 (12.3) 0 0 39 (38.2) 2 (2.0 0
Mg - 12 (4.5) 1 (0.4) 0 21 (20.6) 3 (29 0
—i% - BEEER L OGN OREE
S IE 14 (5.2) 0 0 7 (6.9) 0 0
95 I7 82 (30.6) 3 (1D 0 41 (40.2) 4 (3.9) 0
5, R X OWE A GHE
A S RO 4 (1.5) 1 (0.4) 0 9 (8.8) 0 0
Fife PR AR AT
ALT 8470 14 (5.2) 3 (1) 0 1 (1.0) 0 0
AST 40 15 (5.6) 2 (0.7 0 2 (2.0) 0 0
I R ER BRI 0 0 0 7 (6.9) 3 (29 0
i SRR Bk 1 (0.4) 0 0 8 (7.8) 3 (2.9) 0
M ifn BRER D> 3 (1.1 0 0 8 (7.8) 2 (2.0) 0
B L OseEREE
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
= 2 — S F— 1 (0.4) 0 0 10 (9.8) 1 (1.0 0
BRI 3 (1.1 0 0 10 (9.8) 0 0
MEas. MsRds X OWEhR R
- IR 13 (4.9) 0 0 8 (7.8) 0
F R ¥ KO PR RRREE
WiBIE 2 (0.7 0 0 28 (27.5) 0 0
& D FERE 51 (19.0) 0 0 2 (2.0) 0 0
95 34 (12.7) 1 (0.4) 0 5 (4.9) 0 0
R INITR S IN & 16 (6.0) 0 0 2 (2.0) 0 0
=k A BE 24 (9.0) 0 0 0 0 0

72k AFIBEZ B CRVE MR 8 1] (3.0%) . KIG4 - EIED T 4 4 (1.5%) .
MR 33 3] (12.3%) . AFREREREEE 22 f5] (8.2%) . EAERERETE  (JRANE [T 2%
52) 545 (1.9%) . FRIRASHERE 2 23 5] (8.6%) . R FE=E 1 51 (0.4%) . infusion reaction

12



10 B (3.7%) . EHEEOREREE 16 (0.4%) . BER 2 61 (0.7%) KOS E S EES% 3 6
(11%) RO Oz, Fo, FEMEERERTE. 1 ANERW, SEEMMEIGE, KK - 86
S, e, Mhde. BT, RRBUTHBMAEIE/ X AT — K OV M i/ NSO M 2R B 7
IEFB O LR o T, AEWERRBUR DU ESR S (RRREMRET 2 E5T) 2804%
FHERE R,

G@ENH TFHFER (ONO-4538-1775%)
AEFERITEH (100%) ([ZF8D HiL, AHlE ORREENEETERVAETEFER LA
il (100%) ZR8D BiTc, WHRNS%LL EORERIITERO LBV ThoTo,
£S5 RBIED 5% EORIER (ONO-4538-17 FAER)

LRE BRI BilEx (%)
FEARGE 30 fi)

(MedDRAV/J ver.20.0) 4 Grade Grade 3-4 Grade 5
RITER 30 (100) 23 (76.7) 0
MgHR LY R EE

21 2 (6.7) 0 0
3 IsRE TS

FR AR RE TTESE 2 (6.7) 0 0

FOIR AR B TE 7 (23.3) 0 0

TEEKR 2 (6.7) 2 (6.7) 0
H Ik

{5 5 (16.7) 1 (3.3 0

T 16 (53.3) 1 (3.3 0

W basm 2 (6.7) 0 0

L 4 (13.3) 0 0

A% 3 (10.0) 0 0

N i 6 (20.0) 1 (3.3) 0
—f - REEER X OGN ORE

it 5 (16.7) 0 0

PR 7 (23.3) 1 (3.3 0

RAGPETRIE 2 (6.7) 0 0

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

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

b 2 (6.7) 0 0
R RARES

ALT 540 11 (36.7) 3 (10.0) 0

735 —EHIN 5 (16.7) 1 (3.3 0

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

y-GTP #0 5 (16.7) 3 (10.0) 0

U — PN 12 (40.0) 7 (233) 0

IREFD 2 (6.7) 0 0

AT A Y RRT 72— 4 (13.3) 0 0
Rt L OsesEEE

&) T A E 2 (6.7) 0 0

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

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

BRI 8 (26.7) 1 (3.3) 0
B R 3 L O ARk E

RAEiR 5 (16.7) 0 0
R R

U 2 (6.7) 0 0

SRR 5 (16.7) 1 (3.3) 0
MR R, FERES X OMitmbE

T Ml R 2 (6.7) 0 0

13



F=gilNG | FIE (%)
HAEE 30 #1
(MedDRA/J ver.20.0) 4> Grade Grade 3-4 Grade 5
EYEIEEET 2 (6.7) 0 0
IR KO T Hgk S
Z 5 FESE 10 (33.3) 0 0
95 18 (60.0) 2 (6.7) 0
iR NRZ YN 4 4 (13.3) 1 (3.3) 0

7R, APRRFESEQR (30.0%) | ITHERERE 1401 (46.7%) | HIRIREEREREE 71 (23.3%) |
[V M it FE 341 (10.0%) | KAk « BEHE o T #3451 (10.0%) | B o iz S P 3451 (10.0%)
T EAREEREREE 211 (6.7%) . 5 & 5 IS 1451 (3.3%)  BEAUARREARAE/ X A X F—24 (6.7%)
R OV RImAR ZERRE L] (3.3%) 2358 Hiviz, F7-, BHREREE, FIEHEERE, 14
WERIG, WER, BAEMIE)AE, AN - BlEZE . infusionreaction, DoAlZE. Ahdk. #odk
I/ NI PSR BESR K OF R IT380 B e o 7z, ARIWERREBUR LI EE S (R
BREMRT Z2ET) 2E0EERERT,

©ES M F AR (CA20906735k)

BEFRGIIARA A+ A BV LA~ 731231361 (99.7%) . AFIFE312/31361 (99.7%) . A
E'U A~ T7HE308/31141 (99.0%) (258D b, TRERIE & ORRFEBENEE TE RWAE
FGUIARK + A BV A~ THE300/31361 (95.8%) . AFIFE270/31361 (86.3%), A BV A
~ 7 HE268/31141 (86.2%) IZF88 BTz, WT I ORETHRILEN %L EORIERIZT

FDOEBY THoT,
F6 WDWTNIrDOEETEERN 5% LDORIVEH (CA209067 3RBR)
. , B (%)
T RATA Y v TR A TEI LT
(MedDRAV ver 19.0) —— 313 5l 313 5 311 4
%= Grade Grade 3-4 GradeS 4 Grade Grade 3-4 Grade 5 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
EELTS 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
INIDES 40 (128) 26 (8.3) 0 7 (2.2) 3 (1.0) 0 35 (11.3) 24 (7.7) 0
(EE 12 (3.8) 0 0 19 (6.1) 0 0 17 (5.5) 0 0
T 142 (45.4) 30 (9.6) 0 67 (21.4) 9 (29 0 105 (338) 18 (5.8) 0
M N HZIE 19 (6.1) 0 0 13 (4.2) 0 0 7 (2.3) 0 0
EL 88 (28.1) 7 (22) 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
—i% - EEREER O SEOREE
77 R 31 (9.9) 1 (0.3) 0 25 (8.0) 1 (0.3) 0 17 (5.5) 2 (0.6) 0
IR 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 ¥4 59 (18.8) 27 (8.6) 0 12 (3.8) 3 (10) 0 12 (3.9) 5 (1.6) 0
77— 23 (7.3) 9 (29) 0 17 (5.4) 5 (1.6) 0 15 (4.8) 4 (1.3) 0
AST #81 51 (16.3) 19 (6.1) 0 13 (4.2) 3 (1.0) 0 12 (3.9) 2 (0.6) 0



BiEx (%)

PRE BRI

AH+A Y L THE

AFHE

ALY L~ TR

ﬁeﬁ;m ver.19.0) 313 43 313 43 311 4
4= Grade Grade 3-4 Grade5 4 Grade Grade3-4 Grade5 4 Grade Grade 3-4  Grade 5

U X—C N 43 (137) 34 (109 0 24 (7.7) 12 (3.8) 0 18 (5.8) 12 (3.9) 0
PRERD 19 (6.1) 0 0 10 (3.2) 0 0 4 (1.3) 1 (0.3) 0
R L OsesEEE

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

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

FEIED W 17 (5.4) 0 0 15 (4.8) 0 0 11 (3.5) 0 0
R A H 14 (4.5) 0 0 18 (5.8) 0 0 9 (2.9) 0 0
SR 34 (10.9) 2 (0.6) 0 24 (1.7) 0 0 25 (8.0) 1 (0.3) 0
Mg, BOERES K OEhR

AN 24 (1.7) 0 0 20 (6.4) 2 (0.6) 0 15 (4.8) 0 0
IR TR 36 (11.5) 3 (1.0) 0 20 (6.4) 1 (0.3) 0 12 (3.9) 0 0
fitifigk 2 21 (6.7) 3 (1.0 0 4 (1.3) 1 (0.3) 0 5 (1.6) 1 (0.3) 0
KR F KO FRERkREE S

& WA 15 (4.8) 0 0 17 (5.4) 0 0 11 (3.5) 0 0
& 9 FEAE 112 (35.8) 6 (1.9) 0 67 (21.4) 1 (0.3) 0 113 (36.3) 1 (0.3) 0
S 91 (29.1) 10 (3.2 0 72 (23.00 1 (0.3) 0 68 (21.9) 5 (1.6) 0
BEIR B IRE 5 38 (12.1) 6 (1.9 0 14 (4.5) 2 (0.6) 0 38 (12.2) 1 (0.3) 0
= FEE 27 (8.6) 0 0 28 (8.9) 1 (0.3 0 16 (5.1) 0 0

B, AH+HA Y L THATB WD TR 86 (27.5%) | JITHEREFE E 10241
(32.6%) . HIRIRFEREIEESTHI (27.8%) | EHEREFEE2161 (6.7%) . VE M iz HE25
B (8.0%) . KAFZE « HED FHI60H] (19.2%) . BEE DR EEE221H] (6.7%) . FiE
REERERE 2761 (8.6%) . FIRHSAEREE 14451 (4.5%) | FER3BI (1.0%) . AM7e - B
%2151 (0.6%) . infusion reaction 13/ (4.2%) . 5 & 5 55341 (1.0%) . 72361 (1.0%) .
RERL T RRAE / < A3 F—5041 (16.0%) | T 514451 (4.5%) K& OVF# IR ke 2842 E 2451 (0.6%)
MO BTz, Flo, VRBERIE, BEIEEAE, OAhR & OV i MR S5 5T
ERR O BALIR Do To o AFIBEIZ I\ THIREREE66/ (21.1%) | ITFHEREREE 2461 (7.7%) |
FOR IR RERE 4761 (15.0%) . BREREREE 36 (1.0%) | [IEMEMZEESH] (1.6%) |
R - BREE D FFI1661 (5.1%) | HEE OO J2 JiFR 3811 (2.6%) . T TR RERRZ 311 (1.0%) |
B RERERE 301 (1.0%) . BEZ3HI (1.0%) . infusionreaction 14f1 (4.5%) . 5 & 9K
22050 (0.6%) . BERUHRMEIE/ S A/ 3F—2861 (8.9%) . AF4c2M (0.6%) M ONERMRIL
FRFERRIELE] (0.3%) MO DTz, T, VRUBERS G, BEREMEIE, MK - Bk,
O AR e OV PR i M PESRBER I 3GR 8 B AL 0o 7o, REIMEFHZE BRI X
BlEES (RMAMEET 25T 23 0EHERE =T,

AR UIBR R RE 70 BN R AR 2 K GUIARA+ 4 BV A~ TG 2 et Lo S
I #H5ABR (CA209004 #kER) D =7k — b 8 IR\ T, (LFIRIERIBIRBE 28 ] & (L2
BB HRAEE 13 6 & O T, ZaMtIcUfE 2RIl oo olz,
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DIE B[R 5 M AR (ONO-4538-21/CA2092387-54)

BEFGIIAKIREA38/4521% (96.9%) . A &'V L~ 7 #E446/45301 (98.5%) (2780 5
AU, IRBREE & ORRBRAEE T E WA FFGIIAHINEIBS/452145 (85.2%) . A &'
I~ 7434145301 (95.8%) IZFRD HTZ, W TN MORETIRILERNE%LL_EDEIEF X
TEROEEBY THHoT,

KT WITNLOFETRIEERIS5%L, EORIER (ONO-4538-21/CA209238305%)

Bil%x (%)

EES PN

HoAZE ARAIRE A Y L~THE
(MedDRAVJ ver.20.0) 452 3l 453 {7
4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

2RITEH 385 (85.2) 65 (144) O 434 (95.8) 208  (45.9) 0
B H R L OV A ks

RAHfiR 57 (12.6) 1 (02 O 49 (10.8) 2 (04 O
7 P 35 (77 1 ( 02 0 19 ( 42) 1 (02 O
HpEE

T 110 (24.3) 7 (15 O 208  (45.9) 43 (95 0
D 68 (15.0) 1 (02 O 91 (20.1) 0
26 29 ( 64) 0 0 46 (10.2) 1 (02 O
Mg - 12 (27 1 (02 O 4 (97) 2 (04 O
(mEL Ao 24 ( 5.3) 0 0 14 ( 3.2 0 0
NP 9 ( 20) 3 (07 O 45 (99) 3 (75 0
— i REFEERBLOE GO REE

I STHE 57 (12.6) 1 (02 O 53 (11.7) 4 (09 O
97 156 (34.5) 2 (04 0 149 (32.9) 4 (09 O
FEN 7 ( 15) 0 0 54 (11.9) 2 (04 O
FRIR AR AR

U —EHIAN 30 ( 66) 19 (42 0 26 ( 57) 6 (35 0
ALT #470 28 ( 62) 5 (11 O 66 (14.6) 26 (57 O
AST #471 25 ( 55) 2 (04 O 60 (13.2) 19 (42 0
TIZ7— B 25 ( 55) 9 ( 20 0 14 ( 3.2 5 (11 O
B L O E

AR 18  ( 4.0) 0 0 39 ( 86) 1 (02 O
TR SRR

GV 4 (97 1 (02 O 79 (17.4) 7 (15 O
G L O THLfkREE

BER IR 5 24 ( 53) 0 0 50 (11.0) 9 (20 O
EOPEIE 105 (23.2) 0 0 152 (33.6) 5 (11 0
% 90 (19.9) 5 (11 O 133 (29.4) 14 (31 O
MR g | MER3s KOMEhmIE =

I8 P 3 15  ( 33) 2 (04 O 24 ( 53) 0 0
o WAk

R BB RR IR T AE 49 (10.8) 1 (02 0 31 ( 6.8) 2 (04 O
R BB RE TUHERE 36 ( 80) 1 (02 0 18  ( 40) 1 (02 O
LS 7 ( 15) 2 (04 O 48 (10.6) 1 ( 24) 0

k. ARFIBICB O CREMEMZER 11 6] (2.4%) | BRI RMRAE/ X 435 —48 f
(10.6%) . HNTFERERET 40 51 (8.8%) . FURMRBEREMET 91 5 (20.1%) . #RiLFETE 83
il (18.4%) . EHEHERETE 6 1 (1.3%) . RIEHERERT 6 6] (1.3%) . NEAHKERET
8 1 (1.8%) . infusion reaction1l f5] (2.4%) . KB - EE O T 21 5] (4.6%) . &
FE DRz kR 5 41 (1.1%) . 1 AUBEIRS 1651 (0.2%) | B2 341 (0.7%) . 5 & 9 IR
2 5 (0.4%) . FF2e 341 (0.7%) 2RO BNT-, Fho, HEMEIIE, Lk, K.
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o M M/ IS D PSR BRI . AR - Bl AR AR FERRE M OMBALMERRAE 2013580 &
Nrpinoie, RREWEHZESURILIIREE SRR (RRRAER T 25 2o Bt
Y,

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

AFNIOREMEpERETT LV EZRA LY 2 a2 b—y g 2k v KH 3mgkg ik
240 mg % 2 JAREIR TR G L 7ZBROARAF O MG TIRES T Sz, ZORFR, KK
240 mg Z %5 LB EIL. AK 3 mgkg 25 L BROBRGEE & ik LRl
T ETRIENTZLOO, HRANBEIZEBOD THERMERHER I TV AL AE 10
mg/kg % 2 HMRHIMRECH&REG) CARFIZEG L BEOgEEE & & ik U CRfEEZ <3 & Tl
Shis (F2), Mz T, BROFEEICHT 27— 2 Ic k5% | AH| 3 mgkg X 240 mg
Z 2 AR TG L2 BERO A O R & & A M UL e & O 2 Gt 2 1%
FTOSET VPR S L, BBhEIZOW TR TO iR, ERRo Mk - A&
WA O L EVEICHME R ER T W E Pl SN, -, BEERAERAE BT
HT —RIZHADE | KA1 mgkg XL 80mg & A vV A~ 3mgkg % 3 HMHHRE T
B UTe BROAHN O R 7 & 22tk & ORI A a3 2R LUSE T LV MEE S 1L, i
BRI DWW TIREI T O R. RRLo Mk - HEOM TN ERIT /20
EFPHlENnT,

K8 AANDEHBRE T A —F

- R Crax Chind14 Cavedi4 Cmax,ss Chin,ss Cavgss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)
3 meke Q2W (352 7608) (10-;?54-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
240 me Q2W 61.712,?03) (15-22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 mgkg Q2W (14;,9;19) (51.621 '739.2) (79.9(;),'?14) (33?,9232) (18421,1 ;13) (23$,7§86)

HRAE (5%, 95%47) . Q2W : 20 FIFHIFE . Cimax : AIIEIHRG-1% O fig i L P IREE, Crinars 1 RIEIFR G2 14
El H ﬂ:ﬁﬂjé%{ﬁ[ﬁl?%‘:‘j]}%g\ Cavgdl4 : %ﬂ@&’%‘fﬁl“ El H if@qugmi%ilzpﬂ%g\ Cmax,ss : %ﬁ%ﬁgﬂ:j@
T D MIE TR, Cuminss 1 EHARIBIZIS T 2 BARMIETIRIE, Cavess : EHAIRIBIZIS T 2 FEHMLIE T
=38

Flo AR OREHEDEEE T VAR L2y I 2 L—3 3 IT X0 AH| 480 mg
% 4 TRIEIE TG SUIBEAGR O ik « 85 TG L 7BRO AT 0O My ke B 3 s
ST, ZTORER. AHI 480 mg Z 4 M TR G LIZEROEFIRRRIZ IS 1T % ) i,
THHHE (LLTF, TCagss] &9, ) 13, AHI 240mg % 2 TR TG L IZERD Cavgss
EHUT L ETREn (TR) o 72, AAI480 mg z 4 B MG TG LIZROE
FREBICR T 2 m MG TIRE (LLT, [Craxsl &9, ) 1%, AAl240mg % 2 # #]
[FIfR TG LTZBRD Craxss & HEEL L TRfEZ R T & THISNIZ S OO, BARNBEICE
W T ABMERERR S LTV D L - & (10mglkg % 2 ERIERE T G) TARFIZ &5
L72BRD Craxss & HHR L TIRMEZ 7R3 & RIS (TFR) ., MAT, AEOEECE
F27F =S E . AAI3mglkg (KH) F7-213240mg 2 2 KRR, 4 L < I3AH
480 mg % 4 HFEMME TG L 72BRO AR OBREE T & A2 34 4 & oo B 2 1
T ORIEEISET VPGS L, BEEEIC OV TREIMTONLZ /R, BRI -
MEDHE THZME R O L2 AR TRV e THIS U,

18



K9 AROEYBIE T A —F

M - Crnax Cind28 Cavgd28 Crax,ss Chmin,ss Cavgss
(pg/mL) (ng/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (35-52{ V760-8) <16-257§0-3) 21 321 f3.9) (75.&?71) (27.612,'107) (42.717,’?27)
240 me Q2W (51-712;;03) <23-33?'539-0) (30.‘5'670.9) (102,5354) (41?57,'21;58) (62.11(,)9187)
480 mg QAW (10?207) (15.25?27.4) (37.?)?34.8) (14?,1 §36) (27.751,'?37) (62.11(,)9187)
0mghg QW | (147500 | (565 132) | (lo1. 14g) | (329,505 | (184309 | (236 377

U (5%, 95%43) . Q2W : 2R, Q4W : 4B MMIRE. Cumax : HIEIFE 514 0D f ) ML IR EE
Crmina2s : #5428 A HIZF51T 2 eI PR EE . Caveazs : I G-1%28 A H & T O FH i i EE |
Cnaxss 1 EFIRIEICIIT DR MAE TIREE . Ciinss 1 EFIRTEIZIT D BARMIE TIREE . Cavess : EFIRTE
(ZRUT B R i R
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4. FEFIZOWVT

MR UIBR AR 72 MR i B (S T 2 561203, AR & U CERAuREIA (45
) DL TNDZ &0k, éumﬂﬁ%uﬁtﬂ ’%MT%%@M XChHDHLULENDD, £
O LT, EHEM Y X7 EHGHE (RMP) ([ZHD X AR O EES 2V SUEE~D 1k
HilA3 8 2 Mgk T o T, AN OE G- 72 BE A 2Wr - 58 L, AFIOBGIZ L HEZR
BIER 238l LT-BRICxHE T 2 Z E 3B e 7o, LLFOO~@ DX T &iii7= 3 Mizkic
BWHEAT2RX&ETH D,

O MEFITOWVT

@1 Fieo (1) ~ (5) OWTNNITEYT D ThHhDH Z &,

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

(2) FEEHERERDE

(3) HBENFIRF TG E T 2 0 AP (DS AR REEEE E WP, 25 AR
B wEE. S AR HEE R &)

(4) IRAFFRER 2GR E U, SORIER L RIE2 IR | USRI b ik s ik
2 OREFRFENEICLR D R 21T > T D ek

(5) PrEEMEREREAIL T EBINRE O R IR D 21T > TV D itk

O-2 EMERGREOLSHRE K ORINE SEBURS OIS 53 72 Jnik & 5k &2 R D EE Al
(FROWTINITIEE T DER) 23, YEZEBOAFICET IBROBMEE L LT

BESNTNDZ &,

*

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

o [EAIRFFESE 2 FEOMMINME ZE T L72RIC 5 L1 Lo B IR 2R O
IR Z AT LTV D Z &,

© BENOERFREEDOEHIZONT

RIS I A BT D RMEE N E S b, BRSNS OfFmE 0, A - %
IR OB P ONERISE IR 5 iR it AFFRNELE LB E OIS
. FRESNITAT DN D IEFINE > TN D Z &,
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® EBIMERADIRIT2OWT
®-1 BWERFBEE O3 AH I B3 % B

W MERR B O EE R BITERA R AE LZBRIC, 24 BRRIR2IRIRHIO T, ik X
EEE R 123 T, B L 72 BIEANCS U CABRE E L O CT O EIEH ORI 24
ERRAEOR RIS Y APIE O, EHITRISATREZRARI N E > Tnd Z &,

@-2 EERNEFEFICLAFBLNNICETLEH

N ASIRICHE D D B A itk e OB RE 2 A4 D ERIEFE DNEER =4V v
EEDHERDOA T ) —= T HTOERE L IF#ME LA TE D F— LERIRH 2
SN TWDHZ L, B, BIIAHICOWT, DABE L ZFOFBEICHDITAmENT
WnHZ &,

@-3 BIFERDZUTLRINICE LT

BIVER (RYE MR BTN 2 | EAEMEEDAE, O R, Mk, B RARE . RIBXK.
INBS, BEO TR, | BBERE, BUEATIR. TR, IS TR, mifbrEiase
K. HURMRBEREREE . MRS, MRREE. BEE. RIBEE. Mk, BEEDOK
JEREE . R ARZEARNE, infusion reaction, EEFE7ZRMIKFET, MEKERIEMERE, F5EZ.
BE . M DOEEROS, IRIBRENE, DlEbEE (DR AE) - IR - O MEEIAMGES) |
AREFERES . IS I, EEALE) (T LT, Yakhiax B ERERE O FMMEE A 5
EffEEE L (BIERORBKOXINICE L THRER O EEZITONISGMCH D =
&)L EBITEY) R AE N TE HEHINESTND Z &,
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5.

BEXMR LI DBE

SRl tE i AT ) |

@

@

TREDBEHEIZBOTARADOFIMERREN TN D,

o ALFIRIERIGR K OBEER OARIGEIERANRE 72 TLHT/ IV ] SO LR 58 o v R iE
BE

o SERUIRFZOIb/C B/ IVH Y o BafERE BT DI L

723, BRAFEE AR Z6 T 5 BEITH WL, BRAFBIFEANC L 210K LB ET

HZk,

AHI+A BV b~ 7 BGIMEFFRERTBRE ORIGUIBR R G e M B AR 4 5
& LA S ARRER (CA20906735R) ICBW T, MR E S A B Y A~THKE
2k L CHMERRGES LTV D, 722 L, AAl+A B Y A~ 7 H5 & AHK| B
5% el U7 BRI BEHZ B WL CiE, PD-LIEERICE D A BV AT D L3
HNRD R DBAD TR ENHFERPGELNTND (Tp2R) , 2o, Rk
Ui RE 2R B R AR 2B W T, REIE A Y AT L OJFHEE ORI 2 f
Wrd 23540, PD-LIEHE* 2RI 52 ENEE L, PD-LIEEEN1%LL ETH
D EDHER SN BE TRV TL, JRHL AFREMER LS A EET S, k. BiG
UIBRARE 72 S B RS 2 b 5 & U 72 igEsh o 1 #EEBR (CA20900435R) D =27k —
R8IZIH W T, (b FIERIRE BE AL FHRIERBRREBEE & ORI TARAI+ A U A
~ 75O NECIE R 2R ITIRD DTV,

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

(1)

AJCC (American Joint Committee on Cancer) JR3A/3%E (55 7 i) 1235 < 54
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[tz B 4 5 F1E]

O TRICEYTHIREICOWVWTUIAROREN LD L SN TWD Z b, &5 %217
DRI &
o ARENDOEITIT R LIBBUEDOREERE D & 5 B

@ REATOFHMIZIBW T RIS ST 2 B IOV TR, AAlOREITHELE S 2

DS, MOTEPERPFUE DS R WIGEITRY | HEICAFZEN T2 L 2B ETE D,

o MEMMEEDOAH IO H 5 BE

o TR AR A CRVE S 2 58 6O D A K ONEENME O TS B I g 2% S0l G i ¢
LEOICRIEME A DD B

o HORERBOED, XUHIEMHR7ZE L < ITHERMED B O i B OB TR D
oo BE

o EERBAEE (GE B A 5 Te) O b HERE

o OB IIBEE A AT DA

*  ECOG Performance Status 3-4 2 0B

(20 ECOG @ Performance Status (PS)

Score | EFE

0 | &<MERIEE TS5, BT L R U R EAERNHRZR AT D,

PREIZI LUEBNTHIR S 225, BTAIRE T, BAIEESEE > TOMERIIITI LN TE D,
RS N S

ATRARETH A O OEY O Z LT F N THHEESERTTE 2V, B O 50%0 Eid~y R Tl 27,

ROENTZHOSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+ d,

AW

ELENT RV, BAOHFOEY OZ LiF4e TERY, BEICy R+ Tl I4,
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6. EICEL THETREHH

WA SRS TN 2 RSO ER DT 2 BB 2 -5 & AR 0 Rk ) OV E
DT OIZ B HE T L TS5 2 &

TRRBARIZYENE D | B UXZE DFEIEITH IR OERRIEZ +553 0 L, [FEZ2 15
ThoEETH L,

RIRCIBRARRE R M R AEBE BV T AR LA ) A~ T L O ARG ORF
R 856, PD-LL BLR L MERT 5 2 ENEE LAY, PD-LL FHLR R
TERWEAIIE, AFIE A B A~7 L OO 2wl L7z L Ts
THZ L,

FREWERAO~F T A MZOWNT

@

@

MEMEMEEN D LD Z ERH DD T, KFNOEGIZHT-> T, BRE
W (REWR RIEE, ik, FEEVE) OREFE M O X S d o i, Bz -+
ZATH 2k, Fio. KBS UTHES CT, Mig~—"—%0Ma %2 Eiid %
Zé&,

AFNOFEILEE D infusion reaction (2 2 CEARHI 43 %D T 5 U
%477 L CBRMET 5 2 & £ 72,2 [Bl B AR O AH|$% 5-FF1Z infusion reaction
DHHLOLNDZEHHDHDT, KFIEGH R OARA G T #IT A 2P A
CERAET %, BEORBEL 28I 52 L, 70, infusion reaction &
FHLLICGA IR, R TOBELOERD TERIZEIE T 2 £ CHE - 08l
T5HZ &,

ORI REIRE . TRAEERET R ORIBEERH bbb Z B3 HDH DT,
AFN D ¥ 5B hERT M O G-I I E IR N3 s RE R A (TSH. 1028 T3,
FERE T4, ACTH, I =V —VEORIE) #FE i+ 52 &,
AFNOFEEIZ LY | BEORERISIZERT 5 &5 2 bildikx IR BOW e
DHLOLNDZENDDH, BENRDOONTEGEITIL, BELEFRIIS UL
B 72 05k & BRBR 2 Ff D[RRl & i U Cal bl 2 B nRs W 21TV 18R o5
FOSIT X 2 BWER 2 o 2 355 12id, AFNORIE T I, K ORIE RE A
NECHOBRGEEZBETDHZ L, B, BIERERLVE L OFREIZEVREIE
A OUGERFRD IR WA TR, BB RE AV LISt o Sz il Fl o8 in
bEET D L

BeEAET %, BOEBIOE ARRE L T LEWERDBET L2 Enb D729,
AFNDOBERETRICORIEHORBIZH2IZEET H T &,

1 BUBE R (BIE | BUEIR WS 2 3 de) b bbdv, BERPMES F 7o R— X
ICEBDZENHLHDOT, Alg, HE, EHFEOIEROBHRCMAEED L2
SEETAHZ &, 1 BBEREN DN -G ICiEREE Ik L, AR 8l
OB 5 E DY LEZITH Z &,
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o IAUBESRIF (BIE | BBEIRIG 25 de) 23 b bd, BEREMES R TV R—v X
IZEDZENHLHOT, Hig, Hol, WRH-FORER DR B MAEE O A2+
SEETDH L, L RBERBE DN S A IS E IR L, AR
R OBEEDOFEE) 2 WEZITH Z L,

o BBEATZR. TS, ITHEREREE . TR, BLHERERDHSDOND 2 ENRH D
DT, EFIIFERREZITV., BEOREL+SICBET L2 &,

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

BR&ha 6 3 7 AU, R BABEIL, 56046206 1 FEMIE 6 JE 2 & IZG2MEDRE

fizAT > TWI2Z L 2BEBIT, AREIFRGHITESICHROMEREZITH Z &,

FEARTI R O MR EASEEE ~OIFRMBIRE & UTHEHT 2B, AR ORIR

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

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

AFNOBGHFIZ 12 TAETETDH I &,
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EEERHEEST A RFA v
=R~ 7 (BinFr#Z)

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

~ TR SHER I ~

A2 943 A (FFn 445 AKET)
BT BE



ER/N

1. IZU I P2
2. AANOFE. (FRET P3
3. ERIRRERE P4
4, FEREIZDOUWNT P9
5. H&EGXREMDEE P11
6. WHIZEL THETNEHH P12



1. IZT®IZ

RIS DOF M « ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEM ORI L0 | FURESR G 72 & OFH0 72 5L E R
FPEIRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
R & 72 o TR Y RRIFMBGE S & YR O B TTEE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L L ShTnd,

BORVE AT ESR L, KB ERASCL ST 0 7 7 A VB O ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
VHEIMOREZMLZIT 5 2 EnHIFF SN BT I LTERT S & &bz, mIfE
RN FBL L 7B I B 2t & & D 2 & AN AHE /e — 1 O B i 7= 3 R S BE i A
THZEREETHD,

Lo T, KA RTA4 Tk, BRBEMESLZNE TILELN TV D EFITFR -
BEE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EERE R~ T,

I, RIA BT A %, MSIATBAE NEIE G ERE IR OHE, ASEEEANRR
BRI 7o, —AFEENE N A ARERIRNBHE S . —MRFEE N B AT SRR R O
NESFERNE N BAR D ESB 22 O o b EAERR LTz,

RGe L I HEIRS, - A VR ERE 20 mg, A7 U — R SEETE 100mg, 4TS
— ARSI EE 120 mg, A7 Y — R SIEEE 240 mg (— 4 =
M~ 7 (Bl FH#z))

REERDMEUTHIE « TR UTEREER 2 A9 5 FHSHA S

REERDMERONE  WH . RAICIT=A L ~7 (B z) & LT, 16240 mg
Z 2 BRGSO 1B 480 mg % 4 3 R RIE CAGE T 5,

f3E IR 5E ¥ F NI TEEASH




2. AHNORK. VERBF

F 7Y — R T 20 mg, [RLAEEE 100 mg, [FAGEETE 120 mg K& ONF] s fsiE
240 mg (—fi%4 - =R~ 7 GEE M), LT, TARA) Evd,) i, hEFPSES
THEMASHE AT LYy 7 2% BTV ARV - v Y —X X747 (BMS) th) 2
BAs L7t K PD-1 (Programmed cell death-1) (Z%}9 5 & Nl 1gG4 & / 7 v —F/LHLfk
Th b,

PD-1 1%, &M L L72Y 38k (T A, B MR N F 2 7% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i Bh I IE & BUZHIEET 2 2
T ICERT 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U K (PD-LI1
K OVPD-L2) EfEA L, U SERICMEINES 7L R LTV o REROIEE L IRREZ
BIZHRET L TW5d, PD-1 U W RIFHURE SN B b O & 22 G/ 588
LTk, BMERAMEEE) LU LB IHT 5 PD-L1 OFEBLLIEDEF
HH & OMICADHBEBFRN & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFHEEI N, BB L EEMAHRIZI T D PD-L1 ORI LI O
ALEWIR & ORI EDOFBARRN & 5 & D#HE S & 2% (Sci Transl Med 2012; 4: 127-37)
X 51T, PD-L1 Z 3Rl RE S B8 AT, FURRRA CDS B5PE T Mmoo Hifa &
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
SEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 7> RERE&IL, 23
AR TURRF A 72 T ML OWEBEEZ BT 5HFD—> L LTEZX LT
Do

AFNZ, FEHRBROFE R S PD-1 OMfasEE (PD-1 U 7 o RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X D, BATURFFRN e T kDI
PEA K O AABIRNE k9 2 ARIRE TG M 2 58 T~ 5 2 & TR e PuiEgsh iR 4 o~ 9
ZENHERR STV D,

IS O AN | AFNTEMEIER )T 2 B 2R EIC R0 55 b0 L MIfF S,
SHSE I B A kPG & U TR IR SRR & 520 L 20 Lt OB B NER R S 47z,

ARANDVEFIRERAC IS < M O Sy RIS & 5 BHEM %238 5 b, TE I
EDFREMEDN & Do AAIOEGH RO GHITIT, BEHEOBERZ H0IXATV, BFE R
D BTG AITIE, BB L HUTIE U B 2 ik & B8R & FF o R Afl & L Col
BI7RERIZ I 21T\, B ORIERRIC K D RWER R DIL DA, IR AR L
U FI OB GO YR ILE AT 5 BERD D,



3. BB
BR LR RERE 2 A 5 IESA R O A GRIFIZ -l 21T - 72 T 72 BRI R O iloi &
NE IR

[H2hE]
[E B L[R5 AR FER  (ONO-4538-11/CA209141 705k )
7T FFRUE 2 G LSRR T %0 560 H ISR 28T UIHREDNRD bh

7= ARE B 0 D ST E DG & 72 & 72 W T/ IV 00 SESE R R L R 2 536 1451 (H
ANBE2IH 2 G e, AFIRE24001, xHFREE12161) Z %512, RS ERIASEIR L1z
B (A PP —h, FEZFEALTEYF O ~T) xR E L TAHIZmg/kg%
23 IR CAMEHE L7 & 2 OFIMER VR Z2RET Lz, FTEFEEE Th e
AR (BAT. TOS) Evvo, ) (Rl [95%IEMEIXIA] ) D IMATRE R IT. A&
HI#ET7.49 [5.49~9.10] A, *IFREET5.06 [4.04~6.05] H A THY . AANIIEERIE Y
PEEM NI L 7= VBRI LRI BRIt R 2R LTz (N — RE0.70 [97.73%(5F
FEXR - 0.51~0.96] . p=0.0101 [/&%log-rankifiE] ) .

