REFEHAEETA 71
=RA~T (GRIBTFHEEZ)

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

~ FE/ N R R ~

ERR2 92 A (fFn 445 AKET)
BT BE
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2. AANOFE. (FRET P3
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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

0.6 1

0.51

0.4

Probability of Survival

0.31

0.21

0.11

0.0

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

KB

135 113 86 69 52 31 15 7 0
FE2% /LB

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 TSR - o, :
T 90o-C
0.7
0.0
P S (S S] [R  E  S TE e S| S e SR TR e R e | PR 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%t/L8#
290 244 194 150 111 88 34 10 5 0

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



(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,

_
I
Probability of

i

Probability of Survival
o
n

o
2

1 i

b

< o

o <

ol
o

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 [3 9 12 15 18 21 24 27,
Overall Survival (Months) Overall Survival (Months)
Number of Subjects at Risk
Nivolumab 3 mg/kg
4 0 123 98 86 27 73 65 27 13 5 0
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)

Number of Subjects at Risk
Nivolumab 3 mgrkg
108 82 70 60 48 39 26 17
Docetaxel
101 87 69 53 38 30 13 5 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)
Hazard Ratio (Nivolumab 3 mg/kg over Docetaxel) and 95% ClI : 0.90 (0.66, 1.24)

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 4
Z 804
:
A e .
D NIVO/BV/Chemoit¥
3 60-
o
3 401
2 .
A3 20 xR EE
& oy
0 -

T T T T
0 4 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

NIVO/IPI/ChemoEE

=
~

0.6

0.5 _
0.4 xR s s

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 )

gl e
o R Wiy 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 7T T 7 17717 T T T

05 609 12 5 08 91 90 97 50, 33 2136 =030 A9 A5
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 397558 500 250 22185 190166 141 126 1293 =5 92 =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
£
=]
£ 07
< 06
g g
& 05 NIVO/Chemo#
(o]
E 0.4
5§03
802 N .
ED 1 N el o uffeom, H\_‘—‘——\
£ 0 S FREE it o ST e R
iy (S o Bket & AN T S O R s 1
T T T T T T T T T T T T T T
0 3 6 9 12. 15 8 .21 24 27 30 3 36 3B
Number at risk Time from Randomization (Months)
NIVO/Chemo®f 177 135 73 48 37 29 19 15 10 10 7 4 1 0
popiiyica 136 121 51 22 18 13 8 6 5 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
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#£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,
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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
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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

BRHHF

0.4 K KE+AEYLTTR
0.3 A KEIE
0.2 O AEYLTTE

0.1 *  ARUO : {TH1Y
0 3 6 9 12 15 18 21 24 27 30 33 36 39
at risk3t S£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<TE 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-L1EBRE1 %K PD-L1FEHE1%LLE

HRHE

1.0 \i.{ 10
09 A 09
S\ N
0.8 L“\\n\ B :
s 0.8 \ i it
07 e TN T o7 e :
-~ S S > \\
06 h\x\:H-\ e T, & 0.6 ‘\
05 ol 2 m"‘"—“ 7 05 TSR
“vrg y = = Sy
L S I o s 7 .
041 e AM+AEULTTR i 041 e Hml+qEynTTR Y
e e
031 A xmE Egi 031 A Hwmp o
0.2 O AEYLTTH 021 -© 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 %) 6 [¢] 12 15 18 21 24 27 30 33 36 39
at risk & EHmm (A) at risk# EFHM (A
FM+AEYLTTH® 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 ARAB 171 165 158 148 139 131 122 117 112 109 98 36 1 0
AEYLTIB 113 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— XFHIH
5 G AEYLTTE

0.8

0.7

0.6

0.5

0.41

i Bt HE ¢ 38 R

0.3

0.2

0.11

0.01

[ s e e | R SOV TS P SR AT N S 1
0 3 6 9 12 15 18 21 24 27

at risk#k mBEZEAFIAR(B)
AFIEE 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

10



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,
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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
et
0.6

TRt HF

0.5
0.4
g3

0.2 L

01 il G

000 o o o - =
0 3 6 9 12 15 18
at risk# £#FHM (R)
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 13l (HA N 63 il & Gde, AHIRE 410 5], =~V AARE 411 B ZxRIC, =
R AAERRE UCTAA] 3 mg/kg & 2 M CaiE Lz & & oa otk
AR Lo, FERHMIEE Ch 5 AWM (LI, ToS) &9, ) (Ffi [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 fa._
0.9
0.8
0.7 e

0.6 e ™
:'_:E =

iF 0.5
e 0.4 R,
034 e

—A— FFHIE
oD IO LR

0.2
0.1
GRS s e
0 3 6 9 12 15 18 21 24 27 30 33
at riskE 41730 (B)

ZHIEE 410 389 359 337 305 275 213 139 73 29 3 0O
INOVLREE 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 HEEAEE (BUF, [RER)

1.0
0.9
0.8 1
0.7 4
e 0.6 1
1F 0.5
o 0.4+
0.3
0.2
0.1+

0.0

—A— KHEIF#
weedDe IO LAEE

e I = T ©

0

at risk#
AHIB 37
INOYLIEE 26

12 15 18

6 9

£7FHAME (R)
3 35 35 34 24
24 24 24 24 20

21

16 B - 0
1 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/~
0.9 m\\~

~

Probabity of Overall Survival

0.2 cmem ASF=TH

=
-

BMIE S S SIS S S S S S
o 3 (] 2 12 15 18 21 24 27 30 33
Overall Survwal (Months)

EFR+AL) =T 425 399 372 348 332 318 300 241 119 44 2 o

R=F=T 422 387 352 315 288 253 225 179 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,

1.0p—~—— =3~ em .

0.9 —— TR ) R PR
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 BUA : T80

0.0

T 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 LT 2 TE125 124 120 116 m 108 104 98 78 27 2 0

ASF=TE 124 119 19 117 114 110 109 104 84 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— WRYFoFTHAE
Ay RZFZDE

0.9
,'; )
0.8 &,

0.7

15

E 05

F 04

0.3

0.2

0.1 '

0.0

R o g | PR, F e e P VT S S PR P e ) TR T
0 3 6 9 12 15 18 21 24 27

BIREAFHMA)
at risk#{
hRYFUF_JOHAR 323 279 234 196 144 77 35 11 4 0
A== 398 928 50 170 . 5 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

10



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

11



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
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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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