REEHAEETA K71
=RA~T (GRIBTFHEEZ)

(BR7E4 « A7V —ARFEFE 20 mg, 7P —RRHFEE 100 mg, 7P —
AR ERE 120 mg, A7V — R K EHE 240 mg)

~ FE/ N R R ~

ERR2 982 A (fFn 445 AHKET)
BT BE
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1. IILBIC

RIS OF M « ZRMEOMEROTZ DI, U SCEFIZE S W2l ERE AR D
BND, S5, IHEOREEMOMEAIC L0 | FURESRG 72 & OFHN 72 5T B E R
FPEIRLDARIND T T, 2O OERGNZ EICHNEREFITRMLT 5 2 L BBEO
PR & 72 o TR Y RRIFMBGEE & YR O BT EE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L LS Tnd,

BORVE T ESR L, KB ERASCL ST 2 7 7 A VB D ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
MHEIMOREZMLZIT 5 2 EnHIfF SN BT LTHERT 5 & & bic, BIfE
FMWNFBL L 7RI B2tz & D 2 & AN AHE e — 1 O B i 7= 3 R SR BE i
THZEREHEETHD,

Lo T, KA RT4 Tl BRBBEMESLZNE TILELN TV A EFIFR -
BHE RN S-S & | LT O ER GO il 70 5 2 HEE T 2 8L b B e gk &%
TR O EEHE R T,

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

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

KA ERDMETNE « CIBRAREZRHETT - PRI DI/ INHR R e

MBERDAERORE - BE. A=A~ Bt z) & LT, 18 240mg
Z 2 JEMIRINE S 1 0] 480 mg & 4 3 [ R 6E C AR 5,
i OHFEEMEIES A & O 25813, @E . AIZZ=RLr~7
(GBfz 7/ z) & LT, 118 240mg % 2 @RI RIRE X1 1 5] 360
mg % 3 MR CRMEERET 5,

B I 5B 3O /NP T RIS




2. FHNORK. VERBF

F 7Y — R T 20 mg, [RLAEEE 100 mg, [FAGEETE 120 mg K& ONF] s fsiE
240 mg (—fi%4 : =R~ 7 GEE ), LT, TRA) Lvd,) i, NEREES
TEMKSLEAZ 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 L72Y 38k (T A, B ML N F 2 7% 7 —T fifn) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i Bh A IE & BUZHIEE T2 2
) TR T 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 IRRE %
BIZHRET L CTWb, PD-1 U W NIFHURE SN B b O & 22 JEEHERI 588
LTk, BRSO LB T D PD-L1 OIEBLLIEDELF
HM & OMICADHEBEBFRN & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66)
F o MR AR IR T Mlas AT 24 X —T 2 v~ (IFNy)
IZ& > T PD-L1 OFIANFHEE I N, BB L EEMAHRIZI T 5 PD-L1 ORI LIk O
ALEWIR & ORI EDOFBARRN 5 & DS 8 2% (Sci Transl Med 2012; 4: 127-37)
X 51T, PD-L1 @5 S E 728 AMiaiE, PUsRFER CDS Btk T Hifa ol fafs
TR AP S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
EEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 72 RERE&IL, 23
AR TURRR A7 T MR O OWEFE 2 BT 2D —2 L LTEX LT
Do

AN, FEHRBROFE R S PD-1 OMasEE (PD-1 U 7 RFEEHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X 0, BATURFFRNZ: T MO
PEAL K O AABIRNE k9 2 MBS TG M 2 58 5~ 5 2 & TR e PuiEgsh iR 4 k9
ZENHERR STV D,

IS OFEN S | AFNTEMEIER )T 2 B 2R EIC R0 55 b0 L MIfF S,
e/ B Ao & LT BRIRE R A FEhE L. A bk, 2Rtk OB D R
i,

AFNO T 3 < MIE D RAERUEIC & 2 BINERSN S b oL, B XTI
D RN B 5o AFIOE PR OB GHITIE, BFOBRL AT, BEIR
D BTG AITIE, BB L HGUTIE U B 2e ik & B8R & Fe o R Al & i L Coil
228 RIB 2 ATV, B OSIERIRICT L D EIER A DR 2 A3, BIBRERL
LRI OB GEDOHEEYILLEZIT O LERD D,



3. BRERAE
UIBRANHE 72 AT « AR OIE/NAEAE (R ERE K OFER - ERRE) O7KGRRFICRE
i 247 > 72 2R B A B BR D Rl AE 2 7R T,

(0]

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

7T F TR G0 FRIERE AT 2 UBRARRER B H/ IV IR O R R

/5% (ECOG Performance Status 0 2 TN 1) 35 iz 512, AAl 3 mg/kg % 2 @R
ThUmEE LTc, FEFHMIEE TH 5288053 (RECIST A 74 & 1.1 IZHESL< F
JHIEIZ L D CR UL PR) 13 25.7% (95%(EHEHXH : 14.2~42.1%) Tholz, 7ok, F
AR E L7 BEMEIX 9.0% Th o 72,

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

7T F SR G b FEERE A2 AT S UIRAAREZR B 1/ IV SR O/ F B
JEEA (ECOG Performance Status 0 TN 1) 272 il &z xt8ec, ReX FEL 2% E L
T AR 3mg/kg % 2 I IR CAUMERE L7z ORFIEE 135 6], &2 208 137 1),
FEMEEE Th HRAEFW (BLTF., ToS)] Lv9o,) (hofll [95% XM 1%,
AAIET 9.23 [7.33~1327] BH. FEZFEBARET6.01 [5.13~733] WATHY,
AAHNE R & XK LRGP ERIER 2R LTc (O — REE0.59 [96.85%15F
FEX A © 0.43~0.81], p=0.0002 [J&5! log-rank F/E]),

1.01

0.91

0.81

0.7 1

0.61

0.51

0.4

Probability of Survival

0.31

0.21

0.1

0.0

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

KR

135 113 86 69 52 31 15 7 0
FE2% )L EE

137 103 68 45 30 14 7 2 0

1 0S OF RN D Kaplan-Meier HiBR (CA209017 38r) (TlEA(LIN7-£EH)
4



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

77 F R GO LT RIERE 2 AT 2 U2 B B/ IV XTI O IERAE
e (BECOG Performance Status 0 2 TN 1) 76 il 2 3512, AA 3 mg/kg z 2 i [H[H
bR C AR EHE Lo, FERHMIEE Th 528403 (RECIST A K74 » 1.1 fRICES<
I KD CR XUE PR) £ 19.7% (95%(5#EX[H : 12.3~30.0%) TH-o7z, 728,
FAMNIRE LTZBEIE 9.0% TH > 7,

© VEHMFEIFERAER (CA209057 #X5R) (N EnglJ Med 2015; 373: 1627-39)

77 F R GO RIERE 2 AT 2 U2 B B/ IV XTI O IERAE
R E (ECOG Performance Status 0 2 TN 1) 582 Bl xt5iz., REZFB /L 2%t L
LT, AHI 3 mg/kg 2 2 MM CadmeE Le (RAIRE292 61, R&&FE/VEE 290
B) , EEFHIEE Td D OS (HFIAE [95% 15 FAIX [ ]) 13, AKI#ET 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]) .

AH| R

Fea%tLE

AFIE
Fea%t)L8

X2 OSSP FEfENT D Kaplan-MeierHi#R (CA2090573888) (BIEA(LINT=EM)



Probability of Survival

Number of Subjects at Risk
Nivolumab 3 mgrkg

Docetaxel

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

(PD-L1F& BLIR IR D A 50 Mo Oz 4=4:)

WA FETARGBR  (CA2000173858 2 (NCA209057788R) ICHLA AN BNT-BEDH b,
HEIEAHAR I W TPD-L1 2 3 8 U 72 AL S b 5 E1A (LR, TPD-L1FEHLHE ] &
V) BT DIERDE LN —EOBE DT — X ZH-SE | PD-LIZEBLRBNTHEREIC
SR 24T > T2 B M OV MO RIZLL T D LB Th o 72,

ARMEICE LT, R B T, PD-LIOFEHRRKICL ST, FeFFwaApELt
12 U CAAKIRE COSHIER T A 237 b7,

FER VBB TIEL PD-LIZE B BN1% AWM DA R X B VR & IZIERBROME R
ThoT= (TX),

B, RV LR, RV LR L B, PD-LIORHRICL 6, AFlOZEMES
777 A VIR TH -7,

0.6 Y
T
0.4 »"-L-H,__H_\_H_\-‘—

.rl

o

2
1 i
&
o

=)
o ¢

o

=)
bl
o

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

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

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

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

{LZIRIERIBR D EGFR Bin 1A RIEVE, ALK Bl A B s 1-FEVE &L O ROSI A 51
EMEDUIBR R REZR LT - FRRE O IER A bR IR N a it Fe 7 550 f1 (H A N FRFE 371 f1
Zate,) BB, TITEREANRNY AT (BaFlH#z) CLIT, [y <=7
EV9,) RO T F TR EETCFERIEOAE G E B E LT, ABILE AR
~ 7 kO T F B & Gefb s L OO RS- (BUF, INIVO/BV/Chemo] &9 ,)
DA V222 B L7z (NIVO/BV/Chemo™ BE 275 1], *FHEEE 275 #1), LHGF
B B Th 2 WIEAFIM (BLF, TPFS) L 9,) (Pl [95%FH X)) (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 Lot FmiE 0 Of

6



Gk URGRHFICHE B RIER 2R LTz (N — R 0.56 [96.37%[5#E X[ : 0.43
~0.71], p<0.0001 [} log-rank #7E])
*1: AH 360 mg K OMLEREE % 3 IR0 TR Lo, (LB, AARTSF <2
XLV F ORI ZA<T % 3HEME 1A I7VELTRRK6 A IZVERTL, 6 A 71D
LZEFEE M IEAF B O8Ny X 7 O GAC & D HEREE b EMATRE & LT,

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

(PD-L1ZEBLIR IR DA 20 B OV 4 :)
[EIBE I [E 55 MAH SR (ONO-4538-52305R%) IZHAANLNT-BEDOT — X | THS X,
PD-L 1 BLRBINAR RN IR 24T > e A IME M N ZEEORERIZLL T LB Th

272,

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

7% 1 PD-L1 ZBH R D OS :BMBATRFOFZME (ONO-4538-52 HER)

0S
PD-L1 &3 BeHRE Bil%x i [95%ClH] NP — R
(B A) [95%CI]
. NIVO/BV/Chemo 115 31.01 [23.13, —]
%A ’ 0.76 [0.52,1.10
1A BV/Chemo 115 22.60 [18.63,29.44] [0.52,1.10]
NIVO/BV/Chemo 155 30.78 [25.99, —]
1%L I ’ 0.69 [0.50, 0.95
#Ll BV/Chemo 155 24.67 [19.09, 29.34] : ]

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



R PRz g M O i - Rz gee)

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

(LB RIRIR D EGFRIE G 128 B2 M I QALK &8 5 1 B2 O UIBR A BE 7o AT -
RO NMAEiTERE 716 (AARNBESOBIZETe,) 2%, 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 (BLT,

INIVO/IPI/Chemo| &\ 9 ) DA ZMER VLM 2GS L7z (NIVO/IPI/Chemo ™' #£361
i), o B2 HE35841)  FEEREA LA 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
37T F KN % G T L RIEO G R GCk LRI B R IERE A2 /R LTz (N
— FH0.69 [96.71%(ZHEX[# : 0.55~0.87], p=0.0006 [J&5!log-rankffE]).,

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

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

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



-
o

o
©

o
o

NIVO/IPI/ChemoEE

e
~

0.6

0.5 _
0.4 xR e

OB

Overall Survival Probability

0.3

0.2

0.1

0.0

0 3 6 9 12 15 18 21 24
Number at risk Time from Randomization (Months)
NIVO/IPI/Chemo#f 361 325 292 230 129 46 16 1 0
it 358 318 259 183 94 39 12 0 0
BI5 OSSO H[EfENT D Kaplan-Meier Bfif% (ONO-4538-77/CA2099LAFER)

(FERLSh-8H)

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

(LEERIEARTIEE T PD-L1 FHLERN 1%LL B> EGFR &5 28 RIaME R O ALK e
BEFEMEOUIBRAGE LT - T8 O/ NEIRftE B 793 61 (A ARNBE 89 filz &
te,) ZXRIT, 7T T HAZ G LTRIEOHE G ARRE LT, KAl A Y
LT DAL (LLF. INIVO/IPL] &\W95,) OFMERNLEEMEERTF LT

(NIVO/IPT™ B 396 i, <M #E 397 f5) . ARt 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 FEICkF LR PRI &
IIIER AR LTz (0N — 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,



it B

xR

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

(Part 1b)

(L IEARTAEE T PD-L1 FEBLEN 1%A 2 D EGFR &5 1A REM L N ALK @A
AP OUIBRRREZRHETT « TR O IE/ NIRRT B8 550 5 (A ARNEBE 79 Bz &
te,) ZRRIZ, 7T TF T A ZEZTCFERIEOIAE G AR E LT, KHlL7TT7F
FHH 2 E T EE & OO S (BLF, INIVO/Chemo) &5 ,) KT NIVO/IPT @
AN R OV 4 & fist L 7= (NIVO/Chemo™ #f 177 i, NIVO/IPI #F 187 #i], *FR#EE 186
Bil) . ARBRORBIKFATEH O—>Th Y BRI E D x5 T 5 NIVO/Chemo #f &
KREFED PFS (HR L [95% 15X fHT]) 1%, NIVO/Chemo #£ T 5.55 [4.63~6.90] 77 A .
XITHRHET 4.70 [4.21~5.59] B A TH Y, NIVO/Chemo 137" T FF8A| 2 & T ek Fp 1k
(X U FEMINC A B IER 278 LTz (O — R 0.73[97.72% 15 #HIX M : 0.56~0.95]
p=0.0070 [J&%!] log-rank f&7E]) .

7E. RBHIRATRE R CTH DA, FERIA B ONIVO/Chemot & it FREEDPFS D/~
— REb [95%fE8E XM ] 1%, R LR T0.94 [0.56~1.56]. FERF R T0.66 [0.49
~0.90] TH-o7=,

*1 : 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) &
3WME 1A 7 E LT AV A 7 VERL, ERFEEIEIZOWTIX, 4 31 7 L OfLEEFRE
FEREABICARI O R b Lt RIS & 2 MR R b TR L Lz,

10



xR

PRIty

7 PFS ORAEMRHTIRFD Kaplan-Meier Bift (ONO-4538-27/CA209227 3Bk Part 1b)
(EEAIL SN T7-8EH. NIVO/Chemo B L X HREE & D )

Fo. HEFERRERR ST SN o b OO, PD-L1 FEHEN 1% 0 BE
(23T NIVO/IPL B &t FREED OS (A [95%(EFEIX[#]) 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
FIHN 2 G T efb PRI LIER A 28 Lz (O — R 0.62 [95%(5HEX ] : 0.48~
0.78]. BRERMIZ2MRHTHRESR) .

11



[Z241%]
RS 1 e )
OEWNE DR (ONO-4538-0575)
BERGIL 33/35 il (94.3%) IZERD BV, KAlL DRGNP EE TE VWA HHR
G213 24/35 151 (68.6%) IZ#BWD HALTz, FHHLEN 5%LL LORWERIZITRDO LB ThHo
776

#£2 BEHBNR5S%LL EOFEWER (ONO-4538-0558%)

SRERIRHE B (%)

HEARGE 35 {5

(MedDRA/J ver.17.1) 4= Grade Grade 3-4 Grade 5
EREIEM 24 (686) 2 ( 57 0
MR LY R REE

A 2 (57 0 0
N 3 i e

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

T 2 (57 o0 0
L 3 ( 86) 0 0
—i% - BEFEER X OB SENORRE

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

WA HOE 2 (57 0 0
AR IR AT

TANGEURT I NF AT =7 —BEN 2 ( 57 0 0
M7 L7 F R ARF T —E8hn 2 ( 57 0 0
Y 2 RERE D 3 ( 86) 2 ( 57 0
AR L Ok E

K7 VT 2 v IfE 2 (57 o0 0
BAHOR 5 (143) 0 0
T E R R L O A HRRESE

FAHm 2 (57 0 0
PR R P

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

Jifi HH4 if. 2 (57 0 0
KR X O T HRRRE =

SUERRRZE % 2 (57 0 0
FLBE 2 ( 57 o0 0
F% 5 (14.3) 0 0
R INIRZ NG 2 (57 0 0

7p¥s, MVEMERRE 2 61 (5.7%) . KBk - EEO TH2 6] (5.7%) . Fh#gkEE (%
T v NU—IEEREE) 361 (8.6%) | JITHERERETE 2 6 (5.7%) . HUREREEREREDE 3 41
(8.6%) . BIEHEREMEDE 1 ] (2.9%) . BEmelEE (RAMERIEEBTRE) 16 (2.9%)
KON infusion reaction 2 Bl (5.7%) 23R Haviz, £7-. BEEDOREREE (B ERIFEIRE
ERE, ZIRLEE, JERIEIESE) | TEAEHRERETE . | AUBEIRN, BER. FIEMEIIE,

12



EP zﬁﬂ% /S> E 9 %K&U L\ﬁ%ﬁ% i 29') Eﬂiﬁ%ﬂo 2o ARRIERIZEBLIR DL BEE =

QA MARRER (CA209017708%) (N Engl J Med 2015; 373: 123-35)

HEFERIIAFIRE 127/131 B (96.9%) . FE & X I/LEE 125/129 6 (96.9%) (23D 5
AU AHE OREEBENGE TERWAEFFESIT 76/131 ] (58.0%) 2RO LN, F
BRN 5% U EOBRWERIZFEDO LB ThoTo,

#£3 RBIBED 5% EORHER (CA209017 FRBk)
HE (%)

CERIPNG

AFHE
(ﬁi?DRA/J ver.17.1) 131 f
o 4 Grade Grade 3-4 Grade 5
2EIEA 76 (58.0) 9 ( 6.9) 0
Bl
T 10 ( 7.6) 0 0
L 12 (92 0 0
—f% - EHFEER L OGS EAMOREE
I e 13 ( 99 0 0
97 37 21 (16.0) 1 ( 0.8) 0
Rtk L O S
BAIE 14 (10.7) 1 ( 0.8) 0
T E KRR L O A HRRESE
B iR 7 ( 53) 0 0

. FEMENEER 6 6] (4.6%) . KIGZKk - HEEO THI 11 61 (8.4%) | fhftfEs (%
T v N U—IEBRESE) 13 61 (9.9%) | Hﬁ%’éﬁ%l‘ﬁ%4% (3.1%) . HUIRIRBEREFEE 5
(3.8%) . BHEREREE (RME MIEMBRE) 461 (3.1%) . BEAEGHEGE 1 41 (0.8%)
J% TN infusion reaction 1 51 (0.8%) ﬁ*niu&)fo#’bto Flo, BEORFERES (BEREIRE
BERE, ZIPHLEE, BREIES) | FEAHREREE . RIBHRERE. 1 @*ﬂfﬁ{fﬁ FER
fde - BEBEAE . 528 D BER KON RITFE O BV 0o T, ARRIWEFHZEBLR DL B E

% (BRREEEE 23T 2E50HEERE T,

(FER T LR g)
OEANE T AERER (0N0-4538-06§fﬁ%ﬁ)

HEFERIT 7576 (98 7%) IZRRD B, KKl E ORFEBMENEE X R VWEES
G21% 64/76 5] (84.2%) \ZiB® HivT-, HBLEN 5% EORIERIZT TRO LB Tho
776

13



#£4 BHBNR5%LL EOFEIWER (ONO-4538-0658%)

FRE RIS B (%)

HEAGE 76 15

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

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

(EEA 5 ( 66) 0 0
T 4 ( 53 0 0
TN 8 (105) 0 0
A% 4 (53 0 0
I - 4 ( 53 0 0
—i% - EEREER X O SO RRE

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

U 2 SEREL R 6 (79 2 (26 0
Rtk L O EE

&F U ¥ AfEE 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 A 4 ( 53 2 (26 0
FRGE K O TRk

% O FEIE 6 (79 1 (13 o0
W% 11 (145) 0 0
SR INIRZ S INVE 2 4 (53 0 0

¥, MR (5.3%) . KM% - EHEEDO TRISH] (6.6%) . FikkEE (¥ 7
v N —IEMERESE) 1061 (13.2%) | AT RERE 511 (6.6%) . HUR BRI REFEE 1041 (13.2%) .
R REREE 1] (1.3%) . BreeiEE (RAEMEMERE) 461 (5.3%) K Rinfusion
reaction 3% (3.9%) RO OLNT=, F7-. HEDOLEREE (FERMREIREGERE, S
B, BOROEIES) | TEEHREREE . IRUBEIRN, WEZE. EIERIEIRE, MR - BEREK
5 E D PR OB RITFRD B2 hr o T, REWERAFBURILIIEE RS (AR REM
WA Eh) 2B UEERETRT,

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

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

14



=5 FHBED 5% EOBHER (CA209057 38R)

BERIK B

Al 287 1

(MedDRA/] ver 17.1) 4> Grade Grade 3-4 Grade 5
2REIEH 199  (693) 30 (105 0O
PG WA R

FOIR B BRI T IE 19  ( 6.6) 0 0
E e

T 2 (17 2 ( 07) 0
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 ( 1.0) 0
Rt L O EE

BARR 30 (10.5) 0 0
T EHR R L O A HRRESE

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

O PEIE 24 ( 84) 0 0
W5 27 ( 9.4) 1 ( 03) 0

7. MIEMEMZE 10 61 (3.5%) . RIBHK - HEEO THI 22 6 (7.7%) . FRdPEE (F
7 e NUIERIESE) 26 B (9.1%) | FFEERERETE 15 61 (5.2%) . RLREREEREFREE 27
B (9.4%) . BHEREREE (RAME HIEMEBRE) 76 (2.4%) . Mk - #6155 1 41 (0.3%)
& O infusion reaction 8 f5i] (2.8%) 23#H LT, Tlo, BEOLEREE (FJERRARE
el ZIEALEE, FRHIESE) | THEAHRERE. RITMEmE. 1 BURIA, PEX,
HEIEMIESIE, 528 9 BER L VO RITE O DAL o 7o, REIWEAFEBLR DL E
% (BARREEEE 23T 2E0HEERE T,

QEFRHL R MAEEER (ONO-4538-52 7ilR)

HEFRIIAFDEH (NIVO/BV/Chemo) £ 271/273 41 (99.3%) | xF FREE 275/275 1] (100%)
RO LN, AFIGFH (NIVO/BV/Chemo) & ORFEBMENEE TER2WHAERLIT
269/273 il (98.5%) 2@ vz, HBLEN 5% EORWERIZT TRO LB ThoTo,

F6 FEHED 5%LLLOBIEA (ONO-4538-52 3ER)

- N B (%)
- E{jﬁi% H AFIBEH  (NIVO/BV/Chemo) Bt
e 273 f5i]

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

JiEIE 143 (52.4) 0 0

#% 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

RIEMEER = 2 — T — 120 (44.0) 3 ( 1L.) 0

15



K= 2 —m RF— 59 (21.6) 1 ( 04 0

S N 32 (11.7) 0 0

BER 15  ( 55) 0 0
BRI AT

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

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

i IR B> 59 (21.6) 16 (59 o0

TANRTGEXUEET ) b T AT =7 —E 24 ( 8.3) 2 (07 0

TI=T ) N UAT = TR 20 ( 73) 3 ( 1.) 0

27 v =880 16 ( 59) 1 (04 0

EEN 15  ( 55) 0 0
E e

(s 85 (31.1) 3 ( 1.1y 0

L 68  (24.9) 3 ( 1.) 0

TR 50 (18.3) 5 (18 0

R DS 50 (18.3) 2 ( 07) 0

Mg - 21 (717 0 0
MR LY R EE

A 78 (28.6) 15 (55 0

B H BRIV E 53 (19.4) 43 (158) 0

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

M BRI E 26 ( 9.5) 13 ( 48 0

IR E 18  ( 6.6) 4 (15 0
B R R L O A HRRESE

B iR 69  (25.3) 0 0

5 P 66  (242) 0 0
—% - EFEER OGN ORRE

TR 68  (24.9) 1 ( 04 0

FEEN 40 (14.7) 2 ( 07) 0

I 57 19 (7.0 2 ( 07) 0
MR, HESES & OVEhR

i 43 (15.8) 0 0

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

BAEIE 81 (29.7) 8 (29 0
A8 P

e 1L 65  (23.8) 37 (136) 0
BB L OURBKREE

EHR 65 (23.8) 13 ( 48 0
bRl

RO B A REAR T 26 ( 9.3) 1 ( 04 0

FRIR R RE U E 15 (5.5 0 0

BB R RE R4 14 ( 5.1 4 (15 0

¥, PRRRREE 211 61 (77.3%) . BEREUHRERIE/ X A/ XF—92 il (33.7%) . HER
MR B 43 1 (15.8%) B BREERERE T 39 5] (14.3%) | HLE O K2 JE e 36 1] (13.2%) |
FFFRERETE 35 61 (12.8%) . BHEREREE 20 B (7.3%) . MVEMERGRE 19 #1 (7.0%) .
K2 = /I dk - BBEE D T 119 6 (7.0%) | BEIFEHEEEREE 14 61 (5.1%) . infusion reaction
13 B (4.8%) . FEEMRBERERETE 5 61 (1.8%) | sk 4 # (1.5%) . ClEBETE 4 61 (1.5%) .
1 BORERRIS 3 61 (1.1%) | FRMmARZERIE 3 41 (1.1%) . BE{EPEIREZ 2 61 (0.7%) .
FES 2 511 (0.7%) . P2 1 61 (0.4%) K OMESEHIM 1 51 (0.4%) 358D Bz, Fiz,
BIEMEESE, Ok, BUEATR. ITARA, MK - Bk, MERERIEMEE, 2. 5
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E O MR, ARFFERDF K OYEFLITRER D Do 7o, RRIERFEBURDBUIBEE RS (FRR
MEMRE 2 E) 2 GT0ERHERETT,

O VB Rz 9 S QR - R ge)
DEFR L[ M AHRER (ONO-4538-77/CA2099LA 7X5R)

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

(97.7%) 2R bT-, AAIGEH (NIVO/IPI/Chemo) & DRE BEURNTE TE RV
EHEGT 322/358 ] (89.9%) IZRRD BTz, FEBLEN 5%LL EORWERIZT TR L0
ThHo77,

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

BEL e /A B (%)
ﬁiiﬁiﬁﬁ KAIDF (NIVO/IPL/Chemo) R

S 358 il

(MedDRA/J ver.22.0) 4 Grade Grade 3-4 Grade 5

2EIEA 322 (89.9) 159 (444) 1 ( 03)
MR LY 3R EE

2L 80  (22.3) 20 (56 0

I HRER IS i 35 (9.8) 22 ( 61) 0
R s

FOIR BB RE TR 27 (1.5 0 0

B B A REAK T i 52 (14.5) 1 ( 03) 0
e

(XA 32 ( 89) 0 0

T 73 (204) 14 (39 1 ( 03)

TN 94 (263) 5 (14 0

I - 47 (13.1) 6 (17 0
—% - EHEER OGO ORRE

) E 73 (20.4) 3 ( 0.8 0

I 57 59  (16.5) 8 (22 0

FEER 20 ( 5.6) 0 0
BRI AT

TS T I NIRRT =T — PN 23 ( 64) 3 ( 08 0

77 —Emn 18 ( 5.0) 8 (22 0

TANGX BT I VI AT7 2T —EBH 19 ( 53) 4 ( 1.) 0

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

BAEE 56 (15.6) 4 ( 1L.) 0
T E R R L O A RS

ESIENn 26 (73) 1 ( 03) 0

5 P 18 ( 5.0 0 0
MR, HOESES & OEhR

fififig ¢ 19  ( 53) 5 (14 0
GRS X O T HRRRE =

B 32 (89 3 ( 08 0

Z O PEIE 66  (18.4) 3 ( 08 0

W95 64 (17.9) 5 (14 0

R INIR NG 18 ( 5.0) 5 (14 0

17



72k, HURIREERERET 74 1] (20.7%) . PRERRETE 5161 (14.2%) . FEEUTHRLERE/ <
F3F—50 51 (14.0%) . NTREREFETE 48 151 (13.4%) . KiFK « /NG « BHEE O TH 26
Bl (7.3%) . BEERERETE 25 1] (7.0%) . EEORERE 21 61 (5.9%) . HIEMEMZEE
19 ] (5.3%) . infusionreaction 17 {5 (4.7%) . EIEFEEREREDE 12 6] (3.4%) . T EEAH
REFETE 761 (2.0%) | CHEFEE 761 (2.0%) . T 661 (1.7%) . HER 461 (1.1%) &
OFRARMARZEARRSE 1 61 (0.3%) 233O BTz, F7-, EEMHESE, LK, k. 1
TUBERIE ., IPARA, BLHEARE &, Mot - BB, BEERMMKET ., MERE BIEMRRE,
fEitz, 58O B, TEE I L OYEFLITERD v o 7o, REIERISBUR DL IS
% (RRREMRETEZET) 280EHERERT,

& 5

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

(KHIE A Y L~T OO HEE)

HEELIIAROA (NIVO/IPD) #f 568/576 5] (98.6%) . *IHREE 554/570 %1 (97.2%)
(ZERD BT, AFIEH (NIVO/IPD) & ORRBERPEE T E WA HFHSIL 442/576
BBl (76.7%) ([ZFBD BTz, FBEEN 5% EORERIEITEO LB ThoT-,

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

D T % (%)
F AR (NIVOTPD T
o 576 1

(MedDRA/J ver.22.0) 4= Grade Grade 3-4 Grade 5
2REIEH 442 (76.7) 189 (328 1 ( 02)
N 3 i i

RO A RE T SE 48  ( 83) 0 0

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

T 98  (17.0) 10 (17) 0
L 57 ( 99) 3 ( 05 0
—% - EFEER OGO ORRE

1 9 59  (10.2) 8 (14 0
9 57 83  (144) 100 (17 0
FEEL 43 ( 1.5) 2 ( 03 0
7R

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

7 7B 36 ( 6.3) 17 ( 300 0

TARTEX BT I TV A7 =7 —BHM 56 ( 9.7) 18 (31) 0

Y o—-EHE N 43 ( 15) 23 ( 40) 0
R L OV E

BAHR 76 (13.2) 4 ( 07) 0
RSB & OV Gk

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
#% 98  (17.0) 9 (16 0
BER BB IR 5 39 ( 6.8) 9 ( 16) 0
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7%, HURMRHERERRE 115 611 (20.0%) . NTFREREREEE 91 B (15.8%) . FhklEE: 51 41
(8.9%) . [VEMEMZRE 50 B (8.7%) | R RlfRE/ X A/ F—38 fiil (6.6%) . EJE
DR JEEE 27 B (4.7%) . KIGHK - /DGR - BEO THI 25 F (4.3%) | BHERERE 25
% (4.3%) . infusionreaction23 f5i] (4.0%) . TEEMHERERET 1961 (3.3%) . EIFEHGE
[ 19 51 (3.3%) « TR 13 61 (2.3%) . DMEFEE 9 1] (1.6%) . WEZK 6 B (1.0%) .
1 BUBESRIP 4 B (0.7%) . SE ISR 2 B (0.3%) . DK 16 (02%) . iz 1 4l
(0.2%) . gk - Bl 161 (0.2%) M OFIRILIEZERAE 1 B (0.2%) 23388 b,
Fro. BIEMEEGE, TS, i bPEIRE 28, B ikl MERE REMRE, Mk,
JE I i S OSEFLIZRRD DAV o 7=, AREIVERFBUR DI B G (BRI AR A 22 5
EEL) BEUDEINERE ST,

(KH & 77 FF 8K Gtk L OB (PD-L1 ZEL= 1%A O BE L))
HEELIIAKIGEH (NIVO/Chemo) BE 172/172 41 (100%) | % BREE 174/183 41 (95.1%)
(2R B VT AFIGFH (NIVO/Chemo) & D KIRBIR A EE TE RWVAFEFZRIL 159/172