*1 ARG B IS DAL F R BR 4 & e,

*2 G b SIVIRREALIL, FIE, - AR R OEEE,

1.0

—- KR
- X EREE

0.9
0.8
0.71
0.6

TRt HF

0.5
0.4
0.3

0.2 e

01 7 O,

ool . . . .
0 3 6 9 12 15 18
at risk# £#FHM (A)
AHFIBE 240 167 109 52 24 7

Poiich:c3 121 87 42 17 5 1

K1 OS @ Kaplan-Meier Bt (ONO-4538-11/CA209141 FR5R)



(PD-L1F& BLAR IR D A 50 Mo Oz 424:)

EFR I E 2 AEFRER  (ONO-4538-11/CA209141785R) ICHEAAN BNT-BED S b,
HEIEAHAR I W TPD-L1 2 3 8 L 72 AL S b 5 E1A (LR, TPD-L1F&HLHE ] &
V) T DIERDE LN OBE DT — X ZH-S & PD-LIZEBLERBNTHEREIC
RN AT o T- A INER O LB DFERIZLL T L B Tho T,

ANMEZEI LT, PD-LIZEBLED 1% AT DG E I B L IZIERROFRE R TH 72 (F
<)),
723, PD-LIOFRBRICL T, KFOLEMNT w7 7 A VITREETH -T2,

i
o
S
i
o
15}

—Nivolumab 3 mg/kg —Nivolumab 3 mg/kg
o | X Investigator Choice % "~.: ..... Investigator Choice
g g
@ @
] 60 - & 60
S [
g =
40 - 3
i T
20 20 -
0 T T T T T T T T T T T T ) 0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
L4 FHB(A) 2EFHR(A)
at risk at risk
Nivolumab 3 mg/kg 96 74 59 42 30 25 22 19 16 1 8 5 1 0 Nivolumab 3 mg/kg 76 54 39 32 29 20 19 17 15 1 5 4 3 0
Investigator Choice 63 45 24 14 10 6 4 3 2 2 0 0 0 0 Investigator Choice 40 30 19 14 10 7 5 4 4 1 0 0 0 0
A Nivolumab 3mg/kg (events:81/96), median and 95% CI: 8.1 (6.7,9.5) A Nivolumab 3mg/kg (events:67/76), median and 95% CI: 6.5 (4.4,11.7)
"""" O+ nvestigator's Choice (events:60/63), median and 95% Cl: 4.7 (3.8,6.2) w0 nvestigator's Choice (events:39/40), median and 95% CI: 5.5 (3.7,8.5)
Nivo vs INV Choice - hazard ratio (95% CI): 0.55 (0.39,0.78) Nivo vs INV Choice - hazard ratio (95% Cl): 0.73 (0.49,1.09)

ONO-4538-11/CA2091413RBX D PD-L1ZEER| TOOSD F T 2E T+ 0 —T v FF—F D
Kaplan-Meier i 53
(£X : PD-L121%DBEEMA. FX : PD-L1<1%DBEEH)



[Z4tE]

[E B3 R MAGER  (ONO-4538-11/CA20914175x)

A ERHEGIIAKIRE229/236/ (97.0%) K O RRE109/111%1 (98.2%) (2588 v, 1A
BRIE & ORIFEBIRNEE T X ROAEHGUIAAKIREL39/236/%1 (58.9%) . xtFRHEES6/111
Bl (77.5%) 12380 LTz, FEEENENLL EORIERIZI TEDO L EBY THoT,

£1 REBEEN5%I EOBIWEA (ONO-4538-11/CA20914130k)  (REVMEITHRE)

B (%)

g0l e 40
ey A XITRTE
(MedDRA/Jver.18.1) 236 {7l 111 1
4 Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

EIER 139 (58.9) 31 (131) 1 ( 04) 86 (775) 39 (351) 1 ( 0.9)
KIS LV SR

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

Uit BRI E 0 0 0 9 (81 8 (72 0
AP

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

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

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

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

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

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

(NN 4 (17 O 0 6 ( 54 0 0
(N IPSENOCEE =i

RAREOE 17 (720 0 0 8 (72 0 0
PR R M

KR = 2 — T — 1 (04 O 0 7 (63 0 0
R LU T ARk s

it B 0 0 0 14 (126) 3 ( 27) O

B2 Wz 15 7 (30 0 0 10 ( 90) 0 0
EHFERE 17 (72 0 0 0 0 0

bz 18 (76 O 0 5 ( 45 1 ( 09) 0

7pde. MVEVERIZEE 7 61 (3.0%) | BREUTRAEIE/ I A F—5 5] (2.1%) . JFi%ne
[ 5 1 (2.1%) . FURBMERERETE 17 61 (7.2%) | #hikksEsE 7 61 (3.0%) . Eiknel
FH 1B (0.4%) . BIBRESE 161 (04%) . FEMAERERES 2 41 (0.8%) . HRMIEZER
JiE 161 (0.4%) K N infusion reaction 3 5] (1.3%) 23388 b7, £7-. EIERHEIE,
D, Whde. KRB - EHEO TR, 1 BRI, @Ml MO MEEE B . T,
e - BlilESE, BEEORERESE, 5& 5 ERLKVEEDORERFITRD bkroT,
AREWERFE BRI E S (BRMRAEM ST 25Ty 28 BEHEREZ T,



[ - HiE]

AR OREMEYBETT L ZFHA LY 2 2 L— a3 02k v, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TS LIBROARR O Mg iR ER S S iz, ZOfs
R AHI 240 mg G LTZBROREEEIL, AH) 3 mgkg 45 LICBROBRE & & ik
LTREZRT ETRHENTZb DD, ARANBFICBO CARMR RIS TV D H
- & (10mgkg % 2 BFFEECRE) CAKIZ G UI-BEOugE & & ik U CEfH
oy LRSI (FR) AT BEOBEICE T 27 — #2125 & KA 3 mg/kg
(IREE) 0T 240 mg % 2 HFFIFE CHG- L 72 BROARRF OBRE & & Ao 3 ik b
ORI & T D IRE ST T AR S, Y% OV TREIT DAL AE R,
ERROME - HEOR TAEIMER ORI 2R IT Vv E PRS-,

K2 FHOKYBE T A—F

M - R Crnax Chnind14 Caved14 Crax.ss Chnin,ss Cavg,ss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (352 7608) (10-;?54-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
240 me Q2W 61.712,?03) (15-22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 mghke Q2W (14;,9;19) (51.621 '739.2) (79.9(?,'?14) (33?,9232) (18421,1 ;13) (23;7286)

HRAE (5%, 95%47) . Q2W : 23 FIFHIFE . Cimax : AIIEIFR 518 O g i M PIREE, Crinars 1 #IIAIF G214
HH ﬁ13075%1ﬁm{%ﬁ$/§&f\ Cavgdl4 : %DIE*QE‘?&I“' HH iT@qug[ﬁl{%iEP/%rg\ Cmax,ss : Eﬁ%ﬁ.ﬂ%iiiﬁ
T DB MLIE P IREE . Cuinss @ E T IRIBICIS T 2 BARMLIE HIREE . Cavess @ EFRIEICISIT 2 A I
TR

Fo AR OREREYFNEET VAR L2 I 2 b—3 3 280 | AFH 480 mg
Z 4 BRI TG SO IBEARE O L - &% TG L 72RO A O i I B D3 Fss
Sz, ZORER, AK| 480 mg % 4 HEMR TR G L0 EFIREBIZB T 2 i
EHIRE (LT, TCags) &V, ) 1%, AKI240mg % 2 FF IR THG L72BED Cavgss
CHUT D LTI (FR) . /o, AAI480 mg % 4 @M TG LIZBROE
FIRRBICRB T D MG FIRE (BLTF., [Craxs) &9, ) 1&. AAl240mg % 2 #H
[FRR THE LTZBRD Craxss LB L CREfEZ R T & TRISNIZ DD, HARNBEIZE
WTEABMENHER STV D ML - JI& (10mg/kg % 2 AR TH L) TAHFIZ &5
L7ZBED Craxss & 0l U CTIRE A 7R3~ & FRIS L (FR) o AT, #EOREEICE
FoT7T—2ICHEDE AFI3mglkg (RE) E7213 240mg Z 2 EMRIFE, 4 L < I3AA
480 mg % 4 MM TG L 72BO AR OBRTE R & A0 34 4k & o B % My
THBBSIEET BRI, YZBEIC OV TRFEIMTh iR, Lo ik -
REOM THRE L LI R 7R IT 0 PRl S -,



K3 AFOEYERRNT A —F

v - B Crnax Chrmind28 Cavgd2s Cimax.ss Crnin.ss Cavess
(pg/mL) (pg/mL) (pg/mL) (ng/mL) (ug/mL) (pg/mL)

3 meke Q2W (352 '760-8) <16-25750-3) (21 321 f3.9) (75.&?71) (27.612,'107) (42.717,’?27)

240 me Q2W (51-712"103) <23-33?'539-0) (30.‘5'670.9) (102,5354) (41?57,'%1358) (62.11(,)9187)

50 mg QAW (103307) (15.25?17.4) (37.?)?34.8) (14?,1 §36) (27.751,'?37) (62.11(,)9187)

10 mg/kg Q2W (142,9322) (86.959,.?32) (101,1 ?48) (323,9225) (18421,1 gos) (232,7277)

Pl (5%, 95%%) . Q2W :

2AMFERE. QAW : ARG, Cumax 1 HIEIF 514 0 f i MLIE IR EE
Crmina2s : A 5-1%28 A HIZF51T 2 SR PR EE . Caveazs : IR G428 A H & T2 i ik EE |
Crnaxss * EFARAEIZIS T 2 B MG FHEE . Comninss  EWIRRBIZ IS D B RILIE PHLEE, Cavess : EHIREE
(30T 2 SR R



4. FEFRIZOWVWT
RS & U TS (BFFE) AE o Tnd 2 &b, Yikild 4@
IZETXDER THOIMNERD D, TDO LT, KF OB #EY) /2 BE 2720 - FF
ﬁEIJ\ AHNOBEHIZ LY BEELRRWEH 2B LIRSS T 5 2 EBRMERT=D, LIF
DO~@DT X T &I MR IZBWTHEHAT & TH D,

O MEFRITHOWT

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

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

(2) FrErERERPE

(3) HEAFIRAIEMEET D03 ARFOEEERRL (DA BIREEEIRERPL. 23 AR
W 1REBE, DA R R R e &)

(4) FIMRALERIER 250 0E U, SN RIERLRRIE2 IR | U SRIES LA ok
2 Ok IEAEITSR D JR H & AT > T 2 ek

(5) PUEMEREE AL & BRINGL O il g% FE B4R 5 B H 24T > T B Jifi

O-2  SBASEE DAL 7R E L OVEIE R FE BLIRE OO KT 43 72 Fnisk & #85k % B¢ D 1= fifi
ITHEEHERT (FROWT DTS T D EM I HERER) 23, 4% R oA AN B
TAHREOEMLE L LTRESNLTWS Z L,

7

o [EAIRFFEGE 2 FEOMMINME ZE T L721RIZ 5 L LR AIRROERIRIHE 2
ToTWHZ &, 525, 28U LR, NAREYREL L LEERRIESZOIHME %2
ToTWHZ &,

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

o [EARFFSUIEFHEM ST IRG % O IIRHE 2 & T L7cigic, 5 4FUL Eo nEsF
DEFRMHE Z1T> TV, 56, 24FL Rid, DAL EZ & ORI DN A
TRIRDEEIRHEZ 1T > TW\D Z &,
ﬁﬁ KFNC L DBEBICB O TIZENER S0 2GS 2 B4 5720, BE DIGHE

(2 7= R FHERNT EOROWT IR T GF 2 i 7= 3= Al (SESHEE O b5k
5 ORIE RS BLRE O 40 72 ik & #5802 Fe D[R Hill) & OB /D ¢ &
IR TH 2 L,




© BENDERMLFREEDOEH|IZONT

AR BUCIE S 2 BMEE B E S, BRSO OB D AR - 2
PRI RNE O B ONERI ST R E B X 2 T HIE i, AR ERB AL
258 O FH . FERHELDITATON L EHINE > T Z &,

® BIWER~DORHHIZOWNT
@-1 HagkkmIC B 2 B4

VR MR A D BB 7R BIE R 3 98 42 LT2BRIC. 24 BEREISIRIAHIO T, Mi%hiak X
IR AR 23 T B L2 BIVERNICIS U CABRE B KON CT ZOFIVER ORI 4
ERRAEORERD Y HHRIZE O, B HITRIGATRE AR > T D Z &y

@-2 EREFE L DAEERMCICET2EHS

DN AR 2 B 2 gk M O e 2 B3 D R HE NRIERH T =21V 7
EEDEROA 7 ) —= T HATOEIRE L IG#E IE TE 2 F— LR 23
SN TNDZ L, B, BEEEIZOWT, DABRE EZOFRICHSICAmEnT
WhHZ L,

@-3 BEHEADZWrx N LT
RIWER (REMERZEEISI X, BEREMEDAE, (O, Tk, B RARE, KBK.

NS, EEED TR, 1 AUERIE. BUERTI. IFARA. IFHEREREE . IR, B brEinsE
K. FAIRIAEEERE S T ERMAMREREE, mhiklEE, BEE, RIEEE, MRk, BEEOKL
JEREE ., HARMARIEIRAE, infusion reaction, EEERIMAEMEE, MERERIEGRE, .
g% . BE OB ROR, IR RN, OlEREE (OEMED - 4RIK - =AM ) |
IRIFERE . IS I, EFLSE) 1SxF LT, Yihtiax SUE R EEEE OB MM A AT 5
RN & HEE L (BIEHOZKrCH I L THRER O EEAZ TN 568 cH D =
&) EHITETIZRAEDN TE DN STV Z L,

10



5. BEXHB LR HRE
(BB 3 2% FH]
O 77T 8K G FREROH 2 BE BV TAAOFE NN REN TS,
©  TRLUCEZY T 2 BEICKT 2 ARAN O K OME A G IEIZ DWW TR, BKFIOA ZhEN
NS TE LT, AFIOREGRRE B0,
o TIFFRHNEGTALTIIEIC X DIRERE O I W EE
o IR L
o fhoOPUEMEES L OFH L TGS D BHE
@ AANZIEFEEILFE S MAERERIZ W T, EERITI W THRBERIZ ST L CTHEMED R
RESALTUW D23, PD-L1 FELRIC L O GRMEOMBEM N2 D Z L SRS D AR
DELINTWD Z b, PD-L1 ZELER* SR Lo B CAFI O Al S O 2
THZENLEE LV, PD-L1 BERN 1% THDH I ENMHER SN EE B
TIE, AR OIEHREIRIE S BET 5,
kARFIOZWEK L LT, IR524 : PD-L1 IHC 28-8 pharmDx [# =] &R EN TN 5D,

(AP B+ % FH]
O TRIZEZYTLIEFICOVTIARFOERGENEEZE SN TNWDLZ b, &5 E21T
DR &,
o KA LSBUE DB D & 2 B3
@ BEATOFI SISV T FRICE S T 2 BHE T OV TR, AR ORGIIHESE S e
DS, AMOTEPRPTUE D R WIGEITRY | HEICAFRZETNT 52 L 2B TE D,
o MEMMEREDOEHIITITEDH 5 BHE
o R AR A CRVE R 258 6 D B K ONE B 0 5 i i i 2 <o i Gt it ¢
FEOMICRIEMEZEAN DD B
o HOREREOGOF, B L < IEHFMEO B O ik B OB TR O
o 5B
o g &Ml REZ E1e) Ob 5B
o OB IIBEE A AT DR
»  ECOG Performance Status 3-4*V 0 i

(ED  ECOG 0 Performance Status (PS)

Score | EFE

0 | &<MERIEE TS5, BT LlFE U HEAERNHRZR AT D,

PREIZI LUEBNIHIR S 225, BTAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+l Zd,

AW

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

11

BATRARETH A O OEY O Z LT F N THEEIZBERTTE 2V, HHPD 50%Lh Eid~y R Tild 25




6. BEZELTHEETREFIH

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

TRIEBRABIC e D | B XX 2 OFEICHINE L OER %2+ L, RE 215
ThoEETHZ L,

PD-L1 RBE G L7 ECAFIOE Gl HK 2925 Z &L E LA, PD-L1
FEBURDFER T E RV, AAIOMEH OB & Z @O HWr L7 Ecib5T 5
z&,

FERBEIMERO~RT A MZONT

@

@

MEMEREBEN D Lo b Z BB DD T, KFNOEGIZHT-> T, BKRIE
W (PRI IRIEE, ik, FEEVE) OffEsE M OWE X S 0 %, Bleiz+5
ZATH 2 &, Fo, MBS CTHE CT, MiE~— I —FDMm&x FEhd 5
Z &,

AFN O 51X EE D infusion reaction (i 2 CEARFZ H3 2kt D T 5 U
faAT > 72 EChRtaT 2 2 &, £72.2 [8] H LABE O A% 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIFEEGH K OARA G T #IT A 2P A
CERRET %, BEORBEL 2B 52 L, 70, infusion reaction &
FHLLICGA IR, R TOBELOERD ERIZEIE T 2 £ CHE - 08l
T5HZ &,

ORI REIR . TRAEERET R ORIBREERH 5O 2 B3 HDH DT,
AFN D ¥ 5B hERT M O G- B I3 E IR N0 i RE iR A& (TSH. 1028 T3,
FERE T4, ACTH, M=oY —VEORIE) #FEhEd 52 &,
AFNOEGAZ X0 | WEDOREISIZER T 5 & B 2 b D4 R R IER R
DHOLLNDZERNDD, BEPRDOONTHEIIE, BB LEFRIIL U
B 72 ek & Rk & e O R Aill & i UGl bl 2RI W 21TV IR O
FOGIZ X 2 BWER DN g0 23551 21E, AR ORFES I I, R ORIE BE A
NWEVRIOBRGEEZZBET D L, 2k, BIBREFRLVEYOELIZ X0 EIE
A OYEERFRD IR WIGEITIE, BB RE AV LISt o Sz il Fl oisin
HLEET D,

BeEAET %, BOEB B8 ARRE L T LEWERDBET 2 Enb D729,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBE R (BIE 1 BUEIR WS 2 3 de) b bbiv, BERPIMES F 7o R— X
ICEBDZENHLHDOT, Alg, D, EHFEOIEROBHRCMAEED L2
SEET S L, 1V EERBN DN -G ICITEGEEZ R L, AR )
FOFGFEDHME) R EZITH Z &,

BIERTIE, P4, ITHEREFEE . TR, B{ELMEEE RPN H LD Z &R H D
DT, EHIIITHERERE LTV, BEOREEZ H3ICBET 52 &,

12



® AAIOEFEARRERICINT, &EHBNG 9HA ., TALRERT, BE5HENG 14
L 6 ] Z LA IMEDFHI AT - T\ e 2 & 2552, AFIBG-HILEBIT
(R OMERRZAT D 2 &,

13



EEERHEEST A RFA v
=R~ 7 (BinFr#Z)

(BR5E4 « A7V — A RFEFHE 20 mg, 7P —RRHFEHE 100 mg, A7 P—
AR ERE 120 mg, A7V — R K EE 240 mg)

~ R e o ~

ERR2 94 A (FFn 445 AKET)
BT BE



ER/N

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



1. IILBIC

RIS DOF M « ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, 6T, TEORFREFOESRICT LY | FUREZS e & OHF0 72 3R %
FPEIRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
R & 72 o TR Y RRIFMBGE S & YR O B TTEE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTH, HEFMERGLEOHAORELHEZXD Z L LS Tn5,

BORVE AT ESR L, KB ERASCL ST 0 7 7 A VB O ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
VHEIMOREZMLZIT 5 2 EnHIFF SN BT I LTERT S & &bz, mIfE
RN FBL L 7B I B 2t & & D 2 & AN AHE /e — 1 O B i 7= 3 R S BE i A
THZEREETHD,

LTl o T, KA NI4Tl BARBBERES N E T/ LTV D EFIEFH -
FHFR RN FED & | LUN O SR 5 O fii 70 8 A HEdE 3 2 BLA b LB e B B 2
HROEEFEHE T,

I, RIA BT A %, MSIATBAE NEIE G ERE IR OHE, ASEEEANRR
BRI 7o . — AR ENE N B ARBRR NEHE S K O — AL FE N B ARWREG T2 O
Job EERR LT,

RGe L I BEIRS, - A VR ERE 20 mg, A7 U — R SEEHTE 100mg, 4TS

— AR EE 120 mg, A7 Y — R RUEERE 240 mg (—%4 0 =
A~ T7 GBS FHEHEZ))

KA ERDMEIE - ARG OIBRAEE TR 0 B MR e

WG ERDRMERORE  @E ., lAICIZ=R L~ (BT %) & LT, 11 240mg

Z 2 MG X 1 0] 480 mg & 4 3 [ R0 C A EET 5,
ARV F =T LT 25613 @ RAZ=A L~ (8
faf#Hz) & LT, 1101240 mg % 2 3R X% 1 5] 480 mg
% 4 B IR CRIEENET 5,
(L FPRERIBIE ORI YIBR R HE T O B I 12 % L C
AU LAvT (BaTiiEz) SOPRT25681E, 8., A
=R ~7 (s z) & LT, 18240 mg % 3 B [H R
fRC A4S 2, 20%, =AL~7 (BIEFHZ) &
LT, 1[a1240mg % 2 JE RIS 1 [B] 480 mg % 4 B H][FIRE T
RIHEHET D,

B I OE ¥ NERERG TSR
(23%)

BB D AR AT 4 7 ABE20mg (— k4 - WAV TF =T TR O%)

RESITZIAR. MER O &

ZhRESUZNAR AR EIBRANRE SUTER R oD B Al g




REROHE =R~ 7 (Bafz) 0T 2580F, 8%, A AT
YF=7LLTI1HI1F40mg ZEEEFCROKET 5, ks, BFD
WRABIZ LV ERET 5,

ISR (S BE 3 D v — R A SRR S0mg (— %4 - A BV A~ T GEfs )

DR XITNR, MER O &

BRE IR+ ARTEBIBRASRE S TR M 0D Bl e

MEROHE  =AA~7 (Biorf#az) Loffficisn T, @mHE., mAiEf e
UL~vT (Efar#faz) & LCI1E I mgkg ((RE) % 3@EMMRET
4 BLATHFEHET D,



2. AHN DR, VERBF

F 7Y — R T 20 mg, [RLAEEE 100 mg,  [FAGEEE 120 mg K& ONF] s
240 mg (—fi%4 - =R~ 7 GEE M), LT, TARA) Evd,) i, hEFPSES
TEMKSLEAZ LYy 7 24 BT VAR e Y —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 1%, &M L L72Y 38k (T A, B MR N F 2 7% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i Bh I IE & BUZHIEET 2 2
T ICERT 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U K (PD-LI1
FONPD-L2) &AL, U v SERICHIEIE S 7 s LT U v BRoiE M IR BE &
BIZHRET L TW5d, PD-1 U W RIFHURE SN B b O & 22 G/ 588
LTk, BMERAMEEE) LU LB TS PD-L1 OFEBLLIEDELF
HH & OMICADHBEBFRN & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFHEEI N, BB L EEMAHRIZI T D PD-L1 ORI LI O
ALEWIR & ORI EDOFBARR R & 5 & OHE S & 5 (Sci Transl Med 2012; 4: 127-37)
X 51T, PD-L1 Z 3Rl RE S B8 AT, FURRRA CDS B5PE T Mmoo Hifa &
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
SEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 7> RERE&IL, 23
AR TURRF A 72 T ML OWEBEEZ BT 5HFD—> L LTEZX LT
Do

AFNZ, FEHRBROFE R S PD-1 OMfasEE (PD-1 U 7 o RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X D, BATURFFRN e T kDI
PEA K O AABIRNE k9 2 ARIRE TG M 2 58 T~ 5 2 & TR e PuiEgsh iR 4 o~ 9
ZENHERR STV D,

IS O AN | AFNTEMEIER )T 2 B 2R EIC R0 55 b0 L MIfF S,
R R A xS & U7 BRRERBR & TEhE L A e A R O e S vz,

ARANDVEFIRERAC IS < M O Sy RIS & 5 BHEM %238 5 b, TE I
EDFREMEDN & Do AAIOEGH RO GHITIT, BEHEOBERZ H0IXATV, BFE R
D BTG AITIE, BB L2 FGUIE U B 2 ik & B8R & FF oAl & L Col
BI7RERIZ I 21T\, B ORIERRIC K D RWER R DIL DA, IR AR L
U FI OB GO YR ILE AT 5 BERD D,



3. BB
RIBYIFRAHE XX ERFE M 0D BB fages D A GRIRE I Z R 2 1T - 72 5 72 B AR R D Bl &
NE IR

[H2hE]
DEFELF AR RER  (ONO-4538-03/CA209025 7kb#)

MEFAEREERZET 2HEMEEGEA (T3 T =7 A=F =T VI Tz=T,
INYR=T ) e E TR A A T D AT SO THER RS 0D 38 B A R R ol e AR
821 5l (HANERE 63 fflaGie, AKIEE 410 i, =11 U A ZFE 411 ) 26, —
R AAERRE UCTAA] 3 mg/kg & 2 M CaiE Lz & & oa otk
BYEZ R Lo, REFHEEE Ch 22 (BLT, T0S) &v), ) (hifiE [95%
EREXM] ) 1%, AFIFET 25.00 [21.75~NE"] #H., =X U A AFET 1955 [17.64~
23.06] W HTHY | AFFET=1 Y AZAFEK ULREHFIICAEBERIER 2R LT (N
P— R 0.73 [98.52% 548X [H : 0.57~0.93] . p=0.0018 [&HI log-rank fRE] . 2015 4F
6 HIBHT—¥ v bA7) |

1.0 B
0.9
0.8
0.7 e

. 0.6

ﬁ 0.57 = L:‘.L;j".::- . I. Rk A,
* 0.4- R
0.3 o

—A— FFH|IE
oD IO LA

0.2
0.1+
oo\
0 3 6 9 12 15 18 21 24 27 30 33
at riskE 4175 (B)

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

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




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

HHATH-T= ONF— FE 150 [95%(54E XM : 0.49~4.54] ) .
* o HEEARRE (BUF. [AIEE)

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

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

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

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

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




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

(LERRIEARTREE™ OMELTHE U TSR O W T R A B e e s ;B 1,006 61 (H AR NGBS
2 flaate, AV LYY BEHEEZ) OFH CUF, TRAI+-A ) A=T7 ] L
Do) PHEBS0 B, A=F =T HELLE ) AXRIC, A=F =T ERE LTERA+A
U b~ 7 O IER LM 2 Gt LT, TERHMETE H Téd 5 International Metastatic RCC
Database Consortium (LLF, TIMDCJ & 95, ) U A7 535E" @ Intermediate % OF Poor U
27 OEE RF+A4 Y A~ T4 F, A=F =78 422 ff]) 12175 OS (HFfh

[95%(E4EIX ] ) X, AFI+A U LA~ THET NE [28.16~NE] W H, A=F =7}
T 25.95 [22.08~NE] ZHTHY ., K+ A Y A~ TEITA =T = 7K LR
WINCHBERIER 2~ LTz (O — R 0.63 [99.8%(E#E[X[# : 0.44~0.89] | p<0.0001 [J=
B log-rank #E] . 20174E8 H7 HF—% v A7)

*1 ;A ST 2 R H L OIRREN 2 WBE, 72720, LUFOSAITYZIGEEBICE O,
SEABIBR FIRE 72 B [k LT 1 BRI UM MBIRE (7272 L. & N SRR -+
(LAF. TVEGF) &9, ) XIEVEGF B AL & LA ZER<] 2T S0, 2oflt
B IR B IE O G0 5 6 1 A UL ERRIB%IZER L He
*2: Al 3mglkg (KHE) &4 BV A~<7 Imglkg ((KE) Z[FHIC 3 EEMRT 4 [BSREEE L 72%.
AFl 3 mglkg ((AE) % 2 AR CAEMEEE Lz, fERESEICBW T, AR &2 &Ik S
L., AV AT IEIARFOBRGHKRT S 30 oLl EOMREE BTG 2Bt LT,
*3: LLFOO~@®DWTHUT HZY L2ARWEAICIE Favorable U A7 1 X% 2 THH 2= H4 121X
Intermediate U A7 . 3THHLL L& T HA12IE Poor U A7 & &z,
OB AR & 2 H S Th BASRBR O EVEAEIR 1T £ T 1 4K . @Karnofsky —fiIkHE 8006,
@~E T\ B AEDEAEE FIRAT., @fERO D LT MED 10 mgldl B2 5. O4FHEREAN
FHAEME LR 2E 2 5, @f/IMEED LA LR A2 2 5

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

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

7



72k, EBEILFEHIHEFER (ONO-4538-16/CA209214 #AER) (23 C, IMDC Y 27
7 FE7N Favorable U A 7 O B X F HWAHITE H OfEAT I GEER & Siedo T, Yikak
BRI A A S 372 Favorable UV A7 ORBRFEOT — XTI & RN 21T -T2
R, AF+ A BV A TR L CA=F =T HTRFRERME LTS (T
B,

10p—=x "~ e

0.9 —— HRL . ) ——.
0.8 '

0.7
0.6
0.5
0.4

0.3

Probability of Overall Survival

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

0.0

T T T T T T T T T

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

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

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

4 OS DOHRfFHTED Kaplan-Meier Bif (ONO-4538-16/CA209214 3X5B%)
FEMTRHEEER : Favorable U 2 7 B8

QEFEILFFEMARAER (ONO-4538-81/CA2099ER 7 5k)

{EFFRIEARIGIE ™ OHEATIE S TEERENE 00 1 B I R AL B i ;R 651 151 (H AR NFRFE
46 Bl Ete, ARP L F=THH (LT, TARAI+DRF L F=7) Linvd,) 2HE323
B, A=F=THE328 %) X, A=F=TwRE L TARA+ IR F=70
BEMER LM Z R Lo, BEFHMEEE Th 2 WA (PRiE [95%E4#
X)) 1, AFI+ DR F =T RHET16.59 [12.45~24.94] B A, A=F =TT 831

[6.97~9.69] W HTHY ., KK+ H RV F=TRHUIA=F = 7K LIEEHEHIC



BIIER 2R LT (O — REE0.51 [95%(5#E X : 0.41~0.64], p<0.0001 [&5] log-
rank BRE], 20204E2 A 12 BT —& B v b4 7).,

*1 ;I 2 D R BEEDIRIRIEN 2V RE, 7277 L, LT OBA LS RIS D20,
AY)BRATRE 72 B AR 12k L C L HE ORI i te fhiBhik (7272 L. VEGF XiX VEGF &
BARAAER & LT 350 B < ] ASHEAT SHu, 2> ORI U AR O Bcfe i 5705 6 1 A LA

LRIBRIC TR LA
*2 0 AKI 116 240 mg % 2 HWHEIFRE CREFHFEL, PR F=740mg % 1 A LERROES Lz,

i

of

}

Sl —A— WRYFoFTGAE
Ay RZFZIE

0.9
,'; :
0.8 S,

0.7

15

E 05

F 04

0.3

0.2

0.1 !

0.0

| e L L B A Sy I S B R
0 3 6 9 12 15 18 21 24 27

BIREAFHMA)
at risk#{
hRHFoF=JHARE 323 279 234 196 144 77 35 11 4 0
A=ZF=T8 328 228 159 122 79 31 10 4 1 0

X5 EREAZHIE (BICR¥E) D Kaplan-Meier Hifk
(ONO-4538-81/CA2099ER 53)



[Ze21E]
DOEFR L[ AR RER  (ONO-4538-03/CA209025785%)

B EFGUIARAIRE 397/406 61 (97.8%) . =1 U AR 386/397 i (97.2%) (272
DAL, TREREE & ORRBRAGE T E RWAFHGIIAAIRE 319/406 5] (78.6%) . =~
7 U AARE 349/397 ] (87.9%) (RO HALTc, WL ORETIHILED 5%LL_ EDRIE
HIZTTEROEBY ThoTz,

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

e e B (%)
Rt AR TR AR
" 406 1 397 4l
(MedDRAA) ver.18.0) 4 Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

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

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

FOPR IR FE REAR T iE 24 (5.9) 1(0.2) 0 2(0.5) 0 0
H ks

550 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 OREE

) E 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

KD S NE 11 (2.7) 0 0 75 (18.9) 12 (3.0) 0

A MV 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
R AR AT

M = L 25 m— L H 1(0.2) 1(0.2) 0 24 (6.0) 1(0.3) 0

s 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
R L Ok

3L AT a— L fiLE 2(0.5) 0 0 29 (7.3) 0 0

e I 9(22) 5(1.2) 0 46 (11.6) 15(3.8) 0

ERYZURY RffE 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
B R K O%E ARk

RAER 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 E

VS 11(2.7) 0 0 51 (12.8) 0 0

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

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

I R 30 (7.4) 3(0.7) 0 51(12.8) 2 (0.5) 0

S I 3(0.7) 0 0 41(10.3) 0 0

Jitifig 2 16 (3.9) 6 (1.5) 0 58 (14.6) 11 (2.8) 0
KRB X O Pk

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

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

T - BRI T A SREERE 4 (1.0 0 0 22 (5.5) 0 0

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

95 41 (10.1) 2(0.5) 0 79 (19.9) 3(0.8) 0

7ok, BIEMEREE 1961 (4.7%) . BH% 14 (0.2%) . BEEUHREiEIE/ X 4/ F—56
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Bl (13.8%) . KEEZ « EEO THI10 6 (2.5%) . 1 BBERE 1461 (0.2%) . FFHERER:
X 46 1 (11.3%) . TR 161 (0.2%) . HURIRBEREREE 34 1] (8.4%) . ffefEE 55
Bl (13.5%) | BHERERETE (RS RIEMER 2£5) 28 ] (6.9%) . RIBHAEREE 6 4l
(1.5%) . infusion reaction 21 {5 (5.2%) . FEFEDLEREE 4 61 (1.0%) . T EAEHKRE
fEE 2 B (0.5%) . BEZR 1B (0.2%) KROSE I EKE 141 (0.2%) ARH LN, £
7o, EREANEEAE, OFFAR. e MRS ESRBES . IS « BEREA M OVFRIR f e €
FIEITRR O BV o T, AREIWERRBBLR DU EFRS (RAMEERT L ET) 25
DR TR,

@E LR MR (ONO-4538-16/CA209214345)

HEELIIAA+ A BV L~ TR 544/547 1] (99.5%) . A =F =7 Hf 532/535 14 (99.4%)
IZRO DB, IRRIE L ORRBERDEE TCERVWAFTFLRIIAF+ A Y A~ TR
509/547 5] (93.1%) . A=F =7 #f 521/535 5] (97.4%) 2D BTz, WTIHOHRE
THIBED %L, EORWERIZITRDO LB ThoT,

K2 WSO THREEMN 5%LL EOBIERA (ONO-4538-16/CA209214 7RER)

Btk (%)

Sl g SNk
BEBINGR FATAE Y bv B x=F =TI
g(iillngRA/J ver.20.0) 547 f 535§
o 4 Grade Grade 3-4 Grade 5 4> Grade Grade 3-4 Grade 5
EIEA 509 (93.1) 250 (45.7) 0 521(974)  335(62.6)  2( 04)
MR LY v REE
1 34( 6.2) 2( 04) 0 83 (15.5)  24( 4.5) 0
i ER R 1( 02) 0 0 30( 5.6) 3( 0.6) 0
I v BRI 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
B e AR A 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 P E 85(15.5) 2( 0.4) 0 134 (25.0) 1( 02) 0
B GRS
L5 38( 6.9) 2( 04) 0 38( 7.1) 1( 02) 0
EREES R 9( 1.6) 0 0 30( 5.6) 0 0
{8 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
B A B R 6( 1.1) 1( 02) 0 55(10.3) 0 0
1T 109 (19.9)  8( 1.5) 0 202(37.8)  6( L) 0
RIDS 23( 4.2) 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 OB G ORRE
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
FENE D NE 13( 2.4) 0 0 152(284) 14( 2.6) 0
ERiElREA 25( 4.6) 1( 02) 0 20( 5.4) 0 0
FEEL 79 (14.4) 2( 04) 0 33( 6.2) 1( 02) 0
B AR AR AT
ALT H4/0 60(11.0) 27( 4.9) 0 50( 9.3) 8( 1.5) 0
72 7B 71(13.0)  31( 5.7) 0 41( 1.7y 17( 32) 0
AST H#4n 58 (10.6) 19( 3.5) 0 49( 9.2) 7( 13) 0
7 L7 F =8 35( 6.4) 1( 02) 0 35( 65 2( 04) 0
i A ELR AR R L AN 11( 2.0 0 0 30( 5.6) 0 0
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B (%)

“‘*E’J”Zfﬁia AF+A €Y b~ TR Z=F =R
%ﬁ”{‘;‘DR ALJ ver.20.0) 547 {3 535 {5
¢ ver.g. 4= Grade Grade 3-4 Grade 5 4> Grade Grade 3-4 Grade 5

Y ox—EHN 90 ( 16.5) 56 (10.2) 0 58 ( 10.8) 35( 6.5) 0
hif H ER B D 3( 05) 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
M Bk E A 6( 1.1) 0 0 40( 7.5  11( 2.1 0
R L OsaEREE

& IR 28 ( 5.1) 8( 1.5) 0 10( 1.9) 0 0
FEXE IS 75 (13.7) 7( 13) 0 133(249) 5( 0.9) 0
ONER PSP NON FRey ek 1

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
VYR 17( 3.1) 1( 02) 0 36( 6.7) 1( 02) 0
TR E

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
MRk g, MoEhds K OVithRiE =

AU 45( 82) 0 0 31( 5.8) 0 0
e 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
fitifisk ¢ 32( 5.9) 6( 1.1) 0 0 0 0
R B X O PRk

i R 40 ( 7.3) 0 0 46 ( 8.6) 0 0
EELE 0 0 0 29( 5.4) 0 0
T - BT SR TR AR 5( 09) 0 0 231(432)  49( 9.2) 0
O FEIE 154(282) 3( 0.5) 0 49 ( 9.2) 0 0
i 118 (21.6) 8( 1.5 0 67 (12.5) 0 0
BEIR B IR 5 50( 9.1) 8( 1.5) 0 22( 4.1) 1( 02) 0
B2 2( 04) 0 0 27( 5.0) 0 0
TG 0 0 0 43( 8.0) 0 0
M pEE

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

B, AHI+HA Y LA TREITIW T, MRS 136 51 (24.9%) | ITHREREE 98 i
(17.9%) . HARIEEERET 147 B (26.9%) . BHEREREE 46 3] (8.4%) . FAIEMEMIYE
835 5] (6.4%) . K2 - BHEE D T 36 il (6.6%) . HE DG 20 i (3.7%) .
NEEABERERE T 24 (7] (4.4%) | RIEHEREREE 32 6 (5.9%) . 1 BUBEIRYE 5 61 (0.9%) |
g 71 (1.3%) | FEAEAMEIAE 161 (0.2%) . AMZk - BEREZ 2 1 (0.4%) . infusion
reaction 22 5l (4.0%) . 5 & 5 B¢ 2 i (0.4%) . L2814 (0.2%) . %€ 2 141 (0.4%) .
B RRIE/ < A3 F—102 5] (18.6%) . T2 7 6 (1.3%) M OFRNRILAR ZERRE 2 51
(0.4%) MO BT, FEio, S M/ MR TEEREER & O ALPEIRAE R ITE8 O i
oo, ARWEMRBBURDUIREEES: (MAREEREE 4+ 5) 25 0EHERE T
7

Q@ EFEILFEZFE MAHAER (ONO-4538-81/CA2099ER F&5R)
HERELRIIAE + ARV o F =78 319/320 ] (99.7%) . A =F =7#E 317/320 {4
(99.1%) Z#D HAL, TREREE & ORREBEIRNEE TE R WA FEGIIAF + AR

F =7 HE309/320 5l (96.6%) . A=F =Tt 298/320 f5il (93.1%) IZFEH LN, VT

12



NPOFETIHILEN 5% EORIWERIITERDO LB TH T,

F3 VDTN LDOEETHREARN 5% EOBIYER (ON0-4538-81/CA2099ER FER)

B (%)

B AS 1
Eﬁgi”j;mﬂ KA+ DY F =T B A=F =T h
(M:(;DRA/J ver.22.1) 320 f 320 {1
4= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
AEIEM 309 (96.6) 194 (60.6) 0 298 (93.1) 162 (50.6) 1( 03)
MEE LY v SREEE
21 32 (10.0) 3( 09) 0 61 (19.1) 8( 2.3) 0
5 if BRI 4( 13) 0 0 23( 7.2) 1( 03) 0
I FERIBVE 14( 4.4) 2( 0.6) 0 47 (14.7) 11( 34) 0
M/ N 19( 5.9) 1( 03) 0 61(19.1)  14( 4.4) 0
alapA
R AR B RE T HERE 29( 9.1) 2( 0.6) 0 6( 1.9) 0 0
R IR B AE AR T RE 107 (33.4) 1( 03) 0 90 (28.1) 1( 03) 0
H b
201 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
THILRR 18( 5.6) 0 0 32 (10.0) 1( 03) 0
[EREBERUIN /Y 15( 4.7) 0 0 29( 9.1) 0 0
L 68 (21.3) 2( 0.6) 0 81(25.3) 0 0
BINE/ 50 (15.6) 7( 22) 0 74 (23.1) 7( 22) 0
LS 36 (11.3) 4( 1.3) 0 52 (16.3) 1( 03) 0
—f% - EHEER L OB G-I OKRE
) E 57 (17.8) 10( 3.1) 0 48 (15.0) 7( 22) 0
5 86 (26.9) 8( 2.5) 0 97(303)  12( 3.8) 0
P& 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 R
SR 18( 5.6) 8( 2.5) 0 10( 3.1) 1( 03) 0
FRIR IR AR
ALT #80 80 (25.0) 15( 4.7) 0 20( 6.3) 2( 0.6) 0
72T —EHN 39 (12.2) 8( 2.5) 0 25( 7.8) 7( 22) 0
AST #5m 75 (23.4) 10( 3.1) 0 28 ( 8.8) 2( 0.6) 0
M e U v e s 16 ( 5.0) 1( 03) 0 11( 34) 1( 03) 0
M7 L7 F = 8 20( 6.3) 2( 0.6) 0 20( 6.3) 0 0
i A FLR BRI R L N 23( 7.2) 0 0 19( 5.9) 0 0
U X —EHIN 48 (15.0) 17( 5.3) 0 35(10.9) 15( 4.7 0
I v ER B 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 RRT 7 & —PHN 29( 9.1) 2( 0.6) 0 21( 6.6) 2( 0.6) 0
B L O E
K~ 727 AfUE 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
&) i fiE 38(11.9) 17( 5.3) 0 15( 4.7 3( 09) 0
oSl Bz 65 (20.3) 4( 1.3) 0 53 (16.6) 2( 0.6) 0
W E# R L O G HRkmEE
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
S 20( 6.3) 0 0 13( 4.1) 0 0
B3 L ORI
HAR 26( 8.1) 9( 2.8) 0 21( 6.6) 7( 22) 0
R E N T SO ]
F 7 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 Pk E
B IR 16 ( 5.0) 0 0 11( 3.4) 0 0
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B (%)