5l (92.4%) (ZFBO BTz, RN 5% EORIERIZT TROEBY THHo T2,

#F9 FRHEBM 5%LLEDOEIER (ONO-4538-27/CA209227 R Part 1b)

BEL e /A B (%)
ﬁiiﬁzﬁn;ﬁ KAIDFA (NIVO/Chemo) BE
Vs =] 172 ’@]J
(MedDRA/ ver.22.0) 4 Grade Grade 3-4 Grade 5
2REIEH 159  (92.4) 96 (558) 0
MmigFs KOV >R fmE
=il 70 (40.7) 30 (174) 0
I FRERIS A i 41 (23.8) 23 (134) 0
/N iE 17 (99 7 (41 0
B IR E
(s 38 (22.1) 0 0
T 17 ( 99) 2 (12) o0
L 67  (39.0) 4 (23 0
SIS 14 ( 81 1 ( 06 0
Mg - 26 (15.1) 4 (23 0
—% - &EFEER OGN ORRE
1 9 18 (10.5) 1 ( 06) 0
957 43 (25.0) 8 (47 0
TR 9 ( 52) 0 0
FERE D JAE 10 ( 58) 0 0
FAH MR 9 ( 52) 0 0
FEEN 12 ( 7.0) 1 ( 06) 0
i R A A
TIS=rT I NIRRT =T BN 16 ( 93) 5 (29 0
77 —EHEm 11 ( 64 4 (23 0
TARTEXURT I T A7 =27 —BHMN 10 ( 58) 1 ( 06) 0
M7 L7 =80 12 ( 7.0 1 ( 06 0
I R ERER D 27 (15.7) 17 ( 99 0
iR 21 (122) 11 ( 64 0

19



H i BRE R 15  ( 87) 9 (52 0

R L RS
BAHHR 39 (227) 4 (23 0
GRS K O TRk RS
% O PEIE 15  ( 87 0 0
IS 26 (15.1) 1 ( 06 0

7pde. FRREREE 26 B (15.1%) | BRRUTEMEAE/ X A ~F—22 65 (12.8%) . NTHERE
b 21 51 (12.2%) . FUIRERFERERRE 16 B (9.3%) . BHEHEREE 14 1 (8.1%) . [
B 8 B (4.7%) .« RIGHK - /Mo - HEED RIS B (2.9%) . LligilESE 5
(2.9%) . infusion reaction 4 {5 (2.3%) . BEDOKEREE 2 #] (1.2%) . OHiZ% 16l
(0.6%) . 2 161 (0.6%) . 1 BUEEGRIR 1 5] (0.6%) . AFZe 161 (0.6%) . BB
REFEE 161 (0.6%) K OFIRIMARZERRIE 1 B (0.6%) 23588 iz, F7-, EIED
e, FFARA, BEIEIBE R, FERARHAEREE, MMk - BEEK. HEERMEEE, M
EREREGERE, AEEE. BER. S E DR, BN L OELITZED bznotz, R
BIERZRBURDLIBIE RS (BIRRAEMRT 2 50) 23 OEIERE =T,

20



[ - HiE]

AR OREMEYBETT L ZFA LY 2 2 L— a3 02k v, AKI3 mgkg (K
H) XX 240 mg % 2 WG TS LIBROARR O Mg iR EN S S iz, ZOf
R AH 240 mg G LTZBROREEEIL, AH) 3 mgkg 45 LICBROBREE & & ik
LTREZRT ETHENTZb DD, ARNBFICBO CARMR RIS TV D H
- & (10mgkg % 2 B CHRE) CARAIZ G LIzBEOgE & & ik L CEE
oy LRSI (FR) AT BEOBEICE T 27 — #2125 & AHA| 3 mg/kg
(IREE) T 240 mg % 2 HFFIFE CHG- L 72 BROARRF OBRE & & Ao 3 etk b
ORI & T D IRE ST T AR S, Y% OV TREIT DAL AE R,
FROAE - HEOM THEMER O SMEICAME e 2RI E PRl Sz, £, 3
NIRRT B IZ BT 2 T — XD M L 2R B UG ET VEFIH LT, AAl 3
mg/kg (2 NG CHG) . 240 mg (2 R CTHE) XX 360 mg (3 ¥ HE T
H) LA A~7 1 mgke (6 BREIMMETERYS) 208 LIcBROZ2MEZE Lo
K. FROME - HEOR CREM TR ER TRV ETRIES N,

K10 FAOEYBE 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

7o ABIOREFEDBREET VAR Lz 2 b— 3 12k 0D AHKI 480 mg
% 4 W CE G SUIBEARE O Ak - &S TG U72BRO AR O fiiE e EE 23 et
Shiz, TORER., KAl 480 mg Z# 4 WFEMNE CHE G LIZBEOEFIREBIZB T 5 E¥iMm
EHRIREE (LU, TCagss) &V, ) 1, Al 240mg & 2 IR TG L 72RO Cavgss
EHUT DTSN (FR) o 7o, AHAI480 mg Z 4 MR CHE LIZBEOE
FARIEICBI D iE FIRE (LA, [Chas) EWVD, ) 1, K] 240 mg % 2 3 [
FhA THEE LTBRD Chaxss & LR L TEMEZ R T L TRISHZ b OO, HARNBREICE
WTERENHER STV D MK - FiE (10mgkg % 2 ERIRENE CHE) TAFIZ &5
LToBED Craxss & IR L TIRMEZ 7R3 & TRIS N (FFR) . AT, #Eo@EiEIzs
JAHT7T—2ITHESE, KA 3mgkg (KHE) F720F 240 mg % 2 BRI, £ L < IEAH
480 mg % 4 HWIRINE TR G L7-BEOARA| OREE & & Ao U3 e et & OB & S
TARBIICTT AR SN, YiZEEICOWTRBM TR R, LRk -
B ORI CHIMER V2RI 2RIV & Tl S 7z,
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K11 ARORYEE T A —F

v - B Crnax Cind28 Cavgd28 Crmaxss Cmin.ss Cavgss
(pg/mL) (ng/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
S 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)
480 mg QAW (103207) (15.25?17.4) (37.?)?34.8) (14?,1 §36) (27.751,'?37) (62.11(,)9187)
10 mg/kg Q2W (142,9;22) (86.959,.?32) (10},1 ?48) (323,9225) (18421,1 gos) (232,7277)

FOE (5%, 95%4%) « Q2W : 2 EMIMIIE. Q4W : 4 WRIRING. Cmax : HIEIE 554 O fierm 37 PR EE
Cuminazs © FIAIH 514 28 H AIZI51T 2 BRI PR EE . Cavears © WIEIE G- 28 A H & T FHI i i

FE. Crmaxss 1 EFIRBEIZIS U D Fe @i Mg RS, Crinss : EHARERIZIVT D IAKIMIE PHEEE, Covess 1 EHIR
HBIZ 51T 2 R4 Iy v e B

22



4. FEFRIZOWT

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

O MEFRITHOWT

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

() BEAFERENEET 505 A RE LSRR ERE R A BRI AR
HOIER S A RS B HLSR R . Mtk s AU BB B &)

() FrEMRERBT

(3) HAESFRINEDEET D03 A BREEERRT (03 ARFCEIEIE ERbE, 23 s
W 1REBE, DA R EEREER e &)

4) AR FIRIEEZRE L, AR FRIEZ R 1| IS RIEEA L TR L2 Rk
2 Ok FEAEITSR D SR H & AT > T 2 Mk

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

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

*

o [ERIRFFISER 2 FOPWHEZE T L72RIC 5 FLLEO D ATBIRDERIRIHE 2
ToTWHZ &, 26, 28U LT PARYREL & LEERIESZEOIHME %2
ToTWsZ &,

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

@ BENOEEKAFREHOKHIZOWNT

P 3R A I RE BLCE T T A B DS R E S, SRR EN S OFRE D, ﬁxJJ Pk « %2
IR OE IR OERS ST 5 Rt A FFRNBE LG E oWE
¥, FERERLIATON LGN ESTND Z Lk,
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@ BUER~DORIGICONT
®-1 fEsx A BE 42 B

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

@-2 ERHFEIC L 5FEESINICET 22N

S ARSI D BEPTR Z2 5 e O\ Re 2 A 2 BIRIERE D RIEE =2 U 7
EEDIEROA Y ) == T ZATOERE L FwE A TE 5 F— AERKH 2
SN TWD Z L, b, BIIAHNCOWT, DABE L ZDOFEEIZHHIZHm ST
WnHZ &,

®-3 BWER OZWORNCBEI L T

BWER (REMMZEEIII X BREMEDAE, (DR, TRk, SO RAEE., KiK.
NS, BEED TR, 1 BBERIE, BUEMFIE. AR, IFHERERE . IR, s krEine
K. HURMRBEREREE . MRS, MhRREE. BEE. RIBEE. Mk, BEEDOK
JEREE . ERIARZEARAE, infusion reaction, FEFE7RMIKRET, MEKERIEMERE, F5EZ.
BE . M DR, IRIERENE, DlEbEE  (OEHE) - IR - O MEEIAMES) |
AREFERES . BEG I, EEALE) (T LT, Yaktax B ERERE O FMMEE 5
EflEEE L (BIERORZKOSICE L THRER O EEZITONSGMCHh D 2
E) L EHITEY) R AE N TE HEHINE S TND Z &,

i
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5. REMBRLLRDBE
(0B 5 4 H]
O AHOBMB LI TRROBEIZBWTHMMERBRES TV D,

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

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

7235, R E LR CEGFRIEE 728 B U TALKR A & AS T- B R 1T B T,
JFHI L L TEGFRF | % ¥ v % F— B IEA UFALK T 1 % o o % F— L IEA 0
BRI 26T 583,

@  AFNOAMOFUEMENESA] & O GIT T RO BE BN TARMEI VRS TV D,

AV AT RO T FHHE G TRE (RELEERE : IAVRTF7TF
KO ) ExXE, ERELERE: DVRTTF o NF AT TF 2 O
A RLFxER) EOUHAEES ALFIRIERE D2 EGFR Bin A REMER T
ALK A BAR T REVE O UIBRRRE AT - P38 DIE/ Nl i AR
A VY A=T EOOHEL ALFFRIERE O 72 EGFR #1518 BIZME K Y ALK
A B R T REYED UIBR RGBT - TR DFE/ N i AR
77 F SR R G b FRE R LR IVRT T F XIS AT T F
BT LB R IVRTTF o UIT AT TF o KA A
RSt R) EOPFRBS  ALFRIERO 220, PD-L1 FE=RDY 1% 0D
EGFR 85128 2P Y ALK RS B AR 1- B2 O UIBRRRE 22 1T - FEFE D IE/
Tl e g R
NNV AT RO 7 FFH G RmE (DVRTT7F RO ) %
e EOUREE  ALFEEIERE DO\ EGFR Bin AR EM, ALK fé
AT ROST @A s TR OUIBRREERHEAT - BROIER ¥ ERZIE
7Nl e e AR

kAKIOBZWIF E LT, fi5E4 : PD-L1 THC 28-8 pharmDx [ 4 = | NAR ST 5,

® FRUCHNST % I NI B 21 5 B AN DB 5 ORI IEIC ST,
FIOE DTS SN TH LT, AAOBRERG LR LR,

Wi M EIRIE 63 2 ARF 0 B 5 K O o HUEMEIESA & o 0F 5
{LERPRIEE D 72 BRI S92 ARH o il £ 5
Q@ TAENIDOH ZIMED T S LT WML OFLEEVEIEEHR & OOF & 5-

@ ALZEFRIERED 72 O UIBRARE 21T « F RO Nt BF BT, A B A=
7 L ORI D AEVECHBEN RN E B X N L BEIZRBWTE, AHL
AV LT EOHMKGEEETRETHL, AV AT ROT T F T lH %
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Gt (LR IVRT 7T ROV U 20, FEmE RO
HINEFSFL NIV ATTFLURONLRA R LFE R) & O Gz 5T 5 2%
PRI R e N E = 2 B ABREICBNTIE. ARlE A BV AwT ROT T FF il
H Lol R E & OPHE 5. PD-L1 RELRR %I 1o A B U Aw 7okt d
AR 5 5 L £ % BB BREICB LTI, KKl 75 FF 0K 52Tl
L R LR IVRT TF U XIITV AT T F RO L2 ey ERF
LR AR T T YT Y AT TFUROAA P Lt R) OGRS %%
BT 5 LNTED, BB, RROBEICHTI-> T, ME2HETIA K74 (A
AR a2 2L ™

® ALFHIERED 72 W EIFRARE /R HEAT - FFE DIER - LR FE/ MR it B E 2B\ T
NNV A2 T RO T FFR-B G0 FIHE (DAVRTIZTF RO Y Xtk
V) & OOFRHBE GRS D BEMEICRIEN 2V & & 2 b BTN T, AHA|
ERNRNY AT T ROT T FF A G RE L O G258 T 52 &N T
=D,

©® M2 A R4 > (AARMRE Y2 128\ T, ECOG Performance Status 0~1
2 75 5 UL E O R R, X% ECOG Performance Status 2 2 8 T, 5
3tEAGUEA (REZ X %) OBRFREN/HEREN TR, 77 FF/HIOfH
HHERE IRV DR SN2 W r—2A03 b 5, ZO5E ., \LFIRIEREZ AT 54
BRASBEZRMEAT - TR DI/ NI B IS\, 77 FHRIFIORNRED 72 < &
5 3 ARG A A COBRBELZ AT 5 B TR W T, AFOFME 54258
T&E 5,

@ 77 FF8A| G Tl FPERE 2 A3 D UIBRARRR 72 1T « B3 O IE/INHI o il s
(%9 2 AKI D BB G- 1 3/ B TARRRER  (CA2090173008k & O"CA209057785k) 12
BT, REEEEEOERTE EEBEONTIOEREICBNTYH REZXEAEEIC

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, 7272 L, FER T R O B Tld, PD-L1IZHLR|Z
KO EIEOHEFNERD Z EDBRBINDERPIELNLTWADZ LG, FERE
R O BBV TIIPD-LIZR B G el U 7= L CARBI O #5653 |l 29 5
TEMEFE LY,

PD-L1 ZHLEN 1%ARE T 5 2 & MR SN IER ¥ LR EE 2R\ T
BRI N2 u L EORKIS OHEMIEEH O R 5 2 5T 5, O
NATnY X< (BETHEEL) 0o = F B (AR554 : PD-L1 IHC
22C3phamis (421 ) 1€ 0 PD-LI AL LI IERT LA -%E%

T T, AEIOZWE (74 : PD-L1IHC 28-8 pharmDx % =1] ) |
FRRA DS N EE 255 12IE, LT O SCEREE %ﬁ%u$ﬁ®%5@TE%ﬁﬂf%
Do
SCHRSE)

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 TRICEYTHIRFICOVTUIAK OB ENED L INTWD Z Enn, &5 %217
DNz &

AFN D R xF LibBUE O BEERED & 5 BE

@ YAﬁﬁﬁ@éﬂ?fﬁﬁ (2R T FRC _Eiéuﬁ“é%%‘ (ZOWTIE, AANOFEGTHELR e

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

50 e R A A C R 52 % iR 8 D FRE KON B 0D 5 S ik 2 -0 S A it ¢
FE ORI RIEMEZA LD IR B 5 B

H O B OO0, UTEMHER 24 L < X0 B R R OB D
H b EE

s (&M EL 5T Db oEHE

FEAZ DG SUIEE 2 AT 5 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
DEWEHORBOBZ N0 5%, [EFIY EREY LAl Sn-88 GIRSIR) 12oW Tz oY

T2,
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6. BEZELTHEETREFIH

O WRASCEFEITM A, MERTEER DRI 2 GRS 105 & ARF O Fei: M ONiE 1
B O DI B R EZ B L ChBRT 2 L,

@ TREBIRIZIESE D B T OFBEAH R OERIEZ i L, FE 425
ThoEGTHZ L,

@ I F T AL E0CFRIER AT 2IERFE LREIZB VT, PD-L1 RBELHEL
fEs8 U7z ECARKIO B 5 OG22 Hlrd 25 Z & EE LS, PD-L1 FEELEHR
R CTE 72 WGEITIX, AR OMEHA OS2 @Il Le ECET5Z &,

@ ERBWEHO~FX Y AL MZHOWT

MEMEREBEN D L d Z ERXH DD T, KFNOEGIZHT- > T, BKRIE
W (PRI RIS, ik, FEEVE) OffEsE M OWE X S & 0 s, Bleiz+5
ZATH 2 &, Fo, MBS CTHES CT, MG~ — I —FDMm&x FEhd 5
Z &,

AFN O 51X EE D infusion reaction (i x CEEARFI H3 2%kt D T 5 U
faAT > 72 L TRt 2 2 & £72.2 [8] H LABE O A% 5-KFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIFEGH K OARA G T #IT A Z v A
CERRET %, BEORBEL 2B 52 L, 70, infusion reaction &
FHL LG A IR, R TOBELOERD FERIZEIE T 2 £ CHE - 08l
T5HZ &,

ORI REIR . TRAEERET R ORIBREERH 5O 2 B3 HDH DT,
AFN D ¥ 5B hERT M O G- B T E BRI N0 sk rE iR & (TSH. 1028 T3,
FERE T4, ACTH, M=oY —VEORIE) #FEhEd 52 &,
AFNOEGAZ X0 | WEDOREEISIZER T 5 & B 2 b D4 R R IER R
DHLOLNDZERNDD, BENRDOLNLGEITIE, B LEFRIIS LT
B 72 ek & Rk 2 e Al & i U Cli bl 2RI W 21TV, IR D
FOSIT X 2 BWER 2N g0 23551 21E, AFIORFES T I, & ORIE BE A
WEVRIOBRGEEZBETHZ L, 2k, BIBREFRLVEYOELIZ X0 EIE
HOYGERFRD IR WIGEITIE, BB RE AV LISt o Sz il Fl o8 in
HLEET D,

BT %, OB OE AR L T LEWERDNBELT L2 Enb 5729,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBE R (BIE | BUBEIR S &2 2 de) b bbdv, BERPMES F 7o R— X
ICEBDZENHLHDOT, Alg, o, EHFEOIEROBHRCMAEED L2
SEET S Z L, VEBERBEN DN GA TG EZRIEL, AR #
FOFGFEDHME) R EZITH Z &,

BIERTIE, P4, IFHEREREE . TR, B{LMEE RPN H LoD Z &R dH D
DT, EHIIITERERE LTV, BEOREEZ H3ICBET 52 &,
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® AANOERABRIZB N T, LLTFTDOX A 2 I TEYIMEOFHME 2 1T> T2 & &5
B, ARFIB G EMMICEERAE TR OMEEREITI 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, ZRUBRIX 12 M I &

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

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

WEE A URYYE Db 5 B

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

< R FRAPHEERS LD EE>
BHEIE OB 5 BE

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

BREE D & 5 BE

HEOH 5 BE

IR 5 AIREME D & 2 FBHE

< KEeHXRALOEKZREIER>

B BEHH

avIiER T T4 TF—

PO, PARA, TFRgREREE

AR A

VBT 28, I HRAEE

A4

FEFEME M N EEEDEBRE (DIC)

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

f LR

SRR AR A T (B A

SRR

B2 REARE MR (Stevens - Johnson JEMERE) . HEEMERR SIEIEIE (Lyell SEMERE) . ZIHLEE
DX R =T iAKE, FRIE - RIRETR

DFEZE, FRR ML AR ZEAE

JEYLIE

PRIR AR VE O RE G 53 WEBRE (SIADH)
HERAONREORNER, MAE R, RMHRES . WE OB S O R MM EB)[EE . Radiation
Recall 5
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KEEHEETA FTAL4 v
=R N~T (Blor#x)

(BR7E4 « A7V —AREFE 20 mg, 7V —RRHFEE 100 mg, A7 P—
RETREE 120 mg, &7V — R ETHH#HE 240 mg)

~ B RAE~

FR2 942 A (ffn44 5 AKET)
BT BE



ER/N

A o

XL HIC
AHNOFFE, (FRET
[ PR A

FaER 122D T
BhxtG L 70 D A

BOICER L TRHET & HIHA

P2
P3
P4
P20
P22
P24



1. IILBIZ

IS OGN < REMEDHEROT- DI, WA STEZEITE SVl E el 23R D
bb, 52, IEOREREIFOMEANC L0 | FUREIRS 72 & O H) 72 B /e Rk
FPEIRBDARIND T T, 2O OERMNZ EICHNERBFITRMLT 5 2 L BBED
AR & 7o TR Y RIFMBGER & SO IR T #2016 (FRk 28 A2 6 A 2 HEERE)
ICBWThH, EHERLEOHHORBHEEZXS Z LS TWn5,

AR AR E SR S, EE RS R 27 0 7 7 A VRBEFEOES L & B S MR
RHZENDD, DD, HEROLZEMEICBET HERNH0ERET 5 £ TORM,
WMELEHL O BEEZ RS ZIT D2 EPWIRE SN BFICK L THERT 2 & &bz, BIFE
RNV LTI B et & & D 2 & DS ARE 72— 18 O B & i 7= 3 R R B <
THZEREHEETHD,

L7eRoT, KA KT A4 TiE, BIFEES ZNE TITHE LN TV A EFEIH -
BHER LRI EED & | LU O E IR O feii 708 FH A2 HEHE 3 2 8LA b B B B %
F RO EFREEZRT,

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

RGe L 7 HEIRS, - A VR ERE 20 mg, A7 U — R SEETE 100mg, 4

— R EIEEE 120 mg, A7 Y — R IR 240 mg (— %4 - =
A~ 7 (Bis7HE#LZ))

RBERDBEIHNF - kR E

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

f¥E IR 5E 3 F NP TSR
(%)

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

DIHEE TR, HER O &

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

Ak & VA &%, A ) A~7 GEE ) & LTI1E 3 mgke
(RE) % 3 ERMRET 4 BRHEEHET 5, 72, oOHrEMEmE
FEOAT AT, =R v~ (B riz) LRI Z L,




2. AERN DR, 1EREF

7 — R IR EE 20 mg, R ATEERE 100 mg,  FAEETE 120 mg K OV S §RE
240 mg (—f%4 : =R~ GEE M), LT, TARF) End,) 1, /hEFEER
TEMASLEAZ Ly 7 24 BT VAR e Y —X A7 A7 (BMS) ) 2
BA7 L7t K PD-1 (Programmed cell death-1) (Z%}9 % & Nl 1gG4 & / 7 v —F /LHLfk
Th b,

PD-1 1%, &M L L2 38k (T A, B MR N F 2 T % 7 —T fifn) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIE T2 2
T ICBRT 2B AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U K (PD-LI1
KOVPD-L2) EfEA L. Vo SERICHfIEY 7P v s LT U v SERoiEALIREE
BIZFRET L TWd, PD-1 U H v RIFHUREESMBELIAMNI B b Ok~ 72 SRR 8B
LTHY, EMEREAELE )L L EGHEMEICI TS PD-L1 OFRBL L itk DALE
WM & ORI ADOFEREBIRN & 5 2 & 3 HE 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, BB L EREICIS 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 RHE S B8 AT, FURRRA CDS F5PE T Miia o Hifa &
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
EEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 72 RERRIL, 23
AR HURRF A 72 T ML OWEBEEZ BT 5HFD—> L LTEX LT
Do

AFNT, SR OFE RS PD-1 DM EIR (PD-1 U > RG-S HE) ITHEG L.
PD-1 & PD-1 U Y REDEEEET DI LICLY ., DAFURRRNZ T Mok
PEAL KOS A KBRS b3 2 MBI AS T EME 2 R 3 5 2 & CREpEM 22 P s e 2 /R 9
ZEDER SN TN D,

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



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

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

L ANy (BUF, IDTIC) &9 ,) 18X DALFREIERE 2 A 5 D RIRUIBR AR 72 I
W1/ IWVHI SO F 3 o BBl RS (ECOG Performance Status 0 &2 O8N 1) 35 il &2 %t 512,
AH 2 mg/kg % 3 B MMM CAFEE L, TEFHMEHEE Th 520053 (RECIST #A

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

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

b FVE ARG ORI UIBRANRE 72 L/ IV ) ST A8 o B BB R H (ECOG
Performance Status 0 2 OY 1) 24 il 256t 512, AAl 3 mg/kg 2 2 3 Ml IR C A eE L7z,
FEFHIHE Th 5 282h% (RECIST A4 K74 > 1.1 fUIZES S FIHEIZL 5 CR
UE PR) 1% 29.2% (90%(ZHEX M : 16.7~45.9%) ThH o1z, 728, FHANIHRE LM
ElE 6.0% CTH -7,

QUM BIFHABR (CA209066 #BR)

v-raf ~ 7 AAEY 4 VA BIR T EMAER 7 Bl (BLF, [BRAF] £\ 9,) V600
258D 7 MBS VE AR IR O RIG UIBR A GE 72 T/ IV ) S/ 58 O BB S Il R s

(ECOG Performance Status 0 &2 T 1) 418 5l (AAIH#E 210 i, DTIC #f 208 f5i]) % %F51T,
DTIC Z xR E U TAKI 3 mg/kg % 2 HFHIR CREFHE L & & O R OVZ 2
et Lo, EEFHMEEE Ch o 2EFMME (BLF, ToS) &vwiH,) (hifE [95%fF
FEX M) OSSR T, AFIFEX NE” [NE~NE] % H. DTIC #£C 10.84 [9.33~
12.09] 7 ATHY . AHIL DTIC 1Tk LIFHPRICABERIER 2~ Lz (AF— R
0.42 [99.79%fZHEIX [ : 0.25~0.73]. p<0.0001 [J&H log-rank #E]. 2014 4E 6 H 24 H
T—FHy A7),

* HEEARE (BT, [RR)



—A— FHIF
O HHIINT LB

0 3 6 9 12 15 18

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

X1 OS ® Kaplan-Meier Bi#R (CA209066 3R5%)

@YEA TR R (CA209037 #kER) 2

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

(ECOG Performance Status 0 &2 U8 1) 405 5] (CAAKI#E 272 i, {b529E1E (DTIC Xix kv
RTTF ey U ZXxEnL D) B 133 §1) 25500, (LFEEE R E LOR
#l 3 mg/kg % 2 WFMIR CHREEE L2 & 2 OFMMER OVZEME RE Uiz, EERH
HETHDHEZE (RECIST HA KT A > 1.1 fRICHES < df)Eic X5 CR X% PR)
[ZDWTAREID G ST RO 120 5% fEHTRIGAER & U CHIRRT 217 - 7o/ 3.
AHIHET 31.7% (95%(GHEIXH : 23.5~40.8%., 20144E3 A 10 HT—X B> hA4~7) T
Hoto, 2B, FRNCEDROMMITERE L TR o7z, b9 — DO LEHEFlEE T
5 0S (HFHRAE [95%IEHEXE]T) 12N T I8 BIDA X b (FETD) HZ T fEHT
AT S TAE R, ARAIFET 1547 [12.39~NE] # H ., {LFRIERET 13.67 [11.50~NE] 7
AToHY, KENEFRIECH LHGHPICH B RIEE 2RI ol (N — Rk
0.93 [95%fEHEIX M : 0.68~1.26], p=0.6299 [J&H!| log-rank fi7E], 2014411 H 12 HF
— &1y NET),



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

(LS IERIBE OARIRYIBR A HE 72 T/ IV I SO %6 o B B a5 (ECOG
Performance Status 0 2 T8 1) 30 Bl & xt4c, AFlEA U A~T720H (LLF, TARA
+A VAT End,) BE L, FEFHMBEHE Th 528%% (RECIST A K7
A > L1 RRIZHES < PRl ELIZ KX D CR XX PR) 13 33.3% (95%15 #E X [ 1 17.3~52.8%)

Thoto, 2B, FANIHRE L-HEIE 23.8% Th -7,
*: ARH 1mgkg ((KHE) L4 BV A~7 3mgkeg ((KE) Z[FE B2 3 BEEARRT 4 [BLSGEEE L%,
AF| 3 mg/kg (KEE) % 2 WM CAREE Lz, SERBLSRICBW TR, AR 2 Ralc S5 L,
A Y A= TIIAFOBRER T 235 30 53U EOMIEE BV TR ZBE L7,

©ugsh IR ER (CA209067 #XER)

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

MiE], 20064E8 A 1 BT —% v "4 7)),
*: K| | mghkg (KTE) &A1 U A~ 3mgkg (KE) %[ HIC 3 BREIRIFGT 4 [BSHE5E L%,
AFH 3 mgkg (KTE) % 2 RN AR L, PP SRICHEOL T, ARZROICRE
L. AU A= Z AR OB EET 705 30 458 ORI %2 B T 5 2 Btk L,

1.0 f
0.9
0.8
0.7
0.6
0.5

BRHF

0.4 K KE+AEYLTTR
0.3 A REIE
0.2 O AEYLTTE

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

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




728 IRIBUIBRARE 2R M AR E 250 RICAH + A U A~ THREIZOW TGS
L7140 56 1 FERBR (CA209004 3XBR) D= — b 8 ICBIT 5F%%E (modified WHO J
HEIZHAS < CR UE PR) 1F, ABFIEIERIGIREE T 46.4% (13/28 15, 95%[EHIX[H :
27.5~66.1%) . {LFHRIEBEIRIE BT T 38.5% (5/13 f3il, 95% 5 #EX[H : 13.9~68.4%) T
HoT,

(PD-L1 FEBLIRBLR DA 2hiH Mo OV 424)

WA MAHRRER (CA20906755k) (THEAAN B2 BEOT — X ITHES& | JEEHM
[ZBVVTPD-L1 2% 8L U7 fEE A 5 251G (LLF, TPD-LIFEBIZE] L\vH,) Hl
(ZHRER BN IRIT 2 AT > Te A IMER L EMEOFRERIZIU T O LB ThoTz,

ARMEICBI LT, PD-LIZEBIRD 1% AN (PD-L1<1%) OBZFHEM & i L T1%LL E
(PD-L1=1%) DEBRFHEMTA Y A~T7 O _EFREEMBMEA 2R S N (FX),
BB, AH+A Y A~ TRORENT 0 T 7 A JWIFPD-L1 <1%0 BHEHEM L PD-L1=
1% 0D BEEM TR TH - 72,

PD-L1REBRE1 %K PD-L1EHE1%LLE

HRHE

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

X3 CA209067 FRBXD PD-L1 EIHEH|TD OS D Kaplan-Meier Hif
(£E : PD-L1<1%DBELF. A : PD-L1=1%D BEEF)



DIE BRI [F AR (ONO-4538-21/CA2092387-54)

SEARUIERE O IMb/e B/ IV o MR AMEEE 906 1 (A ARNEHE 28 Bl Ede, AFIRE
45361, AV L~T (BETHHZ) BE4S3 ) 2RI, A8V AT ERRE LT
AF 3mg/kg % 2 TN CAMETE Lz & 2 OFIMER ORI Z2 R Uiz, B
HH Th 5 MM (PR [95%EREXMH] ) ORI RIL. AFEET NE

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

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

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



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

1 BBED 5% EORIER (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 FE RS T E 5 (14.3) 0 0
H Ik
T 4 (11.4) 1 (2.9) 0
L 2 (5.7) 1 (2.9) 0
REES 2 (5.7) 0 0
—i% - BEEER L O GERAOIREE
57 5 (14.3) 0 0
& 2 (5.7) 0 0
FEEN 3 (8.6) 0 0
SR R P
fhEE 2 (5.7) 2 (5.7) 0
NN
ALT ¥8n 4 (11.4) 1 (2.9) 0
AST H#80 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
fHr > Ko RN 2 (5.7) 0 0
1A LDH ¥4/0 5 (14.3) 1 (2.9) 0
1A TSH > 3 (8.6) 0 0
ifi 7 TSH $50 7 (20.0) 0 0
CRP #4/10 5 (14.3) 1 (2.9) 0
I EREREE N 4 (11.4) 0 0
y-GTP #4/0 4 (11.4) 4 (11.4) 0
JRA TR o B 2 (5.7) 0 0
~EZ B LR 3 (8.6) 1 (2.9 0
U 2 RERER 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 INER F ik 2 (5.7) 1 (2.9 0
R I ER Bk 2 (5.7) 1 (2.9 0
M ifn BER %Rk 6 (17.1) 0 0
WEdfE T3 H50 2 (5.7) 0 0
SWERE T3 P 8 (22.9) 0 0
SWERSE T4 WD 6 (17.1) 0 0
SHERfE T4 H30 2 (5.7) 0 0
U U~ FR--H 3 (8.6) 0 0
M ALP #4500 5 (14.3) 1 (2.9) 0
HUHIR RGBS 3 (8.6) 0 0
HAE~ — A —HEhn 2 (5.7) 0 0
HUZHUREE N 2 (5.7) 0 0
VR A S N = e G ) | 4 (11.4) 0 0
ifi. /R CK 8 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 13
(MedDRA/J ver.16.0) 4= Grade Grade 3-4 Grade 5
e £ OV% Ml =
H B 6 (17.1) 0 0
Z D FEIE 11 (31.4) 0 0
F5 2 (5.7) 0 0
iR INITRZ SN R 2 (5.7) 0 0
HE TR R J& 2% 2 (57) 0 0
B I 6 ) 4 (11.4) 0 0

¥, FEMEMZEE 1 F] (2.9%) . KBk - BHEO TR F] (2.9%) . #fREE 4 5]
(11.4%) . ITHsnelsEs 5 61 (14.3%) . BHERERE 2 B (5.7%) . FURIRHEREREE 8
(22.9%) . BIEEEE 16 (2.9%) . EEORBEESE 1] (2.9%) KOS E S EK 1 4]
(2.9%) PO BN, T, PEAFHEEERS ., infusion reaction, 1 BFERPE, FEK.
BEIEMEEIE, Mok - MRS, DR, k. TR, MBUHRURE X 43 F— KU
P M I B PESR BRI X2 B R Do T2, ARBIWEARBURIUIE L E S S (AR
EREEET) 2E0EFR-RERT,

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

BEFRGIL 2224 il (91.7%) (28RO BV, KAlE OREBEFNEE TERVWEHHE
R0318/24 B (75.0%) 1ZF8 0 vz, FEBLEN 5%LL EORWEHIZITERD LB Th -
776

2 FEEDP 5%U EORIWER (ONO-4538-08 ER)

BRI B (%)

FAGE 24 {4

(MedDRA/J ver.18.0) 4= Grade Grade 3-4 Grade 5
EEIEN 18 (75.0) 2 (8.3) 0
APAR A

RO IR REAR T 6 (25.0) 0 0
B Ik

GIVT 2 (8.3) 0 0
—i% - BEREER IO S EOREE

[y 4 (16.7) 0 0
AR AR A

R 2 (8.3) 0 0
s L O E

FEXT SIS 2 (8.3) 0 0
RN TP SE N i =

il 2 (8.3) 0 0
KRR X O FHlkEE

H Bt 5 (20.8) 0 0

& O FEIE 5 (20.8) 0 0

I NITRZ YN S 2 (8.3) 0 0

B, Rk - HEO TR 261 (83%) | NTFHERERET 161 (4.2%) . THE(AEKRE
165 (4.2%) KROHUIRIHERERET 7 61 (29.2%) 2358® bivie, F7o. MEMEMZREE,
FRRERETE (7 2« NL—IEGEESE) | BRRRERE (RME MR RE) | BB
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infusion reaction, 1 BUNEIRN, FEEDREREE (K MALERREMERE, SIALEE, BIRE
BE) | BER, EIEGEAE, MK - BERE. SE DR, LK. Bk, TR, B
FRRRARIE / X A /T — K OV Vel N PESEBEIR 1358 0 DL Ze o 1o, REWER %
BURDLIIEESES: (BRMAERTY 2 51) 2B OEFERELTRT,

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

BE (%)
L YAN'S
ﬁiiqgj;ﬂ = AFIRE DTIC #f
(MedDRA/J ver.17.0) 206 f1 205 1
4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
RITEA 153 (74.3) 24 (11.7) 0 155 (75.6) 36 (17.6) 0
MgHR LY R EE
I BRI E 0 0 0 23 (11.2) 9 (4.4) 0
M IR E 0 0 0 21 (10.2) 10 (4.9) 0
H Ik
(EE 22 (10.7) 0 0 25 (12.2) 0 0
T 33 (16.0) 2 (1.0) 0 32 (15.6) 1 (0.5) 0
HEL 34 (16.5) 0 0 85 (41.5) 0 0
LR 13 (6.3) 1 (0.5) 0 43 (21.0) 1 (0.5 0
—f% - REREER O S ERoREE
e 21 (10.2) 0 0 25 (12.2) 1 (0.5) 0
it 41 (19.9) 0 0 30 (14.6) 2 (1.0) 0
FEEL 15 (7.3) 0 0 10 (4.9) 1 (0.5) 0
Rtk L OSRFHEREE
BRI 11 (5.3) 0 0 19 (9.3) 0 0
B H R KO ARk E
RAEiidR 12 (5.8) 0 0 3 (1.5) 0 0
TR B
SHYF 9 (4.4) 0 0 14 (6.8) 0 0
FRE X KO PR fRbE
HLBE 13 (6.3) 0 0 4 (2.0) 0 0
A B RS 3 (1.5) 0 0 11 (5.4) 0 0
& O PEIE 35 (17.0) 1 (0.5) 0 11 (5.4) 0 0
FIB 31 (15.0) 1 (0.5) 0 6 (2.9) 0 0
e A B 22 (10.7) 0 0 1 (0.5) 0 0

7RE . AFIFEIZ BV THEMEMZEE 3 61 (1.5%) . KIBHK - EED THF 6 71 (2.9%) .
PR (K7 2« NU—EEEEE) 28 1] (13.6%) . IFEEREREE 761 (3.4%) . B
REFETE 4 B (1.9%) . FHEEMEHERERET 4 61 (1.9%) . FRIMERERES 13 61 (6.3%) .
infusion reaction 15 5l (7.3%) . 1 ALHESRHS 1 5] (0.5%) . BEFEEDFRERESE 3 61 (1.5%)
KLOSEIER 1B (05%) BB, o, BIREE, WK, BIEMREE, K
% - RIS, DRI, AR, TSR, BERUTRLARIE/ < A /3T — K OV M i/ M4
SRBERIERR O BV o T, ABIWEMFEBLRILIEERES (FRRMEMEET 2 51) %
BB RE R T,
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@yFAEIFERER (CA209037 #BR) 2

B EFLITARAIRE 265268 11 (98.9%) . ALFIHIERE 98/102 1] (96.1%) IT#DH 5
AU, IRBRIE & OREERN G E T E WA FEFHGIIAAKIRE 199/268 15 (74.3%) . b5
FRIERE 85/102 1] (83.3%) 1T38 D BTz, WFNDDRETRILERN 5%LL EORIWERIX
THROELEEY ThHoT,

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

o VAS =1
et AT PR
(MedDRA/J ver.17.1) = 268 B 102 1
%= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5
AEIER 199 (74.3) 33 (12.3) 0 85 (83.3) 35 (34.3) 0
MiEdR L R RfEE
21 18 (6.7) 3 (1.1 0 24 (23.5) 5 (4.9) 0
M ifn BR ek iE 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
M IR E 1 (0.4) 1 (0.4) 0 12 (11.8) 6 (5.9) 0
PR
FOIR IR FE REAR T E 18 (6.7) 0 0 0 0 0
I
A 11 (4.1) 0 0 15 (14.7) 1 (1.0) 0
T 42 (15.7) 1 (0.4) 0 16 (15.7) 2 (2.0 0
L 33 (12.3) 0 0 39 (38.2) 2 (2.0 0
g - 12 (4.5) 1 (0.4) 0 21 (20.6) 3 (2.9) 0
—i% - BEEER L OGN OREE
T IE 14 (5.2) 0 0 7 (6.9) 0 0
95 I7 82 (30.6) 3 (1.1) 0 41 (40.2) 4 (3.9 0
5, FER L OWLE A GHE
HEATEE S S 4 (1.5 1 (0.4) 0 9 (8.8) 0 0
Fife PR AR AT
ALT ¥4 14 (5.2) 3 (1.1) 0 1 (1.0) 0 0
AST 40 15 (5.6) 2 (0.7) 0 2 (2.0) 0 0
I R ERE A 0 0 0 7 (6.9) 3 (2.9 0
i MR 1 (0.4) 0 0 8 (7.8) 3 (2.9 0
M ifn BRE Rk 3 (1.1 0 0 8 (7.8) 2 (2.0) 0
Rith L Ok E
BARIEER 18 (6.7) 0 0 17 (16.7) 0
BRI L O A MRk E
RAHiR 15 (5.6) 0 0 13 (12.7) 1 (1.0) 0
7 P 11 (4.1) 0 0 8 (7.8) 0 0
PR bR
K= 2 —m T — 1 (0.4) 0 0 10 (9.8) 1 (1.0) 0
B 3 (1.1 0 0 10 (9.8) 0 0
MR 2R, BERds X OViEhR IR =
% IR 13 (4.9) 0 0 8 (7.8) 0
FRgF L O PR RRREE
BB E 2 (0.7) 0 0 28 (27.5) 0 0
& D FERE 51 (19.0) 0 0 2 (2.0 0 0
B 34 (12.7) 1 (0.4) 0 5 (4.9) 0 0
BEIR TIB IR 2 16 (6.0) 0 0 2 (2.0) 0 0
M A BE 24 (9.0) 0 0 0 0 0

72k AFIBEZ B TRV MR R 8 1] (3.0%) . KIG4 « EED T4 4 (1.5%) .
PR 33 1] (12.3%) . FFEEREREEE 22 f5] (8.2%) . EAEREREE  (JRANE [ MER 2%
Z5) 561 (1.9%) . FRRARFERERESE 23 f3] (8.6%) | EIEFEZE 1 1 (0.4%) . infusion reaction
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10 (3.7%) . FEEOREEREE 1 6] (04%) . L 26 (0.7%) KOS E D R 3 4
(1.1%) RO Bz, Fo, TEMBEERERTE. | BUNERW, SEEMMEIGE, KK - 86
S, hde. Mhde. BT, RRBUTHBMEIE/ X AT — K OV M i/ NSO 1 2R B 7
IXFB O BV o T, AEWERRBUR DU EF S (RRREMRET 2 E5T) 2804%
FHERE R,

G@EWNH TFHRER (ONO-4538-1775%)
AEFERITEH (100%) ([ZFD HiL, AHlE ORREENPEETERVAETEFR LA
il (100%) TR HiTc, FWHRNS%LL EORIERIITERO LBV ThoTo,
£S5 RBIED 5% EORIER (ONO-4538-17 FAER)

LRE BRI B% (%)

HEARGE 30 {3

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

=il 2 (6.7) 0 0
3 IsRE TS

FR AR RE TTIESE 2 (6.7) 0 0

RO IR B EAR T 7 (23.3) 0 0

TR 2 (6.7) 2 (6.7) 0
El e

5K 5 (16.7) 1 (3.3) 0

T 16 (53.3) 1 (3.3) 0

M AR 2 (6.7) 0 0

HEL 4 (13.3) 0 0

BERPS 3 (10.0) 0 0

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

it 5 (16.7) 0 0

[y 7 (23.3) 1 (33) 0

HRRY AR 2 (6.7) 0 0

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

e B R 7 (23.3) 4 (13.3) 0

b 2 (6.7) 0 0
AR AR A

ALT #4510 11 (36.7) 3 (10.0) 0

77— 5 (16.7) 1 (3.3) 0

AST H41 11 (36.7) 2 (6.7) 0

y-GTP 40 5 (16.7) 3 (10.0) 0

Y S— I 12 (40.0) 7 (23.3) 0

IR 2 (6.7) 0 0

M7 RRT 7 & —BH 4 (13.3) 0 0
B L OsesEEE

=AY U A AE 2 (6.7) 0 0

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

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

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

RAEiiR 5 (16.7) 0 0
R R R

R 2 (6.7) 0 0

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

R M 2 R 2 (6.7) 0 0

13



E=gilNG | B (%)
FEARGE 30 Bl
(MedDRA/J ver.20.0) 4= Grade Grade 3-4 Grade 5
EIEEEE 2 (6.7) 0 0
g KO gk
= D PEIE 10 (33.3) 0 0
95 18 (60.0) 2 (6.7) 0
iR NRZ YN S 4 (13.3) 1 (33) 0

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

MAMERE 2 5T) ZatE

@M/ AR (CA20906775R)

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

R E R

B (%)
DL YA
T RATA Y v T A TEI LT
(Med];EEl{A/J ver.19.0) — 313 1 313 Bl 311 i
%= Grade Grade 3-4 GradeS 4 Grade Grade 3-4 Grade 5 4= Grade Grade 3-4  Grade 5
2RIER 300 (95.8) 183 (58.5) 0 270 (86.3) 65 (20.8) 0 268 (86.2) 86 (27.7) 1 (0.3)
PN WA
FOIR e e e E 34 (10.9) 3 (1.0) 0 15 (4.8) 0 0 3 (1.0) 0 0
RO IR BEAR T E 51 (16.3) 1 (0.3) 0 32 (10.2) 0 0 14 (4.5) 0 0
TFEERR 23 (7.3) 5 (1.6) 0 2 (0.6) 2 (0.6) 0 12 (3.9) 5 (1.6) 0
H I
e 28 (8.9) 1 (0.3) 0 18 (5.8) 0 0 28 (9.0) 2 (0.6) 0
PNTS 40 (12.8) 26 (8.3) 0 7 (2.2) 3 (1.0) 0 35 (11.3) 24 (1.7 0
(EE 12 (3.8) 0 0 19 (6.1) 0 0 17 (5.5) 0 0
T 142 (454) 30 (9.6) 0 67 (21.4) 9 (2.9) 0 105 (33.8) 18 (5.8) 0
M PNz 19 (6.1) 0 0 13 (42) 0 0 7 (2.3) 0 0
CIT 88 (28.1) 7 (2.2) 0 41 (13.1) 0 0 51 (16.4) 2 (0.6) 0
M - 50 (16.0) 8 (2.6) 0 22 (7.0) 1 (0.3) 0 24 (7.7) 1 (0.3) 0
—f% - EEREER X O SEOREE
77 i 31 (9.9) 1 (0.3) 0 25 (8.0) 1 (0.3) 0 17 (5.5) 2 (0.6) 0
B 22 (7.0) 0 0 12 (3.8) 0 0 10 (3.2) 0 0
i 118 (37.7) 13 (4.2) 0 111 (35.5) 3 (1.0) 0 89 (28.6) 3 (1.0) 0
FEEL 60 (19.2) 2 (0.6) 0 21 (6.7) 0 0 21 (6.8) 1 (0.3) 0
g AR AR A
ALT ¥4 59 (18.8) 27 (8.6) 0 12 (3.8) 3 (1.0) 0 12 (3.9) 5 (1.6) 0
77— 23 (7.3) 9 (2.9) 0 17 (5.4) 5 (1.6) 0 15 (4.8) 4 (1.3) 0
AST 81 51 (16.3) 19 (6.1) 0 13 (4.2) 3 (1.0) 0 12 (3.9) 2 (0.6) 0



Bi%x (%)

Rt FATAEU LTI A eV LT
(Me d[“);A/J ver19.0) 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 R—BHEN 43 (13.7) 34 (10.9) 0 24 (7.7) 12 (3.8) 0 18 (5.8) 12 (3.9) 0
RERD 19 (6.1) 0 0 10 (3.2) 0 0 4 (13) 1 (0.3) 0
Rtk L OSERE
AARIRGE 60 (19.2) 4 (1.3) 0 36 (11.5) 0 0 41 (13.2) 1 (0.3) 0
T EH SR KO ARk S
BAfR 42 (13.4) 1 (0.3) 0 29 (9.3) 1 (0.3) 0 21 (6.8) 0 0
5 A 17 (5.4) 1 (0.3) 0 15 (4.8) 1 (0.3) 0 9 (2.9) 0 0
TR
EEED E L 17 (54) 0 0 15 (48) 0 0 1135 0 0
ST 14 (4.5) 0 0 18 (5.8) 0 0 9 (2.9) 0 0
SR 34 (10.9) 2 (0.6) 0 24 (7.7) 0 0 25 (8.0) 1 (0.3) 0
Mg, BOERES K OEhR
AT 24 (1.7) 0 0 20 (6.4) 2 (0.6) 0 15 (4.8) 0 0
IR TR 2 36 (11.5) 3 (1.0) 0 20 (6.4) 1 (0.3) 0 12 (3.9) 0 0
fitiligi e 21 (6.7) 3 (1.0) 0 4 (1.3) 1 (0.3) 0 5 (1.6) 1 (0.3) 0
KR F KO FRERkRE S
a L% 15 (4.8) 0 0 17 (5.4) 0 0 11 (3.5) 0 0
9 FEAE 112 (35.8) 6 (1.9) 0 67 (21.4) 1 (0.3) 0 113 (36.3) 1 (0.3) 0
B2 91 (29.1) 10 (3.2) 0 72 (23.0) 1 (0.3) 0 68 (21.9) 5 (1.6) 0
BEIR LB IR 5 38 (12.1) 6 (1.9) 0 14 (4.5) 2 (0.6) 0 38 (12.2) 1 (03) 0
= FIEE 27 (8.6) 0 0 28 (8.9) 1 (0.3) 0 16 (5.1) 0 0

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

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

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

#£7 VTR OBETHRRARN5%L EORIER (ONO-4538-21/CA209238358)

BiEx (%)

-
Rl A PRI
(MedDRA/J ver.20.0) 452 3l 453 1

4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5
AEIER 385 (85.2) 65 (144 0 434 (95.8) 208 (459 0
B H R LUV A ks
BaHm 57 (12.6) 1 ( 02 0 49 (10.8) 2 (04 O
5 PR 35 ( 7.7 1 (02 0 19 ( 42) 1 (02 O
H ks
T 110 (24.3) 7 (15 0 208 (45.9) 43 (95 0
D 68 (15.0) 1 (02 0 91 (20.1) 0 0
28] 29 ( 64) 0 0 46 (10.2) 1 (02 0
Mg 12 ( 27 1 (02 0 4 (97 2 (04 O
(mEL R 24 ( 53) 0 0 14 ( 3.1 0 0
NI DS 9 ( 20 3 (07 O 45 ( 9.9 3 (75 0
— - REEERBLOE GO REE
1 7 0E 57 (12.6) 1 ( 02 0 53 (11.7) 4 (09 0
9557 156 (34.5) 2 ( 04) 0 149 (329) 4 (09 0
TEEN 7 ( 15) 0 0 54 (11.9) 2 (04 O
FRIR IR AR
VoR—-EHIN 30 ( 6.6) 19 ( 42) 0 26 ( 57 16 (35 0
ALT #4810 28 ( 62) 5 (LD 0 66 (14.6) 26 ( 5.7) 0
AST #4/n 25 ( 55 2 (04 O 60 (13.2) 19 (42 O
TIZ— B 25 ( 55) 9 ( 20) 0 14 ( 3.1 5 ( 1L1) 0
KRB LONEREE
BARIEGE 18 ( 4.0 0 0 39 ( 8.6) 1 (02 O
PR R IR E
GV 44 ( 9.7) 1 (02 0 79 (17.4) 7 (15 0
R 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 (1) 0
95 90 (19.9) 5 (LD 0 133 (29.4) 14 (31 0
R0 g | MEREs KOMEhmIE
W% ) 15 ( 33) 2 (04 O 24 ( 53) 0 0
o WAk
R BB RR IR T AE 49 (10.8) 1 (02 0 31 ( 6.8) 2 (04 O
FOPR IR A RE TTHESE 36 ( 8.0 1 ( 02 0 18 ( 4.0) 1 (02 0
IERLTS 7 ( 1.5 2 (04 O 48 (10.6) 1 (24 O

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

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

AHNORHEMEYBIREET LV EZRHA LIz I 2 b—r 3 2k A 3mgkg it
240 mg % 2 JARFIR TR G L 7ZBRO AR O MG TIRES T Sz, ZORFR. AH
240 mg %5 L - BRogGEEIL. AK 3 mgkg 25 L BROBRGERE & ik LRl
T ETHESNTEDOD, BRNEEIZB O TEEMEN MR ST Fik- HE (10
mg/kg % 2 MR CHE) TARFZEG LIZBEOBRE & & g L CRMEE =7 & T3
St (TR, Mx T, BEOEEICIIT 27 —Z 1S E | AH| 3mg/kg X% 240 mg
Z 2 AR TG L2 BRO A O R & & A M SUTL 2 & ORI 2 Gt 2 1%
BSUSTET VDREE S, BkBhElZ DWW TREIDTh /R, ERRo ML - HEo
M CHIER OVZeMICHfER 2R T v & PRIz, o, EfERAHEEEIZBT
HT —HIZHADE | KA1 mgkg XL 80mg & A VU A~ 3mgkg % 3 HEIHRE T
B U T BROAHN O iR & & 22tk & OFE A T3 2R SUSE T LV AMEE S 1L, i
BREIZ DWW TIREI T OISR, RRLo Mk - HEOM TN 2RI 20
EFPHlENnT,

K8 FHNDEMEIR T A —F

- R Crax Chrmind14 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 #IEIF 57214
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 EHARIBIZI T 2 BARMIETIRIE, Cavess 1 EHFAIRIBIZIS T 2 FEHMLIE T
=38

7o ABIOREFEDBREET VAR LY 2 b— 3 12k 0D AHKI 480 mg
% 4 FERFERGE CHG SUIBEARR O L « FH B TR U 72 BR O ARK 0 i o i B 23 et
Sz, ZOREFE., KK 480 mg % 4 HEMR TR G L0 EFIREBIZB T 2 Fim
TEHIRE (LT, TCagss) V9, ) 1%, AHI 240 mg % 2 B RHIFIR TG LIZERD Caygss
EHUT DTSN (FR) o 7o, AKHAI480 mg Z 4 MMM CHE LIZBEOE
FORBEICR I D MiETIEE (AT, [Chass) &9, ) 1. AHI 240 mg % 2 H R
[FIRR CHEG L72BE D Craxss & L CTRAEZ AT & TS N2 b OO, AARNBEICE
WTEARPENHER SN TWAH M - Ji& (10 mgkg % 2 BRIENR THE) TAF &5
L72BED Coaxss & I L CTIRfE AR & FRIS 7 (FR) o M T, #HomEEcs
57T —XIZHAS X KA 3mgkg (KE) F721d 240mg % 2 BRI, & L < ITAA)
480 mg % 4 EEMNE TG L 72BOARF OIRTGE R & A 32 et & o B % Mt
TAHRBIOCTT AR SN, YiZEEICOWTRBM TR R, Lok -
A BEOR THIWE R VL EVEICHM 2 2R T Vv & PRl S vz,
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R AROEYBE T A —F

v - Crnax Cind28 Cavgd28 Crax,ss Chnin,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)
10 mgfke QW (14é,9;22) (86.959,.?32) (101,1 ?48) (32;,9225) (18421,1 203) (232,7277)

U (5%, 95%43) . Q2W : 2R, Q4W : 4B MIRE. Cumax : HIEIFE 514 0 f ) ML IR EE
Crmina2s : #5128 A HIZ 31T 2 SR TE PR, Caveazs : IR G-1%28 A H & T2 i i EE |
Cnaxss 1 EFIRIEICIIT DR MAE TIREE . Cininss 1 EFIREIZIT D BARMIE TIREE . Cavess : TEFIRTE
(ZRUT D R i R
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4. fEFIZOWVT

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

O MEFITOWVT

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

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

(2) FEEHSRERIE

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

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

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

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

fESNTNDZ &,

*

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

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

© BENOERFREEDOEHIZONT

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

B MERR B O EE R BITERA N RAE LIZBRIC, 24 BRRIR2IRIRHIO T, ik X
IEEE R 123N T, BB L2 BIERNCS U CABERE E & O CT & O EIERH ORI 24
ERRAEOR RIS Y AFIE O, EHITRISATREZRARI N E > Tnd Z &,

@-2 EERNEFEFICL2AFBLNNICETLEH

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

@-3 BIFERDZUTLRINICE LT

BIVER (RVE MR BTN 2 | EAEMEEDAE, O R, Mk, B RARE . RIBXK.
NBS, BEO TR, | BBERE, BUEATIR. AR, IS TR, mifbrEiase
K. HURBRBEREREE . MEABERERE . MhRREE. BEE. RIBREE. Mk, BEEDK
JEREE . ERIARZEARAE, infusion reaction, FEFE7ZRMIKFET, MEKERIEMERE, F5EZ.
BE . M DR, IRIERENE, DlEbEE (OEAE) - IR - O MEEIAMES) |
AREFERES . BEG I, EEALE) (T LT, Yakhtiax B ERERE O FMMEE G 5
EhfEEE L (BIERORZKOXINICE L THRER O EEZZITONSGMCH D 2
E) L EBITET) R ALE N TE HEHINE S TND Z &,
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5.

BEXNR LI DBE

(2B 54 1H]

@

@

TREDBEHEIZBOTARADOFIMERREN TN D,

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

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

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

HZk,

KHF+A Y b~ T EREIICFPRIERIBIEORIGUISR AN G e M R A S 2 55
& LAV E IARRER (CA209067388R) 1B W T, MR E S A B ) A~THKE
Zxt L CAEMEDRRES TV D, 7272 L, ARFI+A BV A~ TG & ARA
Gl U7 BRI REHC B W T, PD-LIEBRBIC LV A Y A~vT D R
WNRP B DEAPRRENDERPI GO TND (Tp2R) . 207D, Rik
UIBRA R 2B R AEEE 12BNV T, AFlE A B Y A~ T L OPFHELG- O E %)
Wrd 23545, PD-LIBE* 2RI 52 ENEE LV, PD-LIBEEN1%LL ETH
D EDHER SN BE TRV TL, JRHL ARIEMER LSBT S, k. HBiG
GIBRARE 72 B LA R 2 )R & U7 ygah a1 FEEBR (CA20900438k) D =274k —
FBIZHR W T, (b PHRIERIGIEBE AL FRIEEREE L O TAAI+ A B U A
~ 75O NECIER ZRITIRD TR,

kARKIOBZWIF E LT, fi5e4 : PD-L1 THC 28-8 pharmDx [ 4 = | NA&AR ST 5,

(1)

AJCC (American Joint Committee on Cancer) J&i55HE (55 7 ) (&2 < 34l
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[tz B 4 5 F1E]

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

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

DS, MOTEPERPFUE DS R WIGEITRY | HEICAFZENT 52 L 2B ETE D,

o [FEMMREOEHIITEEDOH D BHE

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

o HORERBOED, XUHEMHER7ZE L < ITFERMED B O i B OB TR D
oraysecy

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

o FEBORYSUIBIEE AT B

*  ECOG Performance Status 3-4 2 0B

(2 ECOG @ Performance Status (PS)

Score | EFE

0 | &<MERIEEHTE 5, Bl & R U R EAERNHRZ AT D,

PRREIZI LUEBNTHIR S 225, BTAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

ATRARETH A O OEY O Z LT F N THREEZSERTTE 20, B O 50%0 Eid~y R Tl 2,

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

AW

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

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

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

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

FEREWER O~ A MZDOWNT

@

@

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

AFNOFEIZEE O infusion reaction (2 2 CEARHI 43Rk D T 5 U
%477 L CBRMET 5 2 &, £ 72,2 [Bl B AR O AH$ 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIFEGH K OARA G T #IT A 2P A
CERRET %, BEORBEL 28I 52 L, 70, infusion reaction &
FHLLUIZGA IR, R TOBELOERD ERIZEIE T 2 £ CHE - 08l
T5HZ &,

ORI REIR . TRAEERET R ORIBEERH bbb Z B3 H DD T,
AFN D ¥ 5B AERT M O G-I I E IR N3 s RE iR A (TSH. 1078 T3,
FERE T4, ACTH. I =V —VEORIE) #FE i+ 52 &,
AHNOFEEIZ LY | BEORERISIZERT 5 &5 2 bildikx IR BOW e
DHLOLNDZENDD, BENRDOONTEGEITIL, BELEFRIIS UL
B 72 05k & BRBR 2 Ff- D R Al & i U Cal bl 2 B ns W 217V 18R o5
FOSIT X 2 BWER 2 o 2 355 12id, AFNORIE T I, R ORIE RE A
NEHOBRGELBETDHZ L, B, BIERERLVE L OEGIZEVREIE
A OYGERFRD IR WIGEITIE, BB RE AV LISt o Sz i Fl o8
bEETD L

BeEAET %, BOEBIOE ARRE L T LEWERDBET 2 EnbH 57129,
AFNDOBERETRICHRIEHORBIZH2IZEET H 2 &,

1 BRUBE R (BIE 1 BUBEIR WS 2 3 de) b bbiv, BERPMES F 7o R—v X
ICEBDZENHLHDOT, Alg, D, EHFEOIEROBHRCMAEED L2
SEETAHZ &, 1 BBEREN DN GA IR EEZ I L, AR 8l
FlOF 5 E DY L EZITH Z &,
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o IAUBESRIF (BIE | BBEIRIG 25 de) 2 b bdv, BEREMES R TV R—v X
IZEDZENHLHOT, Hig, Hol, WRH-FORER DR B MAEE O LA-12+
SEETDH L, VAR SEDN S A IS ERIE L, AR
R OBEEDOFEE) R WEZITH Z L,

o BBEMTZ. TS, ITHEREREE . TR, B LHERERDRHSDOND 2 ENRH D
DT, EFIIFERREZITV., BEOREL+SICBET L2 &,

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

BR&AR 6 3 7 AU, ZHBABEIL, 5646206 1 FEMIL 6 JE 2 & G 2MEDRE

flizAT > TWI2Z L 2BEBIT, REIEGHITESICHROMEREZITH Z &,

FEARTI R O MR R EASEEE ~OIFRMBIRE & UTHEET BRI, AR ORIR

AR NT, 12 @ Z IO AT > TWe Z &2 2B, Khlkh

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

AFNOEGHFIZ 12 TAETETDHI &,
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HEERHEEST A RFA v
=R~ 7 (BinFr#Z)

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

~ TR SHER I ~

A2 943 A (AFn 445 AKET)
RS BE



ER/N

S

XU

AFN DR, ERBEST
A IR AR
el ANE

ELECD O Bl AN ey

BOICER L TRET & HIHA

P2
P3
P4
P9
P11
P12



1. IZT®IZ

RIS OF M « ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEM ORI L0 | FURESR S 72 & OFH0 72 5 LA E R
FPEZRBDARIND T T, 2O OERGNZ EICHNERBFIRMLT 5 2 L BBEO
PR & 72 o TR Y RRIFMBGEE & YR O FARTTEE 2016 CEAL 28 4 6 A 2 H MERIRE)
IZBWTYH, EHNERNEOHRAORE(LHEZXS Z L L ShTnd,

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

L7eio> T, KA RTA4 Tl BRBEESLZNE TILELN TV D EFIFR -
BHE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EEHE R~ T,

I, RIA BT A %, MSIATBAE NEIE G ERE A OHE, ASEEEANRR
BRI 7o, —AFEENE N A ARERIRNBHE S . —MRFERE N B AT SRR 72 R O
NESFERNE N AR D ESB 22O o b EAERR LTz,

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

REERDMEUIHNE « TR UTEIREEE 2 A9 5 FHSHA S

WEERDMERONE  WH . RAIITZ=A L ~7 (B z) & LT, 18240 mg
Z 2 ERIRINE S 18] 480 mg % 4 3 R RIE CAGEEET 5,

f3E IR 5E ¥ F  NEIRG TEEASH




2. AHNORK. VERBF

F 7Y — R T 20 mg, [RLAEEE 100 mg, [FAGEETE 120 mg K& ONF] s ifsiE
240 mg (—fi%4 - =R~ 7 GEE ), LT, TARA) Lvd,) ix, NERSES
TH#MASE AT Ly 7 24 (BIT7 VAL v Y —X A7 A7 (BMS) th) 2
BA7 L7t K PD-1 (Programmed cell death-1) (Z%f3 5 & Nl 1gG4 & / 7 v —F /LHLfk
Th b,

PD-1 1%, &M L L2 Y 38k (T A, B MR N F 2 T % 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIEE T 2% 2
T ICERT 2B AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U & K (PD-LI1
K OVPD-L2) EfEA L, U SERICMEINES 7L R LTV o REROIEE L IRRE %
BIZFRET L CTWb, PD-1 U H» RIFHURE SIS B b O & 22 G/ 588
LTk, BMERAMEEE) LU LB IT S PD-L1 OFEBLLIEDELF
HIM & OMICADHEBEBFR & 5 Z & HE I TW% (Cancer 2010; 116: 1757-66)
F 7o R NE S CIXAREE T AN EET DA v X —T = a2 H >~ (IFN=y)
IZ& > T PD-L1 OFIANFHEE I N, BB L EEMARIZI T D PD-L1 ORI LI O
ALEWIR & ORI EDOFBIRRN 5 & DHE S 8 % (Sci Transl Med 2012; 4: 127-37)
X 51T, PD-L1 Z 3Rl RHE S B8 AT, FURRRA CDS B5ME T Miia o Hifa &
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
EEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 7> RERERIL, 23
AR HURRF A 72 T ML OWEBEEZ BT 58FD—>o L LTEZX LT
Do

AN, FEHRBROFE R S PD-1 OMasEE (PD-1 U 7 & RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z EI2X 0, BATURFFRN e T MO
PEA K O AUABIENE k9 2 AR TG M 2 58 5~ 5 2 & TRk e PuiEgsh iR 4 k9
ZENHERR STV D,

IO OFEN S | AFNTEMEER ) 2 B 2R EIC R0 55 b0 L MIfF S,
SHSE I FBE A kPG & LT B IRERIR & 520 L 20 Lt QBB ER R S Tz,

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



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

[ 2hE]
[E B[R B AR FER  (ONO-4538-11/CA2091417805%)
7T FF R b G AL ERIE TS T B0 560 H LINICRBEIT T ER A RD b

72 ARG B A D SR AT HRIE O IG & 72 5 72 W T/ IV o0 SESER R R 2 g 361451 (H
ARNBE2IH 2 Gte, ARAIFE240060, <HREE12161]) Z%t2I2, RS ERA IR Lz
R (A MMLEI—bh, FEEZFEALUIEY XU ~T) 23R E L TRFIB mgke%
2 FI R CART R L & OB R O L2t E M Lz, FEIHMEEE Ch o4
AW (BLF. ToS) &wvo, ) (PRl [95%EHEXH] ) oo s SRk, A
HIRETT7.49 [5.49~9.10] 4 A . KHREETS.06 [4.04~6.05] 7 A TH Y, AANIIRERIEY
= Rl 2358 R L 72 VBRI LR FIIICA B RIER 2o L7z (A F— RE0.70 [97.73%15F
FEIX[ 2 0.51~0.96] . p=0.0101 [J&Hlog-ranki®/E] ) .