PRE BRI

fren AFl+ IR F =T A=F =Tt
o 320 4 320 {5
(MedDRA/] ver.22_.1) _ % Grade  Grade3-4  Grade5 % Grade  Grade3-4  Grade s
FE - R FEIREN AN EE BERE 122(38.1) 24( 17.5) 0 129 (40.3)  24( 17.5) 0
= O 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 B 5 24 ( 1.5 1( 03) 0 4( 13) 0 0
W E 0 0 0 21( 6.6) 0 0
A PR
& I 97 (30.3) 35(10.9) 0 107 (33.4)  39(12.2) 0

RE. AKE+ARF o F=THIZBNT, FURIEREREE 135 6] (42.2%) . JITH&RE
fest 128 1] (40.0%) . #ifREEE 115 1 (35.9%) | AT ALEGE 57 61 (17.8%) . =¥
D Rz & 37 1 (11.6%) . FEHEREREEE 3141 (9.7%) . KRBk « /NBZE - EED T
22 B (6.9%) . MIEMERIZEE 17 1 (5.3%) . WhARIMFRZERAE 15 61 (4.7%) | R
REREE 12 f51] (3.8%) . Infusion reaction 8 f41 (2.5%) . N 8 5] (2.5%) . /LMigifs= 7 4

(2.2%) . FEAHERE 2 F] (0.6%) . 5E D BER 1H (0.3%) . FIEMEIIE 1 4]

(0.3%) . Oz 1#1 (0.3%) . fik7e - wfifsk 161 (0.3%) . JEFL 141 (0.3%) . KU
ek 161 (0.3%) MO LIV, iz, Mk, LENERWE, BUETR, A, sk
MR/ 7% BREZRIMKFES . MEKERAEMRE, M. ARIFEREE & OIS 338D b7
Do Tz, REWERFEBURDLI R F SR (BRREERT 251 2 B OEFHER LR T,
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[ - HiE]

AR ORHEMEYBETT L ZFA LI 2 2 L— a3 102k 0, AHKI3 mgkg (K
H) XX 240 mg % 2 WG TS LIBROARR O Mg iR ER S S iz, ZOfs
R AKHI 240 mg G LT BROBEEE RIL. AH 3 mgkg G L7 BROBREE & & g
LCREEZRT & TFRHIENTZbDOD, AARNBEICEOTHARENHERINTWDH
% - A& (10mgkg % 2 BRIFIR TR L) TARFIZ &L LB OREE & & g L CE
g e Pl Sz (FFR), A T AEBOEEICK T 57 — #1255 & A 3 mgkg
(REE) 1% 240 mg % 2 WFEFIRE TG L 2B OARF| OB R & Aok 3z ek &
ORI & T D IRE ST T AR S, Y% OV TREIT DAL AE R,
FROME - HEOB THIME R NZEMICHERZER 1T W E TSR, 72, B
MRS BT 57 — XIS X AHl 3mgkg T 240mg & A U A~ 7 1 mg/kg
Z 3 AR TG LIZBEOARR ORE R & 2ttt OB # 2 R 2EKSTT
IUBHEEE S, YKBEICOWTIREI M ThNof R, Eito L - AEoM etk
(CHARE R ERIT R  E Tl S LT,

R4 FHOKYBE T A—F

- Crnax Chnind14 Cavgd14 Cimax.ss Cmin.ss Cavess

(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)
3 meke Q2W (%Ziw) 00%;5) UlT%9) (ﬁ&iﬂ) (M?im) (m?fw)
240 me Q@2W <513%ZO3) (15§f§219 (25i?i78) (1o;f254) (41iZ?58) (62a??87)
10 meke Q2W (14;?;19) (513?392) <7933§14> (33??232) (18i};13) (23§7§86)

HRAE (5%, 95%47) . Q2W : 20 FIFHIFE . Cimax : AIIEIHR 518 O g i L P IREE, Crinars 1 #IEIF 57214
H BIZIRT 2 BRMIIE IR, Cavears : HIEIHRE% 140 B £ TOFHMIEFIRE, Cmaxss © EFIREBIZIS
T D MIE TR, Cuminss 1 EHARIBIZI T 2 BARMIETIRIE, Cavess 1 EHFAIRIBIZIS T 2 FEHMLIE T
TR

Fo AR ORENEYENEET L EZFIH LIV I 2 b— a3 2L 0 | AH| 480 mg
Z 4 BRI TR XUIBEAGE O L - &% TG L 7ZBROARA O M35 R 3 it
INic, EOREFR., KAl 480 mg # 4 HFHE TG LIZBEOEFIREBIZI T 58 im
EHIRE (ULT, [Cagss) VNI 0) 1E, K 240 mg % 2 B RHIFIR THEG LIZERD Caygss
EHUT D E TSN (FR), £7o. KK 480 mg % 4 MR TG LIZBROE R
WRBIZBIT DimMIETIRE (LLT. [Chaxsd £V 90) 1E, AHI 240 mg % 2 1 IR
THEE LTEBRD Coaxss £ B L CRIEZ T L FHISNIZH DD, HRANBEITBWT
DEMENHER SN TV AL - JI®E (10mg/kg % 2 R TR E) TARFZ#HKS5 LT
BROD Coaxss & L CTIREZ R & FHIS N (THR), Mz T, BEOBECBIT 5
T ZEESE | 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 A 3 2 1%
BROSET UPER SN, YEBEEIZOW TRFNM TR, ERRoMiE - HED
[E CHZIWE R OV eEICfE R 2RI v e PHls Tz, -, Bla@EEEICBIT 5
T—RIZEESE | DR F =T O HRHIAHK] 240 mg % 2 3 EIE R X1 480 mg % 4
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[l I b T e - L7 BROARAN OB EE B & AT e & OB 2 Rt 37 5 Bl S
ETUPEE S, BEEEICOW TR TOILRER, Eito ik - HEOM T
M e OV RIS R 72 22 5 T e & TRl S LT,

R5 AROEYBIE T A —F

v - B Crnax Chmind28 Cavgd2s Cimax.ss Cninss Cavess
(pg/mL) (ng/mL) (ng/mL) (ng/mL) (ug/mL) (pg/mL)
3 melke Q2W (35-521 .7608) (16.25?'30.3) (21 321 23.9) (75.}){3171) (27.612,'107) (42.717,'?27)
240 mg QW (51,712,203) (23.33?'539.0) (302?'670.9) (10;5354) (41?57,'%1358) (62.11(,)9187)
80 me QAW (105307) “525?17-4) (37-%?';)4.8) (14?,1 §36) (27.751,'?37) (62.11(,)9187)
10 mg/kg Q2W (14;9;22) (86.959,'?32) (101,1 ?48) (323,9225) (18421,1 §o3) (232,7277)

R (5%, 95%5) . Q2W : 2B MIRING. Q4W : 4B RIRIFGE. Cmax : FIEIFE 515 D i i LT R BE
Cumindzs : PIEIE G128 H B30T 5 HARIMIE IR AL, Cavears : A G428 H B & TOWEHIIME L,
Craxss | EFURTBIZIT D @ M5 TS . Coinss ¢ EFRIBIZI T 2 ARG T . Cavess @ E IR EE
(S SIpRAR B3] IR b <35
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4. HERIZOWT

(BB R IR OARIABIBR A BE X T E R M o B A AR L 3~ 2 358121, &G
e UCHEABRGERE (2FRE) SBEohTnas 2 ennn, YA 2 EuIcE
MiTE DMK CThHOULENDD, TO LT, EFEMLY A7 EHEGE (RMP) IZHKEOX,
AFN D =S i 22 A VEREATE B~ D o I RHN 8 2 Maik Tdo o T, RFI OB G- M) 72
Fa 2l - FrE L, AFIOFGIZ I BERREAZRBEBL L ZBRITHIST 5 2 & A3
27D, UTOO~BDFT R CEH-THHICBWTHERT 2 XETH D,

O MEFRITHOWVT

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

(1) FEAEFEBRENSEET 503 ABHEEERLFRBTS BRTE RS A RE B LR,
Hitsl A3 ARSI RURIE . HUEAS A BRI 7R &)

(2) FrErERERRE

(3) HBENTEAEDFEE T 20 APHEEEHPT (03 ARSI EEIE ERibT, 23 A RS
IR, A A IR HEE R )

(4) AAKRALFRIEE 23R E U, SMRIEB L RIE2 R | USRI L A2 iR
2 Ok FEHEIAR D & 1T > T D fiiak

(5) PUEEMEREESAI LT & BINGL OO it g% FeHE AR D Jm H 21T > T D fitiak

O-2 B O b7 RE K ORIVERZEBURE O 43 22 Fnilk & B 2 Ko ERT (T
ROWTIDITEL YT HER) 2, Y2 R OARFNCET IR0 EMTE & L CRIE
ENTWBHZ L,

#*

o [ERIGEFESE 2 EOHAHME ZE T L2121 5 UL ED D ATRIED BERHE &
fToTWHZ &, 95, 28D RIT. DAEMIREAY XL L-BREEZOHHE 2
IToTWVWbHZ &,

o [EHIEFFEISH 2 FOMIHE ZE T L= 4 UL EOWRESEF O R RMHE
EIToTHEY., 96, 240X, B O N A YR 2 & Te s AABIR DGR
HHEZIT->TCWAHZ &,

@ BEHNOERLEREROERICONT

S R R B T 5 BT E DB S . BUIERE D IR N . HM: - %
SMEIE MR OB LR OVE RS X3 2 MR O, A EHEARA LB E ORE
ST SERERINATOR B R E STV T L,
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® BUER~DORIGICONT
®-1 fEs B4 2 B

BV PERTIR R OB R BIEA R L72BRIC, 24 FERIBIERIRHI O T, 2%k X
(TE R I BN T B L2 BERICIS U CABREEL L O CT SO FIER ORI &
FILREOFRERIY B D, EHITHISATRER AR A > T2 Z &,

@2 ERWFEIC L 5FEESINICET 22 N

ARSI 5 BEFTR 72 50 M O\ RE 2 A 2 BIRIERE D ElfEl =2 ) v 7
EEDIEROA Y ) == T ZATOWERE L FRE A TE 5 F— AERKH 2
SN TWD Z L, B, BIRIAHNCOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADOZWr-ox B LT

BIVEA (MEMEMEEIZIN 2 BREAEDAE, Ok, Tk, BT RARE ., KIBK.
NS, EEDO TR, 1 ANERIE, BUEMZE. HFARA, e, JFK. bR
K. FARIABEEERE S . T ERMAMREREE, mhiklEE, BEE, RIEEE, MR, BEEOKL
JERREE, FFRIMARZEFRAE, infusion reaction, HEFE7c Mgk, MERE RIEMERE, K%,
Bede. WEEORPEROG ., WM, ClERES (L EME - 2RI - DM S) |
IREFEREE . IS ML, L) 1Tk LT, YikhEak U B R O BF P2 AT 5
R & HEE L (BIERORZKCHIMIE L THREM O EEZZ TN &M H D =
E) . EHITET) R ALED TE HIEH RS> TWD Z &,

i

18



5. RERRLRDBE
[BRhEC B % Fri]
O TROBEZBOTAAOAIERRIES LTV S,

o MEFAMEERZ AT SOUENERA] (TX>F=7 A=F=7, VT7
=T ANYNR=TE) ZEUCERERE 2 AT D RIG IR IE UL D
EHINRE G ORATHARE )

o AEERIERIAEOIMDC U 2 2 43578 Intermediate X (Poor U 2 27 Y AR TR
PRARESUIIREO Bl EE (1 ©) AvT L OffifS)

o ALFRERIGHEORIBYIBR A E IO BlaEEE (WA F=7L
DHFET)

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

GED) [ g 7 45 AR FRER (ONO-4538-16/CA209214 35) 123V T BL FODO~@®D W FHUC 3524 Lie
WA 1213 Favorable U A7 | 1 X0 2 THH #1729 H5 1213 Intermediate Y A2 3THH LU EA2G7-3 546
\ZiE Poor Y A7 L&z, (6 X—T&M)

BRI & 2 ST DA O BEIEA B 1 £ C 1 FRm
Karnofsky —fi%{KHE& 80%Alifi

ANE T T B FEHEE T BRA T

WIEH D AN 7 MMED 10 mg/dl 22 5
IFHPERE DS E Y LR 2 2 2

M/ RECDS FEVEE FIR 2 2 %

CISICISICHC)
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[Zz 4E Iz B4 % $H]

O TFTRICEYTLIEEICOVTIEIAAORGPERE SN TVD ZEND, KEE1T

DRV L,

o ARHNDORSTI R UIBBUEDRBEERE D & 5 B

@ WM OFEIC BT FRICHS 5 BH IOV T, AAI O F AR S 1R
P, OB 2V AR | HEICAA 2 BT 5 2 L 2 EETX 5,
o BELPERRS RO A B URBERE 0 b 2
o I BT A D B HE T OV IE O SO RIS O R i ¢

DM RIEMERE N A DI D BH

o HORERBOEPH SUTEMERLH L I3 D B SRR B OBER O

b5 ERE

o S BAEE (SR EEE E) Db D EE

o RBEOBGSUIBE AT L EE

e Karnofsky Performance Status 70%Alifi 72 o

(#2) Karnofsky Performance Status (PS)
Score EF
100 | EH, BEICHT 2 BEOF XAV BHIERZ L,
IEH OGBS ATRE, Frnl/a BN g2y, 90 BVBRIERITH 503, IEFTEE) AJRE
80 D72 Y BRRIEIRA & 2 23, 8577 L TIER OfEH) i RE

ST D LI RERE, HETARTE T, A 70
HITIF L A EBEABRFCRICE D bOTH D,

HorBE OMFRITE 228, EFOEH - 55832 2
&I TRE

e : 60 HAWCKLERILIITEDN, L EENPPLE
RABRIEORDELE =TS, S0 | il B LT B & OO BT A D
40 BT U RERES L OE# D
FOREY DO LEAZTTER, JifZd o0 30 2LEIT T ABRPBELEAEITE LEE - TRy
ERBEOFH L AEOFEUELEL T 5, HEB | 20 | FEWICHIE, ABEA LI CHE MBI L E
PEGHICHERT LTV 5 WTHEMED B 5, 10 [ ZEMZSE-C0 5
0o |
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6. BEZELTHEETREFIH

O  IRFASCEREIIIN A, BEEIR B D IRAET 2 ERFE 2D & AR O FeE K& OV Ef#
RO 7= DI B w2 o B L Co bR« 2 L,

@ JHREBIAICENL D . BE T F OFRICE MR EREZ oA L, FEE25
ThoEETHZ L,

@ EREWEHO~XT AL MZDOWT

BB MR BN S 5D Z ENHDLDT, AAIOFGIZH T > T, BFIE
W (PR IRISE, ik, FEEAVE) OffEsE M OMIES X A o FEh%s, Bl +5
IZATH 2k, Fio, BEIZSUTHRE CT, Mif~—7 —%0RE%2EiET 5
ek,

AFNOB 51X EE O infusion reaction (Zfif 2 CTERARFIC 14726 dD TE 5
%477 L CBRMET 5 2 & £72.2 [F] H LA O A A1 5-FFIZ infusion reaction
DHHONDI LB HDHDT, KEEGH ROARFEGHE THIT AL 2o
CERAET 5%, BEOREBEL T8I 52 L, 728, infusionreaction &
L LG E 12, R TOBELOERAERIZEIE T 2 £ ChEE 2 +o8ls
THZ L,

FOR IR RERE . T RAERERER ORIBEENSL DN DZ ENHDHDT,
ARFN O 5Bl b ai K OB - B I 3E BRI Nk ne i A (TSH. B T3,
el T4, ACTH, M = /LF Y — 1V S0HlE) 2Eiid 52 &,
AFNOBHIZ XY | WEOGRE NIRRT 5 & B 2 bl dkkx 7R BOR E
DHOLOLNDZ ENRDHDH, BENHFEOLNTGEITIE, BELLIZFRITS LT
BEFRA 22 05k & 8Bk & RO R AT & s U CE bl 2 BRI W A ATV B ok
BOGIZ £ 2 BWER D B 2581213, AFIORIESI P I, K ORIE BE A
WEVEIOBRGEZEET DL, oB. BIBERERLVEY OEEIZXYEIE
M OYEEDRFRD B WA TR, BB RE ARV LIS O Sz il Fl o8
HLEET D,

BT, BB OB ARB L COLERERN AT RN H 5720,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BOBEPRS (BIE 1 BBEIRIG 2 5 de) 23 bbb, FERFMES v 7 v R—v R
IZEDZENHLOT, Hig, ol NRH-FEOER ORI MBEE O LA 12+
DEETHZ &, 1 AERFN OGS &G ERIEL, AR Ul
RO 5EOWE2LEZ1TH 2 L,

BIERF I, P2, IFERERES . TR, B{LMERE RPN b D Z &0 dH D
DT, EWWIIITHERERE LTV, BEOREZ H3ICBET 52 &,

@ AANOERREBRIC BT, ALFRIEBRRE BT 1T 2 HAIR 5 T3 565
O 1AERIT 8 M I L, LA RIRREFICB T 24 Y A~ 7 AL TIX
B G5-BRMG O VAR 6 R Z & (WIENE 12 %) . ALFRIERIGEREE ICE
BB RV F =T G CIEE5BE D 60 B ETiX 6 T (FIENX
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12 8H5) IZEDMEORHEAZ1T > TWe 2 L2 2BIT, RASG FIESRIIZE
GRETHROMWERZITO Z &,
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EEERHEEST A RFA v
=R~ 7 (B FHE#Z)

(BR7E4 « A7V —ARMFEE 20 mg, 7V —RRHFEE 100 mg, A7 P—
RETRERE 120 mg, 27V — R ETHH#HE 240 mg)

~HHARSF ) VN E~

FRR2 94 A (FFn 445 AKET)
BT BE



SR

1. (TL®IT P2
2. KFNOKE, 1FHET P3
3. FERARRHE P4
4. FRRIZHOWT P11
5. HXIG LI HBHE P13
6. HHICEL THET REFIH P14



1. iXU®IiC

IS DOF N - BEVEOHER DT DIZIT, B SCEFICE SV B A A R
BND, 6T, IEOREREFOMESRIZ L0 FUKEIRS 72 & OHF 72 J R 1E A%
FPEZRBDARIND T T, 2O OEERMNZ EIZHNEREBFIRMLT 5 2 L BBED
PR & 72 o TR Y RRIFMBGE S & YR O BT EE 2016 (CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHMERNEOMHRAORE(LHEZXS Z L L ShTnd,

BORVE AR ESR ST, KEERASCL ST 0 7 7 A VDBBEEOEIRSL & B D IR
RHZENDD, DD, HEROLZEMEICBET HERNH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIfF SN BT I LTERT S & &bz, mIfE
RMFEBL L 7RIS B 23t % & D 2 & DA fE /e — 8 O B i 7= 3 e BE CfE
THZENEETHD,

L7 oT, KRHA RTA4 Tl BARBEESINE TR LTV D ESEIREN -
R RN EED & | DUT O E IS O it 70 8 2 HEE S 2 B0 b B e ik B 2
F RO EFREE T,

BRI, RKHA BT A 0%, MAZATBAE NEI G ERESH O, /IS AEHEANRR
BRRME o . —AFEETE N B AR IRNBHE S, —MRAEE AN B AR MR T2 R Okt
FVEN B A/NRIE « BDAFROWMIIOH EVERR LT,

S & e HERS ¢ ATV — R L 20mg, AT Y — R A EE 100mg, ATV
— AR 120 mg, A7 Y — R R ERE 240 mg (—%4 0 =
R~ 7 (B FHEHLZ))

RELRDPRUIR - R UTERME O H AR % ) N

MEERDMEROAE  @E, A=A L~T GBI z) & LT, 1[0 240mg
% 2 JEEIRIFE ST 1 [ 480 mg % 4 3 [EIE C A ETET D,
WE . PNRICE =R~ T (B Z) & LT, 1 [E 3mgkg
(RE) % 2 EFRRECREEET 5, 7ed. KE40kg L ED
INRIZIE, =R~ T (B HE#z) & LT, 1[\240mg % 2
W [ EIRRA ST 1 [ 480 mg % 4 HRIMMR CAFHET 22 L BT
& D,

& IR 5e ¥ /NP TS




2. AERN DR, 1EREF

I 7 — R IR ERE 20 mg, [FATEERE 100 mg,  [FAEETE 120 mg K& OV A §RE
240 mg (—f%4 - =R~ GEBE ML), LT, TARJ) Evd,) 1, /NS
TEMKSLEAZ Ly 7 24 BTV ARV =AY —X A7 A7 (BMS) ) 2
BAs L7t K PD-1 (Programmed cell death-1) (Z%}9 5 & Nl 1gG4 € / 7 v —F /LHLfk
Th b,

PD-1 1%, &M L L2 Y 38k (T A, B ML N F 2 7% 7 —T fifn) LKOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & AUZHIEET 2 2
T ICERT 2R AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U 4 K (PD-LI1
KONPD-L2) EfEA L. U o SERICHfIEY 7P v LT U v SERoiEAIREE
BIZFREI L TWd, PD-1 U H v RIFHUREE SIS B b Ok~ 72 SRR 8B
LTHY, EMEREAELE LU L EGHEEICI TS PD-L1 OFREBL L itk DALF
WM & ORICADOFEREBIRN & 5 2 & A ST % (Cancer 2010; 116: 1757-66)
F 7o R R fE A CIRARRE T N EET DA v X —T = H >~ (IFN=y)
IZX > T PD-L1 OFENFHE SN, 58 LSRRI 5 PD-L1 ORI & itk D
ALEWIR & ORI EDOFBARRN 5 & O#HE S & 2% (Sci Transl Med 2012; 4: 127-37)
X 51T, PD-L1 Z 3Rl RE S B8 AMIBIE, PURRRA CDS B5PE T Mo Hifa &
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
GHEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 72 RERE&IE, 23
AR URRF A 72 T ML OWEBEEZ BT 58FD—> L LTEZX LT
Do

AFNT, SR OFE RS PD-1 OS8R (PD-1 U > RG-S HEI) ITHEG L.
PD-1 & PD-1 U Y REDEEEIET DI LICL Y, DAFURRRNZ T Mok
PEAL R OV AABRRLZ k9~ 2 MRS IS M 2 #9587 5 2 & CRefei e ptligsh R 4~ 9
ZEDER SN TN D,

TS OHRN S | AFNTHENENEG 6T 272 G EEIC e 0 ED b0 L I S,
R U ) VONERE B RG L LT ERRER A S L, AhE, et ROEE
PEDIERS S Tz,

AEN OB IS < E OGE SOSIZ L DEIWENERN & b oi, B XIIETIZ
BOWREMED 5, AFNOBGH KR OREGHRIZIT, BEOBIZL ToI2ATV, RE DR
O BTG EITIE, FEH LT F RIS U BEPIRY 2 ik & REBR 2 RO Rl & L Tl
BI72 8RR 24T\ B D SIERIRT K D RIER 2 e 2 55 1 id, BIE RE AL
O GFEDWE) IRALE 24T 9 MER D D,



3. BRPRARE
3 T EHBTE D H LAY AR % U RO KGRI G 21T - 72 72 iR iR
RS 2T,

[ 2]
O EWNE DR (ONO-4538-15 #ER)

HFEEMBMRBHEE T LYy ~T XRNFU GElafaz) CLF, 7L
VYR T T L)) ITIERPUE IR D 20 sk L B O SUZERME O & A R
Uk oREBFE (ECOG Performance Status 0 &2 O8N 1) 17 il & %512, AA| 3 mg/kg
Z 2 JA I CRIEEE Lz, FEMMEEE Th 528203 (ET IWG criteria (2007)
IZHD < FYHIEIZ K B complete remission (UL R, TCRJ &V 9 ,) X partial remission

(LR, PR} &W9H,) DOFEIE) 175.0% (95%EHEKM] : 47.6~92.7%) Th o7z, 72
B FAMIEHE LCBIEIL 20.0% TH o7,

© MWpshaE MARRER (CA209205 #%%) (Lancet Oncol 2016; 17: 1283-94)

H & MBI T I T L Y o~ T I K DR E %= 72 18 UL LD F3E
SOFEHRMEOH IR U U R (24— F B, ECOG Performance Status 0 5
V1) 80 Bl x5z, AAl 3 mgkg & 2 B CARMEERHE L7z, ETEHMAEEE TH D
ZEh# (LRT IWG criteria (2007) (2353 < HIREEIZ X %5 CR XX PR OFIE) 13 66.3%

(95%IEHEIX[H] : 54.8~76.4%) T o7z, 72ds, FRNIHE L7-BIEIE 20.0% TH - 7=,

@ EWHE THHE (NCCH1606 #X5R)

2 LU AL EOWREREEA L, o[RS MRS X DIRFREO W (AR
T M AT BAE O TG ERRILFFE) . 1 UL L 24 UL FOFEHRED R V% ) VS O
A TE /N M [ IS B 2 e BT A 3 mg/kg & 2 JEH R C R L,
ARBIOBGFESNTZ 26 Bl 5 B, HHAGR DU DOoEIL 1 BIHAAN DI, T D
e BARAZN R (2ET IWG criteria (2007) (235 < JEBREALERTHIE) X CR ThoTo,

(24 1]
@O EWNE DERER (ONO-4538-15 #R)
AEFERIIEHNRD B, AHE OREBEFENGE TERWVAEFL L RHIED
B, FEBLHEN 5%, EORIERIZT TEREDO LB ThoTe,



#1 FEBERN 50 EORWER (ONO-4538-15 3RER) (REMMEITSER)

BRI H B (%)

FEARGE 17

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

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

25 ifn. 1(5.9) 1(5.9) 0

U BRI E 1(5.9) 1(5.9) 0
HE L ORkEKESE

I 1(5.9) 0 0
PG WA 5

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

iz80 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 X 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 OVEE RUE

PHR 1(5.9) 0 0

fitiZe 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

M R 1(5.9) 0 0

RSN 1(5.9) 0 0

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

(iR RN ki 1(5.9) 0 0

KT R YU 7 A inE 1(5.9) 1(5.9) 0

BRRE 1(5.9) 0 0
B R B L O A Rk E

RAHi 1(5.9) 0 0

HRER 1(5.9) 0 0

7 I RR 2(11.8) 0 0
PR E

FEWED F 1(5.9) 0 0

SR 1(5.9) 0 0

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

e R o 1(5.9) 1(5.9) 0

FEGEORIE 1(5.9) 0 0
B R KOV TR

JHEE 1(5.9) 0 0

B2 ¥ &R 1(5.9) 0 0

SRR R 2% 1(5.9) 0 0

% 9 FENE 5(29.4) 0 0

Bt 4(23.5) 0 0




¥, MVEMENZRE 16 (5.9%) | MECTHEARGE/ X A XF—2 fi (11.8%) . K% -
FEEOTH L H (5.9%) . IFeéRERED 141 (5.9%) . FURIEREREE 3 1] (17.6%) .
fefR e 3 51 (17.6%) KON infusion reaction 1 51 (5.9%) 2338&® Hivl=, 7=, HIEM
HESE, OARR. Figk. 1 BUBEIRIN ., SeEMEf RIS PESR R . IR, B HEREREE
R MR, MM - BBl e, EEEO RIS, FlRMieZERiE, TR E, R KL
OSEIERITRD bz hoTe, REWEHREBLURIUIEER S BAREERTY 25
o) ZBUEERETRT,

@ WAL MAHRER (CA209205 FER)

HEFLIT 238/243 1 (97.9%) (2O L, AFIE OREBEGHREE T RWAE
HHT 185243 ] (76.1%) IZFRD BT, FELEN 5% LORERIZTERD LB T
Ho7,

F2 RBIREN 5% EDOBWEA (CA209205 38)  (All Treated Subjects)

RERIR A B (%)

BAGH 243 fil

(MedDRA/J ver.18.1) 4> Grade  Grade 3-4  Grade 5

2RIEA 185(76.1)  48(19.8) 0
MR LY v REE

Uit BRI E 13 (5.3) 6 (2.5) 0
oy WAk

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

20 14 (5.8) 2 (0.8) 0

T 34 (14.0) 2(0.8) 0

G 24 (9.9) 0 0

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

957 50 (20.6) 2(0.8) 0

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

HENIZAE D RO 33 (13.6) 1(0.4) 0
PR AR AR

ALT H5/0 13 (5.3) 7(2.9) 0

AST #4n 14 (5.8) 5(2.1) 0

U x—EHN 14 (5.8) 9 (3.7) 0
B R B L UGB Rk E

RA A 19 (7.8) 0 0
R IEE

SR 14 (5.8) 0 0
R X OV T ARk

% O FEIE 21 (8.6) 0 0

W5 28 (11.5) 2(0.8) 0

ek, MIEVERERE 15 61 (6.2%) | BREUFHBARE/ X A 3F—19 #l (7.8%) . K5
K- WEOTHI6 B (25%) | FPHERERETE 22 ] (9.1%) . FF& 541 (21%) . FRIRE



ReREREE 28 B (11.5%) | Fh#RkED 40 5] (16.5%) . BHEREREE 4 6] (1.6%) . K2 -
BEREZ 1451 (0.4%) . FEEDFERESE 3 4 (1.2%) . FlRimAieZERAE 161 (0.4%) |
infusion reaction 38 51 (15.6%) . %% 2 5l (0.8%) KNS E S 2 5] (0.8%) 7538

bivic, Fio, EIEMEE, OFR, Bk, 1 REERE ., et Mis PSR BER |
BB 55 B OV F AR RERE 13380 S e o T2, AREWERRBLRDLIEE SRS (K
RAERE 2 5T) 2B 0ENERE =T,

@ EWNE [ fHRE (NCCH1606 #5R)

BEFEGIL 2526 B (96.2%) IO HIL, AH L OREBMENEE TERWEESR
5203 23/26 1] (88.5%) (278 Tz, FEBLHEMN 5%, LORWERILZTRD LB Tho
Too 728, 261D 5 B, WHIAGAR T U DOoSBERE S 1, /N E IR B
25 B CTd - 7=,

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

BRI H B (%)

FEAGE 26 13l

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

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

U o SERERED 14 (53.8)  6(23.1)

AST B4 6(23.1) 1(3.8)

I I Bk 8 (30.8) 1(3.8)

s IR S 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 0 3(11.5) 0

M7 L7 = BN 2(7.7) 0
— % - EFEER X OGO

FEEN 5(19.2) 1(3.8)
&R KOV T AR &

BER B IR 5 6(23.1) 2(7.7)

% O PEIE 3(11.5) 0
MEFR E VY o REE

2 if 12(46.2)  4(15.4)
R L Ok EE

K7 V7 R IfgE 5(19.2) 1(3.8)

BRRE 2(7.7) 0
B IBhEE

il2hi) 2(7.7) 0
B L ORI R

BHHER 3 (11.5) 0
LRNE N IS SRR ]

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

i 2(7.7) 0
AR RIEE

SEYR 2(7.7) 0
A s



YN Bi%k (%)

FEAGE 26 13l
(MedDRA/J ver.22.1) 4 Grade Grade 3-4°
PR IR FR RE T L e 2(7.7) 0
FOPR IR RE AR TE 2(7.7) 0
* . KBTI Grade 5 DA HH4T Grade 4 & L THEBIHGE (CRF) 1250
SRSz,

¥, ITHEREREE 7 61 (26.9%) . MRRIETE 4 61 (15.4%) . BEESUTRLARE/ X A3 F—
361 (11.5%) . HRBRFERERREE 3 1 (11.5%) . HFEFE O RZJEEEE 2 61 (7.7%) KO HRE
B 2 5] (7.7%) ek Hiviz, F7-. 1 BPEIRIFE. infusion reaction, 5 & 9 EHK, T
MBERERE S P2, BUEFZ, RS, MM SR, 2, iz, mERE RREmEit,
WL PERRAE 26, S HIN, SER I E, EE A MRPEE . Ok, DIEEEE, R
FRIERRSE, KIBK - DIBK - BEO TR, Wk - Bk, RIBHWRERS, Rk, &
LB OWER TR B Teh o 7o AREWE AR BURDLX B EF S (BRI AR 2 5 10)
rETEERZ R T,



[k - ]

AR OREMIEDBEET NV EZFIH L2 I 2 b—a AR Y K3 mgke (K
) Xi¥ 240 mg % 2 HFEMNE TR G L2 BROARF O MG FIRES G Sz, Z0hk
. AHAI 240 mg 2 x5 LZBROBRER R, AH] 3 mgkg & 505 LIZERORE R & ik
LTmEZRT & TPRSNZbOD, AAANEREICEWTEAENI R SN TV D
% - & (10mg/kg % 2 B TR G) TARIZ&RG LIZBROREE & & ik L CTRE
T ETHShE (FR) AT EBEOREEICR T 527 — 212 H3E | A 3 mgkg

(RE) X% 240 mg % 2 WEIFIFE THR G L 7ZBROARA| OIREE & & A 20 XL e &
DEE A FT T D REELUS T T VDR S L, UEBIEIC OV TRRE DT DAL RER,
EREOME - HEOH THRME R O I AfERAZR TRV E THIS U,

K3 FAOEYBE T A —F

- R Crax Chind14 Cavedi4 Cmax,ss Chin,ss Cavgss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)
3 meke Q2W (352 7608) (10-;?54-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
240 me Q2W 61.712,?03) (15-22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 mglkg Q2W (14;,9;19) (51.621 '739.2) (79.9(;),'?14) (33?,9232) (18421,1 ;13) (23$,7§86)

AR (5%4%,95%40) . Q2W @ 2B MIHIFE, Conax : HIIEIHE 522 O die i L5 R EE . Crminara A 5-2 14
HH ﬁ13075%1ﬁm{%ﬁ$/§&f\ Cavgdl4 : %DIE*QE‘?&I“' HH iT@qug[ﬁl{%iEP/%rg\ Cmax,ss : Eﬁ%ﬁ.ﬂ%iiiﬁ
LT%%%E?‘%E‘:{%E@\ Cmin,ss : ﬁﬁ%ﬁﬁéiﬁﬁé%ﬁm(%qﬂﬁﬁ\ Cavg,ss . ﬁﬁiﬂi,ﬁﬁﬂiﬁﬁéqzi@mlﬁqj
TR

Fo AR ORENEYFEET LV EZFIH LIz I 2 b— a3 2L 0 AFH| 480 mg
Z 4 W TG SUIBERGE O L - B TG U 72BRO AR O fih I B 23 et
STz, EORER, KAl 480 mg 2 4 EFME TG LIZBEOEFIREBIZI T 58 m
EHIRE (LT, TCags) &V, ) 1%, AKI240mg % 2 FEF IR THG L72BED Cavgss
EHUT D E TSN (THR) o Fo. 441480 mg # 4 @ THREG L7ZEREOE
FOAREEICBIT D emImiETIRE (LU, [Craxss) EVMD. ) 1, AKI 240 mg % 2 8
[FlR TG LTZBRD Craxss & I L THEIfEZ R T & Pl b 0D, HANEBEEICE
WTARMENHER S TWD i - HE (10mglkg % 2 BRI TG TAF 25
L72BRD Craxss & HHE L TIRMEZ 7R3 & PRI (TFFR) . M T, #HEOEEICEK
FHT—HIZHAD X AAI3mgkg (KE) F721% 240mg % 2 HRIRRE. & L < IEIAH
480 mg % 4 FWIRINE TR G LB OARE| OBRTE 8 & A0 T et & o B &
THBRBONTE T VPR SN, YEBEEIC OV TRE M Thh iR, Bito Ak -
M EDF TH MR VLBV ZR T & PRl S LT,



R4 EFOEYELNT A —F

v - B Crnax Chrmind28 Cavgd2s Cimax.ss Crnin.ss Cavess
(pg/mL) (pg/mL) (pg/mL) (ng/mL) (ug/mL) (pg/mL)

3 meke Q2W (352 '760-8) <16-25750-3) (21 321 f3.9) (75.&?71) (27.612,'107) (42.717,’?27)

240 me Q2W (51-712’203) <23-33?'539-0) (30.‘5'670.9) (102,5354) (41?57,'%1358) (62.11(,)9187)

50 mg QAW (103307) (15.25?17.4) (37.?)?34.8) (14?,1 §36) (27.751,'?37) (62.11(,)9187)

10 mg/kg Q2W (142,9322) (86.959,.?32) (101,1 ?48) (323,9225) (18421,1 gos) (232,7277)

Pl (5%, 95%%) . Q2W :

2AMFERE. QAW : ARG, Cumax 1 HIEIF 514 0 f i MLIE IR EE
Crmina2s : A 5-1%28 A HIZF51T 2 SR PR EE . Caveazs : IR G428 A H & T2 i ik EE |
Crnaxss * EFARAEIZIS T 2 B MG FHEE . Comninss  EWIRRBIZ IS D B RILIE PHLEE, Cavess : EHIREE
(30T 2 SR R

10



4. HERRIZOWVT

AR E U CTHEARERE (2FRE) NN TNnD Z enn, YRt 4
UNCE TE Diisk THOLMEND D, TDO LT, KB OEG @Y BFE 220 - 5
E L, AANOBRGIZ I BEEZAEHAZRBEL LRI T 2 2 ERnEE /oo, BITF
DDO~@DT X T &I IZBWTHEHAT & TH D,

O MEFRITHOWT

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

(1) JEAEFBRENEET 503 A BHEEEILS RS ERE RS AR EE L SRR,
Hie A3 A RSB RUR e . B ARSI . /NS AUBLRRE, /NI AS AL
e )

(2) FEEREHEFPL

(3) HBIENFIRAEDIEE T 2 ABHEIEEHE (03 ARSI b, 23 AR
Ik, MY AR HE IR &)

(4) AARALFRIEE 23R E U, SMRIEB LSRR R | USRI LA R
2 DNk IEAEITSR D Jia H AT > T B ek

(5) PUEMEREE AL & BRINGL O il 5% FE B4R 5 B H 24T > T D Jifi ek

O-2 AR T F U RO FRRIE K ORI S B OO SIS 47 7o sk & %
Rz FoEM (FROWTNNIIEE T HEM) 25, SR OARFNEE T HinED
HfEAE L LTRESATHD Z L,

*

o [ERIGFFHUSHR 2 FFOPINHEZE T L7212 5 LU EDO D ARIE O EFIRIHE %
{ToTWBHZ &, 96, 29 EIF, BPAEYEEE I & UIEBRRIESGFONHE %
ITHoTWBHZ &,

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

o [ERIRFFISER 2 FOPMNHEZE T L7c1RIC 5 2L Eo/NR IR & OVNER A
Ea i/ NERERRRE AT 5 Z &,

© BENDERLFREEOEH|IZONT

I HRE B IE S 2 BMEE B E S, BRSO OB D . A2 - 2
IR OB P ONERISE IR 5 iR it AFFRNELE LB E OIS
. FRESNITT DN DIEHINE > TN D Z &,

11




® BHWEH~DXIRIZOWNT
@-1 MRk 5 EH:

EVE MR B O EE R BIEM AT LB, 24 FERIZIRIEHIO T, Y% X
ISR 12T, B L2 BIERNIZIS U CABRE B R O CT O RIWEH OEERINZ &4
LWRMRAEORKERENY ARG L, BHICHEaTRERIERHIAE - T b Z b,

@-2 EERNEFEFICLAFBLNNICETLEH

N ASIRICHE D D B A itk e OB RE 2 A4 D ERIEFE DNEER =4V v
EEDHERDOA T ) —= T HTOERE L IF#ME LA TE D F— LERIRH 2
SN TWDHZ L, B, BIIAHICOWT, DABE L ZFOFBEICHDITAmENT
WnHZ &,

@-3 BIFERDZUTLRINICE LT

RBIVER (FRYE MR BTN 2 | EAEMEEDAE, DR, Mk, B RARE .. RIBXK.
INBS, BEO TR, | BBERE, BUEATIR. T2, IS TR, mifbrEiase
K. HURIRBEREREE . MRS, MhRREE. BEE. RIBREE. Nk, BEEDOK
JEREE . R IARZEARAE, infusion reaction, FEFE7R MRS, MEKE RIEMRE, KiK.
BE . W DR, IR IRENE, DlEbEE (O HE) - IR - OEMEEIAMES) |
AREFERES . IS, EEALE) (T LT, Yakhax B ERERE O FMMEE A 5
EhfEEE L (BIERORBKOXISICE L THRER O EEZITON &M H D =
&)L EBITEY) R AE N TE HEHINESTND Z &,

12



5. ‘EXRLDHBE
[Hxhiiz B4 % 31E]
O TROBFIZBWTAFOENEN RSN TND,

o AFEMBABHE L T L o~ ZITHGIE USRS O P38 38
BYEOE AR F U O A BE

o 2V VRV LOIREREEZA L, MooREE MR X D RREO 20
(H Z & M A AE OV IR ILFF2) . B TR i A o )
A RVNIGY::E

@ TFREIZEZN T 2 AT 2 AR O PG K O AT DWW T AR OAFZPED

WESLSNTELT, AFDOEREGIR LB,
o ALFERIERIGROBA
o MOTUEMESA L O L TR Sh o B

[ 4z B9 5 ]
D FRICHEYT 2 BFIHOVTIEAR OB EAEEL SATVD T &b, B 2/T

bz &,
o AHNDORITIR UIBBUEDORBEERE D & 5 BFE

TRIERTOFHIIZ BV T FRRICE S T 2 B 12OV T, AAlOREIFHERE v

B, MOTEPRIUL DS NG IR Y | HRICAHZENT 52 L 2BETE 5,

o MEMMEEOAI I D H 5 BE

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

o HCORERBOED, XUHIEMHER7ZRE L < IXHERMED B O R B OB TR D
o DB

o IR (EMmEaBEZ 5Te) Ob DB

o MO IIBEE A AT DR

*  ECOG Performance Status 3-4 "V 0

(ED  ECOG 0 Performance Status (PS)

Score E e
0 | &<MERIEHTE 5, B CHEAEESIHIRZE ITx 5,
| AARIICEL LUVEENIHIR SN DS, SITATRE T, BB > TOEEIIITO 2 LN TE D,
B BNFE, EEEE
2 BTREECHGDOH DRI O Z L 13T N THEELEDERILTE W, HHD 50%LL BiZ~<y FACiE I,
3 RONTZHSOEDED DZ L LnTE7R, HHO 50%LL EE2 Xy Rl 2,
4 2LENT RV, BOOHFORD O el TERY, BECy R KBTI d,

13




6. HEICERL THETNEFH

O A SCEFITIN A ROERGEER SR D ERME 1T D & AH D K M OV 1E Al
O DIZ LB R EREZ B L THBEERT 52 &,

@ IREBIRAICIEN D BE NI E OFIRICE DR OERMEE o3 L, FEE2 5
ThobETLHZ &,

@ FEREWEHO~XT AL MZDOWT

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

AFNOFE 1L EE D infusion reaction (2 2. CEARHI T4 /%D T& 5 U
i %AT -7 L CBRMET 5 2 & £ 72,2 B B LB O A 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIEEGH K OARA G T #IT A Z A
CERRET 5%, BEORBEL 28I 52 L, 70, infusion reaction &
FHLLUICGA IR, R TOBELOERD TERIZEIE T 2 £ CHE - 08l
T5HZ &,

FORIBRREIRE . TERAERERET R ORIBREERH 5O b 2 & 03H 5D T,
AFN D ¥ 5B hERT M O G- B T E IR N0 sk RE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #4252 &,
AHNOFEEIT LY BEORERISIZERT 5 &5 2 bildikx IR BOW e
DHLOLNDZENDD, BENRDOONTHEEITIL, BELEFRIIS UL
B 72 05k & BRBR 2 Ff D[RRl & g U Cal bl 2 B nIRe W 21TV 18R D5
FOSIT X 2 BWER 2 o 2 355 1i%, AFNORIE T I, R ORIE RE A
NEHOBRGELBET D L, B, BIERERLVE L OFRGIZEVREIE
HOYGERFRD IV WA TR, BB RE AV LISt o Sz i Fl o8 in
LEETDZ L

BERET %, OB OE0 AR L T LEWERDBET 2 Enb 57129,
AR OBEHETHRIZHRWEMORBBUCH2ITHEET D 2 &,

1 BUOBE R (BIE 1 BUEIR S 2 & de) b bbdv, BERPMES F 7o R—v X
IZEDZENHLOT, Hig, ol NRMH-FOEROR B MBEE O LA 12+
DEETAHZ &, 1 BBEREN DN GA IR EEZPIE L, AR
H OB GEOBHE RAEZITH Z L,

BIERF I, P2, IFERERES . TR, B{LMERE RPN L bND 2 EndH D
DT, EHHIITHERREZITV., BEOREL +2I2BET 22 &,

@  AA|OFFEARRERICINT, &EHANG 6 7 HUNIT 8 MM T L1z, TR,
B G-BMGDS TER £ TIX128M 2 S ITHIMEORHET 21T > TWz Z L 22T,
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EEERHEEST A RFA v
=R~ 7 (BinFr#Z)

(BR5E4 « A7V —AREFE 20 mg, 7P —RRHFEHE 100 mg, A7 P—
AR ERE 120 mg, A7V — R K EE 240 mg)

~ B~

ERR2 989 A (Fn 445 AKET)
BT BE



ER/N

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



1. IILBIC

RIS DOF M « ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEM ORI L0 | FURESR G 72 & OFH0 72 5L E R
FPEIRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
R & 72 o TR Y RRIFMBGE S & YR O B TTEE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L L ShTnd,

BORVE AT ESR L, KB ERASCL ST 0 7 7 A VB O ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
VHEIMOREZMLZIT 5 2 EnHIFF SN BT I LTERT S & &bz, mIfE
RN FBL L 7B I B 2t & & D 2 & AN AHE /e — 1 O B i 7= 3 R S BE i A
THZEREETHD,

Lo T, KA RTA4 Tk, BRBEMESLZNE TILELN TV D EFITFR -
BEE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EERE R~ T,

I, RIA BT A %, MSIATBAE NEIE G ERE IR OHE, ASEEEANRR
BRI s . —MAERTE N B ARERIR NRHE S R OV At FE N B AR B B2 00
b EER LT,

RGe L I HEIRS, - A VR ERE 20 mg, AT U — R SEETE 100mg, 4TS
— RSIEEE 120 mg, A7 Y — R AEEE 240 mg (— %4 - =
M~ 7 (Bl FH#z))

REERDPEIAR - BB OISR AT - FEHE O FHE

WG ERDRMERORE  @E . lAICIZ=R L~ (BT %) & LT, 11 240mg
Z 2 BRGSO 18] 480 mg % 4 3 R RIFE CATE T 5,
i OHFUEMEIES A & O 2 581%, B A=A Lr~7
Bz z) & LT, 1 8] 240 mg % 2 WML 1 (1]
360 mg % 3 i MR CRIEEET 2,

B I 5B 3O /NP TERRUAAE




2. AHN DR, VERBF

F 7Y — R T 20 mg, [RLAEEE 100 mg,  [FAGEEE 120 mg K& ONF] s
240 mg (—fi%4 - =R~ 7 GEE M), LT, TARA) Evd,) i, hEFPSES
TEMKSLEAZ 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 1%, &M L L72Y 38k (T A, B MR N F 2 7% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i Bh I IE & BUZHIEET 2 2
T ICERT 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U K (PD-LI1
K OVPD-L2) EfEA L, U SERICMEINES 7L R LTV o REROIEE L IRREZ
BIZHRET L TW5d, PD-1 U W RIFHURE SN B b O & 22 G/ 588
LTk, BMERAMEEE) LU LB TS PD-L1 OFEBLLIEDELF
HH & OMICADHBEBFRN & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFHEEI N, BB L EEMAHRIZI T D PD-L1 ORI LI O
ALEWIR & ORI EDOFBARRN & 5 & D#HE S & 2% (Sci Transl Med 2012; 4: 127-37)
X 51T, PD-L1 Z 3Rl RE S B8 AT, FURRRA CDS B5PE T Mmoo Hifa &
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
SEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 7> RERE&IL, 23
AR TURRF A 72 T ML OWEBEEZ BT 5HFD—> L LTEZX LT
Do

AFNZ, FEHRBROFE R S PD-1 OMfasEE (PD-1 U 7 o RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X D, BATURFFRN e T kDI
PEA K O AABIRNE k9 2 ARIRE TG M 2 58 T~ 5 2 & TR e PuiEgsh iR 4 o~ 9
ZENHERR STV D,

IS O AN | AFNTEMEIER )T 2 B 2R EIC R0 55 b0 L MIfF S,
BB 2R & LT BRRERZ R U, Ak, et R OCREER R ST,

ARANDVEFIRERAC IS < M O Sy RIS & 5 BHEM %238 5 b, TE I
EDFREMEDN & Do AAIOEGH RO GHITIT, BEHEOBERZ H0IXATV, BFE R
D BTG AITIE, BB L HUTIE U B 2 ik & B8R & FF o R Afl & L Col
BI7RERIZ I 21T\, B ORIERRIC K D RWER R DIL DA, IR AR L
U FI OB GO YR ILE AT 5 BERD D,



3. BB
1B BIBRABE 72 BT « P38 D H 9 O ARG 217 - 72 T 72 BRI RER O pliis 2 7~ 3,

[H2hE]

DE BRI FF MR (ONO-4538-127857)

20 LL DAL FHRIEIE 2 A5 D EEAES R S AN XU AN O TR GIBR R RE 72 1A T - %8
O BT RIE T A EE (RO LARIE ALY EF5emlNISALE T 5 IR
BE) BEA930] (A ARNEE2260 % 5 de, AFIFEIB0N], 7T B ARRELE3M]) 25T,
7T R ERIRE U CARKI3 mglkgZ 208 ] [ b CREENE Lz & 2 0F MR O L 4
PEA MR LT, FEFHIEE Th o 2AEFHIM (LLF, T0S) Evvo, ) (R efi [95%
fEHEIX] ) 1%, AFIFET5.26 [4.60~6.37] B H, 77 AR T414 [3.42~4.86] H A
ThO ., KENLT 7 BRI Lt FIICHBERIER 2R Lz (O — RE0.63 [95%
{SHEX M : 0.51~0.78] . p<0.0001 [J&%Hlog-rank &1 )

1072, —— &EIH
T JItAE

0.8 1
0.7
0.6 1

0.5 1

R

0.4 1

0.3 1

0.2

0.1 5

0.0

at risk % £HFEM(A)
 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 Bt (ONO-4538-12 35R)

@ E B[R M FEFER  (ONO-4538-44/CA209649 F5R)

BB O 720 e b BN 5028 (LLUF, THER2) &9 ,) MO
OIBRARREZR AT - RO BB X IIRE AR (EEoPONEEREGH LY BT
S5cmLNICALE T 2 i) A 1,58141 (A ARNBE 10961 %2 G e, ANA|+HbFRE2RE
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78961, ALTERIEAET201) ARG, AbLFIEIEE IR E LT, RAIHEFFRIEDO AR
MR OV R Z G LTz, EEFHESE H T & % combined positive score™ (DL, [CPS|
VD, ) =SEMIZRT L mAEALFIIM (LUT, TPFS) & 9,) MOCPS=54EHIC
BT HOSITONT, AHFHLFRIEII LFRIEICR LG FRICAEBERIER 2 LT
(1, K2) . S5, FANTHE SN BE FIEL A BEKEOE TIZHE > THRIE
PITONTRER, BIWRGHMIIAE & SN 7=CPS= 1M K ITTEMIZ BT 508125V
b AAHEFREI I EFRIEITS LG FIICA BERIER 28 LTc (1, 3) .
*1: HER2 HE A REUIARNE O BHE | K OEIBEINESE O H.003% 2 O B AN ATEEE L,
*2 0 LT O(LFHE (RS EMINER) 25 Le (O %9 7 FF 2 18 130 mgim? (k%
HFE) % 3 RN CARMEEL, B2 % 1000 mg/m? ((AEiEFE) 4 1 0 2[E, 2 HER
A%5%1C 1ERREE, UI@AFY Y 75 F 2 1A 85mg/m? (EFEE) . AU F—FHry
7 2 1[H 400mg/im? (AL EFE) MO 74 m 7 F )b 1[E 400 mg/m? (R HEAE) 4 2 38 i b
THRIFEFEL, 7041w Z 0 2400 mg/im? (KREFE) % 2 BT TEIRNEHER G-#%12 12
ARIARSE] , ARFI-HLEFERECIE, ARF (O1 1] 360 mg % 3 3 I X 1X@1 [7] 240 mg % 2
FIRIRRE CRiERE) 2 2hEh EiROXT@ bk L A Lz,
*3 : JEEHHAR 1T D PD-L1 A8 Lol (EEMa, ~ 27 a7y =Y RO U NEk) &g
FfagChR L. 100 % 3 U 7= fiH,

# 1 HEMEREE (ONO-4538-44/CA209649 3RER)

R fiE
BEEM 1BIERE Bk [95%(EHEXH] AP — R
(1 A)
AA+ 7.69
[ 473 N 0.68
PFS™ CPS=5 L FIRIsRE [7'036 059'17] [98%(= FHIX[H]
{LZERRIERE 482 [5.55~6.90] 0.56~0.81]
AA+ 14.39
e 473 - 0.71
cpszs  [LFHRILEE HBII623T rog avafmimicn
{LZEBRIERE 482 [10.02~12.09] 0.59~0.86]
A+ 13.96
N 641 - 0.77
052 CcPS=1 (e heine [12'5151 3;4'98] [99.3%f=HEIX ]
(LRI 655 [10.64~1225) 0.64~092]
AA+ 13.83
[N 789 N 0.80
ITT i [12'5151 5164'55] [99.3%(Z#E X 1] :
L RRIERE 792 [10.87~12.48] 0.68~0.94]

*1 o EEMTEEO T — X |

*2 : RERATRE DT — % | *3 ¢ R Cox LBl — RET L



1.0

0.91

0.81

0.7 1

0.61

A+ HRIERE
0.51 %,

0.41
0.3 1

0.21

Probability of Progression Free Survival

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

0.11

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

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

At risk %% HEAELEIT T S0 (A)
KF|+bFeERE 473 384 258 181 132 89 60 39 23 10 8 1 0
b isRE 482 325 200 109 72 41 25 18 12 7 4 0 0

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

1.01
0.91
0.81
0.71

0.6
AF AL IRIERE

0.51

0.4

0.31

Probability of Overall Survival

0.1

0.01

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

At risk % EVEAEI T2 H OWIR (H)
KEI+Heggare 789 731 621 506 420 308 226 147 100 49 34 14 2 0
b ERE 792 697 586 469 359 239 160 94 59 35 15 7 2 0

X 3 OS ™ Kaplan-Meier Hi#f (ONO-4538-44/CA209649 3XB%) (ITT £H)
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(PD-L1 ZEBUR A O A 20 H:)

E B ILFEFE AR (ONO-4538-44/CA209649

W) (THLIA AR BT D7 — ¥

(25 & | PD-L1 OFBURDUNIIEANT 21T o To Ao (BRIt 2 5 Te) R OVZAE

PEOFREFRIZU T O LI ThH o7z,

RN ACFIIEOF ML, CPS 23 5 Afii (CPS<1 KN 1=CPS<5) DOFEFEMT
I, ABFERIE L IZIERE CTH 72 (2, K4),
723, PD-L1 OREURIIC L 6T, AFOZEMNT v 7 7 A ViTRETH - T,

& 2 PD-L1 OFRBLRIBID B ZIME (ONO-4538-44/CA209649 FAEk)

R

PD-L1 R ” = NP — RS R HAEH
55 TREE P LR toswetabtcn) o pin
AH+ 140 8.67
cPS<1 (LRt [6.93,9.69] 0.93
o e 8.11 [0.69~1.26]
(b RIERE 125 [6.87. 9.82]
ARH+ 168 7.16
S 1=CPS<5 {bZFFRIERE [6.83, 8.38] 0.93 0.0257
e [7.03,9.07]
AHl+ 473 7.69
CPS=5 TS IERE [7.03,9.17] 0.69
- TN 6.05 [0.59~0.80]
[[#=22Fid 482 5.5, 6.90]
AH+ 140 13.08
cPS<1 [[#=22Fid [9.82, 16.66] 0.92
e e 12.48 [0.70~1.23]
fespibpe 125 [10.12, 13.83]
A+ 168 12.29
0S5 1<CPS<5 L ERE [9.63, 14.26] 0.97 0.0345
T [10.87, 13.90]
AHl+ 473 14.39
L ERE [13.11, 16.23] 0.70
CPS=s 11.10 [0.60~0.81]
(bR IERE 482 : : '

(10.02, 12.09]

*1 FEMHTRE DT — 2 *2  hEfRiTRE 07— 2 *3 : JEER Cox Ef Y — RET L



1.0

08 0S

i,

. %

o S o
. ARF LR

Probatabty of Cverall Survival
{=]
wm

04 s : /
0,3 /‘u“t—._:'l_‘\ N
0.2 -_\LL‘—L,_J_*
0.1 AbSFRIERE -
001 i . — . . . N . . i |
0 3 6 9 12 15 18 21 24 27 30 33 36 39
At risk % WAEABIS T2 DO/ (H)

ARIE/ICHE 140 129 112 89 72 51 40 29 20 9 6 3
ICT¥ 125110 92 77 61 41 27 15 13 9 4 3

1
2

0
0

=]
o

1.0 x.‘l\%\

il
o

(ON)

o
~

=
-

N
.

o

AFN L EFRIERE

<

Frobabilty of Overall Survival
o {=]
= in

=
2

1=CPS<5

oz
0.1 e e i
(LR IERE
o T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39
At risk 2 SRS 705 o1 ()

AFE/IC #E 168 157 125 99 83 56 34 22 15 7 6 2
ICHE 173 154 133 112 81 56 33 21 11 6 2 1

0
0

0
0

1.0

. CPS=5
0.8 OS
or
1]

AR+ AL ERRIERE

Probabdity of Cverall Suraval
o o
L m

Y N
03 B, »
S mn
0.2 T, T
(LR e
ki)
T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39
At risk %% IEAEZEI 25 oM ()
AKHE/ICHE 473 438 377 313 261 198 149 96 65 33 22 9 1 0
IC# 482 421 350 271 211 138 98 56 34 19 8 2 0 O

Frabability of Progressicn Frae Sureival Frobability of Progression Free Survival

Frabahility of Progression Free Sureival

1.0
s M"’;l CPs<1
&,

0.8 L PFS
oy ﬁ
05 :"’!E_
05 x':\L
0.4 \_K
03 h
0.z
! a2 =375 S
I:l.ljl T T T T T T T T T T T T

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

HEAEABIN T D OWIR (A)

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

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

<
05| b
0.8 }b\'{, PFS
4

o
N

=
m

a
in

[
-

B
[

o
b

a

it R — -

0. (R
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 0
173 127 91 58 27 12 6 3 1 1 0 0 0
1.04=
>
oo CPS=5
o PFS
o7
a8
s oy > N
, AHN LW
0.4 T
0z S A /
0.z o "
- @#--11’_‘_'—-"41 .r-']
1 {K?Lﬁ?ﬁﬁ T T | e e e
0.0

— T
0 3 6 9 12 15 18 21 24 27 30 33 36
AR BT 2o 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 O

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

(0S (&%) : EX cPS<1, HH[X 1=CPS<5, T CPS=5)
(PFS (F%1) : EX CPS<1, HHR[K 1=CPS<5, FX CPS=5)



QFEBEILFIEE I/MFHFRER (ONO-4538-37 #hlk)

{LZFFRERE D 720y HER2 [ OV EIRABE 21T - FRR 0O B ST Bl H 65
i (EBOFRLAREEEAMEIY LT 5 om DINICAE T D) B 724 61 (AR
NI 395 il 2 Gte, AFIHLFHE2RE362 6, 77 2R HLBRIE2 R 362 4]) %
KR, 7T B AR HEFEIE A IR E LT RF L FRE O F WE & O M 2 fist
L7z, FEFHEHEE O—>ToH % PFS (P RAE [95%ERIXHT) 13, A+ b misrt
T 1045 [8.44~14.75] B H., 778 R +HLFHIERET 8.34 [6.97~9.40] WHTHY
AFNHALFHENL T T B AR HEFERIECT UG R B REE 2 /R LT (NP — R
L 0.68 [98.51% S #EIX[H : 0.51~0.90], p=0.0007 [J&%5! log-rank ¥ 7E])

Fio, O OOEEIIEE THDH 0S (FHRfE [95%EFEXM]) X, A&+
FRERET 17.45 [15.67~20.83] A, 77 &R HLFEIERET 17.15 [15.18~19.65] 74
HToHY | BAIHEFFEL T T R HEFEEITS LG FRICA BRIER & S 72
Motz (ONF— FH 090 [95%EHEX M : 0.75~1.08], p=0.257 [J&H! log-rank Fi7E]),

*1 1 HER2 HE R RESUTARME D BE TG4 & LT,

*2 : AF| (1171 360mg % 3 AN CATRE) U7 T ERE . LR/ (RS Eifi
BR) AOPA L7 [A%9 U 75 F 0 10 130 mgm? (REFERD % 3 18 H I AR #E L.
FHT =N XFRXAT LN AT TINH Y T LEEH 40 mg/m? (RRIER) T~ % £ 1000
mg/m? (KRS % 1 H 2[[, 2 BRI D55 LRBEE |

1.0 4
B - —o EH AR FYTSFRY
S-1RIFHRIEEBrAR
0.8 -
-o-T5uR [ AFYYISFURY
0.7 - S-1RFHRIEEVGHRE
% oo .
j 08
& y
4 05 - %) 22 -
7z = A
* 5 - %
03 - g
g2 ¢ .- e
o ¢
0.0 ‘ ,
0 3 6 9 12 15 18
at risk# G ELFHRA)
i ;_,*;:;;zg_gg:;;g 362 274 168 %4 46 13 0
i L e g T 259 160 80 30 5 0

X 5 PFS @ Kaplan-Meier Bift (ONO-4538-37 35k)
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1.0 4
0.9
—A—&F A EHYTSFURY
08 SHIRIFHRLBE L HrAH
07 -G- ISR  AFHIISFUORY
S-IRBARSBEHAM
4 06
04
03 A
0.2
0.1
0.0 T T - -
0 3 6 9 12 15 18 21 4 27 30 33
£FAEA)
at risk#
IMASIIIITLBU 360 346 318 269 232 193 169 150 102 58 23 2
IER AT agp 342 301 250 219 492 d6r -4 97 4B 16 5

X 6 OS ® Kaplan-Meier Bt (ONO-4538-37 3AR)
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[Z241%]

OENFEIMAEREB (ONO-4538-12 75#x)

A E R G IAKIRE 300/330 ] (90.9%) . 7T & AREE 135/161 14 (83.9%) 123D B,
IRBRIE & ORI RBIURNEE TE WA EFRIIAHFIEE 141/330 # (42.7%) . 77 &R
#F 43/161 B (26.7%) IZRE® ALz, W ORETHILRD 5%LL EORIERIE T #
DEBYTHoT,

F3 WTNOOBETRIEEN 5% EDEWER (ONO-4538-12 3AER)
B (%)

SR IPNG |

B Mﬂﬁ 7“5@;:3#
330 11 161 141
(MedDRA/] ver.19.0) 4 Grade  Grade 3-4 Grade 5 4> Grade  Grade 3-4 Grade 5

EIEA 141 (42.7) 34 (10.3) 4 (1.2) 43 (26.7) 7 (4.3) 2 (1.2)
B lEE

T 23 (7.0) 2 (0.6) 0 3 (1.9 0 0
—i% - EHEER L OGN ORE

%55 18 (5.5) 2 (0.6) 0 9 (5.6) 2 (1.2) 0
R ¥ KOV TRk R

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

55 19 (5.8) 0 0 5 (3.1) 0 0

2B ARHIREC B TRV MEIGR B 7 61 (2.1%)  BESUH BARIE / 2 A/ F—9 1] (2.7%) |
KIG « EHEED THI 461 (1.2%) . 1 BIBERIA 3 451 (0.9%) | ITH&RER 18 5l (5.5%) |
% 16511 (0.3%) | HURAREERERETE 13 5] (3.9%) . #ifkfEsE 10 ] (3.0%) . BEHnEk=
E 14 (0.3%) . THEMAERERE 1 61 (0.3%) | FRRIMARIERAE 1 61 (0.3%) & U infusion
reaction 1 5 (0.3%) 2378 HiLiz, £7o, HIEMBEIE, LK. sk, MR
PBUDVESRBE . R PRE, BEEOREREE ., MK - B, BERKEK DS E D ERITR
Lo To, REWEHREBLRIUIEEFES (MIRMREERT 2 51) &+ OEFER
R,

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

A EFGITIARAN L FIIERE 776782 5] (99.2%) . {b7FHEIERE 752/767 5 (98.0%)
(2588 B AL, AR LFHE & OREBERNEE T & WA FERIIAA H b7k
TE 738782 5] (94.4%) . LFRIERE 679/767 5] (88.5%) IZiRW HLT-, W HDRE
THELFEN 5%LL EORWERHIZTERD LB ThoTo,
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F4 DTN ORETHRERN 5% EORITER (ON0-4538-44/CA209649 FAER)

ARE ISR
FEATE
(MedDRA/J ver. 23.0)

%k (%)

KA HLARIERE

7825

L IRIERE
7671

4Grade Grade 3-4 Grade 5

4>Grade Grade3-4 Grade5

A BIVEH 738 (94.4) 462 (59.1) 4( 0.5) 679 (88.5) 341 (44.5) 0
B I

LD 323(41.3) 20( 2.6) 0 292 (38.1) 19( 25) 0
T 253 (32.4) 35( 4.5) 0 206 (26.9) 24 ( 3.1) 0
Mg - 195 (24.9) 17( 2.2) 0 166 (21.6) 24 ( 3.1) 0
BRI 73( 93) 2( 0.3) 0 61 ( 8.0) 0 0
SISDS 57( 7.3) 7( 0.9) 0 47( 6.1) 1( 0.1) 0
PR E

KR = 22— /T 221(28.3) 31( 4.0) 0 190 (24.8) 22( 2.9) 0
AR = 2 — 1 F— 137 (175) 16 ( 2.0) 0 119 (155) 14( 1.8) 0
SRR 59( 75) 2( 03) 0 61( 80) 1( 01) 0
RN 42 ( 5.4) 0 0 38( 5.0) 0 0
GIEERA 40( 5.1) 2( 0.3) 0 17( 22) 1( 0.1) 0
R AR AR AT

Bt v ER AR A 158 (20.2) 83 (10.6) 0 118 (15.4) 67 ( 8.7) 0
1R 156 (19.9) 20 ( 2.6) 0 115(15.0) 19( 2.5) 0
TANRGRUEET I ) T A7xS 122(156) 12( 15) 0 69( 9.0) 5( 0.7) 0
—EHn

I 1 BRER 112 (14.3) 23( 2.9) 0 77 (10.0) 13( 1.7) 0
To5=L T I ) MNFUAT 25— 89(11.4) 6( 0.8) 0 50( 6.5) 5( 0.7) 0
n

U <—BHEN 89 (11.4) 45( 5.8) 0 34( 44) 16( 21) 0
75 —EHEm 71( 9.1) 21( 2.7) 0 22( 29) 2( 03) 0
M7 AU RR7 7 2 —EHiN 52( 6.6) 5( 0.6) 0 34( 44) 2( 03) 0
ML e U e s 48( 6.1) 4( 05) 0 32( 42) 2( 03) 0
IR E D 45( 58) 2( 0.3) 0 33( 43) 1( 01) 0
MR LY o REE

21 203 (26.0) 47 ( 6.0) 0 171(22.3) 21( 2.7) 0
i ER R 191 (24.4) 118 (15.1) 0 181 (23.6) 93(12.1) 0
/N IR i 157 (20.1) 19( 2.4) 0 145(18.9) 13( 1.7) 0
BRI E 63( 81) 5( 0.6) 0 55( 7.2) 11( 14) 0
—f% - EEEER X OGO RRE

g 202 (25.8) 30 ( 3.8) 0 173 (22.6) 17( 22) 0
407 73( 93) 7( 0.9) 0 81(10.6) 10( 1.3) 0
Fe N 64( 82) 4( 0.5) 0 22( 29) 1( 0.1) 0
FEIBE D JEAE 62( 7.9) 6( 038) 0 45( 5.9) 5( 0.7) 0
(CysRd 42( 54) 2( 03) 0 36 ( 4.7) 0 0
FEIE R X OV T AR

T - RJERIRA AR AR 94 (12.0) 11( 1.4 0 81(10.6) 6( 0.8) 0
bar 74( 9.5) 7( 0.9) 0 12( 1.6) 0
Z 9 FESE 54( 69) 1( 0.1) 8( 1.0)
R L OvGesEhEE

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

ke AHIT (R {EFHILRE
- 782{31 767431

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

A E R A=

FOPR BRFS REA T 70 (9.0 0 0 2( 03) 0 0
BE, PEB X OWES IHE

HEAITPE S RS 66 ( 84) 11( 1.4) 0 30( 3.9) 5( 0.7) 0
G fs R E

I HBUE 48 ( 6.1) 4( 0.5) 0 10( 13) 2( 0.3) 0

725 ARH AL F AR B\ TR 466 151 (59.6%) | T HERERE S 203 141 (26.0%) |
infusion reaction 111 1 (14.2%) . FURIREEGERET 96 61 (12.3%) . HHEUTHALAEIE 68 i
(8.7%) . KM%k - /MG - HEED T 52 5] (6.6%) | IVEMEMIZEE 42 61 (5.4%) |
HEOKEEE 28 i (3.6%) . BHERelEE 26 1] (3.3%) . (LB 15 1 (1.9%) .
FRAR AR ZEARE 13 61 (1.7%) . 28 761 (0.9%) . FEAHHERE 6 41 (0.8%) | Fl
FSAEREE 4 B (0.5%) . M2k 3 6 (0.4%) . LB 2 B (0.3%) . 1 BUHEGRSS 1 B
(0.1%) . SEHfEHR 16 (0.1%) . FEEZ 161 (0.1%) M OVEFL 161 (0.1%) 23D 5
iz, E£7o, EEMEGE, WK - BRI, fhzk, mERE %, BB KRS, Bl
FENT . TPARA, AREFERE: . MEBRERIEMRE R ONES; HH R8O S o 7o, RENE
MZBURDUIBIHEFS: (BARRAEERT 2 5T) 2B 0EHERE T,

@ E B[ /M AERER  (ONO-4538-37 #klER)
B ERHGIIAK| LR EERE 358/359 5l (99.7%) . 7T &R b RRIERE 357/358
(99.7%) IZRBD BV, AF, 77 BRI FFRLE L ORRBEBENREE TERWEE
FRITIARA + b7 REEE 351/359 1 (97.8%) . 77 & A+ 1L #E 349/358 151 (97.5%)
RO BTz, WTNDORETRIRN 5% EORITERIZT FROLBY THoT-,
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#£5 WTNOLOBETRIARY 5% EDOEWER (ONO-4538-37 RAER)

s B (%)
it A+ LR 7 5 R
%ﬁ”gDRNJ 22.1) 359 {3 358 14
¢ ver.e<. 4 Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

A RIVEH 351(97.8) 205(57.1) 3( 0.8) 349(97.5) 174(486) 2( 0.6)
TR EE

RRYMRE = 2 — 1 8F 201(56.0) 14( 3.9) 0 189 (52.8) 8( 22) 0
RN 57 (15.9) 0 0 52 (14.5) 0 0
KM= 22— 8T — 51(142)  3( 0.8) 0 47(13.1)  10( 2.8) 0
Sl 24( 67)  6( 1.7) 0 12( 34 2( 0.6 0
Bl

EINN 181(504) 10( 2.8) 0 180 (50.3) 12( 3.4) 0
FHi 125(34.8) 16( 4.5) 0 110(30.7) 14( 3.9) 0
i I 72(20.1)  5( 14) 0 66(184) 3( 0.8) 0
A% 64(17.8)  6( 1.7) 0 46 (12.8) 4( LD 0
55K 44 (12.3) 1( 03) 0 26( 7.3) 0 0
HE 975 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
IIRAN T e % 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
FTANRSEUEET I~ 54(15.0) 4( L1) 0 44 (12.3)  2( 0.6) 0
FURAT =T —BHM

FTI=UTI)RTUA 41(114)  2( 0.6) 0 36(10.1)  6( 1.7) 0
7 =7 —E

M e UL e B 34( 95  6( 1.7) 0 22( 61) 2( 0.6) 0
R E R 22( 6.1) 0 0 19( 5.3) 0 0
y—ZABINETA 21( 58)  6( L7) 0 9( 25)  5( 14 0
7 = 7 —E
Rtk L Ok RE

AAEOR 187 (52.1)  29( 8.1) 0 196 (54.7)  23( 6.4) 0
—i% - 2EEER X ORGSR OIRRE

7 72(20.1)  5( 1.4) 0 72(20.1)  2( 0.6) 0
s 59 (16.4) 0 0 62 (17.3) 1( 03) 0
e 32( 89) 2( 0.6) 0 14( 39 1( 03) 0
1 75 27( 75 4( LD 0 26( 73)  5( 14 0
KRG ¥ KOV TRk b

FE . RERFMEARSE 53(148)  5( 14) 0 48(13.4)  4( LD 0
JE R

Fei5 45(12.5) 2( 0.6) 0 14( 3.9) 0 0
7 5 PENE 42 (11.7) 0 0 14( 3.9) 0 0
e 0, 353 ) 20( 5.6) 0 0 21( 5.9) 0 0
2B 14( 39 3( 0.38) 0 5( 1.4) 0 0
B REE 13( 3.6) 0 0 7( 2.0) 0 0
MiEFR VY o REEE

=i 68(18.9) 27( 17.5) 0 66(184) 19( 5.3) 0
MR A i 23( 64) 8( 22) 0 16( 45 4( 1D 0
I R A i 19( 53)  8( 22) 0 200 56)  9( 25 0
Mg, MaEnds X OMiElmrEE

Lo b 20( 5.6) 1( 03) 0 10( 2.8) 0 0
=g

k=24 23( 6.4) 0 0 16 ( 4.5) 0 0
PG AR 5
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Bil%k (%)

Ll NG

- ARHN AL AT 7T R LRI

A 359 f4 358 il

(Med D_RA/J ver.22.1) 4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

FOIR BRFE REAS TE 24 67) 1( 03) 0 7( 2.0) 0 0
BE, hEB L OWE S HE

TEATAE S RS 32( 89) 5( 14) 0 16( 45 2( 0.6) 0
AR i

PRIEHE N 13( 3.6) 0 0 15( 4.2) 0 0
JHRETE SR B

FF R e S 10( 2.8 1( 03) 0 14( 39 1( 03) 0
G fs R E

I BUE 14( 39 3( 08) 0 9( 2.5) 1( 03) 0

7238  AH AL AR I\ O TR RE 282 51 (78.6%) | JHBERERE 5 83 141 (23.1%) |
infusion reaction 48 5| (13.4%) . HWRARFEREREES 30 ] (8.4%) . BEUTRELARIE 24 4
(6.7%) . KM%k - /N2 - EEDO THI 24 1 (6.7%) . FVEMEAIZE 15 41 (4.2%) |
FEEORERE 14 6] (3.9%) | BHRERE 96 (2.5%) | &R 6 61 (1.7%) |
FRR M AR ZEARAE 3 451 (0.8%) . 1 AUHEIRYHE 361 (0.8%) . T4 245 (0.6%) . EFE/2 ML
R 2 1 (0.6%) . AFAR4 2 5l (0.6%) . LaMislEE 2 5] (0.6%) MOV EERBERERRE
161 (0.3%) 2F bz, Fio, BIEMEIIE, Ok, k. MK - gilEK, BIE
IFde, WEALVERRAE 2%, MERERIEBRE, RikZ. AREFEkEs. Mg, B, BRE S
EIRRITBO bR oo, ABIEHFEBURDUIBERS (BIRRAMER &5 T)

EEDERERE TR,
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[ - HiE]

AR OREMEYBETT L ZFHA LY 2 2 L— a3 02k v, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TS LIBROARR O Mg iR ER S S iz, ZOfs
R AHI 240 mg G LTZBROREEEIL, AH) 3 mgkg 45 LICBROBRE & & ik
LTREZRT ETRHENTZb DD, ARANBFICBO CARMR RIS TV D H
- & (10mgkg % 2 BFFEECRE) CAKIZ G UI-BEOugE & & ik U CEfH
oy LRSI (FR) AT BEOBEICE T 27 — #2125 & KA 3 mg/kg
(IREE) 0T 240 mg % 2 HFFIFE CHG- L 72 BROARRF OBRE & & Ao 3 ik b
ORI & T D IRE ST T AR S, Y% OV TREIT DAL AE R,
ERROME - HEOR TAEIMER ORI 2R IT Vv E PRS-,

£ 6 FADEYBRE T 2 —F

M - R Cmax Chmind14 Cavgdl4 Cimax,ss Cmin,ss Cavg,ss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (352 7608) (10-;?54-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
20 me Q2W <51ZEZO3) (15§f§;fﬂ (25i?i78) (10&?254) (41iZ?58) (62i??87)
0meke QW | (1473100 | (519.792) | (00 114) | (331 50 | (s913) | (37380

Ll (5%, 95%45) « Q2W = 2 RIRE. Cunax @ FIEIHR 515 O e MLE FTIREE, Cminais @ FIEIHE 51414
HEBIZBIT 2 BEMIE IR, Cavgas : FIEFRE%14H B £ TOFHMIEHIRE . Crnaxss © EFIREBIZE
;éi%%‘ml?%w%fﬁ\ Cinss : ETRREIZI T D BARMIFFIRE, Cavess - EFRIREBICIS T D FH MLIEH
Fo AR OREREYFNEET VAR L2 I 2 b—3 3 280 | AFH 480mg
Z 4 A IR R T8 5 XUIBERGR O HTE - &S TR G- L7 BE O AH D My H i FE 23 e
INTe, ZORER, ARH 480 mg & 4 EEIMMRE CHRE LB o EFIREBIC K T 5 Fim
THEHPIRE (LT, [Cagss) &9, ) 1&, AHI 240mg % 2 B IR CTHR G L 72BED Cagss
LU TS (F&R) . £72. KK 480 mg z 4 B THERS LIZEREOE
FOAREEICBIT D mImiETIRE (LLF. [Craxss) EVMD. ) 1, AKI 240 mg % 2 @
FRE CTH G LTZBRD Craxss & L TREZ T & PHISNTZb DD, AARNEEIZE
WTEREPHER SN TWD YL - & (10mg/kg % 2 @R C&RE) CTAAIZ &S
L7oBRD Craxss & B L CTIRMEZ R T & THIS e (FR) . TR T, #EOwREICE
F 57T —ZIZHAD X AAKI3mglkg (RE) F7213 240mg % 2 BN, 2 L < TAA)
480 mg % 4 M RINE TG L2 EROARF| OREE & & A 0T & o B 4 G
T HURERSNTET VESE S, YEZBEIC O W TRFIDM TN fE R, Eio ik -
HAEOM THIMER VLI 2R T v E PRIz,
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R1 AROEYBE T A —F