1 ARYA HE U % DL RO s & B T,

*) G b SNV RREALIE, D, - TOEEE K OWEEE,

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



(PD-L 1 BLAR BB D A 50 Mo OV 4=44:)

EFR I E 2 IAEFRER  (ONO-4538-11/CA209141785R) ICHEAAN BNT-BED S b,
HEIEAHAR I W TPD-L1 2 3 8 L 7- AL S b 5 E1A (LR, TPD-L1F&HLHE ] &
V) T DIERDE LN —EOBE DT — X ZH-SE | PD-LIZEBLRBNTHEREIC
RN AT > T- A INER O L EMEDFERIZILL T LB Tho T,

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

[
o
S
i
15
1<)

— Nivolumab 3 mg/kg —Nivolumab 3 mg/kg
o | X Investigator Choice % "~.: ..... Investigator Choice
g g
@ @
W 60 - ® 60 -
S [}
% =
20 - =2
It ® 40
20 20 |
0 T T T T T T T T T T T T l 0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
LEFEHB(A) LEFHMA)
at risk at risk
Nivolumab 3 mglkg 96 74 59 42 30 25 22 19 16 11 8 5 1 0 Nivolumab 3 mg/kg 76 54 39 32 29 20 19 17 15 11 5 4 3 0
Investigator Choice 63 45 24 14 10 6 4 3 2 2 0 0 0 0 Investigator Choice 40 30 19 14 10 7 5 4 4 1 0 0 0 0
A Nivolumab 3mg/kg (events:81/96), median and 95% CI: 8.1 (6.7,9.5) A Nivolumab 3mg/kg (events:67/76), median and 95% CI: 6.5 (4.4,11.7)
"""" oo Investigator's Choice (events:60/63), median and 95% CI: 4.7 (3.8,6.2) R Investigator's Choice (events:39/40), median and 95% CI: 5.5 (3.7,8.5)
Nivo vs INV Choice - hazard ratio (95% CI): 0.55 (0.39,0.78) Nivo vs INV Choice - hazard ratio (95% CI): 0.73 (0.49,1.09)

ONO-4538-11/CA2091413RBR 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 B R MARER (ONO-4538-11/CA20914175R)

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

#1 FHEBIN5%L EOBIEH (ONO-4538-11/CA209141388) (&M ISR EMH)

Bil%x (%)

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

AFIEM 139 (58.9) 31 (131) 1 ( 04) 86 (775 39 (351) 1 ( 09
MERB IO R EE

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

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

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

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

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

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

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

RERE D S A 3 (13 0 0 14 (126) 2 ( 18 0
AR IR AT

(NN 4 (17 o0 0 6 ( 54 0 0
Rt L O EEE

BARDE 17 ( 72) 0 0 8 ( 72) 0 0
PR TR P

KRy = o — S F— 1 (04 0 0 7 ( 63) 0 0
R L O TRk

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

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

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

7p¥s. MEMEMIZE 7 6 (3.0%) . BERRUHRMRZLE/ X A 3F—5 B (2.1%) . THRE
[ S B (2.1%) . FURBMEEEREE 17 61 (7.2%) | fhfelESs 761 (3.0%) . EinekE
1 (04%) . BIBFEE 16 (04%) . FEAHEERE 2 6] (0.8%) . FFRMETER
JiE 1 1 (0.4%) KON infusionreaction3 5] (1.3%) 23328 HAv7-, £7-. BEIEAESIE,
DR, Whoe. KBS - EEO TR, 1 BRI, SEtEm/ MO PESEBER ., FF%R.
e - flilES, BEEORERESE, 5E 5 BERKVEEDORERFITRD broT,
AEWERRBUR I ER S (BRAREEREE 25T 280EERERT,



[ - HiE]

AR OREMEYBETT L ZFHA LIy 2 2 b— 3 02k 0, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TS LIBROARR O Mg iR ER S Sz, ZOf
R AHI 240 mg G LTZBROREEEIL, AH) 3 mgkg &5 LIZBROBRE & & i
LTREZRT ETHENTZb DD, ARNBFICBO CARER RIS TV D H
- & (10mgkg % 2 B CRE) CAAIZ G UIzBEOgE & & ik L CEH
oy LRSI (FR) AT BEOBEICE T 27 — #2125 & KA 3 mg/kg
(REE) 0% 240 mg % 2 FFFEIFE CHG- L 72 BROARRF OBRE & & Ao 3 etk b
ORI & T D IRE ST T APER S, Y% BSOSV TREIT DAL AE R,
ERROME - HEOR TAEIMER ORI 2RIV E PRI,

K2 FHOKYBE T A—F

M - R Crnax Crnind14 Caved14 Crax.ss Chmin,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 AR G-#2 14
HH ﬁ13075%1ﬁm{%ﬁ$/§&f\ Cavgdl4 : %DIE*QE‘?&I“' HH iT@qug[ﬁl{%iEP/%rg\ Cmax,ss : Eﬁ%ﬁ.ﬂ%iiiﬁ
D B MLE P IREE . Cuinss @ B FIRIBICIS T 2 BARMLIE HIREE . Cavess @ EFRIEICIS1T 2 A I
TR

Flo, AR ORERFDEEET LV ZRM Lz I 2 b—3 3 2 XD | AHI 480 mg
Z 4 MR TG S IBEARE O HE - &% TG L 72BR O A O ik I B D3 st
Sz, ZOREFE., K| 480 mg % 4 HEMR TR G L0 EFIREBIZB T 2 i
TEHIRE (LT, TCagss) V9, ) 1%, AHI 240 mg % 2 W RHIFIR TG L7ZERD Caygss
CHRT L LTSN (THR) . F7o. AHAI480 mg % 4 MMM CTHRE LIZEROE
FORBEICR I DR MiETIEE (AT, [Chass) &9, ) X, AHI 240 mg % 2 H R
[FIRE TG L7ZBRD Craxss & W L CTRAEZ AT & TS N2 b OO, BARNBEICE
WTEBEMEDPHER SN TV D HE - & (10mgkg % 2 MR TR E) TAAIZHK 5
L7ZBED Craxss & 0 U TIRME AR 9 & FRIS L (FR) o X T, #HEOREEICE
F2 7 —2IHESE AH 3mgke (IRE) E7-1% 240 mg % 2 FARIFIFE, & L < TIAHA
480 mg % 4 FEEMIE TG L 2B OARFI ORGE R & A T et & o BE 2 it
T HBBSIEET ABERE S, YZBEIC OV TRFEIMThn R, Eiio ik -
M EDOR THRIME R I =R IT Vv E PRI Sz,



3 AFNOEYERE T A —F

v - B Crnax Chmind28 Cavgd2s Cimax.ss Crnin.ss Cavess
(pg/mL) (pg/mL) (pg/mL) (ng/mL) (ug/mL) (pg/mL)

S 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 mgkg QW (145322) (86.959,.?32) (10},1 ?48) (32;,9225) (18421,1 gos) (232,7277)

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

2AMFERE, Q4W : ARG, Cumax 1 HIEIF 514 0D f ) MLIE IR EE
Crmina2s : PN 51428 A HIZF51T 2 SR PR, Cavears : I G-1%28 A H & T O FH i i EE |
Crnaxss * EFARAEIZIS T 2 B ML FHEE . Crninss  EWIRRBIZ I D S ARILIE PIEE, Cavess : EHIRAE
(Z35\T 2 SR R



4. FEFRIZOWVWT
RS & U THEHARRE (BFFE) AE o Tnd 2 &b, Yikild 4
IZETXDIER THOIMNERD D, TD LT, KF OGN #EY) /2 BE 2720 - FF
ﬁEIJ\ AHNOBEHIZ LY EELRRWERH 2B LIZBRICHINT 5 2 EBRMERT=D, LIF
DDO~@DT X T &I MR IZBWTHEHAT & TH D,

O MEFRITHOWT

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

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

(2) FrERRERRE

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

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

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

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

7

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

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

o [EASRFFSUIEFHEM ST IRGH O IIRHE 2 & T L7cizic, 5 FLL o [ s R
DEFRMHEZ1T> TV, 56, 24FL Rid, DAL EZ & ORI DN A
TRIRDEEIRMHEZ 1T > T\ Z &,
ﬁﬁ KFENC L DIEBICB O TILEWER S0 2GS 2 B4 5120, BE DIGHE

(2 7= 2 FHERNT EOROWT IR T GF 2 i 7= 3= Al (SESHEE O b5k
15 ORIE RS BLRE O3 40 72 ik & #5802 Fe DR Hill) & OB /i D ¢ &
IR THZ L,




© BENDOERMLFREEDOEH|IZONT

AR BUCIE S 2 BMEE D ELE S, SRS OB D . A - 2
EPEFEHEERNE OB L OERI ST SRR B S 2 T HIE i, AR ERB AL
258 O FH . FERHELDITATON D EHINE > TG Z &,

® BIWER~DORHHIZOWNT
@-1 HERkkHIC R 2 B4

VR MR R D BB 7R BIE R 3 98 42 LT-BRIC. 24 BEREISIRIAHIO T, Mi%hiak X
IR AR 23 T FEBL L2 BIVERNICIS U CABE B L ON CT ZOFIVER ORI 4
ERRAEORERD Y HHRIZE O, EHITRIGFTRE AR > T D Z &y

@-2 EREFE L DAEERMCICET2EHS

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

@-3 BEHEADZWrox N LT
RIWER (RE MBI X, BEREMEDAE, (O, Tk, B RARE, KBK.

NS, EEED TR, 1 AUERIE. BUERTI. IFARA. NFHEREREE . IR, B brEinsE
K. FAIRIBEEERE S T ERMAMEREREE, mhikbEE, BEE, RIEEE, MRk, BEEOKL
JEREE, BARMARIEIRAE, infusion reaction, HEER MRS, MERERIEMGRE, F5%.
g% . BE OB ROR, IR IR, OIEREE (O EHED - tRIK - =AM ) |
IRIFERES . MRS I, EFLSE) 1SxF LT, Yihtiax IR EEE OB MM A AT 5
R & HEE L (BIEHOZKrCH I L THRER O EEAZ T o568 H D =
&) EHITHGIRALEDN TE DEHNES TS Z L,

10



5. BEXB LR HRE
[(Bh I B3 % 1]
O 77T A G FREROH 2 BE BV TAAOFIEN/REN TN D,
@ TFRCEEYS T 2 B TR 2 ARBI OB E K O 5 1EIZ DWW TiE, ARFIOF D
ML SNTELT, RFIORGG LB,
o TIFFHEFEEGTFIEIEIC L AR O IRV EBE
o IR L
o OPUEMEEAI L OFH L TG SN D B
@ AFNXEBEIF AR 30 T, BEREMIC IV TRIREEIC X L CTH D B
AES VTV DAY, PD-L1 FELRIC L 0 GRMEDM N E2 D Z &N RE I D%
DELINTWD Z b, PD-L1 ZELER* SR Lo B CAKI O E- Al S O] 2
THZENLEE LV, PD-L1 BERN 1% THDH Z ENHER SN EE B
T, AR OIRFERIE L BET 5,
* AHIOBMIEL L LT, BFi4 : PD-LI IHC 28-8 pharmDx 4 =] VAR SN TV 5,

(2t BE4 2 5]
O TRIZEZYTLIBEFICOVTIARFOERGENEZE SN TNWDL Z b, &5 E21T
DR &,
o KA LSBUE DB D & 2 B3
@ BEATOFIIZ ISV T FRICE S T 2 BH T OV TR, AR ORGIIHESE S e
DS, AMOTEPRPFUE D R WIGEITRY | HEICAFRZETNT 52 L 2B TE D,
o MEMMEREDOEHIITITEDH 5 BHE
o EE G CHE R 25 0 2 B K OTEBN M D HUR BRI 2 S0 G it 2%
FEOMICRIEMEZEAN DD B
o HOEREOAH, UMM L IXEHMEO B LRk B OB ERED
&5 BHE
o EERAERE (CEMEHaBEEL ET) ObHEE
o FEBEORYSUIBIE A AT L BE
»  ECOG Performance Status 3-4* 0 4

GED  ECOG @ Performance Status (PS)

Score | EF

0 | &<MERIEEHTE S, BT LlFE U R EAERPHRZ AT D,

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

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

AW

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

11

BATRARECTH A O OEY O Z LT F N THEEIZBERTTE 20, HHP D 50%Lh Eid~y R Tl 25




6. BEZELTHEETREFIH

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

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

PD-L1 RBE G L7 E CAFIOE G ] {2925 Z &L E LA, PD-L1
FEBURDFER T E RV, AAIOMEH OB & 2 @O HWr L7 Ecib57T 5
z,

FERBIERO~RT A MZONT

@

@

MEMEREEN D Lo b Z ERH DD T, KFNOEGIZHT- > T, BKRIE
W (PRI RIS, ik, FEEVE) OffEsE M O X & o s, Bleiz+5
ZATH 2 &, Fo, MBS CTHE CT, MiE~— I —FDMm&x FEhd 5
Z &,

AFN O EIXEE D infusion reaction (i 2 CERARHI H3 2%kt D T 5 U
BaAT > 72 EChtAT 2 Z &, £72.2 [ H LABE O A% 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIFEGH K OARA G T #IT A Z A
CERAET %, BEORBEL 28I 52 L, 70, infusion reaction &
FHLLIZGA IR, R TOBELOERD ERIZEIE T 2 £ CHE - 08l
T5HZ &,

ORI BRI E . TRAEERET R ORIBREERH 5O Z RN HDH DT,
AFN D ¥ 5B hERT M O G-I T E IR N0 sk RE iR A (TSH. 1028 T3,
FERE T4, ACTH, M=oY —VEORIE) #FEhEd 52 &,
AFNOEGAZ X0 | WEDOREEISIZER T 5 & B 2 b D4 R R IERRE
NHOLOLNDZERNDD, BEPRDOONTHEIIE, BB LEFRIIL U
B 72 ek & Rk 2 e O R Al & i UGl bl e BRI W 21TV IR oS
FOSZ X 2 BWER DN g0 2355 121%, AR ORFES I I, R ORIE BE A
NWEVRIOBRGEEZZBET D L, 2, BIBREFRLVEYOELIZ X0 EIE
A OYEERFRD IR WIGEITIE, BB RE AV LISt o Sz il Fl o8
HLBEET D,

BT %, BOEBOE AR L T LEWERDBET 2 Enb 57129,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

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

BIERTIE, P4, ITHEREFEE . TR, B{bLMRE RDPH LoD Z &R dH D
DT, EHWIIITERERE LTV, BEOREEZ H3ICBET 52 &,

12



® AAIOERABRICISN T, BEHMNL 9HH, THLRRI, RE5HGN5 14
[ 6 W Z L T MEDOFI AT - T2 2 L 2 BB, RS FILE I
(CENROMEREAT D Z &
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HEERHEEST A RFA v
=R~ 7 (BinFr#Z)

(BR5E4 « A7V — A REFE 20 mg, 7P —RRHFEE 100 mg, A7 P—
AR ERE 120 mg, A7 Y — R KR EE 240 mg)

~ R e o ~

ERR2 94 A (FFn 445 AKET)
BT BE



ER/N

S

XU

AFN DR, ERBEST
A IR AR
el ANE

ELECD O Bl AN ey

BOICER L TRET & HIHA

P2
P4
P5
P17
P19
P21



1. IILBIC

=3 DA M « ZEPEDHECR DO 7o DIZIE, WA SCEFIZE DWW ol el H 23R D
BND, 6T, TEORFREFOESRIC LY, FUREZS e & OHH0 72 8RR
JPESEMPARENDH T, 2D DEEKGZEIZNERBFIRMET 5 2 L ARED
AR L 725 TRV R MBOEE & S0 BT #2016 (% 28 42 6 H 2 H MEERE)
IZBWTH, FHNERGEOERORE(LHEEZ XS Z & L ShTnd,

BORVE AT ESR L, KB ERASCL 2T 0 7 7 A VB D ESRS & B 5 I R
BRHZENDDL, ZOlD, AMEROZEMEICET D IERA+0ERET 5 £ TOR,
YR EEGOBELZR ZIT 52 RSN BEICH L TEHT L & &bl BIE
FFEBL LT BRIC B ekt in & & 5 2 & DA AEE7ZR— 8 O B % jiii 7= % B < fE A
THZEREETHD,

L72Bo T, RKIA RTA Tl BBEREL I E T/ LA TN D EFIEF -
BFFR RN EES & | LT OEEG OS2 H A2 HEET 2880 b B R B & X
HROEEFEHE T,

B ATA BT A &, MAIATEHE NEE M EFE R O, A EHEANRA
BRIR T s . —MRAERTE N B ARERIR N E 2 M O — i HE AN B A RS2 O 1
Job EERR LT,

RGe L 7 BEIRS, - A VR ERE 20 mg, A7 U — R SEETE 100mg, 4TS
— AR 120 mg, A7 Y — R R ERE 240 mg (—%4 - =
=7 (Bl FHH#Z))

REERDIMETER « ARTETIBRANEE S THERE A 0 B i e e

RELRDMEROHE  WH., RACIZ=R L~ (Ea %) & LT, 18240 mg

Z 2 MG S 1 0] 480 mg & 4 3 [ RI6E C AT 5,
ARY o F =T LHMT 2561308 AT =R L~ 7 (&
faf#Hz) & LT, 110240 mg % 2 @ FEIRIME X 1 [5] 480 mg
% 4 AR CAREEHET 5,
(L FPRERIBIE ORI YIBR R HE X T O B I 12 % L C
AU LA~T (BaTiiEz) SOPRT2581E, 8., A
IF=RN~7 (B z) & LT, 18240 mg % 3 MM
fRC 4 ST 2, 20%, =AL~7 (BIEFHlZ) &
L, 11240 mg % 2 WA EIFE I3 1 (5] 480 mg % 4 H ] [E 7 T
RIHEHET D,

g IR 5E ¥ F N IRG TEEASH

(23%)

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

RESUTZN R, MIEL U=

ZhRESUZNAR AR EIBRANRE SUTER R oD B il g




REROHE =R ~7 (B z) 0T 2580F, 8%, A RS
YF=7LLTI1HIF40mg ZEEEFCROKET 5, ks, BED
WRRBIZ LV B ET 5,

AR BT D v — AR A ST ERENR SOmg (— %4 A BV A~T (BB THHZ))
DRBESNIEN R, TEL O &
ZHRE TN R ARIBUIBRANRE SUTHERE M oD B M A
MEKROHE =R~ 7 (BiorH#az) Loffficisn T, E\HE. EJU\ [ =
VAa~v7 (BaHiz) & LTl mgkg (KE) % 3 HEREMET
4 [BETEEET 5,



2. AHN DR, VERBF

F 7Y — R T 20 mg, [RLAEEE 100 mg,  [FAGEEE 120 mg K& ONF] s ifsiE
240 mg (—fi%4 - =R~ 7 GEE ), LT, TARA) Lvd,) ix, NERSES
TEMASLEAF Ly 7 24 BT VAR e =AY —X A7 A7 (BMS) ) 2
BA7 L7t K PD-1 (Programmed cell death-1) (Z%}3 % & Nl 1gG4 & / 7 v —F/LHLfk
Th b,

PD-1 1%, &M L L2 Y 38k (T A, B MR N F 2 T % 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIEE T 2% 2
T ICERT 2B AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U & K (PD-LI1
FOVPD-L2) A L. U v SERICHIEIE S 7 2 AniE LT U v ERoiE M IR EE &
BIZFRET L CTWb, PD-1 U H» RIFHURE SIS B b O & 22 G/ 588
LTk, BMERAMEEE) LU LB T D PD-L1 OIEBLLIEDELF
HIM & OMICADHEBEBFR & 5 Z & HE I TW% (Cancer 2010; 116: 1757-66)
F 7o R NE S CIXAREE T AN EET DA v X —T = a2 H >~ (IFN=y)
IZ& > T PD-L1 OFIANFHEE I N, BB L EEMARIZI T D PD-L1 ORI LI O
ALEWIR & ORI EDOFBIRRN & 5 & D#HE S & 25 (Sci Transl Med 2012; 4: 127-37)
X 51T, PD-L1 Z 3Rl RHE S B8 AT, FURRRA CDS B5ME T Miia o Hifa &
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
EEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 7> RERERIL, 23
AR HURRF A 72 T ML OWEBEEZ BT 58FD—>o L LTEZX LT
Do

AN, FEHRBROFE R S PD-1 OMasEE (PD-1 U 7 & RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z EI2X 0, BATURFFRN e T MO
PEA K O AUABIENE k9 2 AR TG M 2 58 5~ 5 2 & TRk e PuiEgsh iR 4 k9
ZENHERR STV D,

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

ARANDVEFIRERAC IS < B O Sy RS & B BHEM %238 5 b, TE I
EDFREMEN & D, AAIOEGH RO GHITIT, BEHEOBIERZ H0ITATV, BFE R
D BTG AITIE, FB L2 HUIE U B 2 ik & B8R & FE o R Afl & L Col
BI7RERIZ I 21T\ B ORIERIRIC K D RWER MDD AT, IR AL
U FI OB GO TG RLE AT 5 BERD D,



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

[ 2]

DE B F B (ONO-4538-03/CA209025 F45R)
MEFEREER 26T 2EEER (T F=7, A=F =7 VT Tx=7,
IRV N=TEE) h BT RIERE A T D AT S TR 00 1 B IR R T i e R
821 Bl (HARNEE 63 Blaate, AFIEE410 6], =X U AAFE411 ) 2RISR, =
R AAERRE UTAA 3 mgkg & 2 BN CAEMEEE L & 0RO
YA RET Lo, FERHMEEE Th 2 2AEFMM CIT, ToS) Lo, ) (FRfE [95%
EHEIXET ) 1%, AFIBET 25.00 [21.75~NE"] B H, =X U AAFET 19.55 [17.64~
23.06] WHTHY ., AFBETIT1 U LA LFRHEAICEERIEE 2R LT (N
#— R 0.73 [98.52%(EHEX[H : 0.57~0.93] | p=0.0018 [/} log-rank fE] . 2015 4

6 H18 HTF—X 1> hA7) |

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



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

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

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



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

(LERREARTRIE ™ OMELTHE U TSR O W T R A B M e g ;B 1,096 61 (H AR NGBS
2 BlEEte, A ) AT (Badfz) 0 CIF, TRFI+-A v ) L=T) &
Do) PHESSO B, A=F=THES46 B) AXRIC, A=TF=TExE LTARAI+ A
U L~ 7 ORI ONLZEMEZ R L7z, ZEFEHIE H T 5 International Metastatic RCC
Database Consortium (AR, TIMDC| &5, ) U A7 5358 O Intermediate 52 O¥ Poor U
27 OEE RF+A4 Y AT 42560, A=F=7# 422 %) IZH1F5 OS (FRfh

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

*1 BRI 1) 5 R RIEOIRRER 2 VBE, 72720, LLFOBEITSHIGREICE D2,
SERYIRRFTREZ2 B MR 126t LT 1 FE ORI SUIIR SR AR (7272 L, A& N IEHER 1

(LA, TVEGF] &9, ) XX VEGF ZBRAER & LA ZER<] 20T S0, 2oflf

B IR H R E OB G005 6 1 B L ERRIB%IZER L He

*2 AAI 3mglkg (RE) & A BV A< 7 Imghkg (KE) Z[F HIZ 3 AFFNRET 4 BLEEHE L2,
AKl 3 mgkg ((KE) % 2 MM CREHE L, PHBEERIZBWTE, KEIZ2REOICRS
L. AV AT IEIARFOEER T 30 5L EORREEZ BV CEE % Bth L7,

#3 0 LLFOO~@DWFIUT B %Y L22WEAITI Favorable U 27 1 XiT 2 A Zil7-3H41CT
Intermediate U A7, 3 HHA LI E &7 T 56 121% Poor U A7 & Stz
OB R & 2 ST B ARTRBR O SEAEA BT £ C 1 4400, @Karnofsky — R TE 80% A |
OE 7 1 BB RS TIRASH, OIE% OB LY 7 AMED 10 mgdl 2B 2 5. O FERER
FEYEE FIRA 2 5, @i/ MR EEHEE FIRA B 2 5

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

7



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

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

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

{EFFIEARIGIE ™ OMEATIE S TEERENE 00 1 B I R AL B i AR 651 451 (H AR NFRFE
46 Bl Ete, ARP L F=THMH (LT, TRAI+ARF L F=7) Linvd,) 2HE323
B, A=F=THE328f) XU, A=F =T E2XBE L TAA+IARF L F=70D
BEMER LM Z R Lo, BEFHMEEE Th 2 WA (PRiE [95%E4#
X)) 1, AAFI+ DR F =T RHET16.59 [12.45~24.94] B A, A=F =TT 831

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



BIIER 2R LT (0N — REE 051 [95%(5 41X : 0.41~0.64], p<0.0001 [&5] log-
rank FRE], 20204E2 A 12 BT —% B v b4 7).,
1 s MRS D REIREOIRBEN 7 VBE, 7277 L, U T OB IS LIaREIC G D20,
SERYIR AT RE 72 BRI 2%k L C 1 BRI AT U B L (7272 L. VEGF i VEGF %
FRA SN & LT 350 % 5 < ] DSHAT S, DRI U BNIR LE OB 505 6 1 A LA
BB ISR LA
*2 0 KA1 [B] 240 mg % 2 B CAMBHEL, ARV F=740mgE 1 B 1 BREAOFE L,

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



[Ze21E]

DEFR L[ AR RER  (ONO-4538-03/CA209025785%)

BEFGUIARAIRE 397/406 B (97.8%) . =1 U A AHE 386/397 # (97.2%) 272
DAL, TREREE & ORRBRNGIE T E RWAFHEGIIAAIRE 319/406 1] (78.6%) . T~
7 U N ARE 349/397 B (87.9%) T8O BT, WT I ORETIHILEN 5%LL EOFIE
HIZTTEROEBY ThHhoTz,

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

s e B (%)
Rt A =R LAR
" 406 1 397 4l
(MedDRA/J ver.18.0) 4 Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

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

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

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

{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 ORE

) 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

KB JNE 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 AR AT

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

7 v F =8 27 (6.7) 1(0.2) 0 33 (8.3) 0 0

R 19 (4.7) 1(0.2) 0 29 (7.3) 1(0.3) 0
R L Ok

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

e L 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 A Rk

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

5 PR 23(5.7) 0 0 5(1.3) 0 0
PR 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, MERES X OVithRkEE

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

- ] 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

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

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

B iz it 26 (6.4) 0 0 33 (8.3) 0 0

T - BRI ASREERE 4 (1.0 0 0 22 (5.5) 0 0

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

5 41 (10.1) 2(0.5) 0 79 (19.9) 3(0.8) 0

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

@EEE IR FE AR (ONO-4538-16/CA20921475k)

BEFRGIIARA A+ A Y L~ THE 544/547 $11(99.5%) . A =TF =7 # 532/535 11 (99.4%)
IZRO DBV, IRRIE L ORRBRDEE TCERVWAFTFLRIIAF+ A Y A~ TR
500/547 B (93.1%) . A=F =Tkt 521/535 Bl (97.4%) ZFRD LTz, WITIDORE
THBLRN 5%LL FORIERIZITERD LB Tholz,

£2 WTNHLOEETIHERES 5%LL LORIEA (ONO-4538-16/CA209214 3RER)

Btk (%)

Eﬁguiﬂﬁ FHA+ A E U L B A=F =TT
Z‘S:GEI
(MedDRA/J ver.20.0) 547 B 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 3 REE

1 34( 6.2) 2( 04) 0 83 (15.5)  24( 4.5) 0
i BRI i 1( 02) 0 0 30( 5.6 3( 0.6) 0
I 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 AR P E 85(15.5) 2( 0.4) 0 134 (25.0) 1( 02) 0
B GRS

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

87 iE 72 (13.2) 8( 1.5) 0 91 (17.0)  12( 22) 0
9 55 202 (36.9) 23( 4.2) 0 264 (493)  49( 9.2) 0
FENE D JNE 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( 3.2) 0
AST H4n 58 (10.6) 19( 3.5) 0 49( 9.2) 7( 13) 0
ez L7 F =8 35( 6.4) 1( 02) 0 35( 65) 2( 04) 0
i A ERR AR AR R V| N 11( 2.0) 0 0 30( 5.6) 0 0
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B (%)

“‘*E’J”zﬁﬂ’a AF+A U 2~ TR Z=F =7

%;’; ”(‘;'DRA/J 20.0) 547 {3 535 {5

¢ ver-=% % Grade  Grade3-4  Grades % Grade  Grade3-4  Grade s

Y ox—EHN 90 ( 16.5) 56 ( 10.2) 0 58 ( 10.8) 35( 6.5) 0
b 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
R D 18( 3.3) 0 0 28( 5.2) 0 0
Bk E A 6( 1.1) 0 0 40( 7.5  11( 2.1) 0
R L OsaEREE

& I 28 ( 5.1) 8( 1.5) 0 10( 1.9) 0 0
FEXNE IS 75 (13.7) 7( 13) 0 133(249) 5( 0.9) 0
e #ERds £ O GRS

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

S 31( 5.7) 0 0 179 (33.5) 1( 02) 0
SEIR 53( 9.7) 4( 0.7) 0 65 (12.1) 1( 02) 0
MRk, MoEhds K OVithRiE =

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

i R 40 ( 7.3) 0 0 46 ( 8.6) 0 0
EELE 0 0 0 29( 5.4) 0 0
T - BIEFE RN T AR 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

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

B, AHI+HA Y L TRETRW T, MR 136 1] (24.9%) | ITHEREREE 98 i
(17.9%) . FARBUHEEERET 147 B (26.9%) . BHEREREE 46 ] (8.4%) . FIEMEMI%E
.35 61 (6.4%) . KIS - HE D T 36 il (6.6%) . HEDREET 20 i (3.7%) .
NEHEREERERE T 24 (7] (4.4%) | BIEHEREREE 32 B (5.9%) . 1 BUBEIRIE 5 61 (0.9%) .
e 76 (1.3%) . FIEMEESIE 1 6] (0.2%) . A2 - B6EZ% 2 61 (0.4%) . infusion
reaction 22 1] (4.0%) . .55 & 9 54 2 6] (0.4%) . D2 141 (0.2%) . gk 2 B (0.4%) .
BESCRRMARIE/ X AT —102 1] (18.6%) . TR 7641 (1.3%) K OVERAR dAz ZERE 2 15
(0.4%) DB BT, Fio, M m/ MR TEER B & OB ALPEIRAE R ITE8 0 B i
oo, ARWEMRBBURDUIREEES: (MAREEREE 4+ 5) 25 0EERE T
7

@ E P FEF MR (ONO-4538-81/CA2099ER #&5%)
HEREGIIARK 4 AR o F =T 319/320 5] (99.7%) . A=F =7 317/320 #i
(99.1%) 2@ b, BRI L ORRBIRDEGE TE RWAFERIIAAN+ B Ay

F =7 #309/320 il (96.6%) . A=F =T HE298/320 f5] (93.1%) IZRH LTz, VT
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NPOFETIHILEN 5% EORWERIITERDO LB TH T,

F3 DTN LOEETHRERN 5% EOBIVER (ON0-4538-81/CA2099ER FER)

B (%)

B AS 1
Eﬁgiji”*ﬂ RN+ IR F= TR A=F =T
(MenctilDRA/J ver.22.1) 320 A 320
T 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
P RE R
R AR B RE T HERE 29( 9.1) 2( 0.6) 0 6( 1.9) 0 0
R IR B AE AR T E 107 (33.4) 1( 03) 0 90 (28.1) 1( 03) 0
H ks
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
HILRER 18( 5.6) 0 0 32 (10.0) 1( 03) 0
B R E PR R 15( 4.7) 0 0 29( 9.1) 0 0
L 68 (21.3) 2( 0.6) 0 81(25.3) 0 0
BIE/ 50 (15.6) 7( 22) 0 74 (23.1) 7( 22) 0
Mgk A 36 (11.3) 4( 1.3) 0 52 (16.3) 1( 03) 0
—f% - EHEER L OB G-I OREE
) E 57 (17.8) 10( 3.1) 0 48 (15.0) 7( 22) 0
I F 86 (26.9) 8( 2.5) 0 97(303)  12( 3.8) 0
(=N 10( 3.1) 1( 03) 0 16 ( 5.0) 0 0
FENE D RAE 61(19.1) 3( 09) 0 80 ( 25.0) 8( 2.5) 0
JHF HESE SR F
SR 18( 5.6) 8( 2.5) 0 10( 3.1) 1( 03) 0
FRIR AR AR
ALT #5/0 80 (25.0) 15( 4.7) 0 20( 6.3) 2( 0.6) 0
72T —EHN 39 (12.2) 8( 2.5) 0 25( 17.8) 7( 22) 0
AST 4/ 75 (23.4) 10( 3.1) 0 28 ( 8.8) 2( 0.6) 0
iRl R 2 ) I 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 AR AR R L N 23( 7.2) 0 0 19( 5.9) 0 0
U =B HN 48 (15.0) 17( 5.3) 0 35(10.9) 15( 4.7 0
B v ER B D 12( 3.8) 1( 03) 0 27( 84) 16( 5.0) 0
I IR 17( 5.3) 0 0 59 (18.4) 14( 4.4) 0
R D 23( 7.2) 2( 0.6) 0 8( 2.5) 0 0
i Bk E A 5( 1.6) 0 0 17( 5.3) 2( 0.6) 0
M7 AV ARRT 7 & —FHN 29( 9.1) 2( 0.6) 0 21( 6.6) 2( 0.6) 0
R L O E
K~ 7o 7 AlfUiE 32(10.0) 1( 03) 0 9( 2.8) 0 0
KT U ¥ A e 38 (11.9) 22( 6.9) 0 19( 59) 14( 44 0
&) i fiE 38(11.9) 17( 5.3) 0 15( 4.7 3( 09) 0
BRRIBEE 65 (20.3) 4( 1.3) 0 53 (16.6) 2( 0.6) 0
W E# R L O G RkmEE
RAEiR 29( 9.1) 0 0 12( 3.8) 0 0
A IR 25( 17.8) 0 0 2( 0.6) 0 0
PR R IR
R AR A 69 (21.6) 0 0 65 (20.3) 0 0
S 20( 6.3) 0 0 13( 4.1) 0 0
B L ORI
HEAR 26( 8.1) 9( 2.8) 0 21( 6.6) 7( 22) 0
LR E N TS SO ]
F e I 37(11.6) 1( 03) 0 8( 2.5) 0 0
e i 13( 4.1) 0 0 25( 7.8) 0 0
B3 KO PRk E
B IR 16 ( 5.0) 0 0 11( 3.4) 0 0
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B (%)

PRE BRI

fren A+ IR o F =T R A=F =Tt
" 320 il 320 i
(MedDRA/J Ver‘zzj) _ % Grade  Grade3-4  Grades % Grade  Grade3-4  Grade s
FHE - BIEFEIRA T A DIE R 122(38.1) 24( 17.5) 0 129 (40.3)  24( 17.5) 0
D PEIE 52(16.3) 1( 03) 0 13( 4.1) 0 0
i 62 (19.4) 5( 1.6) 0 22( 6.9) 0 0
BLIR B IR E 5 24 ( 7.5 1( 03) 0 4( 13) 0 0
TS 0 0 0 21( 6.6) 0 0
Jiiiked i
& I 97 (30.3) 35(10.9) 0 107 (33.4)  39(12.2) 0

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

AR OREMEYBETT L ZFA LY 2 2 L— a3 102k v, AHKI3 mgkg (K
H) XX 240 mg % 2 WG TS LIBROARR O Mg iR ER S Sz, ZOf
R AKHI 240 mg G LT BROBEEERIL. AH 3 mgkg G L7 BROBREE & L g
LCREEZRT & TFRIENTZbDOD, AARNBEICEBOTHAEERNHERINTWDH
% - A& (10mgkg % 2 BRIFEIR TR L) TARFIZ &L LB OREE & & g L CE
g e Pl Sz (F#R), MA T EBOBEICK T 257 — #1255 & AH 3 mgkg
(REE) 1% 240 mg % 2 WFEFIRE TG L 2B OARF| OB R & Ao 3z ek &
ORI & T D IRE ST T APER S, Y% BSOSV TREIT DAL AE R,
FROME - AEOM THIME R NZEMICHERZER 1TV E TSR, 72, B
MRS BT 57T — XIS X AHl 3mgkg XiE240mg & A U A~ 7 1 mg/kg
Z 3 AR CEREG LIZBEOARRIORE R &2ttt O # 2 R 2EKSTT
IUBHEEE S, YKBEICOWTIREI M ThN SRR, oL - AEoM etk
(CHARE R ERIT R  E TS LT,

R4 FHOKYBE T A—F

- Crnax Chnind14 Cavgdl4 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 Q2W <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 : AIIEIHRG-1% O fig i M P IREE, Crinars 1 FIEIF G214
H BIZIRIT 2 BRMIE IR, Cavears : HIEIHRE%14H B £ TOFHMIEFIRE, Cmaxss © EFIREBIZIS
T D MIE TR Cuminss 1 EHARIBIZIS T 2 BARMIETIRIE, Cavess 1 EHAIRIBIZIS T 2 MLIE T
TR

T AR ORENEYENEET L EZFH LIV I 2 Lb— a3 280 | AH| 480 mg
Z 4 BRI TR TR ARE O L - &% TR G L 7ZBEROARA O M35 IR 3 i
INTc, EOREFR., KAl 480 mg # 4 HFME TG LIZBEOEFIREBIZI T 58 im
EHIRE (ULT, [Cagss! VNI 0) 1E, K 240 mg % 2 B RHIFIR THEG L7ZERD Caygss
EHUT D E TSN (FR), £72. KK 480 mg % 4 MRHIFMR TG LIZBROE R
WRBIZBIT DimMIETIRE (LLT. [Chaxsd £V 90) 1E, AHI 240 mg % 2 1 IR
THEE LTEBRD Coaxss & HBE L CRIEZ T L FHISRIZH DD, HRANBEITBWT
DEMENHER SN TWA L - JI®E (10mgkg % 2 HERIWRE CRE) TAFZ#KS5 LT
BRD Coaxss & B L CTIRKEZ R & FHIS N (THR), Mz T, BEOBECBIT 5
T ZFESE KK 3mg/kg (RE) XX 240 mg % 2 BRI, 7 L < IZAF] 480 mg
Z 4 AR TR LEBEOARF OREE & & A M XL & OB & 3 2 1%
BROSET UPER S, YEBEEIZOW TRFM TOILIZ R, ERRoMiE - HED
i CHZIE R OV eEICfE R 2RI v e PHls Tz, -, Bla@EEICBIT 5
T—RIZEESE | DR F =T O HRHIAHK] 240 mg % 2 JEEIE R X1 480 mg % 4
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[l T e - LI BROARAN OB EE B & AT ek & OB 2 Rt 37 2 Bk S
BTV S, BHEEEICOW TR TOIRER, Eito ik - HEOM T
e OV RIS IR 72 22 5T & TRl S LT,

K5 AROEYBIE T A —F

v - B Crnax Chrmind28 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 MIRIMG. Q4W : 4B RIRIFE. Cmax : FIEIFE5-1% D i i LT R BE
Cumindzs : PIEIE 528 H B30T 2 HARIMIE IR AL, Cavears : A G428 H B & TOWEHIIMIE L,
Craxss | EFURTBIZIT D I M5 TS . Coinss ¢ EFRIBIZ 1T 2 ARG T . Cavess ¢ E IR EE
(S SIpRAR B3] IR Er <35
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4. HERIZOWVWT

(LB R R OARIABIBR A BE X T ER R M 0 B M AR L 3~ 2 358121, &G
G UCTHEABGERAE (2FRE) SBEohTnas 2 ennn, YA 2 mEuIcE
MiTE DMK CThHOLULENDD, TO LT, EFEMLY A7 EHEEE (RMP) IZHKEOX,
AFN D =S i 22 AVEREAATE B~ D o IR 8 2 sk Td o T, ARFI OB G- M) 72
Fa 2l FrE L, AFIOFEGIZ I BERRBEAZRBEBLLZBRITHIST 5 2 LA EE
27D, UTFTOO~BDFT R CEHI-THHICBWTHERT 2 XEThH D,

O MEFRITHOWT

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

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

(2) FrERRERPE

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

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

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

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

#*

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

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

@ BEHNOERLEREROERICONT

S R R BT R 5 BT E DL S . BRGSO D . HM: - %
SIS MR OB LR OVERTEE T X1 2 MR 0L, A EHEARA LB E OHE
ST SERERINATOR B R E STV T L,
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@ BUER~DORIRICONT
®-1 fEsxah]ic B4 % B

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

@-2 ERHFEIC L 5FEESINICET 22N

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

@-3 BHEADOZWrOx B LT

BIVEA (MEMEMZEEIZIN 2 BREAEDRE, OIdk. Tk, BT RARE., KIBX.
INZE, EEDO TR, 1 ANERIE, BUEMZE, HFARA, HHERERES . JHFK. kIR
K. FAIRIAEEERE S T ERMAMREREE, mhiklEE, BEE, RIEEE, WK, BEEOKL
JEREE, FFRIMARZEFRAE, infusion reaction, HFE7c Mgk, MERE RIEMERE, FikZ.
Bede. WEEORPEROG ., IR M, CIEES (D EME) - 2RI - DS MEEISMGHES) |
REFEREE, IS ML, BEALE) 1Sk LT, YikhEak U B R O BF P2 AT 5
R & EE L (BIERORZKCH NI L CTHREM O EEZIT N 56McH D =
&)L EBICET)RMED TE HIEH RS> TWD Z &,

i
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5. RERRLIRDEE
[ RhE B4 % Fri]
O TROBEZBOTAAOHAIERRIES LTV S,
o MEFAMEERZ AT SIUENERA] (TX>F=T A=F=T, VT
=T NN =TE) ZEUCERIERE AT D RIG IR IE UL D
TR R CARAI )
o AEERIERIAEOIMDC U 2 2 4357 Intermediate X (Poor U 2 27 Y OARIARY])
PRABESUTEB O BRI EE (1 ©) L~ 7 L OFil#EE)
o ALFBERIBHEORIBYIBRAE IO BlaEEE (WA F=7L
DHFE )

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

GED [ g 17 45 AR FRER (ONO-4538-16/CA209214 35) 123\ T BL FODO~@DWFHUC 354 Lie
WA 1213 Favorable U A7 | 1 X0 2 THH %172 9851213 Intermediate Y A2 3 THH LU E&2§G7-3 56
\ZiE Poor Y A7 L&z, (6 X—T&M)

BN & 2 ST D AR O BEIEA B 1 £ C 1 FARm
Karnofsky —fi%{KHE& 80%Alifi

ANE T T B FEHEE T BRA T

WIEH D AN 7 MMED 10 mg/dl 22 5
IFHERE DS F Y LR 2 2 5

M/ REDS FEVEE IR 2 2 %

CISICISICHC)
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[Zz 4pEIz B4 % $H]

O TFTRICEYTLIEEICOVTEAAOR GNP ERE SN TND ZEND, KEETT

DRV L,

o ARHNDORSTI R LIBBUEDRBEERE D & 5 B

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

DI RIEMERE N A DI D BH

o HORERBOEOH SUTEMERLH L I3 D B SRR B OBER O

b5 ERE

o S BAEE (EisMRBEE L E) Ob D EE

o RBEOBGSUIMEE AT D 8E

»  Karnofsky Performance Status 70%Alifi 2 &

(#2) Karnofsky Performance Status (PS)
Score EF
100 | EH, BEICHT 2 BEOF XAV BHIERZ L,
IEH OGBS ATRE, Frnl/e BN g2y, 90 BVBRIERITH 503, IEFTEE) AJRE
80 D72 Y BRRIEIRA & 523, 8577 L TUER OfEH) i AE

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

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

e : 60 HAOWMLERZLITTEDN, L EENPPLE
RABRIEORDELE TS, S0 | il B LT B & OO BT A D
40 BT U RERES L OE# D
FOREY DO LEAZTTERY, ifZd o0 30 2LEIT T ABRPBELEAETE LEE o TohRn
ERBEOFL L AEOFUELEL T 5, HB | 20 | FEWICHIE, ABEA LI CHEAMRIBID L E
PEGHICHERT LTV 5 WTHEMED B 5, 10 [ EMZSE-C0 5
R
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6. BEZELTHEETREFIH

O  IRASCEREITIN A, BEIREES D IRAET 2 ERFE T D & AR O FeE & OV Ef#
RO 7= DI B w2 o3 B L Co b HET 52 L,

@ JHREBIAICENL D BE T F OFRICE MR OEREE oA L, FEE25S
ThoEETHZ L,

@ EREWERHDO~XT AL MZDOWT

BB MR BN S 5D Z ENHDDT, KAIOFEGIZHT- > T, BFIE
e (PRI RIS, ik, FEEAVE) OffEsE M OMIES X A o FEha%E, Bletz +5
IZATH 2k, Fio, BEIZSUTHRE CT, Mif~—F—%0ORE%2EET 5
ek,

AFN OB 51X EE O infusion reaction (Zfif 2 CTERARFIC 43726 dD TE 5 Y
%177 L CBRMET 5 2 & £72.2 [5] H LA O A A1 5-FFIZ infusion reaction
DHHONDI LB HDHDT, KEEG R ROARFEGHE THIT AL 2o
EAET D%, BEOREBEL T8I T 52 L, 728, infusionreaction &
FHL LG E 12, R TORELOERPERIZEE T 2 £ ThEE 2 o8l
THZ L,

FOR IR RERE 5. T RAERERER ORIBEENSH DN DLZ ENHDHDT,
ARFN D 5Bl b ai o OB - B R 3E BRI N ne i A (TSH. B T3,
el T4, ACTH, M = LF Y — 1V S0HlE) 2Eliid 52 &,
AFNOBHIZ XY | WEOGRE NIRRT 5 & B X biLdkkx 2R BOR E
DoHOLOLNDZ ENRDHDH, BFEDHFOLNTGEITIE, BELLIZFRITS LT
BEFRA 22 0k & 8Bk & RO R AT & s U CE bl 2 R W 21TV, B ok
BOGIZ £ 2 BWER D B 258121, AR ORIESI P I, K ORIE BE A
WEVEIOBRGEZEET DL, B, BIBERERLVEYOEEIZ XY EIE
M OYEEDRFRD B WA TR, BB BE ARV LIS O Sz il Fl o8
HLEET D,

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

1 BOHEPRI (BE 1 BBEIRIG 2 5 de) 23 bbb, FERFMES h 7 v R—T R
IZEDZENHLOT, Hig, Bl MRH-FOER DR B MBEE O LA 12+
SEETHZ &, 1 AERFN OGS &G ERIEL, AR Ul
RO 5EOWE)2LEZ1TH Z L,

BIERF I, IFARE, IFREREE . TR, B{LMERE RPN LD Z EndH D
DT, EHWIIITHERERE LTV, BEOREZ H3ICBET 52 &,

@  AANOEERREBRIC BT, ALFRIEBRRE BT 1T 2 HAIR 5 T3 5-Mih 5
S 1AFERIT 8 M I L, LA RIREEFICB T 24 Y A~ 7 AL TIX
B 5-BRGA D VAERNT 6 R Z & (WIENE 12 %) . ALFRIERIGEREE 2R
TR RV F =T G CIEE 5B D 60 B ETiX 6 T (FIENX

21



12 8H#) IZEDMEORHEAZ1T > TWe 2 L2 2B, RASG FIESRIIZE
GRETHROMWRZITO Z &,
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HEERHEEST A RFA v
=R~ 7 (B FHE#Z)

(BR7E4 « A7V —ARRMFE 20 mg, 7P —RRHFEE 100 mg, A7 P—
RETREE 120 mg, &7V — R ETHH#HE 240 mg)

~HHARSF ) VN E~

FRR2 94 A (FFn 445 AT
BB



SR/

SR W=

XU ®IZ

AFN DR, MERBES
A IR B AR

JEER 2D T
whHRIG L 2 DB

BOICER L TRHET & HIHA

P2
P3
P4
P11
P13
P14



1. iXU®iC

IS DOF N - BEVEOHER DT DIZIT, B SCEFITE SV o B A AR D
BND, 6T, IEOREREMOMESRIZ L0 FUKEIRS 72 & OHH 72 3 1E A%
FPEZRBDARIND T T, 2O OERMNZ EICHNERBFITRMLT 5 2 L BBED
PR & 72 o TR Y RIFMBGE S & YR O BT EE 2016 CEAL 28 4 6 A 2 H HMERIRE)
IZBWTYH, EHNERNEOMHRAORE(LHEZXS Z L L ShTnd,

BORVERAMSFESR L, KEERASCL 2T 0 7 7 A VDBBEEOEIRS, & B D i
RHZENDD, DD, HMER LSBT HIERNSH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RMFEBL L 7B B3t % & D 2 & DA hE /e — 8 O B i 7= 3 3 BE ¢ A
THZENEETHD,

L7 oT, RHA RTA4 Tl BARBEESINE TR LTV D EFEIREN -
R RN EED & | DUT O IS O it 70 8 2 HEE S 2 8L b MBI Bk B %
F RO EFREE T,

BRI, RKHA BT A 3 MAZATBAE NEIR L ERES OHE, /IS EHEARR
BRRMES o . —AFEETE N B AR IRNBHE S . —MAEE AN B AR MR T2 Rk Okt
FVEN B A/NRIE - BDAFROWMIIOH EVERR LT,

S &R HERS « ATV — R L 20 mg, AT Y — R AL 100mg, ATV
— AR 120 mg, A7 Y — R RUEFRE 240 mg (—%4 0 =
R~ 7 (BAGFHEHLZ))

RELRDPRUIR IR UTERME O H R % ) Vi

MEERDMEROAE  @HE, A=A L~T GBI z) & LT, 18 240mg
% 2 JEERIFE ST 1 [[] 480 mg % 4 3 [EHIE C A ETET D,
WE . PNRICE=R v~ 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 BRI 1 [ 480 mg % 4 R MRR CAfFHET 22 L BT
& D,

B 3E IR 5e ¥ NP TS




2. AERN DR, 1EREF

7 — R IR ERE 20 mg, [FATEERE 100 mg,  FLAEETE 120 mg K& OV A §RE
240 mg (—f%4 : =R~ GEBE ML), LT, TARJ Evd,) 1, /MRS
TEMKSLEAZ Ly 7 24 BTV AR e =AY —X A7 A7 (BMS) ) 2
BA7 L7t K PD-1 (Programmed cell death-1) (Z%}9 % & Nl 1gG4 & / 7 v —F /LHLfk
Th b,

PD-1 1%, &M L L2 38k (T A, B MR N F 2 T % 7 —T fifn) LKOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIE T2 2
T ICERT 2B AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U K (PD-LI1
KOVPD-L2) EfEA L. Vo SERICHfIEY 7P v s LT U v SERoiEALIREE
BIZFRET L TWd, PD-1 U H v RIFHUREESMBELIAMNI B b Ok~ 72 SRR 8B
LTHY, EMEREAELE LU L EGHMEIZI TS PD-L1 OFRBL L itk DALF
WM & ORI ADOFEREBIRN & 5 2 & 3 HE ST % (Cancer 2010; 116: 1757-66)
F 7o R R fE A CIRARRE T N EE T DA v X —T = H >~ (IFN=y)
IZX > T PD-L1 OFENFHE SN, 5B LI EERRICIIT 5 PD-L1 ORI & itk D
ALEHIR & ORI EDOFBIRRN 5 & DOHE S & % (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
EEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 72 RERRIL, 23
AR HURRF A 72 T ML OWEBEEZ BT 5HFD—> L LTEX LT
Do

AFNT, SR OFE RS PD-1 DM EIR (PD-1 U > FiESHEI) ITHEG L.
PD-1 & PD-1 U Y REDEEEET DI LICLY ., DAFURRRNZ T Mok
PEAL R O AUABRRLZ k9~ 2 MRS IS M 2 #9587 5 2 & CRefei e ptlEgsh R 4~ 9
ZEDER SN TN D,

TS OHRN S | AFNTHENENEG 6T 2 72 G R 0 ED b0 LIS,
R X ) VONERE B RG L LT ERRER A S L, Ao, et ROEE
PEDIFERS S Tz,

AEN ORI < E OFE SOSIZ L 2EIENER & b oi, B XIIETIZ
BOWREMD 5, AFNORGH KR OREGHRIZIT, BEOBIZL ToI2ATV, RE DR
O BTG AR, FEH LT F RIS U BEPIR 2 ik & REBR 2 RO R Al & L Tl
BI72 8RR 24TV B D SIERIRT & D RIER 2 e 2 55 1 id, B RE AL
RO GFHEDOWE) IRALE 24T 9 MER D D,



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

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

HFEEMBMRBHEE T LY Ry ~T XREF U GlEla#z) CLF, 7L
YR T T L)) ITERPUE SUIRIA D 20 sk L B O SUZERME O & A R
Uk R EBE (ECOG Performance Status 0 &2 OV 1) 17 il & %512, AA| 3 mg/kg
Z 2 JA RN CRIEEE Lz, FEMEEE Th 528203 (ET IWG criteria (2007)
IZHD < FYHIEIZ K B complete remission (UL R, TCRJ &9 ,) X partial remission

(LLF. TPR) & 9H,) DOFEIE) 1X75.0% (95%EHEKM] : 47.6~92.7%) Th o7z, 72
B FAMNIEHE L7ZBIEIL 20.0% TH o7,

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

H F & M BT T I T L Y o~ T I K DR E =T 72 18 UL LD F3E
SOFEHRMEOH IR U U UNEEE (24— K B, ECOG Performance Status 0 5
V1) 80 Bl x4z, AAl 3 mgkg & 2 BB CARMEERE L7z, EEHMAEE TH D
ZEh# (LRET IWG criteria (2007) (2353 < HIREEIZ X %5 CR XX PR OFIE) 13 66.3%

(95%IEHEIX[H] : 54.8~76.4%) T o7, 723, FRNIHE L7-BIEIE 20.0% THh - 7=,

@ EWHE THHE (NCCH1606 75k

2 LY A L EOIREREEA L, o[RS MRS X DIRFEEO W (AR
T M AT AE O G ERR L) . 1L L 24 UL FOFEHRMED R V% ) VoS O
AT /N MR [ IS B 2 e BT A 3 mg/kg & 2 JH R R C R Lo,
ARBIBGFEEINTZ 26 Bl 5 B, HHAGR DU DOoNEIL 1 BIHAAN DI, T D
e BARAZNE (2ET IWG criteria (2007) (235 < JRBRE(LERHIE) X CR ThoTo,

(24 1]
@O EWNE DERER (ONO-4538-15 #ER)
AEFERIIEHNRD B, AHE OREBERENGE TERWVAEEFL L RHIED
BT, BN 5%LL LORIERIZT TEREDO LBV ThoTe,



#F1 RERES%ULEOBWEA (ONO-4538-15 3RER) (MBI SEH)

BRI H B (%)

FEARGE 17

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

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

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

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

HEI 1(5.9) 0 0
PG AR 5

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

280 1(5.9) 0 0

(T 1(5.9) 0 0

T 1(5.9) 0 0

iZES 1(5.9) 0 0

G 1(5.9) 0 0
— % - EFEER OGO

95 2(11.8) 0 0

TSN 1(5.9) 0 0

i5)=NR 2(11.8) 0 0

FEEN 7 (41.2) 0 0

il 1(5.9) 0 0
JEYSER K OVFE HRUE

PHR 1(5.9) 0 0

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

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

JH R REAR A 2 1(5.9) 0 0

LIIRANY 8l % 1(5.9) 0 0

RSN 1(5.9) 0 0

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

KV v AlffE 1(5.9) 0 0

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

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

RA i 1(5.9) 0 0

HRER 1(5.9) 0 0

il I RR 2(11.8) 0 0
PR E

FEWED 1(5.9) 0 0

SR 1(5.9) 0 0

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

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

FEGEORIE 1(5.9) 0 0
B R KOV TR

JHEE 1(5.9) 0 0

B2 ¥ &R 1(5.9) 0 0

SIERRE R 2% 1(5.9) 0 0

% ) FENE 5(29.4) 0 0

Bt 4(23.5) 0 0




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

@ AN TAHRER (CA209205 #ER)

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

#£ 2 RBEN 5%IULOBNEA (CA209205 3ABR) (Al Treated Subjects)

P I NAL | B (%)

FEAGE 243 {1

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

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

Uit BRI E 13 (5.3) 6 (2.5) 0
PG AR 5

FOPR IR REA T 14 (5.8) 0 0
Bl E

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

T 34 (14.0) 2(0.8) 0

B 24 (9.9) 0 0

I 19 (7.8) 1(0.4) 0
—i% - 2EFEER X O SENLOIRRE

i 50 (20.6) 2(0.8) 0

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

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

ALT #4701 13 (5.3) 7(2.9) 0

AST #41n 14 (5.8) 52.1) 0

U R—E N 14 (5.8) 9(3.7) 0
B R B X O SRRk

RE A 19 (7.8) 0 0
kR E

GRS 14 (5.8) 0 0
FERE 3 KOV TRk RS

% O FEIE 21 (8.6) 0 0

FI5 28 (11.5) 2(0.8) 0

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



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

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

@ ENE [ fHRE (NCCH1606 #5R)

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

£3 RHEN 5% LORIEA (NCCHI606 3RER) (R2MMATRSER)

BRI AR 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 SEREGED 14 (53.8)  6(23.1)

AST B4 6(23.1) 1(3.8)

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

s IR $3a A 8 (30.8) 0

U HRER B 6 (23.1) 2(7.7)

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

Y= NE IV NT AT =T — BN 2(7.7) 1(3.8)

ALT 40 3(11.5) 0

M7 L7 = BN 2(7.7) 0
— % - EFEER X OGO

FEEN 5(19.2) 1(3.8)
KRG ¥ KOV TRk b

IS YNITRZ N2 2 6(23.1) 2(7.7)

% 9 FENE 3(11.5) 0
MiEFR E VY o REEE

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

K7 VT 2 v ME 5(19.2) 1(3.8)

BRRE 2(7.7) 0
B IBhEE

il2ni) 2(7.7) 0
B L ORI RRE

BHHIR 3 (11.5) 0
ERNE N IS SRR ]

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

i 2(7.7) 0
AR IR

T 2(7.7) 0
A s



an BRI IR Bi%k (%)

FHARGE 26 5
(MedDRA/J ver.22.1) 4> Grade  Grade 3-4"
PR TP e ) e 2(7.7) 0
FOPR IR REAR T E 2(7.7) 0
* . KBTI Grade 5 DA HH4T Grade 4 & L THEBIHGE (CRF) (250
SRSz,

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



[k - ]

AR OREMIEDBEET NV EZFIH L2 I 2 b—a AZE D K3 mgke (K
) Xi¥ 240 mg % 2 HFEHNE TR G L BROARFO MG FIREDS G SNz, £ 0k
. AHAI 240 mg 2 x5 LZBROBRER R, AH] 3 mgkg & 505 LIZERORE R & ik
LTmEZrd & PRISNZbOD, AAANBREICEWTEAENI R SN TS
% - & (10mg/kg % 2 B TR G) TARIZ&KRG LIZBRORE & & ik L CTRE
ZRdETHShE (FR) AT EEOREEICR T 527 — 212 H3E | A4 3 mgkg

(RE) X3 240 mg % 2 WEIFIFE THR G L 7ZBROARA| OIREE & & A 20 3L &
DEE A RFT T DRI LUS T T VR S L, UEBIEIC OV TRRES DM T DAL RER
EREOME - HEOHE THRME R O AfER AR TRV E THIS U,

K3 FRAOEYBE 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 OO di i L5 HREE . Crminara  HI[EIFE 52 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