M - Conax Chmind2s Caved2s Comax,ss Cmin,ss Cavg,ss
(pg/mL) (ng/mL) (ng/mL) (ug/mL) (pg/mL) (ug/mL)
3 meke Q2W (35-5; '760-8) (16-25?20-3) (21.321 23.9) (75.&3171) (27.612,'}07) (42.717,'?27)
240 me Q2W (51-712’203) (23-?539-0) <30.§670.9> (105354) (41?57,'%1358) (62.11(,)91 87)
80 me Q4W (103307) (15.25?17.4) (37.?):,‘.;)4.8) (14?,1 g36) (27.751,'?37) (62.11(,)91 87)
0mekg W | (1450 | (505 1320 | (on1an) | 20,95 | (4303 | (36377

FRAE (5%, 95%450) . Q2W : 2 JEEI IR, Q4W : 4 IR, Crmax : FIEIFE 55 O B & MLIE FIREE . Crmindzs
%ﬂ@&’q—‘?& 28 El E Kjb‘ﬁéfﬂﬁfﬁl?%‘:fﬂ/&%};f\ CavgdZR N
TEHIRRBIZ IS B e I IR EE . Cumings 1 € FIRREIZI 1T B I ARG FIRE . Cavess @ EFIRBEIZE T 5

Y1l 175 e
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4. HERIZOWT

IS U A 7 EEEHE (RMP) (ZHED & | AHI D E I 2 MR BIE B~ ) S 4T
N HHER T > T, AR OGN #EE) 72 BE Z2W - FrE L, AFIO#EGICL Y BHE
7REWER 2B LTRSS 5 2 & DB 7e D LLF OO~@DF T A& 72 7 i
RIZBWTHEHT 2 E2TH D,

O MEFRITHOWT

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

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

(2) FrErERERPE

(3) HEAFIRAHEMEET D03 ABFOEEERPE (DA BB ERPE, 23 AR
W 1REBE, DA R R R e &)

(4) FIMRALERIER 250 0E U, SN RIERLRRIE2 IR | U SRIES LA ok
2 Ok FEAEITSR D R H A AT > T 2 fiak

(5) PUEMEREE AL & BRINGL O il g% FE B4R 5 B H 24T > T B Jifi

O-2  HEEOALIRIE K ORIVERFEBLRF O RIS +57 7050k & #EBR 2 RO EAT (FRD
WPHUNITRE ST D ERN) 23, SR OAANET IR OBEMLE & L TRES N
TWnWsZ &,

*

o [EAIRFFESE 2 FOMMINMEZE T L721RIZ 5 L LD AIRROERIRIHE 2
ToTWHZ &, 26, 28U LT, WARYREL L LIZERIESZOIHME %2
ToTWHZ &,

o [ERIRFFEASE 2 FEOWBIHHE ZE T LI2&IZ. WLam OB ASMREZ & 5
FLLEDOHLBARFZOBEREZIT>TND Z &,

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

@ BNOEEREREBOEHRICONT

S S B T 2 B SEOE S, U D OB O N - %2
SIS N OB O RS T X3 5 HBHR AL, A B HENRAE LB a OHE
ST ERHRNATON B RS TS T L,
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® BUER~DORIGICONT
®-1 fEs B4 2 B

BV PERTIR R OB R BIEA R L72BRIC, 24 FERIBIERIRHI O T, 2%k X
(TE R I BN T B L2 BERICIS U CABREEL L O CT SO FIER ORI &
FILREOFRERIY B D, EHITHISATRER AR A > T2 Z &,

@2 ERWFEIC L 5FEESINICET 22 N

ARSI 5 BEFTR 72 50 M O\ RE 2 A 2 BIRIERE D ElfEl =2 ) v 7
EEDIEROA Y ) == T ZATOWERE L FRE A TE 5 F— AERKH 2
SN TWD Z L, B, BIRIAHNCOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADOZWr-ox N IZBE LT

BIVEA (MEMEMEEIZIN 2 BREAEDAE, Ok, Tk, BT RARE ., KIBK.
NS, EEDO TR, 1 ANERIE, BUEMZE. HFARA, HHERERES . JFK. by
K. FARIABEEERE S . T ERMAMREREE, mhiklEE, BEE, RIEEE, MR, BEEOKL
JERREE, FFRIMARZEFRAE, infusion reaction, HEFE7c Mgk, MERE RIEMERE, K%,
Bede. WEEORPEROG ., IR M, ClERES (D EME) - 2RI - DM S) |
IREFEREE . IS ML, L) 1Sk LT, Uitk U B R O F P2 AT 5
R & HEE L (BIERORZKCHIMIE L THREM O EEZZ TN &M H D =
E) . EHITET) R ALED TE HIEH RS> TWD Z &,

i
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5. B#EXRL R HBE
(B 2hiEIc B d % F1E]
O TROBHFIZBWTABOFENEDSRIESN TN 5,
o 2 DU EOLERIERED & 2 IR UIBR AR 2R LT - TR AR ORFIHM

5)
o AETEPRIERE D 72\ HER2 [2PEOTRYIFR A RE AT - 38 BREE ((B0RET
& OHFHEE)

*: (1) AXRFVTITFROCIRTZE (i) AFFVTITF R F—b sy
LROTNFRT TN, X (i) AFY IV TIFURBTHT =« FAT UL - T
Z ) U ARLE A

C)I%Aﬂﬁmmﬁ%(mw&mmmmm%wﬁ%)&Ul%Aﬂ%mmmﬁ%
(ONO-4538-377kfR) 1TFHW\ T, i ((BFRIEXIT T 7 B R HbEFRE) &
LT, $ﬂ+m%%&@ﬁ%$ﬁrénfwéottb\ﬁﬂ@tﬁﬁ_;bﬁ
EREDORBFENE L 7 DA BFBO S (pll~152H) | £7-, PD-LIFEILRIL
(CPS) 12XV ARAKID LRGN EN IR DN TRIEINTND (p7~85H) , R
HE LT, b & E 2. PD-LIFEBLE"A5% AT (CPS5ATN) Th b 2 & D3R

SNTZEH TR TE, EFRIEREMIC L DRSOV THBET 5,
* AFIOBWER L L, K584 : PD-L1IHC 28-8 pharmDX [# =] 2NVEBE ST\ 5,

@ TREICEZ M T 2 EE KT D AF OB G K OMEHFIEIC OV TR, RAIO A M
DL SN THE LT, RAOEEGRIR LR DI,
o —RIBRM O TIRIBIR T TR W ERE ISR B AH| o B 5
*  HER2 G0 B 1Tk b7k & oS
o OTABIOHIMEN RSN TOIRMEOHUEMEIEEA] & OOF &5
o INEMBNEIE L LTS

(“ZAMEC B+ % FH]

O TRIZEYTLIRFICOVWTIARFOERENEZE SN TNWDLZ b, &5 E21T
Dipnz b
o KHIDRSTIHKT LIRBEUE OB ERE D & 5 B3

@ IERFEATOFHHICE O T FRRICEY T2 BEFIC OV UL, AFI O G ITHESRE S /e
R, MOTEFRPUL N 22 WIGEICIRY | HEICAKZENT 52 L2ZBETE D,
. %E@Mﬁ%@A%Xi%ﬁ@%é$%
o JRER I AR A CRVE R 258 6 D B K ONE B 0D Sl i i 2 <0 i e 1 it 2%
%@%K*E@Zkﬂ#%hé%ﬁ
o HOMEEBOEDE UTEMEARF L <IXHERMEO B iR B OB ERE O
»oRE
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o JEESEBAEIE (EMERIRBAIREZ GTe) ObDHEE
o FEEOBYIIBEE AT HEE
e ECOG Performance Status 3-4 " 0 3

(ED  ECOG 0 Performance Status (PS)

Score | EFE

0 | &<MERIEE TS5, BT LlFE U HEAERNHRZR AT D,

PREIZI LUEBNIHIR S 225, BTAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

BATRARETH A O OEY O Z LT F N THEEIZBERTTE 2V, HHPD 50%Lh Eid~y R Tild 25

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+l Zd,

AW

ELENT RV, BAOHOEY OZ L34 TERY, BEICy R+l I4,
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6. BEZELTHEETREFIH

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

TRIEBRABIC e D | B XX 2 OFEICHINE L OER %2+ L, RE 215
ThoEETHZ L,

KA e AL OG- O RS 2 {2356 PD-L1 BELR MR T 52 &
W E LA, PD-L1 BELRDFER T E 2 WIGE I, KAl & bFiE s opff O
WA 2N L BT 5T A 2L,

FERBEIMERO~RT A MZONT

@

@

MEMEREBEN D Lo b Z ERXH DD T, KFNOEGIZHT-> T, BKRIE
W (PRI IRIEE, ik, FEEVE) OffEsE M OWE X S 0 %, Bleiz+5
ZATH 2 &, Fo, MBS CTHE CT, MiE~— I —FDMm&x FEhd 5
Z &,

AFN O 51X EE D infusion reaction (i 2 CEARFZ H3 2kt D T 5 U
faAT > 72 EChRtaT 2 2 &, £72.2 [8] H LABE O A% 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIFEEGH K OARA G T #IT A 2P A
CERRET %, BEORBEL 2B 52 L, 70, infusion reaction &
FHLLICGA IR, R TOBELOERD ERIZEIE T 2 £ CHE - 08l
T5HZ &,

ORI REIR . TRAEERET R ORIBREERH 5O 2 B3 HDH DT,
AFN D ¥ 5B AaRT M O G- B T E IR N0 i RE iR A (TSH. 1028 T3,
FERE T4, ACTH, M=oY —VEORIE) #FEhEd 52 &,
AFNOEGAZ X0 | WEDOREISIZER T 5 & B 2 b D4 R R IER R
DHLOLNDZERNDD, BENRDOOLNLGAEITIE, B LEFRIIS LT
B 72 ek & R BR 2 Re O R Ail & i U Cli bl e BRI W 21TV IR O
FOGIT X 2 BWER 2N g0 2551 21E, AFIORFES T I, R ORIE BE A
NWEVRIOBRGEEZZBETDHZ L, 2k, BIBREFRLVEYOELIZ X0 EIE
HOUEERFRD IR WIGEITIE, BB RE AV o LISt o Sz il Fl o8 in
HLEET D,

BeEA&ET %, BOEBI S8 AR L T LEWERDBELT L2 Enb b2,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBE IR (BIE 1 BUEIR S 2 2 de) b bbdv, BERPIMES F 7o R— X
ICEBDZENHLHDOT, Alg, D, EHFEOIEROBHRCMAEED L2
SEET S L, 1V EERBN DN -G ICITEGEEZ R L, AR )
FOFGFEDHME) R EZITH Z &,

BIERTIE, P4, ITHEREFEE . TR, B{ELMEEE RPN H LD Z &R H D
DT, EHIIITHERERE LTV, BEOREEZ H3ICBET 52 &,
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® AFNOEERKRBRIZIBNT, BERENOH 1 FEMIT 6 B I L. TlEX, 12
W Z S CHMEDFAM 24T > TWe 2 & 2 5B 12, ARG I EHIIC mig
A TR OMERETTH 2 &
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EEERHEEST A RFA v
=R~ 7 (BinFr#Z)

(BR5E4 « A7V — A RFEFHE 20 mg, 7P —RRHFEHE 100 mg, A7 P—
AR ERE 120 mg, A7V — R K EE 240 mg)

~ M R R o B R~

ER 3 048 A (4Fn 445 AHKET)
BT BE



ER/N

1. IZU I P2
2. AANOFE. (FRET P3
3. ERIRRUE P4
4, FERIZOWNT P10
5. H&EGXREMDEE P12
6. WHIZEL THETNEHH P13



1. IZT®IZ

RIS DOF M « ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEM ORI L0 | FURESR G 72 & OFH0 72 5L E R
FPEIRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
R & 72 o TR Y RRIFMBGE S & YR O B TTEE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L L ShTnd,

BORVE AT ESR L, KB ERASCL ST 0 7 7 A VB O ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
VHEIMOREZMLZIT 5 2 EnHIFF SN BT I LTERT S & &bz, mIfE
RN FBL L 7B I B 2t & & D 2 & AN AHE /e — 1 O B i 7= 3 R S BE i A
THZEREETHD,

Lo T, KA RTA4 Tk, BRBEMESLZNE TILELN TV D EFITFR -
BEE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EERE R~ T,

I, RIA BT A 3, MSIATBAE N EIE N EREIR OIS, A4 HENRR
BRI o, —AFEENE N A ARBRIRNBHE S FEdR B FTEENE A B AR P2 &k O
—MRFEETEN B AR ER 2 D/ 0 b LR LT,

%G L I B EIEL - ATV — R Y 20mg, A7 Y — R R 100mg, A
— AR RLEETE 120 mg, A 7P — RS EHE 240 mg (—i%4 - =
A~ 7 (Bia T Z))

KR ERDEIRE  CIBRAREZRHELT - FRIE O MMl b i il

KELRAMERONE  @HE, BRAICIE=RAL~7 GEIa 7 Z) & LT, 1A 240mg
Z 2 JEMIRINE S 1 0] 480 mg & 4 3 W RI6E C AT 5,
AV A~T (BEEHRZ) EOFRT 2560, 8%, A
F=A~7 (EaH#z) & LT, 18240 mg % 2 EHH
fR 313 1 5] 360 mg % 3 3 A kR C AR ERHET 5.

B B 58 3O /NP T RIS A

(%)

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

#z)) OBEEXIIHHE, FEKOH&

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

MEEOHE  =AL~7 (BlarHfiz) Lotz T, @, AZZA ey

L~ (EaFHHRZ) L LT1E 1 mgkg ((KE) % 6 @RI TS

TEHET Do




2. AHN DR, VERBF

F 7Y — R T 20 mg, [RLAEEE 100 mg, [FAGEETE 120 mg K& ONF] s ifsiE:
240 mg (—fi%4 - =R~ 7 GEE ), LT, TARA) Evd,) i, NERIES
TEMKSLEAZ LYy 7 24 BT VAR e Y —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 1%, &M L L72Y 38k (T A, B MR N F 2 7% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i Bh I IE & BUZHIEET 2 2
T ICERT 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U K (PD-LI1
K OVPD-L2) EfEA L, U SERICMEINES 7L R LTV o REROIEE L IRREZ
BIZFRET L CTW5b, PD-1 U W RIFHURE MBS B b Ok & 22 JEEHERIZ T3
LTk, BMERAMEEE) LU LB TS PD-L1 OFEBLLIEDELF
HH & OMICADHBEBFRN & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFHEEI N, BB L EEMAHRIZI T D PD-L1 ORI LI O
ALEWIR & ORI EDOFBARRN & 5 & D#HE S & 2% (Sci Transl Med 2012; 4: 127-37)
X 51T, PD-L1 Z 3Rl RE S B8 AT, FURRRA CDS B5PE T Mmoo Hifa &
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
SEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 7> RERE&IL, 23
AR TURRF A 72 T ML OWEBEEZ BT 5HFD—> L LTEZX LT
Do

AFNZ, FEHRBROFE R S PD-1 OMfasEE (PD-1 U 7 o RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X D, BATURFFRN e T kDI
PEAL KOS AKII S 6t 3 2 A A5 05 PE 2 3990 % 2 & TR AR PRS2 R 2R
ZENHERR STV D,

IS O AN | AFNTEMEIER )T 2 B 2R EIC R0 55 b0 L MIfF S,
FEMER R B N AR 2 kP & U T BRIRARR 2 S0 L . AR, L aE R OV M R
i,

AFNO R 3 < I D RAERGIC & 2 BIERSN & b b, B XTI
D RN B 5o AFIOE PR OB GHITIE, BFOBRL AT, BEIR
D BTG AITIE, BB L HGUTIE U B 2 ik & B8R & FE o R Al & L Coil
228 RIB M 2TV, B OSIERIRIC L D EIWER A DI 2 A3, BIBRERL
LRI OB GEDOHEY LB ZIT O LERD D,



3. BRERAE
YIBRANBE 72 1T « T8 O BEPE M5 Bz il oD AR GRIRR L Z R 1AL 21T o 72 3= 72 B PR 3B oD iliE
%7‘]——\“@‘0

[ 2]
O ENFE THFER (ONO-4538-413%%) (Clin Cancer Res 2019; 25: 5485-92)
7T FFEH L ANA N LXK MU T LKA E OO ARG X T AR O )
BRAREZ2EST - PR OEMEHgfE R i B (ECOG Performance Status 0 &2 OV 1) 34 il %
KIGT  AH 240 mg % 2 FAF B TR Y Uiz, EEFHEEE Th 2 203 (Modified
RECIST criteria (2004)(Z3&-25 < i) 12 L D CR UL PR) 1£29.4% (95%(E#EX [ -
16.8~46.2) Tholz, ¥, FANIHE LIBEEIX5.0%TH -7,

@ EERLEF AR (ONO-4538-48/CA2097437:&8%E%)  (Lancet 2021; 397: 375-86)
(LR IEARTRIR DGR RE 7R AT + P38 0D B g 5 o Bz Jll iR 5 60551 (B AR 60
BlaEate, KilEA Y A~vT7 (B FHHZ) EO0H (IR, INHOFH) &vvo,) ™
BE30361, fLFyE (7 FF8HK AT TFUoNFIAINRTTFo) EXAXAMLF
T R RY T AKF)EOOFH) BE30261) ARG, ALFRIEREA RHIRE LT, N+HIfF
RO MR OV Z G LTz, FEFMIEE Th 2 24 AR (FIE [95%1F
FEX [ ]) 1. N+IGFFHRECT18.07 [16.82~21.45] 4 A ALSAEIERET14.09 [12.45~16.23]
A TH Y, NHIPFR B G I EFERIEICST URRH R Bt R 2 /R LT (NP — K
££0.74 [96.6%/5HEIX[H : 0.60~0.91], p=0.0020 [J&Hlog-ranki®7E ], 202043 H25H 7
—& 1y NET),
1. AF) 1 E 3mgkg (RE) % 2 @RI, (€Y A~7 GEETHH2) 1F 1 mgkg (KF) % 638
FIRANG CAUMBE L7, BRGSOV TIR, ARZRICEE L, A E) AvT (BZTHIR
2) EAKIOB G T 55 30 53U ORI & I\ TG 2Bk L=,



1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2 oot 5= .
0.1
0.0

N-+IGFREE

Probability of Overall Survival

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

Overall Survival (Months)
Number of Subjects at Risk

N+I{EEB2 303 273 251 226 200 173 143 124 101 65 30 11 2
b= %8F 302 268 233 190 162 136 113 95 62 38 20 11 1
X1 2AFHE O Kaplan-Meier Hi#¢ (ONO-4538-48/CA209743 3ER)
(EfERL I T-4EH)



[Z4tE]
OEWNF TS (ONO-4538-417K57)
BEFGIL323401] (94.1%) IZRD HAL, AH L OEREBEBIAGE CTERWVEEFR
1323/34451] (67.6%) (258 BTz, FEE NN EORWERIZ FERDO LB THhoT-,
#£1 FHEN5%LLEOBIIEA (ONO-4538-41308)  (RRAVEARAT R S

FERIRHE Bl (%)
FEAGE 34 f31
(MedDRAV/J ver.19.0) 4= Grade Grade 3-4 Grade 5
RIEM 23 (67.6) 7 (20.6) 0
N 3 i i
FOIR B BRI T E 2 (5.9) 0 0
Gl
T 4 (11.8) 2 (5.9) 0
AN 3 (8.8) 1 (2.9) 0
D 2 (5.9) 0 0
Mg - 2 (5.9) 0 0
—% - EFEES OB GEAORRE
PR 3 (8.8) 0 0
95 97 2 (5.9) 0 0
FEER 2 (5.9) 0 0
BRI AL
U =B HIN 4 (11.8) 2 (5.9) 0
75— 3 (8.8) 1 (2.9) 0
U USRI 2 (5.9) 0 0
R L Ok hEE
BAE 2 (5.9) 1 (2.9) 0
B R B L O ARk S
RA M 3 (8.8) 0 0
KB KO TRk E
F95 4 (11.8) 0 0
iR INIRZ YIS 2 (5.9) 0 0

7R, APIRREETE 2 f51] (5.9%) | AFAERERRE 1 61 (2.9%) | FUIRIRFSREREE 4 (5] (11.8%) |
VEL MM H 2 5] (5.9%) . KB « EEED 2 5 (5.9%) . 1 BUBERIE 1 41 (2.9%)
WO BTz, Flo, BRERE, EEORERE, FERAKERS, BIRIEiEREE
e . EIEMEEE, MMt - BERFEZS. infusionreaction, 5 & 9 Edk. Ok, fhk. B
BRRMRAE/ X A /X F— Sl MR SR B . T2, BRIk AR ZERRSE K OV AL
PERRAE RITRD bR o 7o, ARWEHBEBUR UL ES: (R T 25 T)
A DEFRERE T,

@ E B[ 2 MAHRBR  (ONO-4538-48/CA209743 #kbR)

HEFRIT N+ OFFRE 299/300 1] (99.7%) | {LSIERE 277/284 5] (97.5%) (1278
DAL, TREREE & ORIEBIR G E T & 22WA FHZRIT N+ JFHIHE 240/300 i (80.0%) .
(L IERE 233/284 B (82.0%) (23R BTz, WM DORETHRILRN 5%LL EOFIE
HIZFTFERO LB THoTe,



2 WITNOOBETRERISWL EDOBIVEA (ONO-4538-48/CA2097433R58R)

(R MM RE)
Bk (%)

HEBRSHE N+IGFF bR A

FEARGE 30041 284451

(MedDRAV/J ver. 22.1) “4=Grade Grade 3-4 Grade 5 “2Grade Grade 3-4 Grade 5

2FIVER 240 ( 80.0) 91 (30.3) 1( 03) 233(82.0) 91 (32.0) 1( 04)
KR ¥ KO FRERRbE

Z 5 FERE 49 (16.3) 3( 1.0) 0 1( 04) 0
%5 43 (14.3) 3( 1.0) 0 15( 5.3) 0
R INTRZ 2N L2 16 ( 5.3) 1( 03) 0 2( 07) 0
H ks

T 62 (20.7) 10( 3.3) 0 21( 7.4) 2( 07) 0
L 30 (10.0) 1( 03) 0 104 (36.6) 7( 25) 0
i 12( 4.0) 0 0 42 (14.8) 1( 04) 0
M- 8( 27) 0 0 41 (14.4) 6( 2.1) 0
—f « BRHEERS OGO

DIRRE

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

79 25( 8.3) 0 0 44 (15.5) 12( 4.2)

B 16 ( 5.3) 0 0 5( 1.8) 1( 04)
FRIR IR AR

Y —BHIN 20( 6.7) 13( 4.3) 0 1( 04) 1( 04)

77 —EHm 17( 5.7) 7( 23) 0 1( 04)

TI5=TI/) 527 16( 53) 5( 1.7) 0 2( 07)

Z—BHn

WM

FHCER B REA T RE 32(10.7) 0 0 0 0 0
ONER PSR ON ey ek

BEE 22( 7.3) 1( 03) 0 0

i P 15( 5.0) 0 0 3( 11)
R L O E

RARIOR 29( 9.7) 2( 07) 0 50 (17.6) 2( 07) 0
EE, Pl L OWLE A OHE

AT D BUS 24( 8.0) 3( 10 0 2( 07 0 0
PR R IR E

TR AR A 3( 1.0) 0 0 19( 6.7) 0 0
MiEFs LV >R bEE

i 6( 2.0) 1( 03) 0 102 (35.9) 32 (11.3) 0
L T BRI 2( 07) 2( 07) 0 71 (25.0) 43 (15.1) 0
/MR IR 2( 07) 2( 07) 0 26( 9.2) 10( 3.5) 0
Bk i 0 0 0 22( 7.7) 8( 28) 0

7235 N+ OFHEEIC IV T FRIR IR RERR 2 43 51 (14.3%) | ITHEREFE T 36 141 (12.0%) |
infusion reaction36 4 (12.0%) . BERCABRELARAE 34 ] (11.3%) . #ifkkET 22 4] (7.3%) |
[V MG AR 20 1 (6.7%) . KMZ% - /M 2% - EHEED TR 19 i (6.3%) . B pkREmE
15 %1 (5.0%) . FIEEAMEEEREE 12 61 (4.0%) . HEEORKREREE 10 ] (3.3%) . AF%
74 (2.3%) | EIEHRERET 6 5] (2.0%) . ClEFEE 4 61 (1.3%) | % 341 (1.0%) |
FEIEFMEIAE 2 61 (0.7%) . S E MK 261 (0.7%) . ik 241 (0.7%) | BfkifneIE
FIE 2 1] (0.7%) . Bd7e - Bl 161 (0.3%) RONMBZ 141 (0.3%) 235388 iz,

7



Eho. URMERIE, BIEATS, FPRA., BRI e, TR e | R R
FE AERZ, ZRIFEREE. RS M % OYEFLITERD B LR o 7o, ARRIVERIFEBLIR I3 BEE
% WRBEMRRLET) & E0HEHERE T,



(ML - HE]

AFNOREMARYEEET LV EZFIHA L2V I 2 b— 3 2k, AH 480 mg % 4
T R T 5 SUIREAGR O I - B TG LB O AR O Mg PR E RS e S h
Too T ORER. KK 480 mg & 4 ERIRIFE THR G- L7ZBEOEFIRREIZ I 1T 2 ik 4
BEE (LLF. [Cags) EVWVVD,) 1E. AHA 240 mg % 2 BRI CTHE LIZERD Capss &
BRIT 5 L THlEan (F#£), £z, A4 480mg % 4 HMMR TR Lo @ ik
RBICB T DR HIRE (BLT. [Craxs! W9, ) 1%, KK 240 mg % 2 @ HIHIRE
TG LTZBED Craxss £ B L TEMEZRT & THISIZH OO, BARANBEIZEBNT
DEVEDPHEER SN TWH HE - R (10 mgkg % 2 MR CTHRE) TAAIZ&KS L=
BRD Craxss & FlE L TR Z 7R3 & FRIS L (TH) , AT, BEOBEICE TS
F— R IHEOE AKI3mglkg (RE) % 240mg % 2 ARG, # L < 13454 480 mg
Z 4 AR TS UT-BROARB ORE & & A 2hME X2 & OB 2 REtd 5 g
TOLET VPR SN, BZEhEIZ > W TR ThhzfR, FiRoRE - A Eo
W CTHM: R O eI AR R 2RI T W L PSS iz, £7-. BErERfch f ff g 1o
BT — X CESEHEELUEBRENSTET VAR LT, A% 3 mgke (2 #@RIET
#eh5) . 240 mg (2 WM CTHE) XX 360 mg 3 HERMECTRE) AU LT
(Ba7HEHL2) 1 mgke (6 AR TR E) Z0FH LIZBEOH MR OV 2 % M
L7ofE 3R, EFeo Rk HEOR CHMER 222 =BT v & PRl S iz,

&3 FHAOEMBERR T A —F

v - Cimax Chmind28 Cavgdas Comax,ss Chnin,ss Cavg,ss
(ug/mL) (ug/mL) (ng/mL) (ng/mL) (ug/mL) (ug/mL)
S mefke Q2W (35-52{ '760~8) (16.25750.3) (21.32T .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 .857,.}1358) (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 m/kg Q2W (14é,9;22) (86.959,.?32) (10},1 ?48) (323,9225) (18421,1 §o3) (232,7277)

HLE (5%, 95% ) . Q2W : 2 A HIHIFR. QAW : 4 JEHIFIFGE. Cmax : HIEIFK 5% D @ MLIE H IR EE . Cmindzs ©
MEl$e 5% 28 B HIZHT 2 RARMmiE IR, Cavgos : MEH5% 28 A H £ TOFEIMIE TR, Crmaxss :
FERARIBICI T 2 i TG P, Crminss 1 & HARREIC 51T 2 BRARILTE THEEE . Cavgss 1 EHAIRREICHIT 5 F
Yoy i ¥ Hh R



4. HERIZOWT

IS U A 7 EEEHE (RMP) (ZHED & | AHI D EFE M2 MR BIE B~ i 1 A
N HHER TH > T, AR OEENEE) 72 BE Z2W - FrE L, AFOFGICL D BHE
7REWER Z 3B LT BRICXIS T 5 2 & BB R 7o D LU DO~@D 3T Al 72 i
RIZBWTHEHAT 2 ETH D,

O mEFITHOWVT

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

(1) EAEFBREDEET D05 A BEEERLS RS (BRE RS A SR BE L SR
HiE 23 ARSI SRS, HUES AR IRIR R 72 &)

(2) FEEHEREIFRRE

(3) HBEIFRAE T ET D03 AU HEEEHRRE (D AR B, 23 AR
W 1REBE, DA R R R e &)

(4) ARACFRIEEZRE L, ARG L FRIEZRR 1| USRI LR iE 2R
2 OfiFk FEHEIZAR D M 21T > T 5 figk

(5) PUENMEREE AL E BN O fii 5% L UEICAR D R A 1T > TV D fiak

O-2  GEMERRE BRI O A SRR K OVRIE 38 B O St G 57 70 Jae & 8B & 5 >
Rl (FROWTINITEYS T HERM) 25, L2 WP OAFNBE T DIBROBEEHE &
LTRESNLTWD Z L,

*

o [ERIGFFESE 2 EOHAHME ZE T L2121 5 FELLED D ATRIED BERAHE &
[THoTWBZ &, Hbh, 28D R, RARMIRELE T L LI BREEZOHHE 2
{ToTWVWBHZ &,

o [ERNEFFESH 2 FFOPMIIHEZIE T L7-%I1C 4 L EORERRBRZ 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
HHEZIT-> T WA Z &,

© BtADERMEREBEOEKHIZONT

RIS I A B FE T D BMEA NI E S, BERSE S OfFmE 0 A - %
IR OB B ONERISE IR 5 et A FFRNELE LG E OWE
. FRESDITT DN DIEHINE > TN D Z &,

10




® BUER~DORIGICONT
®-1 fEs B4 2 B

BV PERTIR R OB R BIEA R L72BRIC, 24 FERIBIERIRHI O T, 2%k X
(TE R I BN T B L2 BERICIS U CABREEL L O CT SO FIER ORI &
FILREOFRERIY B D, EHITHISATRER AR A > T2 Z &,

@2 ERWFEIC L 5FEESINICET 22 N

ARSI 5 BEFTR 72 50 M O\ RE 2 A 2 BIRIERE D ElfEl =2 ) v 7
EEDIEROA Y ) == T ZATOWERE L FRE A TE 5 F— AERKH 2
SN TWD Z L, B, BIRIAHNCOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADOZWr-ox B LT

BIVEA (MEMEMEEIZIN 2 BREAEDAE, Ok, Tk, BT RARE ., KIBK.
NS, EEDO TR, 1 ANERIE, BUEMZE. HFARA, e, K. bR
K. FARIABEEERE S . T ERMAMREREE, mhiklEE, BEE, RIEEE, MR, BEEOKL
JERREE, FFRIMARZEFRIE, infusion reaction, HEFE7cMyEkmE, MERE RIEGERE, FEk%.
Bede. WEEORPEROG ., IR M, ClERES (D EME) - 2RI - DM S) |
IREFEREE . IS ML, L) 1Tk LT, YikhEak U B R O BF P2 AT 5
R & HEE L (BIERORZKCHIMIE L THREM O EEZZ TN &M H D =
E) . EBHITET)RAED TE HIRH RS> TWNWD Z &,

i

11



5. REMBRLLRDBE
(AL B9 % F ]

@

TROBEIBOTAROEMEN R ST,

o ACPBREIEE AT SRR - PR OB NP TR CRAIH )

o BRI O DRI - RO SIS EIEEH (f ) A (F
(EFHL) L O

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

o AEFRIEARIGIREE T D AA B 5

o FIROHiBRE

[Z2 4tz B4 5 F ]
O TFTRICEYTLEEICOVTIEAAORENERE SN TND Z Ehb, 5 21T

DN &,
o AHNDOREITI R UIBBUE DR ERE D & 5 BFE

TRIERT ORI W T RIS S T 2 B 12OV TE, AAlOEIFHERE Sy

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

o MEMMEEOAI IO H 5 BE

o JRoES I AR A CRRVE R 2 58 6D D B K ONE BN O JUH T i 2 <0l Yt it 2%
FEOMIRIEMEZEAR DD B

o HOREREBOGOF B L < IEHFMEO B O kB OB TR
o 5B

o g A GEMmEtMaBREZ ETe) Db 5 EBE

o OB IIBE A AT 5B

*  ECOG Performance Status 3-4"*V 0 3%

(ED  ECOG 0 Performance Status (PS)

Score

2y
JE R

0

< R JEBTE 5, FHAETL [F U HH A HIRZ <ATR D,

PREIZI LUEBNIHIR S 225, BTAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

BATRARETH A O OEY O Z LT F N THEEIZBERTTE 2V, HHPD 50%Lh Eid~y R Tild 25

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+l Zd,

AW

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

12




6. BMEICERL THEETREEFIH

O  IRFASCEREIIIN A, BEEIR B D IRAET 2 ERFE 2D & AR O FeE K& OV Ef#
RO 7= DI B w2 o B L Co bR« 2 L,

TRIEBRABIC e D | B XX 2 OFEICHINE L OER %2+ L, RE 215
ThoEETHZ L,

FREWER O~ R T AL MZDOWNT

@

®

@

MR EN D oD ZENH DD T, AFOEEIZH 1= > Tld, BKRE
W (REWR ARIEE, ik, FEEVE) OREFE M O X Sl d o FEhnd, Bz +5
IZATH 2 &, Fo, MBS U THE CT, i~ — I —FDMm&%Z T+ 5
Z &,

AFN O EILEE D infusion reaction (i 2 CERARI 32kt D T 5 U
faAT > 72 EChtAT 2 2 &, £72.2 [8] H LABE O A 5-FFIZ infusion reaction
BHHLOLNDZEHHDDT, KFIEGH R OKRABGHE T HRIT A Z A
CERET H%, BEHEOREBE+SICBIEET 52 L, 70, infusionreaction &
L LG E 12, R TOBELOERAERIZEIE T 2 £ ChEE 2 +o8ls
T5HZ &,

ORI REIR . TRAEERET R ORIBREERH 5O 2 B3 HDH DT,
AFN D ¥ 5B hERT M O G-I I3 E IR N0 i rE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY | BEORERISICERT 5 &3 2 bl dikx R EEW R
DHLOLNDZENHDH, BENRDOONTHGEITIEL, BERLLEFRITL U
B 72 ek & R 2 e Al & i U Cli bl e BRI W 21TV, IR D
FOGIT X 2 BWER DN g0 23551 21E, AR ORFES T I, R ORIE BE A
WERIOBRGEEBRETHZ L, B, BIBRERNVEOREIZLYEIE
M OYEEDRFRD B WA TR, BB RE ARV LIS O Sz il Fl o8
HEET D,

BeGAET %, ARS8 ARE L T LEWERADNBELT 2 Enb 571290,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 RUOBE R (BIE 1 BUBEIR WS 2 & de) b bbiv, BERPMES F 7o R— X
IZEDZENHLOT, Hig, ol NRH-FEOER ORI MBEE O LA 12+
SEETAHZ &, 1 BBEREN DN -G ICIEREEZRIE L, AR 8l
I OF 5 E DY L EZITH Z &,

BIERF I, P2, IFERERES . TR, B{LMERE RPN b D Z &0 dH D
DT, EWWIIITHERERE LTV, BEOREZ H3ICBET 52 &,

AR ORI NT, LT DX A X 7 THIMOFM 217> TWeZ L e
BT, AFNB G ERRNC BERE TR OMEBZIT O Z &,

ONO-4538-41 38R : 6 WF = &

13



e ONO-4538-48/CA209743 iklk : ¥ 5Bt 6 1 HEMIZ 6 M Z &, ZLIBIX
12 8T &
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REFEHAEETA 71
=RA~T (RIBTFHEZ)

(BR5E4 « A7V — A RFEFHE 20 mg, 7P —RRHFEHE 100 mg, A7 P—
AR ERE 120 mg, A7V — R K EE 240 mg)

~EHE~A 7aYT 54 PREEM (MSI-High)
R LR - ERE~

S22 A8 (Ff445 AUET)
JBAFEE



ER/N

1. IZU I P2
2. AANOFE. (FRET P3
3. ERIRRUE P4
4, FERIZOWNT P10
5. H&EGXREMDEE P12
6. WHIZEL THETNEHH P13



1. IILBIC

RIS DOF M « ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, 6T, TEORFREFOESRICT LY | FUREZS e & OHF0 72 3R %
FFEERMDPARBENDLH T, 20 DEEKNZ FICHLER BT TR 5 2 & PR
R & 72 o TR Y RRIFMBGE S & YR O B TTEE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L L ShTWnb,

BOFVE RS SR ST, SRR 2 T 1 7 7 A ARBEE D ES L & B S i
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
VHEIMOREZMLZIT 5 2 EnHIFF SN BT I LTERT S & &bz, mIfE
RN FBL L 7B I B 2t & & D 2 & AN AHE /e — 1 O B i 7= 3 R S BE i A
THZEREETHD,

L7 o T, RKIA BT A Tl BBBEREL ZIE TR/ LA TN D EFIEFH -
BHE RN S-S & | LT ORI O il 70 5 2 HEE T 2Bl b B e Bk & %
HROEEFEHE T,

I, ARIA BT A %, MSIATBAE NEIE G ERE A OHE, ASHEEARR
BRI s . —MAERTE N B ARERIR NRHE & R OVt FE N B AR IR R 2 O )
Db EAER LT,

R L 7p HEIRS, « AT VR EAREHE 20 mg, A7 U — R AEETE 100 mg, A
U — R I EE 120 mg, A7V — RS EE 240 mg (— %4
=AN~7 GBIEETH#Z) )

KR ERDIREIHE « DSAACFHRER ITHE LU - IR UIBR R RE A T - R O mMEE ~
A7 aYT T4 bRZEM (MSI-High) ZH3 2505 « EE

MEERHEROHE - @, AIZIE=Ar~7 (B rfiz) £ LT, 118 240mg
% 2 W IR I 1 7] 480 mg % 4 I I REIlA © SRR E T 5, A
U AvT GBIEH#2) EOFHT 2581, @E . mRAIZIX
=R v7 (Bia i z) & LT, 118240 mg % 3 i E I
T4 BT D, TO®%, =R~ 7 (EaH#kz) &L
T, 181240 mg % 2 MR X1 1 18] 480 mg % 4 3 R I fE C A
WEHET 5,

Bl N IE ¥ DB TS

(23%)

MSI-High % &3 25 « EREICRE T2 v — R A SEE K S0mg (—i%% : AU A

~7 (BETH#z) ) OBREIIE., AIELKOHE

2hRE XX D B DAL ICHEE U IR UIBR R RE A A T - RO EMEE ~ A
7 aYT T4 SAREEME (MSI-High) ZA9 55505 « EGE

AELE A &E: =AY (Bariz) EoftAIckBW T, @%. A
AY A~T (BEaf#faiz) & LT1al 1 mgkg (KE) %23
HIRRE T 4 B SR EET 5,