T ABIOREFEDBREET VAR Lz 2 b— 3 12k 0D A 480mg
% 4 FEREGE CHG SUIBEARR O ik « FH B TR U 72 BR O ARK o i o i B 23 et
Sz, ZOREFE., K| 480 mg % 4 HEMR TR G L0 EFIREBIZB T 2 i
EHIRE (LT, TCagss) V9, ) 1%, AHI 240 mg % 2 WRHIFIR TG L7ZERD Caygss
EHUT DTSN (FR) o 7o, AKAI480 mg Z 4 MMM CHE LIZBEOE
FORBEICR I D MiETIEE (AT, [Chass) &9, ) 1. AHI 240 mg % 2 H R
FIRR TG LTZBRD Chaxss £ IR L CEEZ /R T & TRISIZ OO, BHARNBEFIZE
WTEARPENHER STV D ML - I8 (10 mgkg % 2 BRI T#HE) TAFZ &5
L72BED Coanss & I L TIRME A R & FRIS T (FHR) . Mx T, EHoEEICE
F5T7T —ZIZHAS X, KA 3mgkg (KE) F7213 240mg % 2 B, 7 L < ITAA)
480 mg % 4 HEEMNE TG L 72BOARK OIRGE R & A 32 et & o B % Mt
TAHRBIOCTT AR SN, YiZEEICOWTRBM TR R, Lok -
A BEOR THIWE R VLSV 28T Vv & TRl E vz,



K4 AFOEYBLNT A —F

v - B Crnax Chmind28 Cavgd2s Cimax.ss Crnin.ss Cavess
(pg/mL) (pg/mL) (pg/mL) (ng/mL) (ug/mL) (pg/mL)

S 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 mgkg QW (145322) (86.959,.?32) (10},1 ?48) (32;,9225) (18421,1 gos) (232,7277)

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

2AMFERE, Q4W : ARG, Cumax 1 HIEIF 514 0D f ) MLIE IR EE
Crmina2s : PN 51428 A HIZF51T 2 SR PR, Cavears : I G-1%28 A H & T O FH i i EE |
Crnaxss * EFARAEIZIS T 2 B ML FHEE . Crninss  EWIRRBIZ I D S ARILIE PIEE, Cavess : EHIRAE
(Z35\T 2 SR R
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4. HERRIZOWT

AR E LTl ERE (2FRE) AT TS Z ennn, YRt 4
UNCEf TE Dk THOLMEND D, TDO LT, AKFI OGN @Y7 BFE 220 - 5
E L, AANOBREGIZ I BEZRAEMZRBEL LIRS T 2 2 ER3nEElzd, BITF
DDO~@DT X T &R IZBWTHEHAT & TH D,

O MEFRITHOWT

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

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

(2) FrEREHEHPT

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

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

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

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

*

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

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

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

© BENDOERLFREEOEHIZONT

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

11




® BHWEH~DXIRIZOWT
@-1 HERRAHICEEd 5B M

EVE MR B O BB R BIEM AT LB, 24 FERIZIRIEHIO T, Y% X
ISR 12T, B L2 BIERNIZIS U CABRE B R O CT O RIWEH OEERINZ &4
LWRMAEOKERENY ARG Lh, BHICHEaTRERIEHINE - T Z b,

@-2 EERNEFEFICL2AFBLNNICETLEH

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

@-3 BIFERDZUTLRINICE LT

BIVER (RVE MR BTN 2 . EAEMEEDAE, DR, Mk, B RARE . RIBXK.
NBS, BEO TR, | BBERE, BUEATIR. AR, RS TR, mifbrEiase
%, HURMRBEREREE . MRS, MhRREE. BEE. RIBEE. Mk, BEEDOK
JEREE . ERIARZEARAE, infusion reaction, FEFE7R MRS, MEKE RIEMRE, F5EZ.
BEdk . M DERS, RN, DlEbEE (OEHE) - IR - OEMEEIAMES) |
AREFERES . BEG I, EEALE) (T LT, Yagtax B ERERE O FMMEEZ G 5
EhfEEE L (BIER ORI INICE L THRER O EEZZITON &M h D 2
E) L EBITET) R ALE N TE HEHINE S TND Z &,
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5. ‘EXRLRDHBE
[Hxhiiz B4 % 31E]
O TROBFIZBWTAFOEENRINTND,

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

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

@ TREIZEZNY T 2 AT 2 ARFN O PG K O A TR OV T AR OAFZPED

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

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

bz &,
o AHNDORITIHR UIBBUEDORBEERE D & 5 BF

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

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

o [FEMMREOGHIITEEDH 2 BHE

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

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

o IR (EMmEaBEZ 5Te) Ob DB

o FEBEORYSUIBEE A AT L BE

*  ECOG Performance Status 3-4 " 0B

GED  ECOG @ Performance Status (PS)

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

13




6. HEICERL THETNEFH

O WA SCEFITIN A RS GEER TR D ERME 1T D & A D FrE M OV 1E Al
O DIZLE R ERE I L ThBEERT 52 &,

@ IREBIRAICIEN D BE NI ZE OFIRICE DR OEREE o3 L, AR5
ThobETHZ &,

@ EREWERHO~XT AL MZDOWNT

MEMEEEN D oD ZENH DD T, AFIOEEIZH 1= > Tid, BKRE
W (REWR ARIEE, ik, FEEVE) OREFE M O X Sl d o FEhn%, Bz +5
ZATH 2 &, Fo, MBS U THES CT, miF~— T —FDMm&%Z T+ 5
Z &,

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

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

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

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

BIERF I, P2, IFgREREE . TR, B{LMERE RPN L bND Z &R D
DT, EHHIITHERRREZITV., BEORELH2I2BET 22 &,

@ AA|OEFEARRERICINT, BEHANS 6 7 HURNIT 8 B T L1z, T LRI,
GBS TR E TIX128M 2 S ITHIMEORHET 21T > TWe Z L 2B BT,
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HEERHEEST A RFA v
=R~ 7 (BinFr#Z)

(BR7E4 « A7V —AREFE 20 mg, 7V —RRHFEE 100 mg, A7 P—
AR ERE 120 mg, A7 Y — R KR EE 240 mg)

~ B~

ERR2 99 A (FFn 445 AHKET)
BT BE



ER/N

S

XU

AFN DR, ERBEST
A IR AR
el ANE

ELECD O Bl AN ey

BOICER L TRET & HIHA

P2
P3
P4
P18
P20
P22



1. IILBIC

RIS OF M « ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEM ORI L0 | FURESR S 72 & OFH0 72 5 LA E R
FPEZRBDARIND T T, 2O OERGNZ EICHNERBFIRMLT 5 2 L BBEO
PR & 72 o TR Y RRIFMBGEE & YR O FARTTEE 2016 CEAL 28 4 6 A 2 H MERIRE)
IZBWTYH, EHNERNEOHRAORE(LHEZXS Z L L ShTnd,

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

L7eio> T, KA RTA4 Tl BRBEESLZNE TILELN TV D EFIFR -
BHE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EEHE R~ T,

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

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

REERDPEIAR - TEE OISR ARBE R AT » FEHE O HHE

WG ERDRMERORE  @E . lAICIZ=R L~ (BT %) & LT, 11 240mg
Z 2 ERIRINE S 18] 480 mg % 4 3 R RIE CAGEEET 5,
i OHFEEMEIES A & O 2 581%, B, A=A Lr~7
GBfz /M) L LT, 1 8] 240 mg % 2 WML 1 (5]
360 mg % 3 i MR CRIEEET 2,

B I 5B 3O /NP TERRUSAE




2. AHN DR, VERBF

F 7Y — R T 20 mg, [RLAEEE 100 mg,  [FAGEEE 120 mg K& ONF] s ifsiE
240 mg (—fi%4 - =R~ 7 GEE ), LT, TARA) Lvd,) ix, NERSES
TEMKSLEAX Ly 7 24 BTV AR e =AY —X A7 A7 (BMS) ) 2
BA7 L7t K PD-1 (Programmed cell death-1) (Z%}3 % & Nl 1gG4 & / 7 v —F/LHLfk
Th b,

PD-1 1%, &M L L2 Y 38k (T A, B MR N F 2 T % 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIEE T 2% 2
T ICERT 2B AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U & K (PD-LI1
K OVPD-L2) EfEA L, U SERICMEINES 7L R LTV o REROIEE L IRRE %
BIZFRET L CTWb, PD-1 U H» RIFHURE SIS B b O & 22 G/ 588
LTk, BMERAMEEE) LU LB T D PD-L1 OIEBLLIEDELF
HIM & OMICADHEBEBFR & 5 Z & HE I TW% (Cancer 2010; 116: 1757-66)
F 7o R NE S CIXAREE T AN EET DA v X —T = a2 H >~ (IFN=y)
IZ& > T PD-L1 OFIANFHEE I N, BB L EEMARIZI T D PD-L1 ORI LI O
ALEWIR & ORI EDOFBIRRN 5 & DHE S 8 % (Sci Transl Med 2012; 4: 127-37)
X 51T, PD-L1 Z 3Rl RHE S B8 AT, FURRRA CDS B5ME T Miia o Hifa &
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
EEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 7> RERERIL, 23
AR HURRF A 72 T ML OWEBEEZ BT 58FD—>o L LTEZX LT
Do

AN, FEHRBROFE R S PD-1 OMasEE (PD-1 U 7 & RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z EI2X 0, BATURFFRN e T MO
PEA K O AUABIENE k9 2 AR TG M 2 58 5~ 5 2 & TRk e PuiEgsh iR 4 k9
ZENHERR STV D,

IO OFEN S | AFNTEMEER ) 2 B 2R EIC R0 55 b0 L MIfF S,
BB 2R & LTCBRRER 2 R U, Ak, et R OCREER R ST,

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



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

[H2hE]

DE BRI FFH M FEFER (ONO-4538-127857)

20 LU DAL FIRIEIE & A5 D AEMETRIR IS XX RIH OB U R AR RE 72 1T « 38
OB T RIE S EAEE (EEOPLARIEEESH LY ET5SemPINICALES 2 i}
) BE4936] (AARNEE2266 % 5 de, AFFEIZ0H],. 7T B AREE16361) 2351,
7T R ERIRE UTARHKI3 mg/kgz 20 ][I CREFNE L & 20RO L L
PEAZ MR LT, FEFHMIEEE Th 2 2AEFHIM (LLF, ToS) Evo, ) (R fi [95%
B ) 1%, AAIRET5.26 [4.60~6.37] WA, 77 EHREET414 [3.42~4.86] 7 H
ThHY, AFNI7 78R L FERICEERIERE 2R LI (01— RER0.63 [95%
{EHEXM : 0.51~0.78] . p<0.0001 [J&%Hlog-rank E] )

1072, —— AEIH
wd ™ 0 = JItAE

0.8 1
0.7
0.6 1

0.5 1

R

0.4 1

0.3

0.2

0.1 5

0.0

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

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

@ E BRI [F M FEFER  (ONO-4538-44/CA209649 F5R)

BB O 720 e b RN - 5028 (LLUF, THER2) &9 ,) BEMEOIRE
OIBRARRE 70 AT - RO BB XTI REF#ATE (EEoPONEEREGH LY BT
S5emPANICNLE T 5 IE) AT 11,5816 (A ARNBEE10961% & Te, AHF+LaEmik 2
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78961, ALTERIEET2G1]) ARG, AbFIEIEE IR E LT, RAIHEFFRIEDOFR)
P Vet Zfet Lo, EEFHiEE B Td % combined positive score™ (UL, [CPS]
VD, ) =S5EMIZR T L mHEAFIIM (LUT, TPFS) & 9,) MOCPS=54EHIC
BIFD0SIZONT, AHIHLFEIE I FIFRIET S LG PRICAERIER 4R LT
(1, ¥2) . S5, FANTHE SN BEFIEL A BEKEDOEY TIZHE > THRIE
DT FER, BIRGHEE B & X372CPS= 14  ITTEMIZ BT 2 0SIZ2oW\T
b AHHEFREI T EFIRIEITS LG FIICA BERIER 2R LTc (1, 3) .
*1: HER2 I E A RESUI RN E O BFHE | o OB IES O D23 8 2 IR O FBE LA ATREE LTz,
#2 0 LR OLE (RBAR Y ERIAEIN) 245 Lz [OAF Y 77 F 2 1 [E 130 mg/m? (KF
g & 3 W CAEEIEL, A B2 1000 mg/m? (REmAE) % 1 B 2[[, 2 #EkR
A%E%IC 1 EREE, UIQAFY Y F5F 0 1 [H 85 mg/m? (EFEE) . "YU F— Ly
7 2 1 [\ 400 mg/m? (RFREFE) MO7A 17T )0 1A 400 mg/n? (RS 4 2 38 b
TRIEFHEL, 7041 U 7 )L 2400 mg/m? (RRERE) % 2 BT THARN TR 5% 12
ARIARSE] | ARF-HLEFERECIE, ARF (O1 [\ 360 mg % 3 3 MM X 1X@1 [7] 240 mg % 2 ¥
FIRIRR CRiFRE) 2 2n2h EiROXT@ bk L A Lz,
*3 ¢ JEEFAMIC 31T D PD-L1 258 Lic ok (EEME, <27 v 77—V RO /3 ER) ZHRJE
HIBELCER L. 100 % % U721,

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

YL fE
BHEEM TRIREE Bi%% [95% 15 FE X [#]] AP — FH
(B H)
AH+ 7.69
N 473 N 0.68
PFS*! CPS=5 fer it [1gogn] [98% 5 HHIX[H] :
L PRIERE 482 [5.55~6.90] 0.56~-0.81]
AH+ 14.39
RN 473 o 0.71
CPS=5 feri s [13'1111 11)6'23 ] [98.4%ZHE X
LS 482 (10.02~12.09] 0.59~0.86]
A+ 13.96
RN 641 - 0.77
0s™ CPS=1 {Es ik [12'5151 3134'98] [99.3%({Z AR -
L RRIERE 655 [10.64~12.25] 0.64~0.92]
AH+ 13.83
N 789 N 0.80
ITT et “2'5151 5164'55] [99.3% {5 #EIX I
(L7 IRRE 792 [10.874 12.48] 0.68~0.94]

*1 o EEMENTEO T — X |

*2  HPEIFRATIRE D T — & | *3 ¢ JERI Cox LY — RET L



AFN LRI

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

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

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

AFN A HRIERE

S
7

(L IRIERE

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

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

X 3 OS ™ Kaplan-Meier Hi# (ONO-4538-44/CA209649 3XB%) (ITT £H)

6



(PD-L1 FEBLR DA D A 1)

[E B[R 255 M ARFRER (ONO-4538-44/CA209649 iRER) (LA AN HNI-BEDT — 4
(S & | PD-L1 OFEFLRIBINIENT 24T - 1= A0 RRI T 2 & te) M OVEZ4E
PEOFRERIZLUTOEEBY ThoTz,

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

728, PD-L1 OFBRHUIZ L 6T KAlOZEMET v 7 7 A VITFRETH -T2,

7 2 PD-L1 OFRBLRIBID B ZIME (ONO-4538-44/CA209649 FAER)

Fp A o .
PD-L1 R " o NHP—RH™ A H AR
#5 R B TSN s o p i
AH+ 140 8.67
CPS< 1 (bR IR E [6.93,9.69] 0.93
o 125 8.11 [0.69~1.26]
TR [6.87,9.82]
ARH+ 7.16
RN 168
PFS™! 1=CPS<5 it [6.83, 8.38] [0 3331 20] 0.0257
Lt 173 8.15 T3~
o [7.03,9.07]
AHAl+ 7.69
cpsos feEmEm 0 [7.03,007) 0.69
- (LR 482 6.05 [0.59~0.80]
TR [5.55,6.90]
AH+ 13.08
CPS< 1 (bR IERE 140 [9.82, 16.66] 0.92
12.48 [0.70~1.23]

L ReERE 125 [10.12, 13.83]

AFI+ 168 12.29
{LABRIERE [9.63, 14.26] 0.97
*2 <
0S 1=CPS<5 1199 [0.76~1.24] 0.0345

fLpilme 173 [10.87, 13.90]

AHl+ 473 14.39
e =35 5 [13.11, 16.23] 0.70

e 11.10 [0.60~0.81]
il 482 [10.02, 12.09]

1 BRSO T — 2 R TR O T —Z [ *3 1 R Cox B NY— FET L

CPS=5




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

o
o

0.9

.

OS

AFN L FHRIERE

CPS<1

e e 1'1“"’—*

0 3

At risk $5

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

ICHE 125110 92 77 61 41 27 15 13

9 4 3

1
2

0
0

10§

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

e
o

a
o

N

1=CPS<5

oS

j N

N

o

e

<

ks

0
At risk %

3

6 9 12 15 18 21 24 27 3

XTI T o0 ()

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

0
At risk

3

7 6 2
6 2 1

CPS=5

oS

AR+ AL ERRIERE

e

~
(L R IERE

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

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

19 8 2

0
0

1
0

0 33 36 39

0
0

0
0

Frobability of Progression Free Survival

Frabability of Progressicn Frae Sureival

E=

=]
i

e
o

=
)

o
o

o
i

=
W

e
i

e
bt

=

o
1=

N,

&H PFS

N, A R

{LZEFRIERT

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

140 110 72 49 29 22 11 5 4 2 1 0 O
125 82 53 32 20 11 6 6 5 4 2 1 0

1.0

09

g g 8 p
Wwom w e

[
-

a

i
o
|
I
|

( \

.
k"\'»., PFS
1"\

iRt 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
EAERBIS T o 0WR ()

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

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

CPS=5

PFS

ARF bR

e

(L2 ERRIERE

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

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

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

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

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



O EEEI[FS /AR (ONO-4538-37 5RER)

{LZFHFRERE D 720y HER2 [ OV EIRABE 21T - FRR O B T Bl H 65
i (EBOFRLAREEEAMEIY BT S5 em DINICAE T D) A 724 61 (AR
NI 395 il 2 Gte, AFIHLFHE2RE362 6], 77 2R HLFRRIE? B 362 4]) %
KR, 7T B AR HEFEIE A IR E LT RF AL FRE O G WE & O M 2 fist
L7z, FEFHEHEE O—>TH 5 PFS (P RAE [95%EIXHT) (X, AH+ b misrE
T 1045 [8.44~14.75] B H . 77 BRHLFIFRIERET 8.34 [6.97~9.40] WA THDY
AFNHALFENL T T B AR HEFERIECS UG RIICE B REE 2 /R LT (NP — R
Lt 0.68 [98.51% F#EX ] : 0.51~0.90], p=0.0007 [J&%H! log-rank FRE]),

Fo. b I —OOFEFHMEE TH D OS (FIAE [95%EHXM]) 1%, AH +1{b
FRIERET 17.45 [15.67~20.83] A, 77 &R HLFEIERET 17.15 [15.18~19.65] 7
HAToHY | BAIHEFFEL T T R HEFREITS LG FRICA BRI R & S 72
Motz (ONF— FH 090 [95%EHEXM : 0.75~1.08], p=0.257 [J&H! log-rank #i7E]),

*1 : HER2 HIE RREXIIANE D BF L3541 & L,

%2 - AH| (1181 360mg % 3 WRIFIE TAMHE) L7 7R &, DUFOMZRE GRBRHY EAiH
B AL (A3 U 7551 130 mg/m? (KFRAER) % 3 58 BB CaEiE L,
FHT = XRXAT N AT TINH Y T LEEH 40 mg/m? (RRIFF) T H <& £ 1000
mg/m® (RFEWEFE) % 1 A 208, 2 BEEOESZIC 1 RRKEK] |

X 5 PFS @ Kaplan-Meier Eift (ONO-4538-37 35k)
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X 6 OS ® Kaplan-Meier it (ONO-4538-37 3AR)
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(24 1]

OEWNFE MRS (ONO-4538-12 #5H)

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

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

CHEN PN |

B Mﬂﬁ 77 sz;j:z#
330 i 161 i

(MedDRA/J ver.19.0) 4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5
EIEA 141 (42.7) 34 (10.3) 4 (1.2) 43 (26.7) 7 (4.3) 2 (1.2)
B lEE

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

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

) FEE 30 (9.1) 0 0 9 (5.6) 0 0
W5 19 (5.8) 0 0 5 (3.1) 0 0

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

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

A EFGITIARAN L FIIERE 776/782 5] (99.2%) . {LFHIERE 752/767 i (98.0%)
(2R D, AFIDUILFRE & ORBEBEGRNEE T X WA FERRIIAR bk
B 738/782 15 (94.4%) | ALSFIRIERE 679/767 1] (88.5%) IZRD LNTZ, WITHORE
THIED 5% EORWERIZITRD LBV THhoTo,
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F4 DTN ORETHRERN 5% EORITER (ON0-4538-44/CA209649 FA5R)

B (%)

R AR LR
(Mu:dDRA/J ver. 23.0) 782071 7674
4Grade Grade3-4 Grade5 4Grade Grade3-4 Grade5
2EIEA 738 (94.4) 462 (59.1) 4( 0.5) 679 (88.5) 341 (44.5) 0
B I5hEE
L 323 (41.3) 20( 2.6) 0 292 (38.1) 19( 2.5) 0
T 253 (32.4) 35( 4.5) 0 206 (26.9) 24 ( 3.1) 0
M 1 195(24.9) 17( 2.2) 0 166 (21.6) 24 ( 3.1) 0
A 73( 93) 2( 0.3) 0 61 ( 8.0) 0 0
MR 57( 73) 7( 09) 0 47( 61) 1( 0.1) 0
PR R E
FRME = 2 — 1 SF— 221(28.3) 31( 4.0) 0 190 (24.8) 22( 2.9) 0
KRR = 2 — 1 S F— 137 (17.5) 16 ( 2.0) 0 119 (15.5) 14( 1.8) 0
SRR 59( 7.5) 2( 03) 0 61 ( 8.0) 1( 0.1) 0
BRI AR A 42( 5.4) 0 0 38( 5.0) 0 0
H 40( 5.1) 2( 03) 0 17( 22) 1( 0.1) 0
B AR AR AT
Bt v ER AR A 158 (20.2) 83 (10.6) 0 118 (15.4) 67( 8.7) 0
LIIRANY 8l % 156 (19.9) 20 ( 2.6) 0 115 (15.0) 19( 2.5) 0
TARGEXUBET I ) FFvA7 T 122(156) 12( 1.5 0 69( 9.0) 5( 0.7) 0
—EHhn
P i Bk ARt 112 (143) 23 ( 2.9) 0 77(10.0) 13( 1.7) 0
TS5=UTI) NG AT 25— 89(11.4) 6( 0.8) 0 50( 6.5) 5( 0.7) 0
o
U —BHEN 89 (11.4) 45( 5.8) 0 34( 44) 16( 2.1) 0
735 —EHm 71( 9.1) 21( 2.7) 0 22( 29) 2( 03) 0
M7 YRR T7 7 &2 —EEN 52( 6.6) 5( 0.6) 0 34( 44) 2( 03) 0
A e U e s 48( 6.1) 4( 0.5) 0 32( 42) 2( 03) 0
IR D 45( 5.8) 2( 0.3) 0 33( 43) 1( 0.1) 0
MEFR VY o REE
2 203 (26.0) 47 (  6.0) 0 171 (22.3) 21 ( 2.7) 0
T T ER IR i 191 (24.4) 118 (15.1) 0 181 (23.6) 93 (12.1) 0
/N IRD iE 157(20.1) 19( 2.4) 0 145 (18.9) 13( 1.7) 0
4 1 BRI i 63( 81) 5( 0.6) 0 55( 72) 11( 14) 0
—f% - EEEER X OG0 RRE
e 202 (25.8) 30 ( 3.8) 0 173 (22.6) 17( 2.2) 0
S i 73( 93) 7( 09) 0 81(10.6) 10( 1.3) 0
e 64( 82) 4( 05) 0 22( 29) 1( 0.1) 0
FEIBE D JEAE 62( 7.9) 6( 038) 0 45( 5.9) 5( 0.7) 0
ek 42( 54) 2( 03) 0 36 (1 4.7) 0 0
FEIE R X OV TR
T - RJERIRA AR RREERE 94 (12.0) 11( 1.4 0 81(10.6) 6( 0.8) 0
95 74( 9.5) 7( 09) 0 12( 1.6) 0
7 5 PR 54( 69) 1( 0.1) 8( 1.0)
R L OvesEhEE
BRRDE 157 (20.1) 14( 1.8) 0 139 (18.1) 13( 1.7) 0
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Bi% (%)

ke AHI {CEHUTE {FHILRE
- 78241 76741

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

Rl A s

FOPR BRFS REA T E 70 ( 9.0 0 0 2( 03) 0 0
BE, PERB X OWES IHE

HEAITPE S RS 66 ( 84) 11( 1.4) 0 30( 3.9) 5( 0.7) 0
G fs R E

I HBUE 48 ( 6.1) 4( 0.5) 0 10( 13) 2( 03) 0

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

@ [E BRI [F 45 /M AEFAER  (ONO-4538-37 #kER)
B EREGIIARF L FHRIERE 358/359 1] (99.7%) . 77 &R H{L FHRIERE 357/358 {5
(99.7%) (TR HIv, KH, 77 vR IMLFEE E ORRBEFRAGE TERWAEE
IR L FIRIERE 351/359 1511 (97.8%) . 7T & AR L FIIERE 349/358 111 (97.5%)
IR B2, WTFNORETRIVRN 5% LORWERIZ FTEDO L BY Th-oT-,
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#£5 WTNOLOBETREARY 5% EDOEWER (ONO-4538-37 RAER)

s B (%)
it AF LR 75 &R LR

%zﬁ”g RA/ ver.22.1) 359 {3 358 14

MedDRA/ ver.22. % Grade  Grade3-4  Grade5 % Grade  Grade3-4  Grade 5
A RIVEH 351(97.8) 205(57.1) 3( 0.8) 349(97.5) 174(486) 2( 0.6)
TR E

RRYMRE = 2 — 1 3F 201(56.0) 14( 3.9) 0 189 (52.8) 8( 22) 0
TR AR 4 57 (15.9) 0 0 52 (14.5) 0 0
KM= 22— 8T — 51(142)  3( 0.8) 0 47(13.1)  10( 2.8) 0
Sl 24( 67)  6( 1.7) 0 12( 34 2( 0.6 0
H kS

B 181(504) 10( 2.8) 0 180 (50.3) 12( 3.4) 0
THi 125(34.8) 16( 4.5) 0 110(30.7) 14( 3.9) 0
i I 72(20.1)  5( 1.4) 0 66(184) 3( 0.8) 0
A% 64(17.8)  6( 1.7) 0 46(12.8) 4( LD 0
55K 44 (12.3) 1( 03) 0 26( 7.3) 0 0
HE 975 19( 5.3) 0 0 17( 47) 1( 03) 0
R AR AR A

IR ER KR 157 (43.7)  71(19.8) 0 134 (374) 57(15.9) 0
RN T e % 144 (40.1) 34 ( 9.5) 0 157(43.9) 33( 9.2) 0
P i kARt 77(21.4)  10( 2.8) 0 60(168) 9( 2.5) 0
FTANRSEUEET I~ 54(15.0) 4( L1) 0 44(12.3)  2( 0.6) 0
FURAT =T —BEM

FTI=UTI)RTUA 41(114)  2( 0.6) 0 36(10.1)  6( 1.7) 0
7 =7 —E

M e UL e R 34( 95  6( 1.7) 0 22( 61) 2( 0.6) 0
R E R 22( 6.1) 0 0 19( 5.3) 0 0
y—ZNABINETA 21( 58)  6( L7) 0 9( 25) 5( 14) 0
7 = 7 —E
Rtk KOs E

BRI 187 (52.1)  29( 8.1) 0 196 (54.7) 23 ( 6.4) 0
—i% - 2EFEER X ORGSR OIRRE

7 72(20.1)  5( 1.4) 0 72(20.1)  2( 0.6) 0
ysNR 59 (16.4) 0 0 62 (17.3) 1( 03) 0
FH 32( 89) 2( 0.6) 0 14( 39 1( 03) 0
1 S5 27( 75 4( LD 0 26( 73)  5( 14 0
FREFR X OV PRk

FE . RERFMEARE 53(148)  5( 14) 0 48(13.4)  4( LD 0
JE R

Fei5 45(125)  2( 0.6) 0 14( 3.9) 0 0
5 PENE 42 (11.7) 0 0 14( 3.9) 0 0
F 0, 35 20( 5.6) 0 0 21( 5.9) 0 0
L5 14( 39 3( 0.38) 0 5( 1.4) 0 0
B REE 13( 3.6) 0 0 7( 2.0) 0 0
MiEFR LY o REEE

2 68(18.9) 27( 17.5) 0 66(184) 19( 5.3) 0
MR A i 23( 64) 8( 22) 0 16( 45 4( 1D 0
I R kA i 19( 53)  8( 22) 0 200 56)  9( 23 0
Mg, MaEnds X OMiElmrE S

Lo b 200 5.6) 1( 03) 0 10( 2.8) 0 0
=g

k=24 23( 6.4) 0 0 16 ( 4.5) 0 0
oo AR 5
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Bi%k (%)

ax BRI IR

- AF bR 7T R LSRR

A 359 f4 358 il

(MedD-RA/J ver.22.1) 4> Grade  Grade 3-4 Grade 5 4> Grade Grade 3-4 Grade 5
FOIR BRFE REAS TE 24(C 67  1( 03) 0 7( 2.0) 0 0
BE, hEB L OWES HE

TEAZAE S RS 32( 89) 5( 14) 0 16( 45 2( 0.6) 0
AR pris

PRI 13( 3.6) 0 0 15( 4.2) 0 0
JHREIE SR B 2

FF R e S 10( 2.8 1( 03) 0 14( 39 1( 03) 0
S fs R E

SBBUE 14( 39 3( 0.8) 0 9( 2.5) 1( 03) 0

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

AR OREMEYBETT L ZFHA LIy 2 2 b— 3 02k 0, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TS LIBROARR O Mg iR ER S Sz, ZOf
R AHI 240 mg G LTZBROREEEIL, AH) 3 mgkg &5 LIZBROBRE & & i
LCHEfEZRT & THISNZbDD, BARANBEICEW TAREN R I TV
- & (10mgkg % 2 B CRE) CAAIZ G UIzBEOgE & & ik L CEH
oy LRSI (FR) AT BEOBEICE T 27 — #2125 & KA 3 mg/kg
(REE) 0% 240 mg % 2 FFFEIFE CHG- L 72 BROARRF OBRE & & Ao 3 etk b
ORI & T D IRE ST T APER S, Y% BSOSV TREIT DAL AE R,
ERROME - HEOR TAEIMER ORI 2RIV E PRI,

K6 FADEHBRE T A —F

M - R Cmax Chmind14 Cavgdl4 Comax,ss Cmin,ss Cavg,ss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (352 7608) (10-;?54-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
20 me Q2W 61.712,?03) (15~22?.354-6) (25-31‘}:7.8) (105254) (41?57,.21358) (62.11(,)9187)
0meke QW | (147310) | (519.792) | (00 114) | (331 5 | (8913 | (37380

HFYE (5%, 95%a0) . Q2W : 2IERIFRE. Cmax @ FIEIFE 554 O Fe @ ML FIREE . Cuinars @ PIEIF 574 14
H I35 2 B iE . Cavears = W) 542140 B F COFHIMFE T, Cranss : EHIRAEIE
g@%%mﬁ¢%ﬁ\%mgﬁﬁﬁﬁuﬁﬁé%ﬁmﬁﬁﬁﬁ\Qmuﬁﬁﬁﬁuﬁﬁé¥ﬁm%¢
Flo, AR ORERFHEREET LV ZRM L2y I 2 b—3 3 28D KA 480 mg
Z 4 JE IR IR T G- XIBEAGE 0 AT - &5 TG L 72BR O AA O s H s BE D3 et
INTo, ZORER. KK 480 mg & 4 BRFEIMMRE CHRE Lo EFEIREBIC K T 5 Fim
WHHIRE (LU, TCagss) £V, ) X, AHI240mg & 2 WEFRIFE THEG L72BED Cavgss
LU TS (T&R) . £72. KA 480 mg = 4 HHEFR THESG LIZEREOE
FARBBICRIT Dl MiEFIEE (LLF.  [Cras) EWVD, ) 1E, AKI 240 mg % 2 38 [
[l TG LTZBRD Chaxss & L THEIfEZ R T & PHISNZ b OO, HANEBEEICE
WTARMENHER SN TWD I - HE (10 mgkg % 2 BRI T E) TAF 25
L7BRD Craxss & G L TIRMEZ 7R3 & THIS 7. (FR) o A T, #EEOEEICEk
F5T7 —ZIZHADEZ, KA 3mgkg (KE) F721d 240mg % 2 B, 7 L < TAA)
480 mg % 4 JHMERIME THE G L2 EROARA| ORER & & A0 AT & o B 4 G
FTHREBOGT T VB SN, YEEEICOWTRB M Th iR, Eito Ak -
FEDORTH R OV EMEICHMER ER T2 E Pl STz,

16



KT AROEYBE T A —F

v - Conax Chmind2s Caved2s Comax,ss Cmin,ss Cavg,ss
(pg/mL) (ng/mL) (ng/mL) (ug/mL) (pg/mL) (ug/mL)
3 meke Q2W (35-5; '760-8) (16-25?20-3) (21.321 23.9) (75.&3171) (27.612,'}07) (42.717,'?27)
240 me Q2W (51-712’203) (23-?539-0) <30.§670.9> (105354) (41?57,'%1358) (62.11(,)91 87)
80 me QW (103307) (15.25?17.4) (37.?):,‘.;)4.8) (14?,1 g36) (27.751,'?37) (62.11(,)91 87)
I (142,9;22) (86.959,'?32) (101,1 ?48) (323,9225) (18421,1 203) (232,7277)

R (5%, 95%45) . Q2W : 2 JEEIfEIFR. Q4W : 4 IR, Crmax : FIEIFE 552 D B & MLIE FIREE . Crmindzs
%ﬂ@&’q—‘?& 28 El E Kjb‘ﬁéfﬂﬁfﬁl?%‘:fﬂ/&%};f\ CavgdZR N
TEHIRRBIZ IS B e I IR EE . Cumings 1 € FIRBEIZI T B IR IMIE IR L, Cavess 1 EFIRBEIZI T 5

Y1l 175 T e
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4. HERIZOWVWT

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

O MEFRITHOWT

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

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

(2) FrERRERRE

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

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

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

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

*

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

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

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

@ BNOEESEREBOEHRICONT

S S B T 2 B SEOE S, UG D OB O N - %2
SMEEIRA N OB O RS T XT3 5 HHUR A, A B HE DR LB a OHE
ST ERHRNIATON B RS TS 2 L,

18




@ BUER~DORIRICONT
®-1 fEsxah]ic B4 % B

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

@-2 ERHFEIC L 5FEESINICET 22N

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

@-3 BHEADOZWr-ox S IZE LT

BIVEA (MEMEMZEEIZIN 2 BREAEDRE, OIdk. Tk, BT RARE., KIBX.
NSE, EEDO TR, 1 ANERIE, BUEMZE. HFARA, HHERERES . K. BibrEinE
K. FAIRIAEEERE S T ERMAMREREE, mhiklEE, BEE, RIEEE, WK, BEEOKL
JEREE, FFRIMARZEFRAE, infusion reaction, HFE7c Mgk, MERE RIEMERE, FikZ.
Bede. WEEORPEROG ., IR M, CIEES (D EME) - 2RI - D ESEMEEISMGHES) |
IREFEREE, IS M, L) 1SR LT, YikhEak U B R O F 2 AT 5
R & EE L (BIERORZKCH NI L CTHREM O EEZIT N 56McH D =
&)L EBICET)RMED TE HIEH RS> TWD Z &,

i
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5. B#EXRRL R DBE
(B0 B % H1E]
O TROBHFIZBWTABOENEDSRIESN TN 5D,
o 2 OUL EOLERIERED & 2 IR UIBR AR 2 LT - TR AR ORFIHMmE

5)
o AETEIRIERE D 72\ HER2 [2PE OB YIRARE /AT - 938 BREAE ((LA0RIE
& OHFHE)

2 (1) XV IV TIFUROBRVEE, (i) A%V IV TI7F0 RV F—ranrvy
LT NAe T X (i) AFPVTITF RO TH T =)L« AT I T
ZUNA U T AECSHA

@ [EBRI R 55 M AH F R (ONO -4538-44/CA2096497K k) K OVE B[R] 55 11/ I AH #XBR
(ONO-4538-377klR) 1T\ T, i ((BFRIEXIT T 7 B AR HEFRE) &
%Lf\xﬂ+m%ﬁ&@ﬁﬂiﬁmén1wéottb\ﬁﬂ@tﬁﬁ_;bﬁ
FEHRQOFKBENRE L 2HHMAPRD DI (plI~1528) | £/, PD-LIFILRN
(CPS) T L VW ARKID EFRENEDERDMADREBINTND (p7~8&H) , i
HIE LT, Zhub & E 2. PD-LIFEBLE"D35% A (CPSSAT) Th b 2 & D3R

SNTZEE TR TE, EFRIEREMIC L DRI OVTHBET 5,
* o KFIOBWER & LC, K584 : PD-L1 IHC 28-8 pharmDX [# =1 NGRS T\ 5,

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

[z B+ 2 FH]

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

@ IBFERTOFHBHICE O T FRRICEY T 2 BEFICO 0L, AFI O G ITHESRE S e
N, MOTEFRIUL N 22 WIGEICIRY | HEICAKZENT 2L 2ZBETE D,
. %E@Mﬁ%@A%Xi%@@%é$%
o JRER I AR A CRVE R 258 6 D B K ONE B 0 Sl i i 2 <0 i e it 2%
%@%K*E@Zkﬂ#%hé%ﬁ
o HOREEBOEOE UTEBMERRF L <IXFERMEO B iR B OB EREO
»oRE
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o JRESEAEIE (EMERRBAIRE 2 GTe) ObDHEE
o FEEOBYIIBEE AT HEE
e ECOG Performance Status 3-4 "V 3

GED  ECOG @ Performance Status (PS)

Score | EF

0 | &<MERIEEHTE S, BT LlFE U R EAERPHRZ AT D,

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

BATRARECTH A O OEY O Z LT F N THEEIZBERTTE 20, HHP D 50%Lh Eid~y R Tl 25

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

AW

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

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

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

KA e AL E OG- O RS 2 W 2356 PD-L1 BELR MR T 52 &
W E LAY, PD-L1 BELRDFER T E 2 WIGAE I, KAl & bFiE s OO
WA 2N L ECRET A 2L,

FERBIERO~RT A MZONT

@

@

MEMEREBEN D bbb Z ERH DD T, KFNOEGIZHT-> T, BKRIE
W (PRI RIS, ik, FEEVE) OffEsE M O X & o s, Bleiz+5
ZATH 2 &, Fo, MBS CTHE CT, MiE~— I —FDMm&x FEhd 5
Z &,

AFN O EIXEE D infusion reaction (i 2 CERARHI H3 2%kt D T 5 U
BaAT > 72 EChtAT 2 Z &, £72.2 [ H LABE O A% 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIFEGH K OARA G T #IT A Z A
CERAET %, BEORBEL 28I 52 L, 70, infusion reaction &
FHLLIZGA IR, R TOBELOERD ERIZEIE T 2 £ CHE - 08l
T5HZ &,

ORI BRI E . TRAEERET R ORIBREERH 5O Z RN HDH DT,
AFN D ¥ 5B hERT M O G- B I E IR N sk RE iR A (TSH. 1028 T3,
FERE T4, ACTH, M=oY —VEORIE) #FEhEd 52 &,
AFNOEGAZ X0 | WEDOREEISIZER T 5 & B 2 b D4 R R IERRE
DHLOLNDZERND D, BENRDOOLNLLGAEITIE, B LEFRIIS LT
B 72 ek & Rk 2 e Al & i U Cli bl e BRI W 21TV IR D
FOGIZ X 2 BWER AN g0 23551 1E, AFNIORFES T I, R ORIE BE A
NWEVRIOBRGEEZZBETDHZ L, 2k, BIBEREFRLVEYOELIZ X0 EIE
A OUEERFRD IR WIGEITIE, BB RE AV LISt o Sz il Fl o8
HLBEET D,

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

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

BIERTIE, P4, ITHEREFEE . TR, B{bLMRE RDPH LoD Z &R dH D
DT, EHWIIITERERE LTV, BEOREEZ H3ICBET 52 &,
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® AFNOEEARRBRIZIBNT, BERENOH 1 FEMIT 6 B I &, TnlkEE, 12
W Z S CH DA 21T > TWe 2 & 2 5B, ARG I EHIIC mi#g
A TROMERETTH 2 &
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HEERHEEST A RFA v
=R~ 7 (BinFr#Z)

(BR5E4 « A7V — A REFE 20 mg, 7P —RRHFEE 100 mg, A7 P—
AR ERE 120 mg, A7 Y — R KR EE 240 mg)

~ M R R o B R~

ER 3 048 A (4Fn 445 AHET)
BT BE



ER/N

S

XU

AFN DR, ERBEST
A IR AR
el ANE

ELECD O Bl AN ey

BOICER L TRET & HIHA

P2
P3
P4
P10
P12
P13



1. IZT®IZ

RIS OF M « ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEM ORI L0 | FURESR S 72 & OFH0 72 5 LA E R
FPEZRBDARIND T T, 2O OERGNZ EICHNERBFIRMLT 5 2 L BBEO
PR & 72 o TR Y RRIFMBGEE & YR O FARTTEE 2016 CEAL 28 4 6 A 2 H MERIRE)
IZBWTYH, EHNERNEOHRAORE(LHEZXS Z L L ShTnd,

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

L7eio> T, KA RTA4 Tl BRBEESLZNE TILELN TV D EFIFR -
BHE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EEHE R~ T,

I, RIA BT A 3, MSIATBAE N EIE N EREIR S, ASAHENRR
BRI 7o, —AFEENE N A ARBRIRNBHE S FoEdREFTEENE A B AR P2 &k O
—MRFEETEN B AR ER 2 D106 LR LTz,

%G L I B EIEL ATV — R Y 20mg, A7 Y — R R 100mg, AT
— AR AR 120 mg, A 7Y — RS EHE 240 mg (—i%4 1 =
A~ 7 (Bia T/ Z))

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

KELRAMERONE  @HE, BRAICIE=RAr~7 GEIa 7 Z) & LT, 1A 240mg
Z 2 MG S 1 0] 480 mg & 4 3 W RI6E C AT 5,
AV AT (BEEHRZ) EOPRT 2560, @%, A
F=A~7 (EaHH#z) & LT, 18240 mg % 2 EHH
fR 313 1 5] 360 mg % 3 W[ FR C AR ERHET 5.

B B 58 3O /NP T RIS A

(%)

FENER R BRI B2 v — AR A R FHENR SOomg (— %4 - A B Y A~ T (GBI

#2)) OBEEXITHHE, FEKOH&

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

MEEOHE  =AL~7 (BlarHfiz) Lotz T, @, AZZA ey

L~ (EaFHHRZ) L LT1E 1 mgkg ((KE) % 6 @RI TS

TEHET Do




2. AHN DR, VERBF

F 7Y — R T 20 mg, [RAEEE 100 mg, [FAGEETE 120 mg K& ONF] s siE
240 mg (—fi%4 - =R~ 7 GEE ), LT, TARA) Evd,) 1, /NEFPEES
TEMASLEAF Ly 7 24 BT VAR e =AY —X A7 A7 (BMS) ) 2
BA7 L7t K PD-1 (Programmed cell death-1) (Z%}3 % & Nl 1gG4 & / 7 v —F/LHLfk
Th b,

PD-1 1%, &M L L2 Y 38k (T A, B MR N F 2 T % 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIEE T 2% 2
T ICERT 2B AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U & K (PD-LI1
K OVPD-L2) EfEA L, U SERICMEINES 7L R LTV o REROIEE L IRRE %
BIZFRET L CTWd, PD-1 U W NIFHURE MBS B b O & 22 JEEHERIZ T3
LTk, BMERAMEEE) LU LB T D PD-L1 OIEBLLIEDELF
HIM & OMICADHEBEBFR & 5 Z & HE I TW% (Cancer 2010; 116: 1757-66)
F 7o R NE S CIXAREE T AN EET DA v X —T = a2 H >~ (IFN=y)
IZ& > T PD-L1 OFIANFHEE I N, BB L EEMARIZI T D PD-L1 ORI LI O
ALEWIR & ORI EDOFBIRRN 5 & DHE S 8 % (Sci Transl Med 2012; 4: 127-37)
X 51T, PD-L1 Z 3Rl RHE S B8 AT, FURRRA CDS B5ME T Miia o Hifa &
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
EEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 7> RERERIL, 23
AR HURRF A 72 T ML OWEBEEZ BT 58FD—>o L LTEZX LT
Do

AN, FEHRBROFE R S PD-1 OMasEE (PD-1 U 7 & RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z EI2X 0, BATURFFRN e T MO
PEAL KOS AKIIE S b3 2 A A5 05 ME 2 39903 % 2 & TR AR PSR 2 R4
ZENHERR STV D,

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

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



3. BRERAE
YIBRANBE 72 1T « T8 O BEPE R 5 Rz il oD AR GRIRR I Z R AL 21T o 72 3= 72 B PR #BR oD iliE
%7‘]——\“@‘0

[ 2]
O EWFETHRE (ONO-4538-41385%) (Clin Cancer Res 2019; 25: 5485-92)
7T FFHEHF LA N LFE RS MU T LK E OO ARG X T AR O )
BRAREZ2HEST - PR OEMEHgfE R B £ (ECOG Performance Status 0 &2 OV 1) 34 il %
KIGT  AA 240 mg % 2 FAF R TR Y Ulc, EEFHEEE Th 2 203 (Modified
RECIST criteria (2004)(Z3&-25 < i) B2 L D CR UL PR) 1£29.4% (95%(E#EIX [ -
16.8~46.2) Th-olz, 72¥, FANIHE LI-BEEIX5.0%TH -7,

@ EERILEF AR (ONO-4538-48/CA20974373&8%E%)  (Lancet 2021; 397: 375-86)
(LEPRIEARTRIR DGR RE 7R AT + P38 0D B g 5 o Bz Jll iR 560551 (B AR HR 60
Blaate, KilEA Y A~vT7 (B FHHZ) Lo (IR, INHPFH) o) ™
BE30361, fLFyE (X7 FF8HK AT TFUoNFIAINRTTFo) LA MLF
T R RY T AKFEOGFH) BE30261) ARG, ALFRIEREA RHIR E LT, N+HIfF
RO MR R Z G LTz, FEFMIEE Th 2 24 AR (FIE [95%1F
FEX [ ]) 1, N+IGFFHRECT18.07 [16.82~21.45] 4 A ALSAEIERET14.09 [12.45~16.23]
A TH Y, NHIPFR B G I EFERIEICST UG R Bt R 2 /R LT (ONF— K
££0.74 [96.6%EHEIX[H : 0.60~0.91], p=0.0020 [J&Hlog-ranki®7E ], 202043 H25H 7
— &1y NET),
1. AF| 1 F 3mgkg (RE) % 2 @RI, £V A~7 GEETHH82) 1 F 1 mgkg (KF) % 638
FIRANE CAUMBE L7, PRGSO TIR, ARZRICEE L, A E) AvT (GRZTHIk
2) EAKIOB G T 55 30 43 L EORMIME & I\ TG 2Bk L=,



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



[ 24 1]
OEWNF TR (ONO-4538-417857)
BEFGIT32340] (94.1%) IZRD BV, AH & OREBEBDPGE TERWVEEFR
1323/3461 (67.6%) IZ78H HiTZ, BEFENS%U EORWERIZT TERDO LBV THoTz,
F1 BEEN5S%ULEOBIER (ONO-4538-413A8) (R2MMRITXIREMH)

FERIRHE Bl (%)
FEAGE 34
(MedDRA/J ver.19.0) 4= Grade Grade 3-4 Grade 5
RIEM 23 (67.6) 7 (20.6) 0
N 3 i i
FOIR BB R T IE 2 (5.9) 0 0
B P
T 4 (11.8) 2 (5.9) 0
AN 3 (8.8) 1 (2.9) 0
L 2 (5.9) 0 0
Mg - 2 (5.9) 0 0
—% - EFEES OB GEAORRE
IR 3 (8.8) 0 0
95 97 2 (5.9) 0 0
FEER 2 (5.9) 0 0
BRI AL
U =B HIN 4 (11.8) 2 (5.9) 0
75— 3 (8.8) 1 (2.9) 0
U RIS 2 (5.9) 0 0
R L Ok hEE
BAIE 2 (5.9) 1 (2.9) 0
B R E L O ARk S
RA M 3 (8.8) 0 0
B KOV T AR kR 7
F95 4 (11.8) 0 0
iR INIRZY NS 2 (5.9) 0 0

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

@ E B[R M FEFER  (ONO-4538-48/CA209743 F5R)

B EFEGIT NH OFHEE 299/300 1 (99.7%) . ALZFFRIERE 277/284 61 (97.5%) 1258
b AL, TRRIE & ORI BURAS S E T & 22V VA B R IT N+ IERE 240/300 1] (80.0%)
(b REERE 233/284 1 (82.0%) (TR HiLTe, WT L ORE THRELEDN 5%LL EORIE
HIZTTEROEBY THhoTz,



F2 WDWTFRLDORETREARNS%LULEDOENWER (ONO-4538-48/CA20974355R)

(Z &M L)
B (%)

B BIKE N+ A B 2375 2

HEAGE 30043 28445

(MedDRA/J ver. 22.1) 4=Grade Grade 3-4 Grade 5 2 Grade Grade 3-4 Grade 5

ARIWVER 240 ( 80.0) 91 (30.3) 1( 03) 233 (82.0) 91 (32.0) 1( 04)
KR ¥ KO TR

Z 9 e 49 (16.3) 3( 1.0) 0 1( 04) 0
5 43 (14.3) 3( 1.0) 0 15( 5.3) 0
RN SIS &2 16 ( 5.3) 1( 03) 0 2( 0.7) 0
H ks

T 62 (20.7) 10( 3.3) 0 21( 7.4) 2( 0.7) 0
L 30 (10.0) 1( 03) 0 104 ( 36.6) 7( 2.5) 0
15K 12( 4.0) 0 0 42 (14.8) 1( 04) 0
& - 8( 2.7) 0 0 41 (14.4) 6( 2.1) 0
—f% - BEEEFR L O GEN
DIRRE

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

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

FEEN 16 ( 5.3) 0 0 5( 1.8) 1( 04)

B AR AR AT

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

75 —EHhN 17( 5.7) 7( 23) 0 1( 04)

TI5= T T AT7 e 16( 5.3) 5( 1.7) 0 2( 0.7)

Z —BHI

PN WA

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

RA & 22( 7.3) 1( 03) 0 0

o P e 15( 5.0 0 0 3( 1.1
R L O E

REGR 29( 9.7) 2( 07) 0 50 (17.6) 2( 0.7) 0
GE, TR L OWEAS DHE

ENITHE D B 24( 8.0 3( 1.0) 0 2( 0.7) 0 0
PR R IR E

RS 3( 1.0) 0 0 19( 6.7) 0 0
MEE LY v REEE

g4 6( 2.0) 1( 03) 0 102 (35.9) 32(11.3) 0
I BRI 2( 0.7) 2( 07) 0 71 (25.0) 43 (15.1) 0
I /N RE 2( 0.7) 2( 07) 0 26( 9.2) 10( 3.5) 0
I if BRI AE 0 0 0 22( 17.7) 8( 2.8) 0

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

7



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



(it - HE]

AFNOREMARYEEET L EZFHA L2V 22— 3 2k, AH 480 mg % 4
T R T 5 SUIREAGR O Y - B TG LI BRO AR O i iR E RS Be S h
Too T ORER. K 480 mg & 4 ERIRHIFE TH G- L72BE0EFIRREIZ I 1T 2 M ik
EE (LLF. [Cags) EVWVVI,) 1E. AHAI 240 mg % 2 BRI CTHE LIZERD Cagss &
BRI 2 EFlEahiz (FR), £/, KA 480mg % 4 HFHMRE TG L72BEOEF K
BRIZBIT o &mMIETIRE (LT, [Chus] &9, ) 1F. Al 240 mg % 2 T [ RIfRE
TG LTEBED Chaxss L CTREZ T & TFHISNTZH OO, AARNEZIZBWT
DEVEDPHEER SN TWD L - R (10 mgkg % 2 MR CTHRE) TAAIZ&RS L=
B Craxss & B LU CIMEZ R & FHIS (THR) , M2 T, EHoBECBIT S
F =AD& AHK 3mgkg (IKHE) XL 240mg % 2 FERIFE, 35 L < 13K 480 mg
Z 4 BRIFR TG LI BOARA OMREE & & B UIE RN & ORI & R 5 1%
TOGET VPR SN, BZEhEIZ > W TR ThbhfR, FiRoRE - A Eo
W CTHIM: R O eI AR R 2R T L Pl S iz, £7-. BErERfch f i g o
BT — X CESEHEELEBRENSTET VAR LT, A% 3 mgke (2 #RET
#eh5) . 240 mg (2 WMMEE CTHE) XX 360 mg 3 ERMRECTRE) AU LA~T
(Biaf#Hz) 1 mgkg (6 MMM TEE) Z0FH L7-EROA 2 M &k OV M 2 et
L7, LR Rk HEOR CHMER O = RIT v & PRl S iz,

&3 FHOEMBERR T A —F

M - Cimax Chnind28 Cavedas Comax,ss Chnin,ss Cavg,ss
(ug/mL) (ug/mL) (ng/mL) (ng/mL) (ug/mL) (ug/mL)
S mefke Q2W (3Sz{§58) (16é?jba) (21;T£g9) (75iﬁi71) (27?5}07) (421??27)
240 mg Q2W (5175'103) (23§?§;1D (30?5;;19) (10;f254) (41%5.?58) (62ﬁ??87)
480 mg QAW (105?207) (15§?274) <37if§2as> (14?}?36) (27Zi?37) (62ﬁ??87)
10 mefke Q2W (14é?;22) (8622?32) (10}}?48) (323?225) (18i}§03) (2327277)

HFIE (5%, 95%a0) . Q2W : 2 A HIIR. Q4W : 4 JEHIFIFRE. Cumax : HIEIF 5% D5 & MIE HIREE . Cminzs ©
MEE 5% 28 B HIZET 2RARME PR, Cavews : MG 28 A H £ TOFEMIETIRE, Coaxss :
FERARIBICI T 2 e 75 PR, Coinss 1 & HARREIC 51T 2 BRARILTE THEEE . Cavess : EHARREICHIT 5 F
Yoy i ¥ R



4. HERIZOWVWT

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

O mEFITHOWVT

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

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

(2) FEEMEEERPL

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

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

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

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

*

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

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

© BEADERMEREHEOEKH]IZONT

RIS I A B FE T D RMEA NI E S, BERRSE S OfFmE 0, A - %
IR OB P ONERISE IR 5 G et A FFRMNELE LG E OWE
. FRESNITT DN DIEHINE > TN D Z &,

10




@ BUER~DORIRICONT
®-1 fEsxah]ic B4 % B

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

@-2 ERHFEIC L 5FEESINICET 22N

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

@-3 BHEADOZWrOx B LT

BIVEA (MEMEMZEEIZIN 2 BREAEDRE, OIdk. Tk, BT RARE., KIBX.
NS, EEDO TR, 1 ANERIE, BUEMZE. HFARA, HHERERES . K. ke
K. FAIRIAEEERE S T ERMAMREREE, mhiklEE, BEE, RIEEE, WK, BEEOKL
JE R, FRIMARZEFRIE, infusion reaction, HEFE7fMykmE, MERE RIEGERE, FEk%.
Bede. WEEORPEROG ., IR M, CIEES (D EME) - 2RI - D ESEMEEISMGHES) |
REFEREE, IS ML, BEALE) 1Sk LT, YikhEak U B R O BF P2 AT 5
R & EE L (BIERORZKCH NI L CTHREM O EEZIT N 56McH D =
&)L EBICET)RAED TE HIEH B> TWD Z &,

i

11



5. REMBRLLRDBE
(A2 PEC B9 % F 1]

@

TROBEIBOTAROEMEN RSN TS,

o ACPBREIEE AT SRR - PR OB NP TR CRAIHE )

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

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

o AEFRIEARIGIREE T D AA B 5

o FIROHiBRE

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

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

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

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

o MEMMEEOAI IO H 5 BE

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

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

o g GEMmEtMlaBREZ ETe) Ob 5 BE

o OB IIBE A AT 5B

»  ECOG Performance Status 3-4*V 0 B34

GED  ECOG @ Performance Status (PS)

Score

sl 2y
JE %

0

< AR JEBTE 5, FHAETL [F U HHF A HIRZ <ATX 5,

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

BATRARECTH A O OEY O Z LT F N THEEIZBERTTE 20, HHP D 50%Lh Eid~y R Tl 25

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

AW

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

12




6. BMEICERL THETREEFIH

O  IRASCEREITIN A, BEIREES D IRAET 2 ERFE T D & AR O FeE & OV Ef#
RO 7= DI B w2 o3 B L Co b HET 52 L,

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

FREWERO~H T AL MZOWNT

@

®

@

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

AFN O 51X EE D infusion reaction (i 2 CERARI 3 2%kt D T 5 U
faAT > 72 LTt 2 2 &, £72.2 [8] H LABE O A% 5-FFIZ infusion reaction
BHOLOLNDZEHHDDT, KFIEGH R OKRABGHE T HRIT A Z A
CERET %, BFEOREBE+SICBIEET 52 L, 70, infusionreaction &
FHL LG E 12, R TORELOERPERIZEE T 2 £ ThEE 2 o8l
T5HZ &,

ORI REIR . TRAEERT R ORIBREERH 5O 2 B8 HDH DT,
AFN D ¥ 5B haRT M O G- B I E IR N0 sk RE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY | BEORERISICERT 5 & & 2 bl dikx REEW R
DHLOLNDZENHD, BENRDOONTHGEITIEL, BERLLEFRITL U
B 72 ek & R 2 e O [ Ail & i U Cl bl e BRI W 21TV IR D
FOGIT X 2 BWER 2N g0 2551 21E, AFNIORFES T I, R ORIE BE A
WERIORGEEZBRETHZ L, B, BIBRERNVEOREIZLYEIE
M OYEEDRFRD B WA TR, BB BE ARV LIS O Sz il Fl o8
HEET D,

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

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

BIERF I, IFARE, IFREREE . TR, B{LMERE RPN LD Z EndH D
DT, EHWIIITHERERE LTV, BEOREZ H3ICBET 52 &,

AR ORI NT, LT DX A X 7 THIMOFM 217> TWeZ L e
BT, AFBGHITERRNC BERE TR OMEBZIT O 2 &,

ONO-4538-41 3R : 6 WF = &

13



e ONO-4538-48/CA209743 iklk : ¥ 5Bt O 1 HEMIZ 6 M Z &, ZLIBIX
12 8T &

14



REEHAEETA K71
=RA~T (RIBTFHEZ)

(BR5E4 « A7V — A REFE 20 mg, 7P —RRHFEE 100 mg, A7 P—
AR ERE 120 mg, A7 Y — R KR EE 240 mg)

~EHE~A 7T 54 PREEM (MSI-High)
R LR - ERE~

S22 A8 (Ff445 AUET)
B4 FEE



ER/N

S

XU

AFN DR, ERBEST
A IR AR
el ANE

ELECD O Bl AN ey

BOICER L TRET & HIHA

P2
P3
P4
P10
P12
P13



1. IILBIC

=3 DA M « ZEPEDHECR DO 7o DIZIE, WA SCEFIZE DWW ol el H 23R D
BND, 6T, TEORFREFOESRIC LY, FUREZS e & OHH0 72 8RR
FERMDPARBENDLH T, 20 DOEEKNZ FICHLER BT IR 5 2 L PR
PR & 72 o TR Y RRIFMBGEE & YR O FARTTEE 2016 CEAL 28 4 6 A 2 H MERIRE)
IZBWTYH, FHMEELEOHEHORBEHEEEZXS 2 LS TWna,

R AR E SR S, EE RS R 27 0 7 7 A VBB FEOES L & B S MR
RHZENRDDH, ZOD, AIMELROLZEMICET D IERN+2ET 5 £ TOR,
YR EEGOBELZR ZIT 52 RSN BEICH L TEHT L & &bl BIE
FFEBL LT BRIC B ekt in & & 5 2 & DA AEE7ZR— 8 O B % jiii 7= % B < fE A
THIENEETHD,

L7 o T, RKIA BT A Tl BBBEREL I E TR/ LA TN D EFIEFH -
BHRR AU EEDS & | LU O EIES O feii 70 2 HEE T 2 8L50 b B B & %
TR OEEREE KT,

I, RIA BT A %, MSIATBAE NEIE G ERE IR OHE, ASEEEANRR
R IR I 7 ox . — At FIE AN B ARERIRNELE S K O— it HiE N B AR R TS O )
Db EAER LT,

R L 7p HEIRS, « AT VR AREHE 20 mg, A7 U — RS ETE 100 mg, A
DR R EE 120 mg, A7V — RS EE 240 mg (— %4
=ARn~=7 (BlafHiz) )

KR ERDIREIHE « DSAACFHRER ITHE U - IR OB R RE A T - R O mMEE ~
A7 aYT T4 bRZEME (MSI-High) ZH1 2505 « EE

WG ERDMEROHE - @%E ., RAIIZ=RL~7 GEa##z) & LT, 18 240mg
Z 2 WM SUE 1 ] 480 mg % 4 F [F IR C i EfET 5, A
vl A~x7 (Bl FH#z) ORI 25015, 8. AIZIE
=R~ 7 GEfaT#faz) & LT, 1[8]240 mg % 3 #REFE
T4 BEHEFET D, TO®%, =R~ 7 (EaH#kz) &L
T, 18] 240 mg % 2 F I REINE XX 1 5] 480 mg % 4 A FFRE TR
WEHET 5,

f3E IR 5E ¥ F N IRG TEEASH

(23%)

MSI-High 63 2 #15 - EEEICBET 5 v — A A sifiiik somg (—f#4 : A BV A

~ 7 (Bl z) ) ORESUINE. HIELROH &

2 HE 1 2h B S AACFEIRIER ICHEE U IR Y BR AR RE AR T - RO BMEE ~ A
7 aYT T4 AREEME (MSI-High) ZA9 55505 « EGE

AiEKOCHE: =R~ r (BaHEfz) EoftRics T, @i, AT
AY A~T (B f#faiz) &L T1al 1 mgkg (KE) %2 3@
[FR0E T 4 AR EHET 5,

2



2. AHN DR, VERBF

F 7Y — R T 20 mg, [RLAEEE 100 mg,  [FAGEEE 120 mg K& ONF] ST
240mg (—#4 : =AN~7 GBIEETM#Z) « DAT. TRA Lno, ) i, /s
MTEMASHLEAF LYy 7 24 BTV AL =AY —X 27 A7 (BMS) #)
235PA%E L7 & b PD-1 (Programmed cell death-1) (23 5 b M IgG4 £/ 7 v —F /L4
KTh s,

PD-1 1%, &M L L72Y 38k (T A, B MR N F 2 7% 7 —T fifn) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIEE T 2% 2
T ICERT 2B AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U & K (PD-LI1
K OVPD-L2) EfEA L, U SERICMEINES 7L R LTV o REROIEE L IRRE %
BIZFRET L CTWb, PD-1 U H» RIFHURE SIS B b O & 22 G/ 588
LTk, BMERAMEEE) LU LB T D PD-L1 OIEBLLIEDELF
HM & OMICADHBEBRN & 5 Z & HE I TWwb (Cancer 2010; 116: 1757-66)
F 7o R NE S CIXAREE T AN EET DA v X —T = a2 H >~ (IFN=y)
IZ& > T PD-L1 OFIANFHEE I N, BB L EEMAHRIZI T 5 PD-L1 ORI LIk O
ALEWIR & ORI EDOFBIRRN & 2 & DHE S & % (Sci Transl Med 2012; 4: 127-37)
X 51T, PD-L1 Z 3Rl RHE S B8 AT, FURRRA CDS B5ME T Miia o Hifa &
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U 2 REEEIX, 2
AR HURRF A 72 T ML OWEBEEZ BT 58FD—>o L LTEZX LT
Do