2



2. AHN DR, VERBF

F 7Y — R T 20 mg, [RLAEEE 100 mg,  [FAGEETE 120 mg K& ONF] s fsiE
240mg (—4 : =AN~7 GBIEET#Z) « DAT. TRAL Lno, ) i, /N
MTEMASHEAF LYy 7 24 BTV AL =AY —X 2747 (BMS) )
235PA%E L7 & b PD-1 (Programmed cell death-1) (ZX%t3 5 & Ml IgG4 £/ 7 v —F /L4
KTh s,

PD-1 1%, &M L L72Y 38k (T A, B MR N F 2 T % 7 —T fifn) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i Bh I IE & BUZHIEET 2 2
T ICERT 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U K (PD-LI1
K OVPD-L2) EfEA L, U SERICMEINES 7L R LTV o REROIEE L IRREZ
BIZHRET L TW5d, PD-1 U W RIFHURE SN B b O & 22 G/ 588
LTk, BMERAMEEE) LU LB TS PD-L1 OFEBLLIEDELF
M & OMICADHBEBRN & 5 Z & HE I TWnb (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFEEI N, BB L7 EEMAHRIZI T D PD-L1 ORI LD
ALEWIR & ORI EDOFBARR N & 5 & D#EE S & % (Sci Transl Med 2012; 4: 127-37)
X 51T, PD-L1 Z 3Rl RE S B8 AT, FURRRA CDS B5PE T Mmoo Hifa &
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U 2 REEEIX, 7
AR TURRF A 72 T ML OWEBEEZ BT 5HFD—> L LTEZX LT
Do

AFNZ, FEHRBROFE R S PD-1 OMfasEE (PD-1 U 7 o RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X D, BATURFFRN e T kDI
PEA K O AABIRNE k9 2 ARIRE TG M 2 58 T~ 5 2 & TR e PuiEgsh iR 4 o~ 9
ZENHERR STV D,

IS O AN | AFNTEMEIER )T 2 B 2R EIC R0 55 b0 L MIfF S,
KRG - BB 2Rt L UToERIRRBR 2 0 L, AR, Rk R OB R
i,

AFNOVERMSFC IS B ORERISIZ X DRIERER S b b, EE I TIC
BLOAREMEN B D, AANOE G- H R ORE#ITIL, BFOBIEL 04TV BEDNR
D BT AITIE, B U725 U B M7 ik & RRBR A FF D AN &8s L Chil
U172 BRI 21TV B OSIERSIC X D EIERA N S b 5 HA 10T, BIRRE RV
T UARIOBG DY) R IE 2T O BN D D,



3. BRERBUE

DS AACZFIRIEAR T HEFE U 7= IR OIPR AN BE 72 AT - R O \BEE~ A 7 a7 74 bR
ZEME (LLF. TMSI-Highl &9, ) 267 54685 - EEEORZBRHCFM 21T > 72
F R EEIRRBR O & T,

728, [MSI-High #7548 2B LT, [PCRIEIZ XY MSI-High & HIE iz
BE #EXNT 554 (Bk#%) (21X IMSI-High (PCR %) A4 584 L&KiL L. DNA
LAYy FEBEBEEDIEFE L T D 2 ERERBSINT-BELZBEXT 258 (A% . 7
725 TPCRIEIZ X Y MSI-High & HIE Sz B Uit (LR, [HCY
EWVS, ) JEICE Y I Ay FEERERE (LT, TdMMR] W9, ) LHESH
T BT 55812013 IMSI-High 2 F 7 2 54| &Rt L7z, IHC {EIZ X 5 MMR
AL & PCRIEIC L D MSI D —ERIT 96.6~98.7% " TH D Z LENRRE SN T
AV

(2]
TSN ITFHFRER (CA209142 #kBR) 072
(A B )

{LBRIEIE D & 5 I UIBR R RE 72T « @ dMMR % X% MSI-High (PCR
W5 S AT DR - B ERE 74 Bl A2 R RIT, AAI 3 mgkg % 2 I T A
L7z, FEIMmEA TH DR (RECIST A4 K74 > 1.1 BUZES < IGBRET
EERIHIEIC K 558828580 (CR) XU ZE%h (PR) ) OFERIE. 31.1% (95%EFIXH :
20.8~42.9%) T -7,

(=D | 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

2 CA209142 REROEHD a7 — LD 5 b, LFEIEFIED & % MSI-High % 49 2 515 - B % %5 &
L7zam— MBI DARABEMBERERLORAN L A V) A~T (EaFfz) & O HRERORRIC
DT REH,

) D7 oL Y VL RPUEMIEEH L OOAF4 U 77 F L UIA U ) 7 5 AR AT & ST |
DU EOIEEEIERE O H D BE NG L S,

GE) JESEAL R T IC 35V L IHCHRIC L 0 2 R~ v FEE # > /327 Tl % MLHI, MSH2, MSH6 /3 PMS2
DT IPDORELTRBD B2 NEEIZ AMMR &CHE STz,

UES) i &V HlH SN DNA ICBWT, S BEEO~ A 7 BT T4 M~ —h— 2RISR L T 55
A, 2FEEU Lo~ —T—I2o0W T, 6 U Lo~A 70T T4 h~—h —%MTtge L T 5%4
21X 30%LL LD~ — A1 —I22\ T, PCRIEIZE Y A XD RE P SN 725412 MSI-High & HE X
77



#1 BEBEBADERVENR (CA209142 HER)
(RECIST ver.1.1, AT SREN, IBRBEEMAEE, 201648 H 10 BT —F v b4 7)

A IE (%)

r1>>

74 5" 53 {512
5222550 (CR) 0 0
%Bﬁﬂ%*ﬁ (PR) 23 (31.1) 19 (35.8)
@7 E (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%IEHEXE™] (%) ) (31.1 [20.8,42.9] ) (35.8 [23.1,50.2] )

D BRI RER %2 AT RER O 5 B Al X Y MSI-High (PCR) 2#H 7 %
I EDMER S N, *3 : Clopper-Pearsoni%

(KFIEA Y A~T (BinHiz) EoffH&RE)

(B BRIERE D & 5 Y IR YR RE 2 HEST - R D dMMR #% 3% MSI-High (PCR
W5 Y BT DA - B RE 119 Bl 2RI, AK 3mgkg KO EY AT (&
R 2) 1 mg/kg Z R BIZ 3 MMM T 4 BLAGEERE L7, K3 mgkg % 2
IR CRdiE Lz, EEFMIEE CTh 58803 (RECIST 4 K74 > 1.1 fRIZH
D AERERERMHEIEIC X 2588285 (CR) XUFHE4 2% (PR) ) OfERIE. 54.6% (95%
{EHEXR : 45.2~63.8%) THo7=,

#2 BBBAPDERVENR (CA209142 FHER)
(RECIST ver.1.1, AMERITSREN, WRBEEMEE, 2017 7H6 BT —F Iy b4 7)

B L4 A Bi%k (%)

=
l‘>

119 ™! 62 151*

5t4228%) (CR) 4 (3.4) 2 (3.2)

o7 (PR) 61 (51.3) 37 (59.7)

Z & (SD) 37 (31.1) 15 (24.2)
# 17 (PD) 14 (11.8) 6 (9.7)
RRENE 3 (2.5) 2 (3.2)
7£%) (CR+PR) 65 39

(B [95%EFXRE] (%) ) (54.6 [45.2,63.8] ) (62.9 [49.7,74.8] )
*1 o HROMEAATRIRER], *2 - AT SER O 5 B, POHRAEIC L Y MSI-High (PCR) 26125
Z LB S B, *3 : Clopper-Pearsoni%:




[Z241E]
VAN I FEERER  (CA2091423k8k)  1F2)

(AF P )

AEFERIT 7UT4 5] (95.9%) IZRO B, TEFRHE L ORREBENEE TERVWASE
HGL 5174 Bl (68.9%) ZFRD HaLTo, FEBLHEN 5%LL EORWERIZTERD & BV T
HoT,

#3 FREMEN 5% EORIEA (CA209142 3BR)  (ZZAMMEITSHSER)

HERIRHE BilE (%)

FEAGE 74 1

(MedDRA/J ver.19.0) 4 Grade Grade 3-4 Grade 5
2EIEH 51 (68.9) 15 (20.3) 1 ( 1.4
B Ik

THI 16 (21.6) 1 ( 14) 0

L 7 ( 95) 0 0
— % - EFEER X OGO

95 17 (23.0) 1 ( 14) 0

I RE 5 ( 6.8) 0 0
B AR AR AT

U o—E8n 9 (12.2) 6 ( 8.1) 0

AST B4 5 ( 6.8) 0 0

ALT #40 4 ( 5.4) 1 ( 1.4 0
72T 4 ( 5.4) 2 ( 2.7 0
FEIE R KOV T AR

& O PEIE 10 (13.5) 0 0

9% 8 (10.8) 0 0

R INIRZ SN 22 5 ( 6.8) 1 ( 1.4 0

B2 R 4 ( 5.4) 0 0

¥, RESUHRRIE/ 2 A 3F—6 5] (8.1%) . AFHEREREE 6 5 (8.1%) . FhikfEE 5
% (6.8%) . FLIRMHERERSE 5 5] (6.8%) . infusionreaction3 il (4.1%) . BHEREMRE
361 (4.1%) . KMHK - /INGJE - LD THI 3 4 (4.1%) | EEORFEREE 141 (1.4%) |
RIS ARERE S 1 5] (1.4%) M OWER 16 (1.4%) 23580 vz, H7-. FVEMERGZE S,
HAEAREE A, DA, Mgk, LBUBEIRIE. IFARA. IF4. m(bMEE &, NEAEHEE
PR, MR - BEMRR . FRARIMASZEARE, B MIRES, mEREREMERE, Mz, 5&
I RS, DR B I f OYEFLIZERD B2 b o T2, ARIVERFE BRI B
% (BRREMRT 2E5T) 2E0EHEREZRT,

(KFEA VY b~T (Bl FHfaz) Lotk E)

FEELIT 118/119 #1 (99.2%) (238 Hiv, 1RERIK L O RBEURNEE TE WA
EEHAT 87/119 B (73.1%) (2R BTz, FEELERMN 5%l EORIERIZT FRO LY
ThoTo,



#z 4 FREEN 5% EORBIEA (CA200142 3B  (ZZAMHENTSISBER])

FRE RIS HH BilE (%)

FEARGE 11941
(MedDRAV/J ver.20.0) 4> Grade Grade 3-4 Grade 5
2RIEH 87 (73.1) 38 (31.9) 0
Mgk LY > REE

2 ifn 8 ( 6.7) 3 ( 2.5) 0
PN 3 i i

FOIR B BB T E 16 (13.4) 1 ( 0.8 0
FOR IR HE TUHERE 13 (10.9) 0 0
e

T 26 (21.8) 2 ( 1.7 0
G 15 (12.6) 1 ( 0.8) 0
i3 8 ( 6.7) 2 ( 17 0
I - 8 ( 6.7) 1 ( 0.8) 0
H N Hz A 6 ( 5.0 0 0
—i - EFEER X O SO RRE

it 21 (17.6) 2 ( 1.7 0
FEEN 18 (15.1) 0 0
I 9 6 ( 5.0 1 ( 08) 0
A VTN PR 6 ( 5.0 0 0
R AR A A

ASTHINN 17 (14.3) 9 ( 7.6) 0
ALTHIN 14 (11.8) 8 ( 6.7) 0
Y —F B 10 ( 84) 5 ( 42) 0
R L Ok E

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

BA &R 6 ( 5.0 1 ( 0.8) 0
PR SRR

SEIR 7 ( 5.9) 0 0
MR R, MESEs & OMithm S

Jififig ¢ 6 ( 5.0 1 ( 08) 0
FEJE 3 OV TRk 5

Z 9 FEIE 20 (16.8) 2 ( 1.7 0
S 95 13 (10.9) 2 ( 1.7 0
B iz 8 ( 6.7) 0 0

k. HURMBERERETE 24 B (20.2%) . ATREREFETE 23 # (19.3%) . #hitRFEE 16
B (13.4%) . FEBUHREMEIE/ 2 A3 —13 ] (10.9%) . FVEMERRE 7 41 (5.9%) |
RIFSAERSE 6 (5] (5.0%) . FIRIFSAERETE 6 5] (5.0%) . FEFEDRIEREE S #] (4.2%) |
infusion reaction4 31 (3.4%) . KEZK - /MEK - EED THI 4 6] (3.4%) . T HEAHERE
b 3 5 (2.5%) | JIF4¢ 3 5] (2.5%) . CoERFESE 1451 (0.8%) . AM#k - BfifEEZ 1 451 (0.8%)
M OVEESE 141 (0.8%) 3F8® iz, F7-, EIEMEE NG, Ofhzk. Mgk, 1 BRI,
FFARA, S LML 2, FRMAeZEARE, BB MikkEE, mMERERIEGERE, i, 5
g, I, BT b oTn, REWEFAEIRIITIEESES (FFER
TERT 2 ET) 2 EU0EIHERE =T,



(ML - HE]

AR OREEYBETT L EZFHA LY 2 2 b—3 a3 42k v, AK 3 mgkg (K
H) XX 240 mg % 2 WG TS LIBROARR O Mg iR EI S Sz, ZOf
R KK 240 mg G U 72BROBEE R, AH 3 mgkg 5 L7 BROMEEE & L HG
LTz~ & THlsnzbon, AARNBEICEBW TARENHE I TWDH
% AR (10mgkg % 2 BRI CRS) CAARIZ RS LI-BRORE R & ik LR
oy Tlsn (THR) . Mx T, EHOBEICKIT LT —ZICEKSE, KA
3mg/kg (KE) XiE 240 mg % 2 HFFIFE CTHG- L IZBROARK OMRE & & A0 3%
N & OREZ RETT A IR SUGTE T VAMEE X, YEBEIZ OV TR T
R, ERRoME - HEOR CHER NVZEMEICHAfRER IV E RSN, &
72, MSI-High 43 2555 - EIGEEE OT — 4% 2 & - RHENRpEET T v, Bl
BEFEOT —ZICEDSEMESINTRBEISET VE W2 E 2. AH
3mglkg (KHE) i%240mg &1 BV A~7 1mglkg (KE) % 3R TG Lz
BRI R A 22534 Ulen EHER S Tz,

R5 FAOEWBE T A—F

M- e | O Crindis Cougats Comsss Connss Covsos
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)
3 meke Q2W <35~52§ '7608) (10.17?'264.5) (17.21‘,"333.9) (75.1)1,3171) (27.612,'107) (42.717,'?27)
240 me Q@2W 61.712,?03) (15~22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 melke Q2W (14;,9;19) (51.62f'739.2) (79.93),'?14) (33?,9232) (18421,1 1) (23;7286)

El:%'fﬁ (5%)?_:—'\,95%/'%) N Q2W : zﬁFﬁﬂﬁﬁﬁﬁ%\ Crnax : *ﬂ@&g'f&@%%ngquﬂ%g\ Chmind14 : *ﬂ@j&’ﬁ:"f&
14H E a:%”—é%'f&mﬁ%q](’%g\ Cavgd14 : ?)3@1%'55-%145 H if@ﬂii‘@ﬂﬁ%t{]@%g\ Cmax,ss . Eﬁ%%ﬂl
%H'é%%ml{jﬁ;qu%rg\ Cmin,ss : Eﬁ%ﬁﬁéi%ﬁé%{&ﬁl%qﬂﬁﬁ\ Cavg,ss . Eﬁ%ﬁﬁ&i%”’é#ﬁi@m?ﬁ
P

IHiz, RFOREMEYBRBETLVEAFH LY I ab—2a il b, KA
480 mg % 4 I M RIME TG SUIREAGR O YL « &% TG L7 BEOARA O ik i
FEEDRRRT STz, T ORER, KAl 480 mg % 4 IR TG LB EFREICS T
LEMIEFIRE (LT, [Cagss) &V, ) 1F, AHl 240 mg % 2 HHE IR TG L
TeBRD Cavgss CHRIT 2 & PHIS N (FFR) o o, KAl 480 mg % 4 HEFE IR T 5
L7eBROEEARBICHBIT D m Mg FIRE (LT, [Crass) &£V 90 ) 13X, AH| 240 mg
% 2 WG CHEE L7ZBED Chuaxs & L CTEEZ R T E RIS OD, HAA
BEIZBW AN ER SN TWDHE - HE (10mgkg 7 2 BFRERTHRE) T
Bl a5 UTZBED Couaxss & B L TIREZ R E PRI (FHR) , Iz T, %o
FEIEICRB T BT —ZICHES& . AAKI3mgkg (KE) it 240mg % 2 @B, #L<
EAH 480 mg % 4 WM MINE TR G- L7-BROARA| OBR TR & & A T etk & o
AT DIRESEE T VPR S L, YREBEIC OV TR M TSR, EREO
i - HEOR THINEL V2222 T v & PRl ST,



K6 AFOEMERLRNT A —F

v - B Crnax Chrmind28 Cavgd2s Cimax.ss Crnin.ss Cavess
(pg/mL) (pg/mL) (pg/mL) (ng/mL) (ug/mL) (pg/mL)

3 meke Q2W (352 '760-8) <16-25750-3) (21 321 f3.9) (75.&?71) (27.612,'107) (42.717,’?27)

240 me Q2W (511%103) <23§?§21D <30252i19> (102?354) (41i2§58) (62i?%87)

50 mg QAW (10;?307) (15%3;;/9 (37iS;;u8> (14?}236) (27Zii37) (62i?%87)

10 mglkg QW (145322) (86.959,.?32) (10},1 ?48) (32;,9225) (18421,1 gos) (232,7277)

il (5%, 95%5) . Q2W : 2iAMIREIFE. Q4W : 4MAMEIRINE. Cmax : FIEIHE G4 0D & ML i A
Cumindzs : PIEIEE 528 H BIZF 1T B FARIMIE PR, Caveazs : B E28 H B & TOIIMIE PR E .,
Cruaxss © EHIRRBIZIUT D i m LI IR L, Cringss @ EHIRTBICE T D I EIIE FHEEE . Cavgss : & HIRHE
(2R 2 R i R



4. FEFRIZOUWT

AFN OB G- DN H) 72 BE &2 - FrE L. AFIoF 512 ;@E%ff TEFRZRB LT
BRIZHRHET 2 Z ERMER 7D, LFOO~Q@DFT X T &= sl W THEHAT
RXTH5DH,

O MEFRITHOWVT

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

(1) BEAFBRENEET 503 A2 REEEILSURRBES (FE RS A BRI AR
Hiek A3 A B2 L RURBE . MUY A BB IR 7R &)

(2) FrEREBERDE

(3) HBENTEAEDEE T 2 0 APHEEEHPT (03 AR ERibT, 23 AR
W 1IREBE, DA EEREER e &)

(4) ARACFRIEEZRE L, ARG L FRIEZRR 1| TS RIERE bR iE2 R
2 Ok FEAEITSR D R H A AT > T 2 ek

(5) PUEMEREESAILL T EHEING O sk K TfR D M 24T - T D itk

O-2 M - BN OALFHRE K ORINE S8 BURF OIS 43 72 Fnak & R 2 R O I
il (FROWTNNIEE T DHEM) 23, SR ORFNCET 2RO BEMEE L L
TREINTND Z L,

*

o [ERIRFFISER 2 FOPWHEZE T L72iRIC 5 FLLEO D ATBIROERIRIHE 2
ToTWHZ &, 56, 28U L. NAREYREL L LEERRIESZOIHME %2
ToTWHZ &,

o [ERIRFFESE 2 FOWBIHHE ZET LI2&IZ. Wbam OB ASEMREZ ST 5
FELUEOELEIB ZOEM 2T o TN D Z L,

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

© BENDOEEMFREBRDOMEHICONT

R A I B BRI AEF 9 2 LA DS E S v, BUERAZED D OIFHRE D, A0 - &
é‘@’%ﬁ?ﬁ‘]‘%?&@ﬁ@ﬁ&m:%“ X D IR wmEtt, AEFRPEAE LIS OWE
R FEPHLATONDEHINE->TVWD 2 L,

10




® BUER~DORIGICONT
®-1 fEsx a4 % B

BV PERTR B OB R BIEA T L72BRIC, 24 FERIESIRIRHI O T, 2%k X
(TE R I BN T B L2 BERICIS U CABREEL L O CT SO FIER ORI &
FILREOFRERIY B AL, EHICHISATRER AR A > T2 Z &,

@-2 EERNEEEHICL H2AFELRNHICHET 2 EH,

DAZIRICED 2 M OB B2 A T A EREEFEDPRWERE=2 1V 7
EHEOIERDOAY ) —= T EHATOEIRE & FHZ G TE 5 F— AERIKH 23
ESNTWAZ L, B, BiEHICHOWT, RAERE EZDOFEICHSITAmENT
WhHZ L,

@-3 BHEADZWr-ox B LT

RIVEA (MEMEMEBIIN 2 EEAEEDAE, Ok, Tk, BT RAREE., KIBK.
MBS, BEEO TR, 1 BEERA, BUERTR. ITAE, ITisneRasE . Tk, mfbminse
K. FARIAEEERE S T RMAMEREMREE, rhiklEE, BEE, RIEEE, Wk, BEEOKL
JE R, FPRIMARZEFRIE, infusion reaction, HEFE7cMygkmE, MERE RIEMERE, K%,
BEde . WBEDPERUS, IR EME, Dl (O FEME) - RK - DA |
PREFEREE, IS ML, L) 1Tk LT, YikhEak SUTE R O BF P2 AT 5
R & HEE L (BHWERA ORI L THREM O EEZ TN &M H D =
E) L EBICHEY) R ALED TE ARG ESTWD Z L,

11



5. REMBRLLRDBE
(AL B9 % F ]

@

@

TROBFIZEBWTAFIEME G L OAK L A EY A~vT (BETHIEL) & Of

A5 OFIENRRENTWD,

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

728, MSI-High #3252 LoV TiL, =R~ (Bl ffiz) oar =
A WiE (IGE4 - MSI AL~ b (FALCO) ) ZHWTHERT D Z &,

TREICEEY T 5 BFITXKT D ARFN OG- K OMfE A T IEIZ DD T, REIOF 2D

ML ENTELT, AFOKEGXG L2720,

o T bV I PVURHEMESGA XYV T TFUROA Y T IR
IRFZ K D IRIRIE D I B

o fitRAHBIRE L

o AYV AT GEEHfz) USAOTEMELES & OFH L TG Sh b BE

(ZzefEicBd % HH]

@

@

TRUCHEU T HEEICOWVWTIEIARBORENED L SNTWDHZ b, 51T
F oA ARG
o AHNDOREITI R UIBBUE DR ERE D & 5 BFE

TBRATOFM IC IV T FREICE ST 2 BH IOV TT, AFIOHRGIFHIE S

D, AOIRFERIUL A 2 WG EITIRY | HEEICAKZEN T2 2L 2BETE D,

o HEMMZEEOEIH XIIB LD H 5 B

o @B AR CRVE R 2 58 D B K ONE B M 0 Flc S i ik 2 <0 S e 1 i ¢
FE ORI RIEMEZA LD IR B 5 B

o BHOMERBOAD, UXEMERZE L IXHFEMEO B O EE OB RO
boHEE

o ERERBMEE (&R A 5 T) Ob D EE

o OB EEAT L BE

e ECOG Performance Status 3-4 " 7 H 34

(6)  ECOG ¢ Performance Status (PS)

Score

o o
JEFR

0

< MR LTEBTE 5, R E [F U HHAEEDSHIRZ <725,

RARRIZE LUEBNIHIR S 228, BATAIRE T, BAIEEEE > TOEEITIT O LN TE D,
A N e

BATAMRECTH D OH DEY O Z L 13T X CTRIAEEBMEEIT TE 20, BH O 50%LL L~y R4 Tl 29,

BONTZEHSOHEOEY OZ L LHTERY, AFO 50%L L2~y R+ T,

E-S RS RS

LB RV, BOOHEDEY OZ e TERY, B2y RfFFTlmI4,

12




6. BEZELTHEETREFIH

O IRASCEF TN Z, BEEIRGEES D IRAET 2 ERME T D & AR O FeE & OV E 4
RO 7O B w2 o B L Co bR« 2 L,

@ JRWBALAICIENL D B ULE OFIEICH MR a2 oA L, FE 215
ThoEETHZ L,

@ ERBEHO~RT AL MZDONT

MEMEMRERD LoD Z ENRH DD T, RFOEKGIZH T - Tik, BKIE
AR (PR RIS, Bk, FEEVE) OMEFE R OSSR X f A O %, Bl a 145
AT 2k, Fio, BEIR U THES CT, MiF~— —%DiE %z £ 2
Z &,

AFN DO EILEE D infusion reaction |2z TEARFIZ 7% iad TE 5 UE
H&AT > 72 ECBt 2 2 &, £72.2 [B1H AR O AHAI$ 5-FF1Z infusion reaction
WHHONDZ L bHDLDT, KFERE R OAFEGHHE T HIT A Z A
YEWET 5%, BEOWREBE+H2ICBIET 52 L, 708, infusionreaction &
FEHL LI B1TIE, AT O K QYRR ERICIEE S 5 TRE L 0Bl
T5Z &,

FORIRBERERR S . T EMAEREREE R ORIBFEERH 5oL d 2 &03H 5D T,
AFN D ¥ 5B haRT M O G-I I E BRI N téneia & (TSH, #HfE T3,
R T4, ACTH, I 2o —VEORIE) #4252 &,
AHNOFEEIZ LY | WEORIEFINTERRE T 5 L& 2 BN DER 2 R REHIE
DHLOLNDZENHDH, BENBOOLNTGEITIL, BELLEZFRIIS L
B 72 ek & R BR 2 Re o Al & i U Cli bl A BRI W 21TV B o
FOGIT X 2 BWER 2N B0 2551213, AFIORFES TP 1L K OEIE BB 7R
WEVRIORGEEZZET L L, ek, BIBEERLVESOREIZEYAEIE
MOYEEDTRD HNRWGEITIE, BT BE A /VE - LIS O 52 1l oo 1B n
HEET D,

BeGA&T %, BOEM N OHE I ARGE L T O RIERBRELT 2 Z 83 H 5720,
AR OEEHETHIZ S RWEM ORISR T D,

1 RUBE IR (BE | AUBEIR 2 5 de) Md bbiv, BERWES 7Y R—2 &
ICEDZERHLOT, M, Eul, MRHFEOIEROFEHC MAHE D 1712+
SEETAZ &, 1 BRI SE TR GE2HIEL, 4R 8
I OF 5 E DY L EZITH Z &,

BUENT 2. A2, ITHREREE . TR, B{LIEIEERRH L OND ZLn3d D
DT, EWWIIITHERERE LTV, BEOREZ H3ICBET 52 &,

@ AFNOEERARBRICIBWNT, HERBES 24 BT 6 M Z & F LRI, 125
M EICERMEDFM 24T > TV Z & 25 E (0, ARG I E e B A
TRHROMEREITH Z &,

13



EEERHEEST A RFA v
=R~ 7 (BinFr#Z)

(BR5E4 « A7V — A RFEFHE 20 mg, 7P —RRHFEHE 100 mg, A7 P—
AR ERE 120 mg, A7V — R K EE 240 mg)

~ BRI~

S22 A8 (Ff445 AUET)
JBAFEE
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1. IZU I P2
2. AANOFE. (FRET P3
3. ERIRRUE P4
4. JigklzoWT P14
5. H&EGXREMDEE P16
6. WHIZEL THETNEHH P18



1. IILBIC

RIS DOF M « ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEM ORI L0 | FURESR G 72 & OFH0 72 5L E R
FPEIRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
R & 72 o TR Y RRIFMBGE S & YR O B TTEE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L L ShTnd,

BORVE AR ERR L, KEERASCL ST 0 7 7 A VBBEEOEIRSL & B D i
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
VHEIMOREZMLZIT 5 2 EnHIFF SN BT I LTERT S & &bz, mIfE
RN FBL L 7B I B 2t & & D 2 & AN AHE /e — 1 O B i 7= 3 R S BE i A
THZEREETHD,

L7eRoT, KA T A4 Tlid, BARBERELZNE TICHELN TV D EFITH) -
BEE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EERE R~ T,

I, RIA BT A 3, MSIATBAE N EIE N EREIR OIS, A4 HENRR
BRI o . —AXFEENE N B R IRNBHE S, FrEFEEFNEENE N B REE T2 O W
Job EERR LT,

RGe L I HEIRS, - A VR ERE 20 mg, A7 U — R SEETE 100mg, 4TS
— RS 120 mg, A7 Y — RSN 240 mg (— %4 - =
P~ 7 (Bl FH#z))

REERDPMEIEER - ARTEUIBRARGE AT « FEFE D RIERE
RIEFEC BT DI AEBLR L

REERDMEROHE . <ARIGUIBRREEHEST - FFORIEN >

W, RACIE=Ar~T BB Z2) & LT, 1[\240mg

Z 2 BRGSO 1B 480 mg % 4 3 IR CAGE T 5,

L OFEEMIEEA & O 25613, @, A=A 1r~7

(Bl z) & LT, 1H240mg % 2 AFIFENE. 118 360 mg

% 3 B FEIEIRR S 1 ] 480 mg % 4 3 [ R CRim it 5,

< BRI BT DIFE BRI >

HWE, KAZE=Rr~T7 (B #iz) & LT, 1[E 240mg

% 2 W R RE ST 1B 480 mg % 4 ARG CARERET 5, 7o

L. BEHMT R VAMETET S,

L /INBPSERL TR US4

et
3
=
Sl
M
o




2. AHN DR, VERBF

A7 — AR R EHE 20 mg, R EE 100 mg,  [FLAGREERE 120 mg K OVRLRE
FE240mg (—f4 : =R ~7 BB LT, TRAL Evo) id, /NEE
MTEMASHEAF LYy 7 24 BTV AL =AY —X 2747 (BMS) )
235PA%E L7 & b PD-1 (Programmed cell death-1) (ZX%t3 5 & Ml IgG4 £/ 7 v —F /L4
KTh s,

PD-1 1%, &M L L72Y 38k (T A, B MR N F 2 7% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i Bh I IE & BUZHIEET 2 2
T ICERT 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U K (PD-LI1
K OVPD-L2) EfEA L, U SERICMEINES 7L R LTV o REROIEE L IRREZ
BIZHRET L TW5d, PD-1 U W RIFHURE SN B b O & 22 G/ 588
LTk, BMERAMEEE) LU LB TS PD-L1 OFEBLLIEDELF
HM & OMICADHEBEBFR & 5 Z & HE I TWs (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFHEEI N, BB L EEMAHRIZI T D PD-L1 ORI LI O
ALEWIR & ORI EDOFBARRN 5 & O#HE S & % (Sci Transl Med 2012; 4: 127-37)
X 51T, PD-L1 Z 3Rl RE S B8 AT, FURRRA CDS B5PE T Mmoo Hifa &
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
GEEIGEREIE T 5 Z ENRENTWND, DI &2 H PD-1/PD-1 U 72 RERE&IE, 23
AR TURRF A 72 T ML OWEBEEZ BT 5HFD—> L LTEZX LT
Do

AFNZ, FEHRBROFE R S PD-1 OMfasEE (PD-1 U 7 o RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X D, BATURFFRN e T kDI
PEA K O AABIRNE k9 2 ARIRE TG M 2 58 T~ 5 2 & TR e PuiEgsh iR 4 o~ 9
ZENHERR STV D,

IS O AN | AFNTEMEIER )T 2 B 2R EIC R0 55 b0 L MIfF S,
BiEmEE NG L UBRRBRZ B L, A, Btk OERERHER I N,

AHNOVEREFZ LS < B DORE N L DEWERZ%N S 5 b, EEXIIETIC
BLHAREMEN D D, AFNOEG-H R OEEG#ITIE, BFOBELZ 01470, BEDR
D BTG AITIE, BB LT FRICIE U= MR 722 ek & 88k 2 R DR Al & s L Ciil
GIZRBERIR W 21TV, IBE OERIGIC K D EWERANSEDN 2551213, BIBRE RV
T UHIOEEEDOTEY)RE Z1T O LERH D,



3. HRIRPGE

O AACFPRIER I\ ZHEE U - ARIGYIBR R REZR YT - BRSO RER ., OREBICBIT 5
WML, kOO L HRIERIGIE ORIRUIRARE /2 T « R ORIEE O7KGRREC
I 2 AT o 72 B2 EERRER O g 2 T,

(0]
O [EERLFEZE IR (ONO-4538-24/BMS CA209473785%)

7 oAb BV 2 VU RPUEMIEE A N OV T T 8E 2 G e O RAL SRR IR ISR S X
AN OARTEEIRANRE 72 AT ST FF78 D A FR 3881 (A AR N B 27401 % & e, AH|
RE193M . SHRAELOSH) At BRIT. # ¥ RPUEMEIEER ( F& & vk ik
R U HAXRI) Rt E L CARHI240 mg 4 238 B RIS CAEEE LT & 2 oA
Otz et Uiz, EEFEEE ©H 2 24 MM LR, ToS) twvw)H, ) (i
i [95%(EHEX[H] ) 1%, AFIFET11.17 [9.99~13.73] & H . %I HE#E8.54 [7.20~9.89]
HATHY | REFEIRPRECR LG FERICERERIEEZ R LT (% — KE0.79

[95%E#E X 1] : 0.63~0.99] . p=0.0381 [JE@%llog-rankiE] )
¥ NE XX LKIPIT OV TIXTS mg/m? & BRI R TERRN LG, X7 U Z BT D0 T,
100 mg/m? & 7R 2194 7 L L LT, %1, 8, 15, 22, 20K U36H HIZEHRNFZGT5 2 L & &R

776
1.0
0.9
0.8 —a— A
0.7
_O-- Y88
G o-- JEREE
% 0.5
0.4
0.3
0.2 Shmea
--oeooe - 5
T @eng 2R RS R oy
0.1 .
e L 5}
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
at riski E7FEARI(A)
A 193 170 158 139 120 105 89 77 65 55 38 20 13 10 6 4 3 0 0
POzt 195 182 157 116 100 79 66 55 48 39 26 16 11 6 2 1 1 1 0

K1 OS ® Kaplan-Meier Bt (ONO-4538-24/BMS CA209473 FRER)



@ [EEIEFEE MR (ONO-4538-43/CA20957774 k)

TR L PR FERET I K 0 IR PR5E 2282 (LU, TpCRY W 9H,) @D L
TR T2 B O BE794 5 (HARNBE 63 Bz Ede, AKIRE 532 i, 77
YAREE 262 Bl) EXRHRIC, TR ERRE LTARHK] 240 mg & 2 BHEFE T8 A (16
), 20% 9 BIH @ EIHELGO 2 EFEZ) 206 480 mg & 4 IR A E

(&K 12 WAM) L& 20FIMEROL LB Lz, FEFHMIEE Th 5 HH
AAFHIR] (PR [95%(EHIXH D) 13, AAIRET 22.41 [16.62~34.00] WA, 77 &R
HET 11.04 [834~1432] WA THY . AAMHIT 7 VAREEH LA FRICAH B IE
FExRLE (A — R 0.69 [96.4%(E#E XM : 0.56~0.86]. p=0.0003 [J&5!| log-rank f5#
£ o

*1 ALEFRIEDO LY A VR OV BR#E1E1L. National Comprehensive Cancer Network (NCCN) X &
European Society for Medical Oncology (ESMO) D H A KT A LAZHE U 7= AR ER 0 3 i [E] 3 13 sk
BT DIEMEIRIR AT O 2 & & &hiz, T L, (FREITASRUERESEAZ 5 LY A v
st

*) ¢ 1% OB TR TS C. American Joint Committee on Cancer (UL T, [TAICC) &5 ,) RS
H (B TR 12ESL ypTl LEX T ypNI BLETH D Z & EEFR I,

*3: MIEIZWIRE S AJCC o8 (B8 7 b)) 12353 < BRPRI A D # SO I o £l (S AE A2 FR<)

T EE B A& I &3 DR LR XTI S AN Tz,
4 FIRIC LY ERS E RIS U BESHAAN ST,

09 { 1 —— K HI#
08 { ™ -o-FS5uRE

Bt HF 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 ERAEFLIE O Kaplan-Meier HifR (ONO-4538-43/CA209577 3BR)




® [ERILFRSIAERE (ONO-4538-50/CA209648745R)

(L FIERTE IR ORIRYIBR AR RE /2 EAT - A O RIEREEFT970 ] (HARANESE 394
lzgte, KF+A Y L~72 (LT, INIVO/IPL] &9, ) #3256, AHKI+~7
AT T TNV RN AT T T Gl RES (LU, TNIVO/Chemo) &9, )
FE32L M, AT VN ATTF o rwai b5 E (LLF, [Chemol &\
9e ) BE324 ) Z 4T, Chemo Z X E LT, NIVO/IPI 2T NIVO/Chemo DA%
PR OVZ e A Et Uz, EEFHMIE B X, tumor proportion score™ (LA N, [TPS) &
VWD, ) ZI%ERICE T D EEEA M (LI, IPFS) &9, ) KR0S TH Y |
BIREHMMEE & S ITT £ 5 PFS KON 0S st &Sz, FDfE5. TPS=
L%ERA KL ONITT £ 1T 5 0S 122V T, NIVO/IPI B K T NIVO/Chemo #£13% Chemo
FEZRE L. WA BRERE 2R LTz,

1 PR IR A 1T B\ CRAE B RS IR B (IR R ME) LBk S,
KEIWR, RES~OH LA EEERED R VEE NS & S,

¥ . AFI1[E 3 mghkg (KE) % 2 BEIBIE. (VU A~7 GHfETH#Z) 18 1mgky (AE) %
6 WM CAREE Lz, DHRRERICBO TR, AREENICELS L, AU A~ (GG
TAHURZ) IEAFI OB EHTH S 30 5 EORIEE BV TR 5% Bits L7,

*3: 438 AE 1V A 7 vE LT, AAILIE 240mg % 2 BN, 74 v Z 20 800 mg/m¥ H %4
PA VDL HENS5HEET GHM) . VAT TF 80 mgimE & A 7D 1 HEIZE
IR G- LTz, AHI AL PRIEE R B ISR ST 2581 AR 2 BN 5 L, 74ty Tl
B AT T F NIARFNOEERK T 236 30 5L ERIRZ B\ TG 2B LT,

4 JEIBHLERIC 1T B PD-L1 2 %81 L7 A a8 5 i 5514 & Shi,

1 APHEOKE Q021 1A 18HF—FH > b47)

TPS= 1%*E ] ITT 4£H
NIVO/IPI #f NIVO/Chemo #f Chemo # NIVO/IPI # NIVO/Chemo #f Chemo
(158 #1) (158 1) (157 #51)) (325 #) (321 f) (324 )
?j;;f 4.04 6.93 4.44 2.92 5.82 5.59
[2.40, 4.93] [5.68, 8.34] [2.89, 5.82] [2.66,4.17] [5.55,7.00] [4.27,5.88]
[95%C1]
prs Y RK 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] *
p fi" 0.8958 0.0023 0.0355
(7 K (0.015) (0.015) - - (0.015) -
(i{al)) ' ' '
T;ﬁf 13.70 15.44 9.07 12.75 13.21 10.71
[11.24, 17.02] [11.93, 19.52] [7.69,9.95] [11.27, 15.47] [11.14, 15.70] [9.40, 11.93]
[95%CI]
os PR 0.64 0.54 o 0.78 0.74 -
[95%CI] *! [0.49,0.84] *¢ [0.41,0.71] *7 [0.65,0.95] *8 [0.61,0.90] *
*5
(giﬁ Kt 0.0010 <0.0001 o 0.0110 0.0021 -
= (0.014) 0.005 (0.018) (0.009)
(W) (0005

Cl: fEHXM, *1 : TPSZ 1%HEM Tix ECOGPS (0, 1) KUMs#hgas@s (1 LT, 2@l L) ZEHIE T & L7z @Al Cox tfi N
P— RET /L, ITT £ TILECOGPS (0, 1), #xhEasE (1 ELLT, 2 @S L) RO PD-L1 FEEURIL (TPS= 1%, TPS<1% ik
HIEARE) &R & LERI Cox B NY — RET /L, %2 0 HEAKMEIKHE L7z 98.5%CI X [0.73,1.43] Thotz, *3: FEK
LT L7z 98.5%CL 1% [0.46,0.92] Th o7z, *4 : HEKEITKIS L7z 98.5%CLix [0.64,1.04] Tho7z, *5: J@5I log-rank f&E
(Cox Hfl Ay — RET IV EREROBRIKT) . *6 : FRMITIZI T 2 BEKEICKIG LTz 98.6%CI 1% [0.46, 0.90] Th-oiz, *7:
H AT (2 381 B A B K MBI L7z 99.5%CT 13 [0.37,0.80] T o 7=, *8: FHEIMRNTICIS T DA B KHEICHIE L7z 98.2%CI 1% [0.62,
0.98] Th otz *9: FRENTIZIS T 5 H BAKEICKHE L7z 99.1%CLI% [0.58,0.96] ThH o7z



3

1.0 -
09 \‘
0.9 }\
2= —= 08
5 08 S L
£ o £ o7 Y
= % = 06 % Ry C e
= s = 0. 1 Bl :
5 06 | NIVO/IPIEE § X, ~ I:I]\ O/Chemofif
3 os 3 05 8 P, /
s s p
204 204 *o m"-"»—-._,\_‘_
3 3 ‘o A
203 3 03 +
s 3 /o=
o a /
0.2 0.2 v i A
oy Chemofif - " =)
0.1 R T 0.1 + = = =
0.0 0.0 L
T T T T T T T T T T T T T T T T T T T T T T T T T v
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
Bl i A 0] 2 i b
Number of Subjects at Risk RIEBBIHTHOOBE () Number of Subjects at Risk REREFIRLOHE ()
NIVO/IPIE NIVO/Chemo#f
IFB 136 116 98 89 63 50 40 3 20 1 9 4 0 158 143 129 105 88 70 53 36 22 16 a4 2 0 0
Chemo®% Chemo®f
157 135 105 72 52 36 21 12 8 4 2 1 3 0 157 135 105 72 52 36 21 12 8 a 2 1 1 0

X3

OS?DKaplan-Meier#if (ONO-4538-50/CA209648345%)

(TPS=1%%£M)

1.0\';
0.9 Y
»
: £ o7
@ a
s = 06
§ o
3 3 os
s s
2 2 04
3 3
203 203
3 iz I3
% 02 Chemolff ©ioio
0.1 0.1
0.0 0.0
T T T T T T T T - T T . —T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
e (14 25 2 (D REE FiF AL

Number of Subjects at Risk RIERBITITLE0OHM () Number of Subjects at Risk E\IEABIM T L ORA (B)
NIVO/IPIE: NIVO/Chemo#%

325 274 232 191 166 129 97 77 55 33 22 12 6 0 321 293 253 203 163 133 92 60 40 26 12 4 1 1 0
ChemoZf Chemo#¥

324 281 229 171 131 93 56 a 23 9 5 2 1 0 324 281 229 171 131 93 56 41 23 9 5 2 1 0 0

X4 OS®DKaplan-MeieriifR (ONO-4538-50/CA20964875%)
(ITT4£H)



o o
= o
1 1

Probability of Overall Survival
5
1 1

0.04

(PD-L1 FEBLR IR D A %0 1H)
[E B[R 255 AR FRER (ONO-4538-50/CA209648 iRER) ICHLA AN HI-BEDT — 4
(ZHS & | PD-L1 OFBURIABINCIAT 24T > T A ME RRAI 7B 2 G de) N OVZE4A

PEDOFERIZILTO LB TH-o T,

NIVO/IPI } O NIVO/Chemo (2B L T, PFS KT OS DWW FHIZE W TH TPS<1%D

FEF M Tl Chemo & bb#g U 72 IERAHEIIFERD Lo 72 (3% 2, 5),

723, PD-L1 OFBLRMIZ L BT, KFlOLZ2MET v 7 7 A VITFREETH > 7,

F 2 TPS<1%DAHEEDRI (ONO-4538-50/CA209648 #ER)

TPS < 1%£E "1
NIVO/IPI Bf NIVO/Chemo Ef Chemo #%
(164 1) (163 1) (166 %)
Tﬁf 2.83 5.55 5.75
1.68, 4.1 4.44,6. ) .
PES [95%CI] [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]
?jﬁf 11.96 11.96 12.16
10.09, 16.03 9.86, 15.54 10.71, 14.00
oS [95%CI] : ’ ] [9:86, J [ ’ J
NP — Kk 0.96 0.98
[95%CI] *2 [0.74, 1.25] [0.76, 1.28]

Cl: {EfEXH. *1: PD-L1 HIEREETH - = BEIIRI ST, *2 : JE=EHI Cox

N — FET L

Chemoltf = 77

NIVO/IPIFE

3]

Wl

0.4

NIVO/Chemo#¥

Probability of Overall Survival
1

0.0

T T
0 3

6 9 12 15 18 21 24 27 30 33 36 39 42

Number of Subjects at Risk MEVE A 5 MR ()
NIvorriE 164 136 114 91 75 64 45 35 22 13 11 3
ChemoBt 166 145 123 99 79 57 35 29 15 5 3 1

5 OS ® Kaplan-Meier Hi#R (ON0-4538-50/CA209648 X5%)

T T T T T T T T T T T T T
0 3 6 9 121518 21 24 27 30 33 36 39 42
Number of Subjects at Risk AR s o ()
2 0 0 NIVO/Chemol¥ 163 150 124 98 75 63 39 24 18 10 8 2 1 | 0
0o 0 0 Chemolf 166 145 123 99 79 57 35 29 15 5§ 3 1 0 0 O

(TPS<1%%H)



[Z4tE]

O [EHEEILFEEMFEFE (ONO-4538-24/BMS CA209473 7 5k)

BEREGIIARAIRE 172/192 1] (89.6%) . *FHARE 192/194 5] (99.0%) (258 Hiv, iR
BRIE & ORFBIRNEE T X WA FHGITAFIRE 129/192 41 (67.2%) | <t HEEE 185/194
B (95.4%) IZFBD HAVTZ, WTIDORETHILEN 5% L, EORIERIZFRI D LB T
HoT,

F 3 WTNHDOFETRIEEN 5%, LOBIEA (ONO-4538-24/BMS CA209473 7AER)

%k (%)

SISR=d YA
el AT TR
- 192 {3 194 {51

(MedDRA/Jver.21.1) 4> Grade Grade 3-4 Grade5 4 Grade Grade 3-4 Grade 5
2EIEA 129 (67.2) 33 (17.2) 0 185 (95.4) 127 (655 2 (1.0)
K RER X OV MRk =

FIB 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

B E 3 (1.6) 0 0 97 (50.0) 0 0
— % - REEER L OSSN 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

s 2Rk 9 (4.7) 0 0 44 (22.7) 0 0
ERER R AT

U > SEREOR 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 EBRE 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

{50 4 (2.1) 0 0 16 (8.2) 0

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

i - 1 (0.5) 0 0 13 (6.7) 1 (0.5) 0
o WABE

FOIR BRFEREAS T 1E 17 (8.9) 0 0 1 (0.5) 0 0
JEYSE B X OV A HUE

Pt g 3 (1.6) 1 (0.5) 0 11 (5.7) 6 (3.1) 0
R L OseklEE

RARIHER 15 (7.8) 2 (1.0) 0 52 (26.8) 9 (4.6) 0
MiRE LY o REE

2 ifi 4 (2.1) 4 (2.1) 0 47 (24.2) 19 (9.8) 0

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

FEEWE L BR R i 0 0 0 20 (10.3) 20 (10.3) 0

H i EBRJg A iE 0 0 0 16 (8.2) 14 (7.2) 0
EE R B L O ARk E

R &R 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
SR IR E

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

R = 2 —r T — 1 (0.5) 0 0 47 (24.2) 1 (0.5) 0

K= 2 —a RF— 0 0 0 21 (10.8) 1 (0.5) 0

7RI, AFBEC IS T FURIEAEREE 22 1 (11.5%) | BRECREMRIE/ I A4/ $F—15
B (7.8%) . JFHRERET 13 6] (6.8%) . FVEIMEMGZE 12§ (6.3%) . #RERETE 8 fi



(4.2%) . EEOREREE 4 4] (2.1%) . HEE LW 34 (1.6%) . B 241 (1.0%) .
g RelEE 2 1] (1.0%) | 4 161 (0.5%) . RABZ - /MBS - HEED T 1 4 (0.5%) .
TEABEEEREE 1651 (0.5%) K ONinfusionreactionl ] (0.5%) M bhiz, £7-. &E
FEMEESNE, (DA, Mk, VAUBEIRI, T A4, i LPERRE 2k, RIEHERERE= . Mk -
BERE S, FRARMARZERE, AR, MERE RIEMRE, kL, R, SE 5K
K OVLEREE TR Do 7o, AREWERIFEBLRDUIEE S S (RRIR AR 23
o) ZBUEERETRT,

@ [EFEILFES MRS (ONO-4538-43/CA209577 R5R)

HEREGIARFIRE 510/532 1] (95.9%) . 77 & AHE 243/260 ] (93.5%) (28 HiL,
TR & OREBIR NG E T E WA FHGIIARAIRE 376/532 5] (70.7%) . 7 7&K
¥ 119/260 ] (45.8%) (2R3 HALIZ, WL DRETHELRD 5% Ll EDORIERIEE 4
DEBY THoT,

K4 WTNHORETHREED 5%LL LORIEA (ONO-4538-43/CA209577 3RER)

pi1%% (%)

NN |

R, zliﬁﬂfiﬁ 77 ’z{n“i‘ iEd
" 532 15 260 4

(MedDRA/Jver.23.0) % Grade  Grade3-4  Grade5 4 Grade  Grade3-4  Grade 5
2EIEH 376 (70.7) 71 (13.3) 1 (02) 119 (458) 15 (5.8) 0
H kS

T 88 (16.5) 2 (04) 0 39 (15.0) 2 (0.8) 0

L 47 (8.8) 0 0 13 (5.0) 0 0
FERGH KOV Lk

9 FENE 53 (10.0) 2 (0.4) 0 9 (3.5 0 0

K95 52 (9.8) 4 (0.8) 0 10 (3.8) 1 (0.4) 0
—i% - B EEL LOR5H
NEDIREE

99 7 90 (16.9) 6 (1.1) 0 29 (11.2) 1 (04) 0

0 ) hE 28 (5.3) 0 0 4 (1.5) 0 0
R AR AR A

TARGEURT I b 29 (55) 2 (0.4) 0 10 (3.8) 0 0

TR T =T —BHM
o WA 5

PR IR REA T 50 (9.4) 0 0 4 (1.5) 0 0

FROIR B BE RE T ESE 35 (6.6) 0 0 1 (0.4) 0 0
B R B & O SRRk E

RAA 30 (5.6) 1 (0.2) 0 4 (1.5) 0 0

I, ARAIFHZ IV CRR I RERR T 89 i (16.7%) . FFHEREREZ 49 B (9.2%) . #
PRBETE 35 41 (6.6%) . BEAUAHRAMARAE 33 61 (6.2%) | [IEMENGYEE 26 151 (4.9%) . Lok
PR 11 5] (2.1%) . infusionreaction10 5 (1.9%) . EEOREREE 8 i (1.5%) . &
BERERE 7 61 (1.3%) . KRiGZk - /MG - EEO NHI7 61 (1.3%) | iT% 4 41 (0.8%) .
D 361 (0.6%) . FIFHEREREE 3 651 (0.6%) . 17AUBEIR 141 (0.2%) . HRimAe
FERRIE 1451 (0.2%) . AL 161 (0.2%) KOMWER 141 (0.2%) ARD LN, £, 5
E MRS, TRRMAHERERES . BUEFR, RS, ik, %, LEREEIEER, bk
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NRAE G JRIFERYS, RECG I, SEORERRME ) E, B 2 i e &U\H%ﬁ% - BRI ITER 0
Siieno T, ARWERFEIURDLIBEE SR (RARAEMRE 25T) 23 RatA
%‘fﬂ—_\“j‘o

@ [EERIELFEEIFEEAER (ONO-4538-50/CA209648 7X5R)

HEFGIT NIVO/IPI B 316/322 5] (98.1%) . NIVO/Chemo #¥ 308/310 {3 (99.4%) .
Chemo #¥ 301/304 5l (99.0%) (258 Hav, JRBRIE & ORERBNEE TE W aESR
413 NIVO/IPI £ 256/322 15 (79.5%) . NIVO/Chemo #F 297/310 f4 (95.8%) . Chemo
B 275/304 1] (90.5%) IZFBH LTz, ks, EEAHFFHLIL NIVO/IPI BE 214/322

(66.5%) . NIVO/Chemo #¥ 180/310 4] (58.1%) . Chemo #¥ 128/304 il (42.1%) 1238
Sy g

WD DOFETHELFEN 5%LL EORIERIZRS DLk ThoTo,

£5 DWTNLOOBHETEIEN 5%LL EOBIER (ON0O-4538-50/CA209648 3R5R)

B (%)

%z% Gk NIVO/IPIFE NIVO/Chemo# Chemo#

(je JDRA/Ver. 23.1) 32214 3104 30444

“4Grade  Grade 3-4 Grade 5 “4Grade  Grade 3-4 Grade 5 “4>Grade  Grade 3-4 Grade 5

2FIVEA 256 (79.5) 102 (31.7) 2 (0.6) 297 (95.8) 147 (47.4) 1 (0.3) 275 (90.5) 108 (355) 3 (1.0)
MigE LY > REE

i, 12 (37) 2 (0.6) 0 93 (3000 30 (9.7 0 67 (22.0) 17 (5.6) 0

L AR 0 0 0 29 (9.4) 8 (2.6) 0 20 (6.6) 7 (23) 0
P53 A R

LR R HE TUMESE 20 (62) 2 (0.6) 0 7 (23) 0 0 0 0 0

FR IR RE A T E 43 (13.4) 0 0 18 (5.8) 0 0 0 0 0
B Wk

5% 7 (22 1 (0.3) 0 59 (19.0) 2 (0.6) 0 66 (21.7) 1 (0.3) 0

T 32 (99 2 (06) 0 60 (19.4) 3 (1.0) 0 46 (151) 6 (2.0 0

L 26 (8.1) 1 (0.3 0 182 (58.7) 11 (3.5) 0 158 (52.0) 8 (2.6) 0

R P 14 (4.3) 0 0 98 (31.6) 20 (6.5) 0 71 (234) 5 (1.6) 0

A 18 (5.6) 4 (1.2) 0 56 (18.1) 7 (2.3) 0 49 (161 9 (3.0 0
—f% - EHREER X UG OREE

ST 7 (22 1 (0.3) 0 20 (65 2 (0.6) 0 17 (5.6) 2 (0.7) 0

5 29 (9.00 4 (1.2 0 61 (19.7) 7 (2.3) 0 50 (16.4) 11 (3.6) 0

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

IO 285 4 (1.2) 0 0 33 (106) 8 (2.6) 0 26 (86) 4 (1.3) 0

ARV 0 0 0 17 (5.5) 0 0 12 (3.9) 0 0

N 26 (8.1) 1 (0.3) 0 8 (2.6) 0 0 10 (3.3) 0 0
TR p

Z;i;i‘zt{%f/ 25 (78) 7 (2.2) 0 18 (58 2 (0.6) 0 8 (26) 0 0

T ARG RUERT I

FFvA7-7—8H 29 (90) 4 (12) 0 16 (5.2) 2 (0.6) 0 6 (2.0) 1 (0.3) 0

n

L7 L7 F = 8 5 (1.6) 0 0 39 (126) 1 (0.3) 0 32 (10.5) 1 (0.3) 0

E;i:g;/ 79 0 0 0 19 (6.1) 0 0 9 (30) 1 (0.3) 0

1 R ERE D 2 (0.6) 0 0 65 (21.0) 25 (8.1) 0 52 (17.1) 24 (7.9) 0

iR A 6 (1.9) 0 0 36 (11.6) 3 (1.0 0 32 (105) 5 (1.6) 0

= i BRI 3 (0.9) 0 0 43 (13.9) 11 (35) 0 28 (9.2) 6 (2.0) 0
Riits L OseaRlEE

&)~ U U AlfE 9 (2.8) 8 (2.5 0 29 (9.4) 17 (5.5) 0 19 (6.3) 9 (3.0 0
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Bi% (%)

A BIR A

B NIVO/IPI#E NIVO/Chemo# Chemof
(M;;DR Adver. 23.1) 322431 31041 304451
“4Grade  Grade 3-4 Grade 5 4=Grade  Grade 3-4 Grade 5 “>Grade  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
e S PR

R4 4 (1.2) 0 0 19 (6.1) 0 0 17 (5.6) 0 0

K= 2 —m X — 1 (0.3) 0 0 20 (65 2 (0.6) 0 15 (490 1 (0.3) 0

ﬂ;ﬁ*ﬁ@%:lﬂm\ 103 0 0 2 (84) 1 (03) 0 16 53 1 (03) 0
Bk L R REE

BB RERE 1 (0.3) 0 0 9 (2.9) 0 0 17 (5.6) 0 0
MR, OEREs L ORI

Leo< Y 2 (0.6) 0 0 42 (13.5) 0 0 53 (17.4) 0 0

Jitifi 2% 20 (6.2) 7 (2.2) 0 15 (4.8) 1 (0.3) 0 0 0 0
FER I £ OV T Rk

Jit S 2 (0.6) 0 0 31 (10.0) 0 0 32 (10.5) 0 0

Z O FEIE 43 (13.4) 3 (0.9 0 23 (7.4) 0 2 (0.7) 0 0

% 55 (17.1) 7 (2.2) 0 24 (7.7) 1 (0.3) 0 5 (1.6) 0 0

7235 NIVO/IPI BEIZ 35\ T HLIR I RERRE 5 70 41 (21.7%) | JIFR§RER 3 42 51 (13.0%) |
PR AR 26 Bl (8.1%) | ARAUFIALARIE, I A xF—23 ffl (7.1%) . T E{LHERER
#2141 (6.5%) . FIFEHEREREE 17 6 (5.3%) | fhRefEsE 16 4] (5.0%) . HEDKE
& 14 5] (4.3%) . KIGK - /MG - EEO T 10 5] (3.1%) . infusion reaction 9 il
(2.8%) . BHgAEREE 8 B (2.5%) . T 661 (1.9%) | LEkEE 6 # (1.9%) . 174
BRI 4 61 (1.2%) . BER 461 (1.2%) | iz 2 61 (0.6%) . Loz 2 6 (0.6%) . J&
L2 (0.6%) . 5& Mk 14 (0.3%) . BEALMEARE 2 161 (0.3%) . JEES MW 1 41

(0.3%) . EERMEEE 146 (0.3%) . FRlRmARZERSE 1 6] (0.3%) KOS - BEE
% 1B (0.3%) NBRD BN, £io, EEMEE, BUEZE, A2, mERERER
B FERE M ORIFERBEIIFR O B 720> o 72, NIVO/Chemo FEIZ 35\ CTHERUT BRIE 2
A 3F—03 5] (30.0%) . FhiEREE 83 5] (26.8%) . FEHEAEREE 74 1 (23.9%) . AFHE
REFESE 32 51 (10.3%) . HLRAREERERE 30 5] (9.7%) . MVEMEME A 18 4] (5.8%) .
KIG « /MG - BEEEO THI 8 il (2.6%) | RIEHEEERE 6 61 (1.9%) . infusion reaction
6% (1.9%) . HERMIERED 5 F (1.6%) . LIEFEE 461 (1.3%) | R ZERE
3% (1.0%) . FEMAHERERE 2 4] (0.6%) . 1HUHER 2 6] (0.6%) . 5 & 9K 2
Bl (0.6%) . HEEDREREE 141 (0.3%) KOYESL 1] (0.3%) 2358 HiLz, £z,
EIEFERE, OR., Tk, BIERFSR, AL, IFZ, (LMEARE K, Nk - B,
MEREAFEWERE, M. B, IRIFEREE K OMEE M G0 H e o 7o, REIWER%E
BURPLIIEESES: (BRMAEERTY 2 51) 2B OEHERE =T,
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[t - HE]

AFNOREMARYEEET LV EZFIHA LY I 2b—2 g 2k, KKl 480 mg % 4
MR CTE G LIZBEOARA O MG R IREDPRET S, OS5, &K 480 mg % 4
TR TG L EROEFIREBICR T 2 FMEFIRE LT, TCags) &V 9, )
1%, ARHI240mg % 2 IR TG L72BRD Cagss & FRIT 5 & TRIS N (FR)
F7o. KK 480 mg % 4 HFEIEIRE THE G L 7-BROEFIREIZB T 2 emiiig FiRE (B
Ty [Crmaxss] &V, ) X, KK 240mg % 2 EFFRE THEG L7ZBRD Craxss & HEE L
TEEZRTETFRISNIZEDOD, ARNEZ IO TEREMER R STV D HE -
M (10mg/kg % 2 BRHIHIE THRE) TARAIZEKEG LTZERD Craxss & Hl U TR A2 7R
FTeTHlEn (FFR) . MAT, EHOEEICKIT 527 —2I12HE5&, KK 3 mgkg

(AHE) £72iL240mg % 2 HEFERIFE, & L <A 480 mg 4 4 @ IR T G- L 72 BR
DAF DUk iE & & AN UL M & OB Z Mt 2 BEE ST T VDR S L, Y
BEZ OV TREIDM TR R, BRI - 2O TH R L VL 2MEIC
7RI E RIS, F2, BIEBEBEICBIT ST — XD L T-REN
JSET VAR LT, AAI3mgkg (2 HFMBTERS) . 240 mg (2 @ HI[#IFE T 5-)
1% 360mg (BEMIMMETHRE) LAY A~vT (BEFHEEEZ) 1mgkg (6 FH[H MR
TE) ZO0FH LA IMER Ve 2 et L7c bR, ERio Mk - RO TH
R e OVZ VIR R IT e & TRIES N2, S 51T, A 240mg (2 @R T
$eh) X% 480mg (4 MMM TR E) LLFRIEZ DR L7CBERO A ME R O Z %
FRES L7 R, ERCo E - 'O TH DK O Z 2R ZRIT RV & PRIS
e,

K6 FHAOEMEENT A—F

v - Cmax Chnind28 Caved2s Crnax.ss Cin,ss Cavg,ss
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ng/mL) (ug/mL)
3 ke Q2W (35-521 .760-8) <16-§?§0-3) (21.321 ?(1)3.9) (75.1){3171) (27.612,'107) (42.717,'?27)
240 mg Q2W (51.712,'103) (23.33?.539.0) (302&?.670.9) (10;,5254) (41 .857,.}1358) (62.11(,)91 87)
480 mg Q4w (10;?207) (15.25?27.4) (37.?)3,.;)4.8) (14§,1 g36) (27.751,.?37) (62.11(,)91 87)
10 mefkg Q2W (14é,9;22) (86.959,.?32) (101,1 ?48) (323,9;5) (18421,1 Z3‘03) (232,7377)

i (5%, 95%,5) . Q2W : 2 EMIMIFGE, QAW : 4 EMIHING. Cmax @ PIEIHE 514 O fe s L7 R
Chrindzs : PIEIH5-1% 28 H BIZI1T 2 R ARMIE P IR, Cavgazs : FIEIFE1% 28 H H £ TOXEMIE PR

FE. Crmaxss 1 EFIRBEICIS U 2 e i RS . Cinss + & HIRERIC IS 2 I AR IE PHEEE, Cavgss 1 EHIR
BEIT IS 1T 2 -4 AL 37 i
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4. FEFRIZOUWT

AR OB 50300 Y) 72 g 272 W - F5E L, AR O#H| ’;@i’%ff TERZFBL LT
BRIZHRHET 2 Z ERMER 7D, LFOO~Q@DFT X T &= Tl W THEHAT
RETh D,

O MEFRITHOWVT

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

(1) JEAEFBRENEET 503 A BHEEEILS RS BRE RS A SRR I SRR
Hiek A3 A B2 L RURBE . MUY A BB IR 7R &)

(2) FrEREREIRIbL

(3) HBENTEAEDEE T 2 0 APHEEEHPT (03 AR ERibT, 23 AR
W 1IREBE, DA EEREER e &)

(4) IARALFHERE AR E L, SOREE LA RIER2RE | XIS RIES b kR i
Bl 2 ORfiEg AAEITAR D | H 21T > T D itk

(5) PUEEMEREEE AL & BN OO i g L HE AR B B H 21T > T B fitiak

D2 EEB ORI ORI RBIR ORI 1572 & e SO (TR
DTN ST D) 75, HLBHFOAFNC BT 5 IEOHES & L CRES
RTVBZ L,

#

o [EEMFFESE 2 FOUMINHEZE T L7212 5 FELL LD D AUTRE DB IRIHE 2
ITHoTWBHZ L, 96, 2L RIX, BDAZEMEEZ £ & UEERIES S OHE 2
IToTCWVWHZ L,

o [ERIRFFEASE 2 FEOWBPIHHEZE T LI2&IZ, Wbam O ASMREZ ST 5
FELUEOELEIB ZOEM 2T o TN D Z L,

o [ERNEFFEUSH% 2 FOYHHEZIE T L7-&IC 4 FLLEDOKKEREZAG LT\ D
Z &, OB, 3FELLEIE., TEIbESEE O D A SRYPRTE & G e E b g T OB IR AHE &
IToTCWVWBHZ L,

@ BENOEXKMFHREHOKHIZOWNT

PR S A PRI 2 BEE AR E S, RGN OFmAE D, A - &7
Ar“%i%%ﬁ@%ﬁﬁwcm“’ﬂﬁéﬁﬁ%ﬁ:ﬁﬁiﬁﬁ%ébt HOWE
EH, ENHCNITITON D IEHINE-STWE Z L,

@ BIEA~DORIEIZONT

@-1 MR AHIZBE S 5Bl
PV MM B O BHE R BIE 2L L72BRIT, 24 FFRIEZIEIKTHI O T, 2i%iiax X
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TEHERI R I BV T, B LZAIERIZS U TARRE L O CT 0 ITER ORI 4
FERREOEENY HRIZEON, EHIZHIGTEERERNES> WD I L&,

@2 EERFEF L 2AFBLMMNICET L EM:

ARSI HE D D B 2 gk K O e 2 BT BRI FEENEIERHT =21V v 7/
EHEOIERDOAY ) —= T EHATOEIRE EFHZ G TE 5 F— AERIKH 23V
ESNTWDZ L, B, BIFEHIZHOWT, NABRE EZOFBEICHDITEAmMmENT
WhHZ L,

@-3 BIEA DB ISIZBI LT

BIVEA (MEMEMZEEIZIN 2 EEAEEDAE, Ok, Tk, BT RARE ., KX,
NS, BEEO TR, 1 BBERA, BUEATK. ITAE, ITisneRasE . Tk, i bminse
K. HARMRARRERE S . TEMABERBREE, MRt BEE. BIRREE. MRk, EEDK
JEREE, HARMARIEIRAE, infusion reaction, EFEZR MRS, MERERIEGERE, .
e . BE OB ROR, IR, OlEREE (OEMED - IRIK - =AM ) |
PREFEREE, IS ML, BEALE) 1Tk LT, YikhEak U B R O F P2 AT 5
R & EE L (BHWERA ORI L THREM O EEZ TN &M H D =
E) . EBICET)RALED TE HIEH D ->TWNWD Z &,
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5. B##ExIBLierBE
[B2h I BE 3 % 1]
O TROBEICBONTABOFEIENBRIES N TN D,
o T btV I VURHEMEEAINL N T T H & G e LR RICR
&SR OIRIEYIBRARE 2R HES T AT R OB B E  ORAIFM 5.
o INAMESIEHRREIEIC LD pCR 233D IR T il Otk B (ORHA
Hpe 5.
o ALFEIERIGE ORIGUIBRAGE /R HELT - B OREEEE (NIVO/IPI 5300
NIVO/Chemo #% 5-)

@ [EFRHLFEFH MRS (ONO-4538-50/CA2096485-5%) 128\ T, MR & SN b2t
1% (Chemo) Hifft & ki LT, NIVO/IPIH 5 3L IENIVO/Chemo % 5- DB A /R S
TUW5, 7272 L. NIVO/IPIE-SUEINIVO/Chemo & G- DWW Uz B8V T b | LA
B & i U CEERAERFRORIENE L 2HEANRBD LI (p11EH) | F
7-PD-LIFEBLRIL (TPS) 2k 0, AMWENERDEAIVRIBEIN TS Z & (pb~
8 M) M5, PD-LIFBR LR L7z L CAAIBR GO RGO 5 2 ENEE L
VN, PD-LIFEELHE 1% A (TPS<1%) ThHd I & DR SN BEITB VT,

AFIAS DOIEFEEIRE BT D,
*REFNOBWH L LT, 524 : PD-L1IHC 28-8 pharmDX 4 =] 2NERBEN TN 5,

® TRICHUST 5 BE KT D AA OB 5 ORI SO Tk, AR O

et SNTH P, AFOBERS L5 R0,

o IR AR TV ARVRIB TR AR AT UL IS O BT R B A
g

o TR L L TRy

o HFETHBNRIEIC K 0 pCR BSER BV BET R DB & LT
E

o BB & LT OMOERIEEA L oS

(22 B4 2 F ]
O TRICHEYT H2EFIZOVTIEIAROR GNP EZE SNTWDH Z b, %217
bipnz b,
o KRHIDRSTI KT LIBUE OB ERE D & % i

@ HERTOFHMIZIB VT RIS T 2 BREIZ OV TE, ARG ITHELE S uZe
D, MOTEFRFE N e WIGEICRY | HEICAREZEH T2 L 2BETE 5,
o MEMMEEOAIXIIMEDOH 5 EBE
o g AR A CHIE R 258D D B K ONE B M 0 KU Bl 2 <o R ME fiti 2%
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FE DM RIEMEZ LD R B 5 B

o HACOREEROAOE XUHEMERE L < IXERMEO B R B OB ERE D
b oEE

o JEsBME (EMm&MRBHEL ST Ob b EE

o BB IIBEEEE T HRE

*  ECOG Performance Status 3-4 /"0 D H&

(ED  ECOG 0 Performance Status (PS)

Score | EFE

0 | &<MERIEE TS5, BT LlFE U HEAERNHRZR AT D,

PREIZI LUEBNIHIR S 225, BTAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

BATRARETH A O OEY O Z LT F N THEEIZBERTTE 2V, HHPD 50%Lh Eid~y R Tild 25

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+l Zd,

AW

ELENT RV, BAOHOEY OZ L34 TERY, BEICy R+l I4,
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6. BEZELTHEETREFIH

O WASCEZFITIN 2, MEREEE DR 5 GRS 1T -5 & ARHF O Frit M OV 1Efi
RO DI LEIMERE T3 ICEM L T+ s 2 L,

@ TBRIEBRIAICHENI G, A T Z DFEIETH IR a2 453 L. FE 4215
ThoEEGET5HZ L,

@ ALFFRIERIGHR ORIGUIBR R A2 AT - RO BIEREIZIHB UV TIEL, PD-L1 FEELE L
B Lo L CAR 2 S0 BEO A B2 W25 2 & E L3, PD-L1 JEHL
FEPERTE RWIGAIZIE, AAZ S Ot HRE OGS 2@l L EC& b
THZ L,

@ FEREWEHO~RT AL MTOWNT

MEMEMEER D LOND ZERHDHDT, AFOEGIZH > Tik, HIKE
R (PRI RIS, ik, FEENE) OfER &L O X i dE o s, Bl5% +5
179 2 &, Fo, BLEIZSUTHEE CT, MG~ —h —E0OMAEL EMT 5
Z &,

AFN DO EILEE D infusion reaction (22 TEEAFFIZ 72 %D TE 5 UE
i aAT>7c L ChMT 5 2 &, £72.2 [ B LI OAFHI % 5-FFIZ infusion reaction
BHHLOLNDZ L HHDHDT, KAE M OARAE G TRIT AL Z YA
CERET 5%, BEOWREBEL BRI 52 L, 723, infusionreaction &
FHLLI2E 121, B TOMEE R OYERA ERICEE T 5 ThREZ +oils
T5Z &,

FORIRBERERR S . T EMAEREREE R ORIBFRERH 5 iLd 2 &03H 5D T,
ARFN DF5-BRAART M O G-I TR I 3E RO Ny B RERR & (TSH., 1 T3,
FERE T4, ACTH, M=oY —VEORIE) #FEhEd 52 &,
AFNOEGAIZ X0 | WEOREFOSTENT 5 && 2 B D ERk % R REIHRE
DHLOLNDZENRNDHDL, BENROOLNTGAEITIE, BELL-ELIIS U
B 72 ek & R 2 e O Al & i U Ci bl A BRI W 21TV B o
FOST X 2 BWER 2N g0 2551213, ARFIORFES TP 1L K OEIE BB 7R
NEHOBRGELBET D L, 2B, BBRERLVEOREIZEYETE
R OYGEERFRD IR WIGEITIL, B BB AR VE LSO gz fil o8 0
HLEET D,

B TR, BOAR N OH I ARE L CHORIERREBLT A2 Z XD 570D,
AFNOEEFETZICSRIER OB 2B T D,

1 RUBE IR (BE | BUBEIR 2 5 de) bbb, BERWEES 7 R—U &
IZEDZENRHDLDT, Ae, El, MEIEEDFEROF B M E O &2+
SEETDHZ L, 1 BREREN DS EICIE &G ERIEL, AR
FOFGFEDHE) R EZITH Z &,

BIERTIE, P4, IFHEREREE . TR, B{ELMERE RPN HHbND Z & ndH D
DT, EHIIITERERE LTV, BEOREZ H3ICBET 52 &,
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® ARIGUIFRABE /AT - FRORIEREBE ITMHE AT 2813, AR ORKRRERIZHB W
T, H&GEG 1V FEMIZ 6 BRI &, ZALIFRIE 12 B Z &A%
T TN Z EESEIC, RFEGRIXEMIICEGRAE CHROHEREZITH Z &,

® ‘BB AMBRMEE L UTERT 21T, AFIOBRKRRBRICBW T, #
HBRMED G 2 FRIZ 12 B Z L ZRLREIL 6~12 7 A Z & IO 2
IToTWZ & &2BEBIZ, REIBGHILEINICEBRE CHROMREITO 2 &,
7ol WtRAIBELE E LTHERT 2561213, ARG 12 ZAME L
THZ L,

19



REERMEET A KT A
=R~ T (BETHBER)

Z% 10

(AR7E4 « A7V — R RWEFE 20 mg, A7V —RRHE#E 100mg, A7

— R AR 120 mg. A7V —REREHE 240mg)
~ R ZE R~

Sf3FE 12 A (Ff445 A%ET)

ERESPSL 2]




o a k~ wbh -

H &

X HIC

AR ORR, 1R
i R A
g% DN T
GG &g DA

BEICER L CTRHET & HIH

P2
P3
P4
P7
P9
P10



1 I

EHKGOFNE « ZEMEOFERDTZDIZIT, M SCEFIZESWC@EIER RO 51
Do SHIZ, EFEORFEEAMOUESRT LY | PUREIK 2R & O 228 B E R 3R

REINDTT, b DEREMZ LB REE RIS 5 2 L BARREOBRBE L 2> T

BY . RFVEBOEE & SOEO AT B 2016 ((FAk 28 4F 6 H 2 HREERE) 1BV TH, &
BrIER L F O OREHEELZX S Z L LS TnD

B ERMS T EREMLL, EEERASZ 2T 07 7 A VDRBFOEIREL L LIRS
LEDBDDH, Zold, AR OLEMEICET RN T ERT 5 E TOM, YiLESRE
e DBEZ R 25 2 ENHIRBENBE TG L TERT L L &bz, RIERAREL L
BRICH RIS & D T L DN ATRER —E DB 2l 1= TR T 32 Z &N EETH
Do

LI2ino T, KAA RTA4 Tk, FAREBEL N E TIIE LN TV D EFIREH - B
HIRMNCEED & DU D EIES O 72 ] 2 HEE T 5 8L 0 O BB B2 MO
BHREATT,

B, RITA RTA %, WNATBAENE R BRSO . NS HERTE N B ARERIR
NEG e, —MAEEE N B ARERIRNEFE S K Ot AN B AREER T2 0m 1o b L 1E
ik L7,

KL IR B EIES AT YRR 20mg, AT YR S EE 100mg, A7 U —R
SRIEFRE 120 mg, A7 P — AR s EHE 240 mg (—ix% - =R~ T
(Bfa T %) )
REERDPRETDR « I
B LRAMERORE @A, MACIE=RL~T GEEFH#z) & LT, 118 240mg % 2
HFMRR X 1 [\ 480 mg % 4 IR CREEET 5.
B ik FE ¥ NP TR




2 AHFORE. 1EREF
7 — R S EE 20 mg., [RLASEEHE 100 mg, [R] A EHE 120 mg K ONF] AR F#HE 240 mg
(—fk : =R ~7 (BEIEFHBZ) . LT, [TRAD Lvo, ) 1E, /NSRS TS
HEAZ VLY 7 A (BT VARV~ Y —X 2747 (BMS) 1) 3% L7zt bk PD-
1 (Programmed cell death-1) (2%t %t R IgG4 &/ 7 n—F AHETH 5,

PD-1 1%, #EMAL L2 U 88K (T Alld, B Ak OV F = T /0% 7 —T fifld) K OVE#ER
AIRIZHELT 5 CD28 7 7 X U — (T MR OIS L A2 fiBhavIC IE & AICHIET 5 08 12
BT 5% /IR TH 5, PD-1 ZHUFERMIBICHEELT 5 PD-1 Y 7> K (PD-L1 ¥ PD-L2)
EREA LU USERICHHIME S 7 L B BE LT U V2 SEROTEHEIIRREZ AU L T 5,
PD-1 U v NIFHURIRMIALISMNC b N DRk~ 22 SRR B L Tl v | B RANEERE
B IER L7z AL 35 1 2 PD-L1 OB L itk O ZEAF I & ORI & OFHBIRIR A & 2
ZEMHAE STV S (Cancer 2010; 116: 1757-66) , F7-. EMERAHEES CIIMHMBRE T
AR FEAET DA X —T7 < (IFN-y) (255> TPD-L1 ORENFHEI N, 8L
T EIGHARRIC 31T D PD-L1 D FEHL & it O A7 & ORICIEDOFBERRD & 5 & Ot b
&2 (SciTransl Med 2012;4:127-37) , X 512, PD-L1 Z 5l 3B S 7228 AL, Busihs
LRy CD8 [tk T Mifa DM (5 =5 4 )58 < & 5 23, $t PD-L1 $iif&A T PD-1 & PD-L1 & D
A EIRET S &2 OMBEEEENEE T2 2 EBNRINTWD, %D &5 PD-1/PD-
1 UH Y B, SAMBEATUREE R T M) 6 OBRE L B 2HFO—>2 & L
TEZLNATND,

AHANL, FEBRBROME R 5 PD-1 Ofifast sk (PD-1 Y > FRFEE) (/& L. PD-
1ELPD-1YATY REDKEEZEMAET D Z EIZX Y BATURFERAZ T MIIROIEMAL R O
ARG 2 MM S IR VE 2 R 5 Z & TR AR PUIRE R A R T 2 L SR ST
W5,

ZAH DR G | ARANTEMEES T DB 7 RIRIEIC R 0 55 b O L HIFF S AL, TR
AR E AR L LTBARRBRZ Fhi L. Ak, Ltk R ORI ML S 7,

ARANDVE B I < FEORIERISIZ L HRIEREN O S b, EEXIIFLTIZED
ARV 8 D, AR OG- RO EG#ICIE, BEOBLEEZT2ITTV, RERRD b
a2, FBH USRS U H A2k & B8R 2 RO ERAM & giHs U Coili bl 2282l
ATV, WEORERISIZ LD RITER DN 256113, BB EE RNV T FOREED
YR UE 24T O MENR D D,



3 BEEEREE
R AN BRI O AGRIF G 21T o 7= £ 722 i AR 5RO il &2 7~ 9,

[H2hE]

FENEE AR (NM-K2002 35%)

FRAPREERET  (EEORTE - $ERS I LSO THER SN ATRIERIED & 5 B2 13k
GhEHLTz) 56 il A x5 AR 240mg % 2 3 [ R C R EE Lo, FEEREHEEE Th o1k
FLRIERED B D B (45 Bl]) OZEBhH (RECIST H4 K74 > LIKICE S Pl Eic L 5
CR XX PR) 1% 22.2% (95%(5HHX ] : 11.2~37.1%) Th o7z, 7oE. FANIRTE L-BHE
1X5.00CH o7,

Flo ALFFREREO WS 1L F) ORFRIT, 18.2% (95%[EHHXH : 2.3~51.8%) T
HoT,

1 EEAEBRTH D Z LM RMRE TR S, 2 OMIEEE A CT. FDG-PET. L FEBH(LE

RS A S O WG RS OIS U= BR324 (FLIREL. B AR WIRERRE CHRFR) (C
L0 POREHBREEFEM L BT L EREAEE SR o 7o RR MM (RN,
PEY L IER ORIEIEER <) B, Al (LFEREREOR I I DL TRG L S,

#2 0 FROWT NN T 5B,

IS NN i Wk s ) ey

- MEBHERE (MEA) OHEHT D LMOBEERS

SR Y U REIER OB EH T DR RS

- BB L EIER OB E T DR R R

o WS 55 SRR P 45 AR D M % A S % B

B OB OH A L, M UIIESAN ORI R REUR (PSA) 2@ 45 BikEs



[Z4tE]
ENEE AR (NM-K2002 75%)
AEFRIL 53/56 B (94.6%) (TR Hiv, AL DRPRARBEETERWAEFEFLRIT
35/56 il (62.5%) |ZF8® b, FEEN 5%LL EORIERIZFRO LBV Tholz,
£ 2 RIFFEN 5%LL EOBRITEA (NM-K2002 FRER)  (REMBNT N REM)

FRERIKR A B (%)

FRGE 56 14

(MedDRA/J ver.22.1) 4 Grade  Grade3-4  Grade 5

2EIEH 35(62.5)  11(19.6) 0
Mg LY R REE

U HR BRI E 3(5.4) 2 (3.6) 0
PR A

R BB R TUAE S E 3(5.4) 0 0

R IR A RE AR TiE 9 (16.1) 0 0
B IBkEE

T 5(8.9) 0 0
AR AR AT

TI=UT ) IR T =T —EHIN 3(5.4) 0 0

TANRGEUVEBT I ) NG RAT =T —EHN 4(7.1) 0 0
RE N IS SR ]

Fiifgi e 3(5.4) 0 0
R 3 KOV TRk R

% O PEIE 6 (10.7) 0 0

9B 9 (16.1) 0 0

RN SN A 3(5.4) 0 0

72k, HUIRIREERERREE O 6 (16.1%) | JITFHRERRES 5 41 (8.9%) . BB MR 3 1] (5.4%) |
RERCTRRAE X AN F —3 5] (5.4%) | EFHEREREE 3 1] (5.4%) | B 0D B2 J [ 2 f41] (3.6%) .
FfEREE 2 41 (3.6%) . infusion reaction 1 5 (1.8%) . A4 14 (1.8%) KUVKEGZK « /I
fas « EEDO TRILE (1.8%) MR biviz, £z, HEMBEIE, LK. FHik., 1R
. BUENTI. AT, BEMERRE 78, T ERARERET . RITBRREREE . Mk - Silst, ki
FRIEARIE, HERMEMEE, MERERIEGEE, kL R, SEIBER, DIEREE, JRIFEK
. S R OMEALITRR O DR o Tz, AEWEMFEBLRDUIEE RS (FRR MR Al s
wEile) HETEREREZ R,

$



Bk - HE]

KRN ORERFEDEEET VARMA LI T 2 L—3 a3 X0 KA 480 mg % 4 3 fHfH
b TR G SUTBEAGR O AL - MBS TR G L IZBROARAF O Mg P IRE S BE Sz, T OR
R AHI 480 mg % 4 JEEIHIFE TG L7ZBR O EHARRBIZ I8 1T 2 P Mg ik B2 (LLF . T Cavgss
VD, ) IE AAI 240 mg & 2 BFEFIE THRG LTZERD Cagss LHBT 2 & Pl (T
) o ETo. AHI480mg & 4 BRI TG L7ZBROEFIREEIC B T 2k m Mg iR (UL
T TCmaxss] &9, ) 1&, A 240 mg 7z 2 MR THEE L72ERD Chaxss & HBEL Tl
HxzrdeTFllasnzbon, AANBEIZEBOWTARERHRE I TV L - &

(10 mg/kg % 2 EEFEE THREG) TARIZEG LTZERD Craxs & R L TIRE 2773 & Tl
shiz (FFR) . AT, BROBEEICET 27 —2I12E5& 0 KA 3 mgkg (KH) XX
240 mg % 2 EEERE, A L <134 480 mg % 4 B MR TR G LIEBEOARR ORER & A
MESNT 2 e & OBIEZ T DR SR SUNE T VP S L, HREBIEI O W TRE DT
biviziiik, Lo Mk - MEOM THMER VL EMEICHMERAER TRV E RIS,

K3 FHOKYBR T A —F

. Cmax CmindZB CavgdZB Cmax,ss Cmin,ss Cavg,s
Mt - =
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ng/mL)
51.6 272 310 113 62.1 776
3 mg/kg Q2w
(35.2,70.8) | (16.5,40.3) | (21.2,439) | (75.0,171) | (27.1,107) | (42.1,127)
2.7 38.3 437 159 87.8 109
240 mg Q2w
(51.1,103) | (23.3,59.0) | (30.8,60.9) | (102,254) (415,158) | (62.1,187)
145 29.7 53.0 216 713 109
480 mg Q4W
(102, 207) (15.5,47.4) | (37.0,74.8) (145, 336) (27.5,137) (62.1,187)
193 99.6 116 396 214 275
10 mg/kg Q2W
(146, 222) (86.5,132) (101, 148) (329,525) (184, 303) (236, 377)

HLfiE (5%, 95%5) . Q2W : 2 JRIFIRE. QAW : 4 FRIMING. Cuax : WIIEHE 54 O fi i MLT% H#EHE . Crninozs -
W54 28 A BIZH T 2 B ARMETIRE ., Cagios : FIEH 5% 28 H H £ TOFHIMIFEFIRE, Crmaxss 1 iE
FARRBIZ T 2 RS MG PR EE . Cminss 1 E FRRBIZI T 2 BARIMTE FIRE ., Cavgss 1 EFIRRBIZIIT 2 FH 1
TR



4 FERRIZOWT

EHG Y 27 EHEE (RMP) (ZED &, AHIO B3 L2 2 BB~ i /AR
W DR T > T, AHORE P EY)72BE L2 - FrEL, AFloTRGICE EE
7REWER Z 5B LTRSS T2 2 ERRERTZD . LFOO~@D 3 T &/ 3
RIZBWTHEHAT 2 RETH D,

O MERIZOVT
O-1 Fieo 1) ~ (5) OWTFNNITHEY TR THHIL,
(1) FEATIHRE D ET D03 A F RIS E  (FRE RS A RS B
JEbE, HUES AR HOEEEIL R BE, kS A BRI RE e &)
(2) FrEREEEIRLE
(3) HBIENFULAIEDFEE T 2 23 A B EEHT (A A2 SRR EIbE, 73 A2
B 1IbE. 03 A HEE R 7 &)
(4) S RALFIEEZ B L, SORIERE L AREZ IR 1 IS RER L RE
WL 2 DRiRXFEHEITAR D Jim 21T > TV 2 fitiak
(5) UM REEE AL & BN O i 3% L UE 4R 2 i 21T » T B itk

O-2 JFRAHEOZW KO (2% B ARERIEE S, RIS A AT A
RZA > BETH 2 Wi 2018.) Z 30 L AL5ARTE M OVEINE I 8 BN O e 2+
Gy TGk & AR A RO ERT (TROWTNONIEEYS T 2 ER) 23, YR
DAFNCEET HIREOFLE L LTRBEISNTND Z &,

o [ERfFHFEEE 2 EOPIHINHEZIE T L2 5 FELL LD ATER D BREHE 21T
STWBHZ &, 9B, 24N EiT, NARMEEZ £ L L-BRRIEREZOHE 21T -
TWAZ L,

o [EEGRFFEUGH% 2 FEOPMHEZE T L7122 4 FFUL EOERRRBRAF LT\ D 2
Lo OB 3L EIE, R KT D 0 ASRM IR E 2 & o S AR O BEIRIHE
BT TCNDH T &,

@ BEANDEZRMFEREEDOEH]IZONT

AR L I W BT 2 B DL E S, B D OFHRE 0 ARE - L4
PESESREHIE R O B OERTAE (69 D HAE R, AHFFRNIEAE LIZHE OE ¥
B, FBRERNATON D IEHI R > TN D Z &,




@ EBIERA~DRIRIZDONT
@-1 Mk EmHICES T 2 B

VMR B O BB RRAIEA SR A LT2BRIC, 24 R RRHI O T, Yk X
EHEREER IZ BT, BB LZRWERICIE U CABEHE L CT S ORIVER OB RN 245
TRRRAORER DY BRI O, EHICRHSATREREH > Tns Z &,

©-2 EFRUEEEIC X DAFERISITHEY 5 E M

N ARSIR D 2 BRI 70 e OiE 2 A9 2 IR IE A DRIERt =2 ) v 7 %
BOTERD AT V) —= 0 T 2fTWEIRIE & a1 TE 2 F — LERRHID A =
NTWDHZ L, 2B, BIHEHICHONT, BDARE LZOFEECHFIAmME TN D
ze,

®-3 BIER 0K B LT

RIVER (HVEPERZR BTN 2 BESEMEEE, DR, ik, BIEUmREAEE, Kk
NG EEEO TR, LRBERSE . BUEAT IR, IPAR4, ITHRER T 1T, SELPERRAE 2%
FRR MR RERE . T I BB S | PhRtieE | B E | BIRREE. MK, EEORFHESE,
FiR A2 FEARAE, infusion reaction, FEFE7c MiRREE . MERERMEMAE, FilZ, Bk, @E
DRSERE, I, DS (DS - R0k - OEAMNGES) | AREFERE,
RS, BEFLSE) 1Tk L CL YRtk XU B A B O B 2 T 2 R & i
L EWEROZECXHGICE L CTHREL OB Z T N5 &FICH L2 E) | EHIC
YR ALE S TE DRHIE - TV D Z Ly



5 HEMBLRDBE
[H2hEI B9 2 ]
O TROBEZBWTAFOADER RSN TN D,
o ERAHNALBDIEITA KT A ) (ARERERGYS) (TS, Wt gin
SRR QYR E PRI A A FEf U7z T JRIENBER DS AN 7 b R RS NEET & R2 b S,
D0, JEIBORIE « M SO THER S D TRIRIED I B

@ TRICEE T HAE OG- L OMEH HFIEZOW TR, ARAIOBFIMERHESL SN TR
59, AFlOEER LB,
o fhoOPUEMEIEEA & OO S

[Z MR § 2 9]

O TRAICEAT2BEEICOWVTIARKIOEENEEZ L SN TND Z b, FHE1T
DN b,
o ARFNDRGT KT UIBHUE DRBEIERED & 2 B

@ BFERIOFHIEIZ BV T FRICEY T2 BEFICOWNTL, AAOE G THESE S 700

N M OTEFREIIL D 2N EIZIRY | HEICAKIZEHT 2L 2BETE D,

o [HEMMREEOEHIIEIEDH L EE

o JEBEER A TRV R 2380 2 B K ONE B 0D T i it i 28 <05k Gu i it 2% 56
DI IIEIZA LN T DI D B

o HOREREOGH, BN L IIERMED B DR R B ORERED
& 5B

o lESEBAEE (EMEHHBEREZ GTe) ObLEE

o FEREORBYLSUIB T A AT DR

e ECOG Performance Status 3-4 ™V o 3%

() ECOG®Performance Status (PS)

Score TE %
0 A MR EBTE 5, BFaiE R CHEAEENHIRR <ITX 5,
1 ARRCEL LUVEENIHIIR S DA, BT AlHEC, BRI TOERITITO Z LR TE D,
B NF S, FBIEE
) BATRRECTH S OE ORI O Z L3¢ X CTHREENERIZTE 2V, HHDO50%LL EiZ~<y RALCil
=9,
3 BONT-EHADHEDEY DL LNTERY, AFO50%EL FaXy Rl Z4,
4 2LENT RV, BOOHFORD O LiFael TERY, By R BT T4,




»

FECERLTEETREEHR

AU 2, WERTEER D3R T 5 G 2D & ARH D Rtk K OVl =48
RO DI LB A T3 I L ThERT 2 &,

TBRBARIZESL G B T Z OFIRITHIMER OEEZ + st L, RE L5
Tho5ETHZ L,

FEREWERA O~ XY A2 MZOWT

MEMHEMEER D S5 d Z LN D DT, KFIOEGIZH T > Tk, BRRAER
(RER PRISE, ik, FEEVE) ORER KO X S & O E RS, #igx -+
1792 &, 7, MBS UTHES CT, I~ — 7 —FOMELZERT 52 &,
ARFNOFE 1L EEE O infusion reaction (2 X TERRRFIZ 43 72 k5 D T & 5 i
AT ETHMAT 2 2 &, £z, 2 BIH BABEOAA# 5K infusion reaction 73
bobNDHZEbHDHDT, AAFKE T M OAAF G TRIT AL XY A
ZHET 2%, BEHEOREZ 00853 5 2 L, 728, infusionreaction % FEBL
L7emailid, EToBELOIERPTRICEET L £ TREZ 08515
Z&,

HURIRBERERR . T EAAHREEE R ORIBIREENH O D Z LN H LD T, K
F DO¥e 5-BRAART M O G-I I E IR N B RERR A (TSH. ERfE T3, i
BE T4, ACTH. M =aLF Yy —VEORE) ZFEhT 5L,

AFNOEAZ LY | WEDOHRIEFISITER T 5 & B 2 b Dk R ECHRE
WhHHONDZ N D, BENED LNTHEITIT, BB Lo FHLRITL U2E
FHRY 72 15k & RRR A RO R RN & HHE U Cl bl 2 @GR W 217V 8 D5 I
SIS K DEWER D SN S 58I 2IE, AFIORES T 1k ORI BE AV
VRIOBRGFEEEBRT DI L, 2B, BB EENRVE ORIV EIER DS
TN LR WEA IR, BIBRE R LVE LSO A OB S & &
T %,

BHHETH%, BB OB ARGE L T LEIERDN BB T A2 ZERH D570,
AN OFEHE T B BIERH OB A3 ITEET D,

1 BUBERRI (BIE | BUBEIR G 2 &) 2 d b bdv, BERPMES F 7o F— X
BLHZERHLOT, Hig, EO, EHEOTEROFEICMAEIED LI+
BT 52 L, 1 ERER LN I REETIE L, 42 ) RGO
HEDHEUREEITH Z &,

BIEATS. P4, ITHREREE . TR, BLMEIRER R H O ONDL Z LBHLHD
T, EWWITITHERERA 21TV, B OWREL 0108l 5 2 &,

10



o AFIOERKRABRIZIBWT, 6 T L ICHIMEDOFEIZT> T\ Z L aBE
(2. ARG FITELICE R E THROMER 21T 5 Z &,

11



27 11

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

(BR5E4 « A7V — A REFHE 20 mg, 7P —RRHFEHE 100 mg, A7 P—
RETRERE 120 mg, 27V — R ETHH#HE 240 mg)

~ PR % b B~

SMAE3I A (FF445 AED)
JBAFEE



ER/N

1. 1IZUHIC P2
2. AANOFE. (FRET P3
3. BRI P4
4, JEEklZOWT P9
5. H&EGXREMDEE P11
6. WHITERL THETNEHHE P13



1. IILBIZ

=S5 DH N « B RMEOREROT-OIZIEL, I SCEFIZEE S W2 Ee R D
5D, 5T, IWEORHFHMOEANC LV | PUREIKSL 22 & OF 072 5T RE %
FFEIMPARINDLH T, 2N O DOEHKZEICHLEREE IR 5 2 L3RR
AR & o TR Y RIFMBGER & SO IR T #2016 (Fhk 28 A2 6 A 2 HEERE)
IZBWThH, EHERLEOHHORBHEEZXS Z LS TWD,

BFORERBE ST, B ERSCLZ 2T 0 7 7 A VRBEFOESK AL & B 5 25
B ENRDHDH, ZOD, HIMEROLEMEICET S ERN ST 5 E TOR,
WMELEHL O BEEZ RS ZIT 52 EPWIRE SN BFICK L THERT 2 & &b, BIFE
P U= BRIC B e kb 2 & D 2 & S ARE 72— 8 O B 23 7= 9 A B < H
THZENEETHD,

L7eRoT, KA RT A4 TiE, BIFERES ZNE TITHE LN TV A EFLIEH -
B RIS & | LT ORI O 7o i H 2 HEE T 2880 b B R EE & %
F RO EFHE R~T,

B ARTA NI A %, MNATBAE NEIE G ERERR SN, AARTEAN AR
BRI s | — e FE AN B ARERIR NEFE 2 R O E N B ARIBRE B 72 O W
Db EAERR LT,

RGe L I HEIRS, - A VR ERE 20 mg, A7 U — R SEETE 100mg, 4TS
— R AEERE 120 mg, A7 Y — R AR EE 240 mg (—i%4 - =
M~ 7 (BinfHHz))

RE LR DMEUISE - PR RO SR DI BRI

RELRAMERORE W@, RAIIZ=R L~ (B 7 z) & LT, 18 240mg

% 2 BRI ST 1 18] 480 mg % 4 WM CAGEiET 5, =

L., WEHEIXZ 12 PAMETET A,

/NEPER B TR

i
3
S5
=y
He
D%




2. AANDORK, VERBF

7 — R IR ERE 20 mg, [FATEERE 100 mg,  FAEETE 120 mg K& O A §RE
240 mg (—f%4 - =R~ GEBE ML), LT, TARF End,) 1, /hEFEES
TEMASLEAZ Ly 7 24 BTV AR e =AY —X A7 A7 (BMS) ) 2
BAs L7t K PD-1 (Programmed cell death-1) (Z%}9 5 & Nl 1gG4 € / 7 v —F /LHLfk
Th b,

PD-1 1%, ¥&MAL L72 Y »o%Ek (T ffa, Bk 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 & AUZHIEET 2 2
T ICERT 2R AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U 4 K (PD-LI1
K ONPD-L2) EfEA L. U 2 SERICHEINES 7L A miE LTV R ERoiE M ke %
BIZFREI L TWd, PD-1 U H v RIFHUREE SIS B b Ok~ 72 SRR 8B
LTHY, EMEREAELE DO L EGHEMEICI TS PD-L1 OFRBL L itk DALE
WM & OFICADOFEREBIRN & 5 2 & A ST % (Cancer 2010; 116: 1757-66)
F 7o R R fE A CIRARRE T N EET DA v X —T =a H >~ (IFN=y)
IZX > T PD-L1 OFENFHE SN, BB L EMEREICIS T 5 PD-L1 ORI & itk D
ALEHIR & ORI EDOFBARRN 5 & OHE S & 5 (Sci Transl Med 2012; 4: 127-37)
X 51T, PD-L1 Z 3Rl RE SE -8 AMIBIE, FURRRA CDS BHME T Mo Hifa &
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
GHEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 72 RERE&IE, 23
AR URRF A 72 T ML OWEBEEZ BT 58FD—> L LTEZX LT
Do

AFNT, SR OFE RS PD-1 DM EIR (PD-1 U > RG-S HEI) ITHEG L.
PD-1 & PD-1 U Y REDEAEEET DI LICL Y, DAFURERRNZ T Mok
PEAL KOS AR b3 2 ARG a2 R 3 5 2 & CREpEM e PSR 2 /R 9
ZEDER SN TN D,

ARFIO I IS < DS RUSIC & 5 RIER %03 B b, TR IS LI
B RN B Do AAOEG P RO ERITIT, BEOBEE YT, BHBR
D BTG AITIE, BB L HGUTIE U B 2 ik & B8R & FF o R Al & L Col
BN 72 BEBIZB T 24T\ IBEE OGERSIC L ARIEA RSN A AT, B EE AL
L H O 55 DTG R IE 54T 5 LENR D B,



3. BRPRARE
PR b FZ R 38 1 DI i4 it B 15 O AGREF I A 2 17 o 7= T 72 B R 3R 0 B s 2 7
-g—o

[H2hi]
pAt [ MIARFRER  (ONO-4538-33/CA209274 #-ER)

i JE IR T R B B B O 12 FR 81709 5] (A AR NS 49 filz=Ete, AFIEE 353 41,
7w AREE 356 ) AR, T ERERLE LTARA 240 mg & 2 3 R R T A
HE kE 12 AWM Lzt EcoFtEEkOZetteieat Lz, FEHMEEE Th D
MR AR (LR, TDFS) &9 ,) (FYfE [95%EFEX D) 1d, AFIHET 20.76

[16.49~27.63] B H. 77 AREET10.84 [8.25~13.86] WHTHV ., AAFLITIT T+
REECR UREHRMNCE BRI R 2~ Lz (NP — REE 0.70 [98.22%(5#EH[X[H : 0.55~
0.90]. p=0.0008 [J&%! log-rank 7], 202048 H27T BT —% 1w A7),
* R, BEULREERERLE L, LTFOWTFRMCEES T BENRMNEE SN, BB, A7 U—
=V VRS TIR Y A 7§ B IER R 2330 B LT R AU ATRE & ST,
e« Y27 FF (BUF. [CDDP) &\9,) Z&TeiliaiffiBhfeisa 2, Wit OBk i Wi
B ypT2-ypT4a XL ypN+ DEFE,
* CDDP % & ToHRIlBIEILE A = T TR O3, MM OFBEMEM SRR pT3-pT4a i pN+

Th Y., 5> CDDP % & Lol MBI RIE DS RIS ST A 2 154 L T 2 /B
10

09

08

07

06

0.5

0.4

03 75 YRR

Probability of Disease Free Survival

02

01

o
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

At risk 3% MEAEAET T2 0K (A)
AFIEE 353 296 244 212 178 154 126 106 85 68 57 51 36 23 20 3 1 0
FSEAREE 356 248 198 157 134 121 105 94 80 65 54 50 37 22 19 10 2 0

X 1 DFS ® Kaplan-Meier g% (ONO-4538-33/CA209274 35%)




(AL B DA 1E)
[EIBR LR S MAHRRER (ONO-4538-33/CA209274 #ER) (ZHLAAN HILTZBE DT —Z 1T
HSE | DFS IZOWTRIBEEMIBNCIRRANC AT 21T S T RIZ T RO LB Th o7,

F1 JEREEALBID DFS OFER (ONO-4538-33/CA209274 FRBR)

R v e

W Cuew e s Damaen 0% (40

e WE iy e maen  mews 190829
RS wm m  ncen  owise ) 10038

— HEEREE, *1 o REREM Y iR (N4, NO SUEARBAHEH U o Ei% 10 fEA . NO 2o U > $Hidk 10 A
LLE) | PD-L1 BBURM (=1%. <1%XITHEARE) . CDDP & tefiinifipEiEi (. #) Z@RIK+F & L=E5] Cox
AN — TV

1.0

0.9 4

0.8 1

0.7 1

0.6

0.5

0.4 5

03 7T REE — PN 0 A AN ABKYA- - A A - A

0.2

Probability of Disease Free Survival

0.1 5

0.0

0 k] 6 9 12 15 18 21 24 27 0 33 36 39 42 45 48 3l
At risk 4 HEVEAES T 5 OB (7)
AFIEE 281 195 150 118 98 86 71 61 49 38 32 30 23 15 12 7 2 0
ZFSEREE 279 238 199 173 146 124 97 80 63 47 38 34 27 17 14 3 1 0
2 JEBLEREERICKT B DFS @ Kaplan-Meier #if# (ONO-4538-33/CA209274 35R)
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AFIRE 52 36 34 29 26 25 24 24 22 18 14 14 9 3 3 2 0 0
FSYLAREE 44 34 28 25 21 20 19 1715 14 13 11 6 4 4 0 0 0
X3 BREAFHLEFIZEIT S DFS @ Kaplan-Meier Hifi (ONO-4538-33/CA209274 3R8R)

1.0
0.9
=
Z 084
5
@074
L
(=
= 0.6+
2 77 v
<
g osq i L e
a
—————————— PA--Ab--A - -AAN A
S 04
2
= 03
2 e
=
2 027 AR
0.1
0.0 -

i} 3 i} 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
At risk 4 HEVEAES T 5 OB (7)
AFI R 22 17 14 1010 10 10 9 9 9 8 6 5 4 4 1 0 0
FSEAREE 30 24 17 1411 10 10 9 7 7 6 63 2 2 0 0 0
M4 REERELEMICEITS DFS @ Kaplan-Meier fif#f (ONO-4538-33/CA209274 3X5R)



(224 14]
[E B[R 55 ARFAER  (ONO-4538-33/CA209274 7klk)

BEFGIIAFIRE 347/351 6] (98.9%). 77 & REE 332/348 1] (95.4%) (2788 B,
TREREE & DR RBR DG E T & RWE FHRITAAIRE 272/351 1] (77.5%) . 77 B REE
193/348 B (55.5%) IZ#B® BTz, WTNORETHRILRN 5%LL EORWERIZ FEO
LB ThoT,

#F2 WTFNOOBFETRERN 5% EOBIEA (ON0-4538-33/CA209274 FAER)
B (%)

Do A )
Eﬁggf” # R — 5 KB
(MedDRA/J ver. 23.0) N 351 91 348 ¢
%= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

FRIVEH 272 (77.5) 63 (17.9) 0 193 (55.5) 25(7.2) 0
gl s

FOPR IR B BB LR 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

RN 24 (6.8) 0 0 13 (3.7) 0 0
—f% - BEEER L OGN ORE

) E 24 (6.8) 2 (0.6) 0 17 (4.9) 0 0

95 I7 61 (17.4) 1(0.3) 0 42 (12.1) 0 0
R AR AT

77 —EH 33(9.4) 13 (3.7) 0 20 (5.7) 5(1.4) 0

M7 7= 8N 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

RARHOE 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

RNk I 19 (5.4) 2 (0.6) 0 4(1.1) 0 0

728 AFIFEZ I T, FRIRIRBERERR T 65 {51] (18.5%) | AAL T MifRE 44 151 (12.5%) |
JFRERERE 29 B (8.3%) | Th#RREDS 29 5] (8.3%) . EFHEREMEE 25 4] (7.1%) . ME
PEAfPE 19 51 (5.4%) . infusionreaction 16 3] (4.6%) . KRG - /NEZE « HE DO T
11 151 (3.1%) . Lok 7 61 (2.0%) | B D FZ &R 6 51 (1.7%) | Laihizk 3 41 (0.9%) |
FIEREIAE 2 4] (0.6%) | EIEEEGREREE 2 41 (0.6%) . Ak 141 (0.3%) . 17ApER
i 141 (0.3%) . A4 161 (0.3%) | S 141 (0.3%) KNS E D EER 141 (0.3%)
DD BTz, £z, BUEFR, R, LIRS R, T REMKRRRETE . Mo - #E%K,
FRIRIMLAR ZEARAE . AR MIRMEE . MERE RIEGRE, AEEZ. ARIFERES, NG H i N OV
LIFFERO e o 7o, RRWERAFBURIUIEER S (AREERE 25T) 28T
AR E T,
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AR OREMIBEYEREET L 2R LI I 2 L—2 a3 02k, A% 480 mg % 4
TR T 5 SUIBEAGR O ik - &% TR L2 BEOARF O iR 3Gt S
7o EORER. AHI 480 mg % 4 FFEIE TG LIZBROEFIRIBIZ BT 2 FE i 4
B (LLF. TCagss) &9, ) 1E, AAlI240mg % 2 HF MG T L L72EED Cagss &
T 5 e FlEan/e (FR) . £/, KK 480 mg & 4 HFEHE TR S L7ZEROER
WRBICHR T Dim MG TIRE (BLTF. [Craxs] &9, ) 1%, A 240 mg % 2 38 fHifH]
AT LIZBRD Craxss & S L TRl Z R T & THIS L2 OO, BARNBEIZE
TRABMENHER SN TWA YL - I (10mg/kg % 2 BRI THE) TARAIZ#5 L
TEBRD Craxss & HLBE L CTIRMEZ R T & RIS N2 (FR) . MA T, #EEOmEIB T
HT—HITHADE AAI3mglkg (RHE) A L <1 240mg % 2 HEERIFE, ITAHA 480
mg % 4 BRI TS LIZBEOARK ORE & & A0 U3 et & oS Z RET 5
BB ST T R S, YHBEIC O W TRIMTON SR, FRoME - s
D] CHIME R OV MR 22 22 R T & FRIS LTz,

R 3 FAOEWBE T A—F

M - g Crnax Crnind2s Cavgd28 Crax.ss Chnin,ss Cavgss
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (pg/mL)
3 meke Q2W (35-52{ .760-8) (16-1750-3) (21 321 £3.9) (75.1){3171) (27.612,'107) (42.717,'?27)
20 me Q20 61.712,?03) (23-33?'29-0) (30;?'670.9) (10;,5354) (41?57,'51;58) (62.11(,)9187)
480 mg Q4W (10?207) (15.25?17.4) (37.?)?'34.8) (14?,1 236) (27.751,'?37) (62.11(,)9187)
10mghg W | (10" | (g5 1) | (ton1am) | Gooszs) | (156 303) | (236.97)

R (5%, 95%) . Q2W : 2B MIRIMG. Q4W : 4B RIRIFGE. Cmax : FIEIFE 515 D e i LT R B
Chnind28 : %ﬂ@&"*’??{ﬁ% EI E LC%H' 5%1&@{% qu%}_g\ Cavgd28 : *}J@TQ’%%ZS E H i “C“@ﬂzi@ml{%s EP/)%E\

Cmax,ss : ﬁﬁﬂ(‘ﬁl‘é\ﬂlﬁﬁéfi%m%q](}%ﬁx Chin,ss * ﬁﬁ%%ﬂlﬁﬁéﬁ-ﬂfﬁﬁ&%qj]%g\ Cavg,ss : Hﬂiﬂﬁ%aﬁ
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4. FEFRIZDOUVWT

AFN OG- Y 72 BEEZZW - FrE L, AFOEGIZ L0 EEREWERZREL LT
BRIZKHIGT D Z BT  LLFOO~Q@D T X C &7 sk iz W THEHAT S
RETH 5,

O MEFITOWVT

D@1 TFEEo (1) ~ (5) OVWTNNICHEY T LA THDHZ &,

(1) EAEFBRENEE T D03 A BHREEENL SRS (BB RS AR ROEHE L SR
HIIEAS A RS R B R R BT . B s A2l 72 &)

(2) FEEHERERDE

(3) HETIRAFNFEE T 223 A2 EEEEFT (DS AR REEERRERPL, 25 A2 iais
W IigFElE. 3 AR HEE R R &)

(4) SRALTFIRIEE 23R E U, SRIEE L FRIEZERE | IS RIEE b k2 ok
2 OREFRFENEILR D R 21T > T D ek

(5) BrEMEREEEAILL T & BN O i % FHE AR D R & AT > T B ek

O-2  JRIE LB DAL SR TE K OVRINE A S BURF O 56 SRS 43 72 Nl & e R & R D EE Rl
(FROWTINITEE T DER) 23, YEZEMOAFICET IBROBMEE L LT

BEINTWD I &,

*

o [EHithFFEEE 2 EDOPIHIHME ZME T L7212 5 4ELL ED D ATRIED BFRIHE %
[THoTWBZ &, 9b, 28D R, RARMIRELS T & L BREEZOHHE 2
fToTWVWBHZ &,

o [ERRFFIGER 2 FOMHIHEAE T L72RIZ 4 FLL EOWIREGE DR IRBHE
BT T0DH T E, 5b, 2 EIE, JRES ERUE O M AFEWIRIE &2 & 3 ATRHR
DEFRHHE 21T > TN D T L,

@ BEANDERFREEDEHIZONT

RIS I A B FE T D BMEA NI E S, BERSE S OfFmE 0 A - %
PR OB B ONERISE IR 5 G et A FFRMNELE LG E OWE
. FRESNITAT DN D IEHINE > TN D Z &,

@ EWEADXRIZ2WT
®-1 BIVEFRBEOSHSEEIZ B 3 Eik

R PERR B E O EE A BIEF N RAE LZBRIT, 24 BERIZIRIRHI O T, Ytk X
B EEER 123\ T, BEL L7 BIEAICIS U CARBEEE L O CT ZOFIVEH ORI &4




HAMRADORERD Y B PGSO, EBISIS T RER AR 8-> TnD Z L,

@-2 BERUEFHEIC L 2FEFEELMSICETLEHS

MDABIFRICHEE D 2 MR G L OB e 2 AT 2 EREFEEDNEER =4V > 7
EEDHERDOA T ) —= T HTOERE L IE#ME LA TE DT — LAERIRH 2
SN TWDZ &, B, BiAFICOWT, DABE L ZDOFBFEICHFSIZAmENT
WnHZ &,

@-3 BHEA DZHLRIRICE LT

BIVEH (RVE MR BTN 2 | EAEMEEAE, O R, Mk, B RARE . RIBXK.
NBS, BEO TR, | BBERE, BUEATIR. A2, IS TR, mifbrEiase
K. HURMRBEREREE . MEARERE . MhRREE. BEE. RIBEE. Nk, BEEDOK
JEREE . ERIARZEARAE, infusion reaction, FEFE7ZRMIKRET, MEKERIEMERE, F5EZ.
BE ., M DERS, IR RENE, DlEbEE (OEHE) - IR - OEEMEEIAMES) |
AREFERES . IEG I, L) (T LT, Yakha B ERERE O FMMEE A 5
EflEEE L (BIERORKOXINCE L THRELA O KEAZ T ONDLIRZMTICH D =
E) L EBITEY) R ALE N TE HEHINE S TND Z &,
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5. B#ExtpL s BE

(G hEICBE§ 2 21E]

O BRI IR IR R OMi% BE T BT, AFIOGMERREES LTS (K
RERICEBW TR E SN BB OFEMIT p4d Z200), 7272 L. JFISERALIZ K 0 AH D
AIMENRI DA TR SN TS (p5~6 M) Z b, BEk - RERES
IZBWTIL, IRATHIBIERIEIE 2 E 2 . RAILSORERIUE L BT 5, £z,
CDDP % & Tefif B BIEIEIE O 72 W IR D BEAFIAHR & Ll U 7= A 0 A %)
PEIX AR TH D Z L) CDDP %0 [ RPUEMEEEANC L DR N AIRe R 6
X NS DOIREE BT 5,

@ TRUIEEY T 2 BE T 2 AREN OB H L OMEH HEIZOWTIE, RFIOF D
MSLINTE LT, REIOEGXG LRG0,
o fhOFUENEEEA] & OO &S
o firAETMHBNRE & LT oS
o IRIGUIBRABERBE KT DG

(2B 2 5]

O TFTRICEZYTLIEZICOVWTEIARAORENERE SN TWDL Z &b 5 %21T
Dipnz by
o KA LBUE DB D & 2 B3

@ TBEATOFHHIZIB VT FRRICHEY T 2 BF IOV TL, AFIOEGITHER S ey

D, MOIEFERPUE R 22 WIGEICIRY | EEICARZHENT 52 2ZETE D,

o [WEMMZEEROEGI IIBEEDOH 5 BHE

o MR AR A CRHVE R 2 58 6O D A K ONEENME O HU BRI g 2 <o G it ¢
FEDONNZRIEMEZRA LS DD B

o HOMEEBOEDE UTEMERF L <IXHRMEO B iR B OBEREO
oD HBE
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e ECOG Performance Status 3-4 ™Y o B

(E)  ECOG @ Performance Status (PS)

Score | EFE

0 | &<MERIEE TS5, BT L R U R EAERNHRZR AT D,

PRRSIZI LUEBNIHIIR S 225, BTAIRE T, BAIEESEE > TOMERITITO LN TE D,
RS N S

ATRARETH A O OEY O Z LT F N THHEESERTTE 2V, B O 50%0 Eid~y R Tl 27,

ROENTZHOSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+ d,
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6. HEICERL THETNEFH

O A SCEFITIN A ROERGEER SR D ERME 1T D & AH D K M OV 1E Al
O DIZ LB R EREZ B L THBEERT 52 &,

@ IREBIRAICIEN D BE NI E OFIRICE DR OERMEE o3 L, FEE2 5
ThobETLHZ &,

@ FEREWEHO~XT AL MZDOWT

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

AFNOFE 1L EE D infusion reaction (2 2. CEARHI T4 /%D T& 5 U
i %AT -7 L CBRMET 5 2 & £ 72,2 B B LB O A 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIEEGH K OARA G T #IT A Z A
CERRET 5%, BEORBEL 28I 52 L, 70, infusion reaction &
FHLLUICGA IR, R TOBELOERD TERIZEIE T 2 £ CHE - 08l
T5HZ &,

ORI REIR . TRAEERET R ORIBREERH 5O 2 B3 HDH DT,
AFN D ¥ 5B hERT M O G- B T E IR N0 sk RE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #4252 &,
AHNOFEEIT LY BEORERISIZERT 5 &5 2 bildikx IR BOW e
DHLOLNDZENDD, BENRDONTHEEITIL, BELEFRIIS U
R 72 05k & BRBR 2 Ff- D[RRl & i U Cal bl e B nIRe W 21TV 18 D5
FOSIT X 2 BWER 2 o 2 355 1i%, AFNORIE T I, R ORIE RE A
NECHOBRGELBETDHZ L, B, BIERERLVE L OFRGIZEVREIE
HOYGERFRD IV WA TR, BB RE AV LISt o Sz i Fl o8 in
LEETDZ L

BERET %, OB OE0 AR L T LEWERDBET 2 Enb 57129,
AR OBEHETHRIZHRWEMORBBUCH2ITHEET D 2 &,

1 BUOBE R (BIE 1 BUEIR S 2 & de) b bbdv, BERPMES F 7o R—v X
IZEDZENHLOT, Hig, ol MRMH-FOFER ORI MBEE O LA 12+
DEETAHZ &, 1 BBEREN DN GA IR EEZPIE L, AR
H OB GEOBHE RAEZITH Z L,

BIERF I, A2, IFERERES . TR, B{LMERE RPN S LD Z EndH D
DT, EHHIITHERREZITV., BEOREL +2I2BET 22 &,

@ AFNOEERREBRICIBNT, FEBBS 96 HEETIX 12 AM I L. 96 @E G
160 BB ETIZ 16 BT L, ZNLIEIL, 24 B Z & ICHEMEO M AZTT > T =
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