AN, FEHRBROFE R S PD-1 OMasEE (PD-1 U 7 & RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z EI2X 0, BATURFFRN e T MO
PEA K O AUABIENE k9 2 AR TG M 2 58 5~ 5 2 & TRk e PuiEgsh iR 4 k9
ZENHERR STV D,

IO OFEN S | AFNTEMEER ) 2 B 2R EIC R0 55 b0 L MIfF S,
KRG - BB 2R L UT-ERIRRBR 2 S0 L, AR, Rk R OB R
i,

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



3. BRERBUE

DS AACZFIRIEAR \ CHEFE U 7= IR OIPR AN BE 72 AT - R OB~ 7 a7 74 bR
ZEME (LLF. IMSI-Highl &9, ) 267 5468 - EEORZBRHIFI 21T > 72
F R EERRBR DO & T,

7238, [MSI-High #6758 2B LT, [PCRIEIZ XY MSI-High & & iz
BE #EXNT 554 (Bk#%) (21X IMSI-High (PCR %) 24§ 584 L&KiL L. DNA
LAYy FEBEBEEDIEFE L T D Z ERERBINT-BELZBEXT 258 (A% . 7
725 TPCR IEIZ X Y MSI-High & HIE Sz B Uit (LLF,  [HCY
EWVD, ) JEICE Y I Ay FEERERE (LT, TdMMR] W9, ) LHESH
T BT 5581213 IMSI-High 2 F 7 2 854 &Rt L7z, IHC {EIZ X 5 MMR
AL & PCRIEIC LD MSI D — I 96.6~98.7% V) TH D Z LENRRE ST
AV

(2]
VAN I FEFRER (CA209142 3BR) 072
(A B )

{BBIRIEE D & 5 I UIBR R RE /2T « ¥ dMMR ¥ X% MSI-High (PCR
W5 ) AT DR - BRI 74 Bl KR, AAI 3 mygkg % 2 W T A
U7z, FEIMEEA TH DR (RECIST A4 K74 > 1.1 U3 <GB ET
EERIHEIEIC K 55882858 (CR) XU ZE%h (PR) ) OFERIE. 31.1% (95%FFIXH :
20.8~42.9%) T -7,

(ED | indor Naralane M et al.: J Clin Oncol. 2002; 20: 1043-8, Bertagnoli Monica M. et al.: J Clin Oncol. 2009; 27:
1814-21, Ferguson Sarah E. et al,: Cancer. 2014; 120: 3932-9, Wang Yang et al.: J Mol Diagn. 2017; 19: 57-64,
Smyth Elizabeth C. et al,: JAMA Oncol. 2017; 3: 1197-203

(2 CA209142 REROEHD 2 — LD 5 b, ALFEIEFIED & % MSI-High % 49 2 55 - B0 % %5 &
Lzam— MBI D AABEMBERERLORAN L A V) A~T (B z) & O HREREORRIC
DT REH,

) D7 ALY Y IV RPUEMIEEH L OOAF4 U 77TV UIA U ) 7 5 B AR & S |
DU OB O H D BE NG L S,

G BRI IC 3 L IHCHRIC L 0 2 R~ v FEE # > /327 Tl % MLHI, MSH2, MSH6 /3 PMS2
DT IPDORELTRBD B2 NG EIZ AMMR &CHE STz,

GES) ilgpAe & 0 HlH SN DNA ICBWT, S O~ A 7 04T T4 h~—h— 2RISR L+ 55
A, 2FEU LO~—T—I2o0W T, 6 U Lo~A 7 aYT T4 h~—h — %4 L T 5%6
21 30%LL Lo~ — A1 —I22\ T, PCRIEIZE Y A XD RE P SN 7235412 MSI-High & HE X
77



#1 BEBEBADERVENR (CA209142 FHER)
(RECIST ver.1.1, AT SREN, IBRBEEMEE, 201648 A 10 BT —F b v b4 7)

A IE (%)

r1>>

74 {51! 53 {512
5222550 (CR) 0 0
%Bﬁﬂ%*ﬁ (PR) 23 (31.1) 19 (35.8)
@7 7E (SD) 29 (39.2) 21 (39.6)
1 ﬁ (PD) 18 (24.3) 10 (18.9)
ERIRNE 4 (5.4) 3 (5.7)
7% (CR+PR) 23 19

(2%@3% [95%IEHEXEI™] (%) ) (31.1 [20.8,42.9] ) (35.8 [23.1,50.2] )

D BRIERRAT R, %2 BRMERENT R RER O 5 B Al X Y MSI-High (PCR) 2#H 7 %
I EDMER S N7, *3 : Clopper-Pearsoni%

(KFIEA Y A~T (BinHiz) EOffH&RE)

{BBRIERE D & 5 Y IR YR RE 2 HEST - R D dMMR #% 3% MSI-High (PCR
W) Y BT DA - B RE 119 Bl 28I, AK 3mgkg KO EY AT (E
L 2) 1 mg/kg Z R BIZ 3 AN T 4 BLAGEERE L7, K3 mgkg % 2
IR CRdfiEE Lz, EEFMIEE Th 58803 (RECIST 4 K71 > 1.1 fRIZH
D ABRERERMHEIEIC X 2588285 (CR) XUEE4 2% (PR) ) OfERIE. 54.6% (95%
{EHEXR : 45.2~63.8%) THo7=,

#2 BBBADERVENR (CA209142 FHEBR)
(RECIST ver.1.1, A3MERITNSREN, WRBEEME, 2017 7H6 BT —F Iy b4 7)

B L4 A Bi%k (%)

=
l‘>

119 ™! 62 151]*

524228%) (CR) 4 (34) 2 (32)

o7 (PR) 61 (51.3) 37 (59.7)

Z & (SD) 37 (31.1) 15 (24.2)
# 17 (PD) 14 (11.8) 6 (9.7)
i A~ BE 3 (2.5) 2 (3.2)
7£%) (CR+PR) 65 39

(B [95%EFXRES] (%) ) (54.6 [45.2,63.8] ) (62.9 [49.7,74.8] )
*1 o BT R RER], *2 - AT SER O 5 B, POHRAEIC L Y MSI-High (PCR) 2 HT 2%
Z MR S B, *3 ¢ Clopper-Pearsoni%:




[Z241]
VAN I FHERER (CA20914238k) 02

(ARF B 5 5-)

HEFERIT 7174 1 (95.9%) IZRO B, 1EERHE L ORRBEBENEETERVWASE
HGL 51/74 B (68.9%) (ZFRD BTz, FEBLHEN 5% LORWERIZTERD &0 T
HoT,

#3 FREEN 5% LEORBIER (CA209142 3BR) (R MMEITSHSER)

ZRERIR B (%)

FEAGE 74 1

(MedDRA/J ver.19.0) 4 Grade Grade 3-4 Grade 5
2EIEH 51 (68.9) 15 (20.3) 1 ( 1.4
B ke E

T 16 (21.6) 1 ( 1.4 0

L 7 ( 9.5) 0 0
— % - EFEER X OGO

I 5 17 (23.0) 1 ( 14 0

) RE 5 ( 6.8) 0 0
R AR A

U ox—E8n 9 (12.2) 6 ( 8.1) 0

AST #5n 5 ( 6.8) 0 0

ALT $n 4 ( 5.4 1 ( 1.4 0
727 —Bm 4 ( 54 2 ( 27 0
R 3 KOV TRk R

& O PEIE 10 (13.5) 0 0

SIS 8 (10.8) 0 0
RN IN 22 5 ( 6.8) 1 ( 14 0

B2 v i 4 ( 5.4 0 0

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

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

BHEELIT 118/119 1 (99.2%) (238D v, BRI L O RBEURNEE TE WA
EEHAT 87/119 B (73.1%) 2R BTz, FELRMN 5%LL EORERIZT RO L EY
Tholo,



F 4 BERN 5% EOEIER (CA209142 BRER) (MRS EM)

EREN NG| B (%)

HARGE 1194

(MedDRA/T ver.20.0) 4 Grade Grade 3-4 Grade 5
AFIVER 87 (73.1) 38 (31.9) 0
MiREB LY R EE

21, 8 ( 6.7) 3 ( 2.5) 0
N s R

FOIR B BB T E 16 (13.4) 1 ( 0.8 0

PR B p R TU AN 13 (10.9) 0 0
B ke

T 26 (21.8) 2 ( 1.7 0
L 15 (12.6) 1 ( 0.8) 0
N9 8 ( 67 2 ( 1.7 0
gt 8 ( 6.7 1 ( 0.8) 0

PN g 6 ( 5.0 0 0
— % - EFEER X ORGSO AE

W (17.6) 2 ( 1.7 0
FeEN 18 (15.1) 0 0
I e ( 5.0 1 ( 0.8 0
ST R R 6 ( 5.0 0 0
R IR R A

ASTHIAN 17 (14.3) 9 ( 7.6) 0
ALTHSN 14 (11.8) 8 ( 67) 0

U — B R 10 ( 8.4) 5 ( 42) 0
AV IPSERON S e

EROR 10 ( 8.4) 1 ( 0.8) 0
i E R R L O A kR =

B g 6 ( 5.0 1 ( 0.8) 0
TR R IR

G 7 ( 5.9 0 0
RS, MEES X OGN E

il 6 (50 1 (08 0
BB L OB ARk

Z 5 PESE 20 (16.8) 2 ( 1.7 0
JeI5 13 (10.9) 2 ( 1.7) 0
F &g 3 ( 6.7) 0 0

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

infusion reaction4 ¥ (3.4%) . KIHK -

2N

HEDOTH 461 (3.4%) . TEMEHKEE

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

FFAR 2,

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

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

HERT 2 a5l) ZaeBEitii e =7,



(it - HE]

AR OREMEYBETT L ZFHA LY 2 2 b— a3 42k v, AK 3 mgkg (K
) NIE 240 mg & 2 MMM TG L2 EROARF O MG PR E DS BRET Sz, £ 0fk
R AFH 240 mg G- LT-BROREREIT, AA| 3 mgkg G L7 FROGER & & ik
LCREEZ =T ETFRHIENTZbDOD, AARNBEICEBNTHAEERNHERIN TS H
% - A& (10mgkg % 2 BRIFIR TR E) TARFIZ &L LB OREE & & g L CE
R erlan (FR) . AT, BHOBEMEICE T 27 —FICEkS3E, KA
3mgkg ((KHE) i 240mg % 2 JEMIRINE CHL: L7-BEOARF OIRER & & Ao 3R
Ak & OBSE Z MR D MR ER SUGE TV S AL, S BEIC OW TR T
fEs, ERLo ML - HEOR CTHRME R O L aMIC MR 2R I3 0w E TS, £
72, MSI-High 43 2555 - EIGEEE OT — 4% 2 & - RHENRpERET T v, Bl
BERBEOT —ZICEDEMEINTRBEISET VE W2 E 2. AH
3mgkg ((AE) X240 mg & A U A~7 1 mgkg ((KHE) % 3HEMMBETHRE L
BRI BIfE 7 22534 Ulen EHER S 7z,

K5 FAOKYBIR AT A—F

ik - e | O Crinais Cougats Comsss Connss Cousss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)
3 meke Q2W <35~52§ '7608) (10.17?'264.5) (17.21‘,"333.9) (75.1)1,3171) (27.612,'107) (42.717,.?27)
240 me Q2W 61.712,?03) <15~22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 melke Q2W (14;,9;19) (51.62f'739.2) (79.93),'?14) (33?,9232) (18421,1 1) (23;7286)

e (5%43,95%45) .« Q2W : 2MEEIHIRE. Comax : FIEIRG-14 O B & MG PIREE . Crminaia @ FIEIE 514
14H E a:%”—é%{&mﬁ%q](’%gx Cavgd14 : ?)3@1%'55-%145 H if@ﬂzi@ﬁu%qﬂﬁ%ﬁ\ Cmax,ss . ﬁﬁ%%ﬂl
%H'é%%ml{jﬁ;qu%rg\ Cmin,ss . Eﬁ%ﬁﬁéiﬁﬁé%@m{%qﬂﬁ%ﬁ\ Cavg,ss . Eﬁ%ﬁﬁ&i%”’é#ﬁi@m?ﬁ
TR

oz, RFORERMEYBRBETVEAFH LY I ab—2a il b, KA
480 mg % 4 I M RIME TG UIREAGRO YL « &% TG L7 BEOARAF O ik i
FEEDRRFRT STz, T ORER, KAl 480 mg % 4 HERKIE TG LB EFIREICS T
LG FIRE (LT, [Cagss) EVWVVO, ) 1F, AHAl 240 mg % 2 HHE IR TG L
TeBRD Cavgss CHRIT 2 & PHIS N (FFR) o o, KA 480 mg % 4 HEFE IR TG
L7eBROEEARBBICHIT D m Mg FIRE (LT, TCrawss) &£V 90 ) 1E, AH] 240 mg
% 2 WG CEE L7ZBED Cuaxs & L CTEEZ R T E RIS HOD, HAAN
BEIZBW THAEENER SN TWDHE - HE (10mgkg # 2 BFRERTHRE) T
Bl a5 UTZBED Couaxss & B L TIREZ R T E PRI (FHR) , Iz T, %0
FEIEICRB T 5T —ZICHES& . AAKI3mgkg (KE) it 240mg % 2 @B, #L<
EAH 480 mg % 4 WM MINE TR G- L7-BROARA| OBR TR & & A T etk & o
AT DIRESEE T VPR S L, YREBEICOW TR TSR, EREO
i - HEOR CTHINEL ORI 2RI v & PRl ST,



K6 AFOEMELNT A —F

v - B Crnax Chmind28 Cavgd2s Cimax.ss Crnin.ss Cavess
(pg/mL) (pg/mL) (pg/mL) (ng/mL) (ug/mL) (pg/mL)

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

240 me Q2W (511%103) <23§?§21D <30252i19> (102?354) (41i2§58) (62i?%87)

50 mg QAW (10;?307) (15%3;;/9 (37iS;;u8> (14?}236) (27Zii37) (62i?%87)

10 mglkg QW (145322) (86.959,.?32) (10},1 ?48) (32;,9225) (18421,1 gos) (232,7277)

il (5%, 95%5) . Q2W : 2iAMIREIFE. Q4W : 4MAMEIRINE. Cmax @ FIEIHE G4 0D & ML i A
Cumindzs : PIEIEE 528 H BIZF 1T D FARIMIE IR, Caveazs : #IEIHE G428 H B & TOIIMIE PR E .,
Cruaxss © EHIRRBIZIUT D = MLIE IR L, Crminss © EFIRMBICE T D I MEIIE FHEEE . Cavgss : & HIREE
(2R 2 R i R



4. FEFRIZOWT

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

O MEFRITHOWT

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

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

() FrEMRERBT

(3) ABENFRFNFENIEE T D03 AFEEERT (DS AURSIEEE E Wbt . 23 AU
W I1IREBE, DA EEREER e &)

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

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

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

*

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

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

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

© BENDOEEMFREBROMAHICONT

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

10




@ BUER~DORIRICONT
®-1 fEsx Al B9 % B

BV PERTR R O BB R BIEA T L72BRIC, 24 FERIESIERIAHI O T, 2%k X
(TE I BN T B L2 AERICIS U CABRE LKL O CT SO FIER ORI &
FILREOFRERIY B A, EHICHISATRER AR A > T2 Z &,

@-2 EERNEEHICL 2AFELRMNHICHET 2 EH

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

@-3 BHEADOZMWrOx B LT

BIVEA (MEMEMEEIZIN 2 EEAEDRE., Odk. Tk, BT RARE., KX,
N, BEEO TR, 1 BEERA, BUENTK. ITAE, ITiEneRasE . Tk, i bminse
K. FARIAEEERE S T RMAMEREMREE, rhiklEE, BEE, RIEEE, MRk, BEEOKL
JERRE, FFRIMARZEFRIE, infusion reaction, HEFE7f Mk, MERE RIEMERE, FikZ.
Bede . WL DRPEROS, IR ENME, DS (O EMME) - RK - DM |
PREFEREE, IS ML, BEALE) 1Tk LT, YikhEak U B R O BF P2 AT 5
R & HEE L (BIERA ORI L THREM O EEZ TN &M H D =
&) L EBICHEY) R ALED TE HERGINESTWDS Z L,

11



5. REMBRLLRDBE
(A2 PEC B9 % F 1]

@

@

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

A5 OFIENRENTWND,

o BAALFERIERITHEE L IRGUIBR AR R ET - R OEHE~ A 7 aYT Z
A MRZEM  (MSI-High) A3 546 - B EE

728, MSI-High #3252 LoV TiE, =R~ (Blaffiz) oar =
A WiE (BGE4 - MSIAE S~ b (FALCO) ) ZHWTHERT D Z &,

TREICEEY T 5 BFITKT DARFN OG- K OMfE T IEIZ DD T, REIOF 2

MLENTELT, AFOKEGXG L2720,

o T oAbV I PDURHEMESA XYV T TFUROA Y T IR
IRFZ X DIRIRIE D I B

o fiTRAHBIREE

o AYV AT GEEHfez) USAOFEEMELES & OFH L TG Sh b BE

(Z2efEicBd % HH]

@

@

TRUCHEU T HEEICOWVWTIIARBORENED L INTWDLZ b, 51T
F oA ARG
o AHNDORITI R UIBBUEDORBEERE D & 5 BFE

TBRATOFMIC IV T FREICZ ST 2 BHEIZHOWTT AR OHRGIFHIE S 0

D, A OIRFRERIUL A 2 WG EITIRY | HEEICAKZEN T2 2L 2BETE D,

o HHEMMZEEOEIH XIIB D H 5 B

o R AR A CRVE R 258 6 5 B K ONE B 0 il i i 2 <0 i G 4 it ¢
FEDORINZRIEMEZALD IR B D B

o HORERBOGIF B L < IEHFMEO B g ik B OB TR O
b o ERE

o ERERBHEE (&R L 5 T) Ob D EE

o EEORYSIIEA AT HBE

e ECOG Performance Status 3-4 70 D H &

(6)  ECOG ¢ Performance Status (PS)

Score

o o
JEFR

0

< MR LJEBTE 5, B E [F U HHAEESHIRZ <725,

PR E LUEBNIHIR S 228, BATATRE T, BAIEEE > TOEEITIT O LN TE D,
A N e

BATAMRECTH D OH DEY O Z L 13T X CTRIAEEBMEEIT TE 20, B D 50%LL EiX~ > R4 Tilh 29,

BONTZESOHEOEY OZ L LHTERY, BAFO 50%L L2~y R+ T,

E-S RS R S]

LB RV, BOOHDEY OZ L TERY, B2y RpfFFTlmI4,

12




6. BEZELTHEEITREFIH

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

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

@ ERBEHO~RT AL MZDONT

MEMEMRERD LoD ZENRHDHDT, RKFOEKGIZH T - Tik, BKIE
AR (PR RIS, ik, FEEVE) OMEFE R OISR X A O %, Bl a 145
AT 2k, Fio, BEIRUTHER CT, MiF~— —%DiE 4z £l 2
Z &,

AFN DO EIZEE D infusion reaction (22 TEEAFFIZ 72 xfiad TE 5 UE
i&AT> 7 ECBt 2 2 &, £72.2 [B1H AR O AHAI$ 5-FF1Z infusion reaction
NHLONDZ L bHDLDT, KFIERE R OAFEGHHE T HIT A Z A
YEWET %, BEOWREE 7B T S5 2 L, 70, infusionreaction &
FEHL LI A I2IE, AT oMK QYRR ERICIEE S 5 TRE L +oBle
T5Z &,

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

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

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

BUENT 2. A2, ITHREREE . TR, B{LEBERRH L OND Z L0d D
DT, EHWIIITHERERE LTV, BEOREZ H3ICBET 52 &,

@ AHNOEERRBRICBWT, HERBES 24 BT 6 M Z & F LRI, 12
M EICEMEDFME 24T > TV Z & 2 BB ARG I E B A
TRHROMEREITH Z &,

13



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

(BR5E4 « A7V — A REFE 20 mg, 7P —RRHFEE 100 mg, A7 P—
AR ERE 120 mg, A7 Y — R KR EE 240 mg)

~ BRI~

S22 A8 (Ff445 AUET)
B4 FEE



ER/N

S

XU

AFN DR, ERBEST
A IR AR
el ANE

ELECD O Bl AN ey

BOICER L TRET & HIHA

P2
P3
P4
P14
P16
P18



1. IILBIC

RIS OF M « ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEM ORI L0 | FURESR S 72 & OFH0 72 5 LA E R
FPEZRBDARIND T T, 2O OERGNZ EICHNERBFIRMLT 5 2 L BBEO
PR & 72 o TR Y RRIFMBGEE & YR O FARTTEE 2016 CEAL 28 4 6 A 2 H MERIRE)
IZBWTYH, EHNERNEOHRAORE(LHEZXS Z L L ShTnd,

BORVE AR ESR ST, KEERASCL 2T 0 7 7 A VDBBEEOEIRSL & B D i
RHZENDD, DD, HMEROLZEMEIZET HERNH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RSB L 7B I B2tz & D 2 & AN AHE e — 1 O B i 7= 3 R SR BE O
THZEREHEETHD,

L7eRoT, KA T ATk, BARBERELZNE TICHELN TV D EFITH) -
BHE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EEHE R~ T,

I, RIA BT A 3, MSIATBAE N EIE N EREIR S, ASAHENRR
BRI o, —AFEETE N B AR IRNBHE S, FrEFEEFTEENE N B R EE T2 O W
Job EERR LT,

RGe L e BEIS, - A TR ERE 20 mg, A7 U — R SEETE 100mg, 4TS
— RS 120 mg, A7 Y — R IR 240 mg (— %4 - =
P~ 7 (Bl FH#z))

REERDPEIER - ARTGUIBRARGE AT - FEFE D RIERE
RIEFEZ BT DI AHBLR L

REERDMEROHE . <ARIGUIBRREEHEST - FFORIENE >

W A=AV~ T BB Z2) & LT, 1[\240mg

Z 2 BRGSO 18] 480 mg % 4 3 IR CAGEEET 5,

L OFEEMIEEA & O 25613, @, A=A 1r~7

(Bl z) & LT, 1[H240mg % 2 AFIFENE. 115 360 mg

% 3 B FEIREIRR S 1 ] 480 mg % 4 3 [ [ &R CAim it 5,

< BRI BT DI BRI >

HE, RAZE=Rr~T (B iiz) & LT, 1[E 240mg

% 2 R R ST 1B 480 mg % 4 JEEIERE CAREERET 5, 7o

L. BEHMT R VAMETET S,

L /INBPSEL T kR US4

et
(5
=
Sl
M
o




2. AHN DR, VERBF

A7 — AR R EHE 20 mg, [RLATEEE 100 mg, [FLAGREERHE 120 mg K OVRLRTE
FE240mg (—f4 : =R ~7 BB LT, TRAL Evo) i, /MBS
MTEMASHLEAF LYy 7 24 BTV AL =AY —X 27 A7 (BMS) #)
235PA%E L7 & b PD-1 (Programmed cell death-1) (23 5 b M IgG4 £/ 7 v —F /L4
KTh s,

PD-1 1%, &M L L2 Y 38k (T A, B MR N F 2 T % 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIEE T 2% 2
T ICERT 2B AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U & K (PD-LI1
K OVPD-L2) EfEA L, U SERICMEINES 7L R LTV o REROIEE L IRRE %
BIZFRET L CTWb, PD-1 U H» RIFHURE SIS B b O & 22 G/ 588
LTk, BMERAMEEE) LU LB T D PD-L1 OIEBLLIEDELF
HM & OMICADHEBEBFRN & 5 Z & HE I TWn% (Cancer 2010; 116: 1757-66)
F 7o R NE S CIXAREE T AN EET DA v X —T = a2 H >~ (IFN=y)
IZ& > T PD-L1 OFIANFHEE I N, BB L EEMARIZI T D PD-L1 ORI LI O
ALEWIR & ORI EDOFBIRRN 5 & DHE S & 2% (Sci Transl Med 2012; 4: 127-37)
X 51T, PD-L1 Z 3Rl RHE S B8 AT, FURRRA CDS B5ME T Miia o Hifa &
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
EEIGEREIE T 5 Z ENRENTWND, DI LD PD-1/PD-1 U 72 RERE&IL, 23
AR HURRF A 72 T ML OWEBEEZ BT 58FD—>o L LTEZX LT
Do

AN, FEHRBROFE R S PD-1 OMasEE (PD-1 U 7 & RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z EI2X 0, BATURFFRN e T MO
PEA K O AUABIENE k9 2 AR TG M 2 58 5~ 5 2 & TRk e PuiEgsh iR 4 k9
ZENHERR STV D,

IO OFEN S | AFNTEMEER ) 2 B 2R EIC R0 55 b0 L MIfF S,
BiEmEE NG L LBRRRBRZ £ L, A, Rtk OERERHER I N,

AHNOVEREFZ LS < B DORE N L DEWERZ%N S 5 b, EE X IIRETIC
BLHAREMEN B D, AFNOE G- H R OEEG#ZITIE, BFOBEL 01470, BEDR
D BTG AITIE, BB LT FRICIE U= MR 22 ek & 88k 2 R DR Al & s L Ciil
GI7RBERIR W 21TV IBE OERISIC K D EWERANSEbN 2551213, BIBRE AL
T UHIOE G LD RE Z1T O LERD D,



3. HRIRPGE

O AACFPRIER I THEE U - ARIGYIBRRRE R 1T - BRSO REE ., OREBICBIT 5
WML, KOO L HRIERIGIE ORIR IR RE /2T - B8 ORIEE O7KGRREC
I 2 AT o 72 B2 ERRRER O g 2 T,

[H2hE]
O [EERELFEZE IR (ONO-4538-24/BMS CA2094737%5%)

7 oAbV 2 VU RPUEMIEEA KL O T F I A & G e fF AL SR RIS G U
A OARTEEIRASRE 72 AT ST PR O EE e FR 3881 (A AR N B 274012 & e, AH|
RELO3M, SHHRAELOSHI) At BRIT. # ¥ RPUEMEIEER ( F& & vk ik
R B XTIV) iR E L CARRKI240 mgZe 238 RIS T AR EE L2 & & A&
Otz et Uiz, BEEEE T©H 2 24 MM CLF, Tos) twvw)H, ) (i
il [95% I HE K E] ) 13, AAIBETI1.17 [9.99~13.73] 1 H . >t REETS.54 [7.20~9.89]
HHTHY , RAEFEIRREECS LFGHEICAERRIERE 2R LT (0 — RER0.79

[95%fE#EIX[H : 0.63~0.99] . p=0.0381 [J&}lllog-rankf&E] ) .
¥ R Z XK OV TIRTS mg/m? & 3 IR CERIRN G-, /X7 U Z B IC-Dn T,
100 mg/m? & 7T M % 1914 7 & LT, 1, 8, 15, 22, 29K U36H HIZEIRNES T2 & & &h

77
1.0
0.9
0.8 —a— AHIE
0.7
_O-- Y88
G o-- JEREE
% 05
0.4
0.3
0.2 Shmea
00005 - 5
T @eng 2R RS R oy
0.1 .
e L 5}
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
at riski E7FEARI(A)
AFE 193 170 158 139 120 105 89 77 65 55 38 20 13 10 6 4 3 0 0
POzt 195 182 157 116 100 79 66 55 48 39 26 16 11 6 2 1 1 1 0

K1 OS ® Kaplan-Meier Bt (ONO-4538-24/BMS CA209473 7RER)



@ [EEIEFEE MR (ONO-4538-43/CA209577745k)

WTRIE PR LT I K 0 WP R5E 2282 (LU, TpCRY W9 ,) @D B
TR T2 B O BE794 5 (HARNBFE 63 Bz Ede, AKIRE 532 i, 77
YAREE 262 Bl) EXRHRIC, TR ERRE L CARHK] 240 mg & 2 BHEFE T8 A (16
), 20% 9 BIHE @ EIHEELGO 2 EF%Z) 206 480 mg & 4 IR A E

(& 12 WAM) L& 20FIMER LML B Lz, FEFHMIEE Th 5 HH
AAFHIR] (PR [95%(EHHIXH D) 13, AAIRET 22.41 [16.62~34.00] WA, 77 &R
HET 11.04 [834~1432] WA THY . AAMHIT 7 VAREEH LR FRICAH B IE
FExRLE (A — R 0.69 [96.4%(E#E XM : 0.56~0.86]. p=0.0003 [J&5!| log-rank f5
Eo

*1 ALEFRIEDO LY A 2 R OV BR#E1E1L. National Comprehensive Cancer Network (NCCN) X &
European Society for Medical Oncology (ESMO) DA KT A LAHE U 7= AR ER 0> 3 i [E] 313 sk
BT DIEMEIRIR AT D) 2 & & &z, T L, (PRI ASRUERESEAZ S5 LY A v
st

*) ¢ T4 OB TR TS C. American Joint Committee on Cancer (UL F. TAICC) &5 ,) RSy
H (B TR 12ESL ypTl LEX T ypNI BLETH D Z & EEFR I,

*3: MIEIZWIRE IS AJCC o 8 (B8 7 b)) 12355 < BRPRS A D8 SO I oo £ (S B A FR<)

T EE B A& I &3 DR LB XTI S AN bz,
4 FIRIC LY ER S SRR S U BE AN ST,

09 { 1 —— K HI#
08 { ™ -o-FS5uRE

Bt HE S0

0.2 -

0.1 -

0.0 T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

AFIEE 532 430 364 306 249 212 181 147 92 68 41 22 8 4 3 0
77t REE 262 214 163 126 96 80 65 53 38 28 17 12 5 2 1 0

X 2 ERAEFHIE O Kaplan-Meier BB (ONO-4538-43/CA209577 3ER)




® [EEILFRSIAERE (ONO-4538-50/CA209648745R)

(L FIERTE IR ORIBYIBR AR RE /2 1T - RO /EREFT970 6] (HARNESE 394
il ate, KK+ Y L<7"2 (LLF. INIVO/IPI] W9, ) BE325 . KK+~
AT T TNV RN AT T F G tefbFRES (LU, INIVO/Chemo] &9, )
FE321 05, AT VRN AT TF o raifbd it (LT, [Chemo) &\
9. ) BE324 B1]) Z %52, Chemo Z XA E LT, NIVO/IPI K O NIVO/Chemo DA %)
PR OV et a it Le, EZFHMEIE H X, tumor proportion score™ (LA, [TPS) &
WD, ) Z1%ERICE T D EEEA M (LI, [PFS] &9, ) KR0S THY
BIREMMIEE & S ITT £ 5 PFS LN 0S st Sz, FDOfE5. TPS=
1%EM L ONITT £ HIZEB 1T 5 0S 122V T, NIVO/IPI £ & O NIVO/Chemo ££1% Chemo
FEZRE L. WA BRERE 2R LTz,

1 PR IR A 1T B\ CRAE B RS I RRE B (RICRE R ME) LBk S,
KEIWR, RES~DH LR EEERED R VEE N R & S,

¥ 0 AFI1H 3 mgke (KE) % 2 WRIRIGE. « ©) A~7 GEETHEMEZ) 1H 1 mgke (hE) %
6 FERIRIE CARETE Lz, PHRRERICBO TR, AREENICES L, AU A~ (GG
THURZ) IEAFI OB G T H S 30 A LEORIEE BV TR G2 Bith LT,

*3:4WME 1A 70 LT, AAI1 A 240mg % 2 BREMR, 71482770 800 mg/m¥ H %4
PFAI7VO1HENSSHEET SHR) . VAT TF U 80 mgm?E & A 7D 1 HEIZE
IR G- LTz, AHI AL PRIEE R B ISR ST 2581 AR 2 BN 5 L, 74Tl

B AT T F NIARFNOEER T 236 30 5L ERIRZ B\ TG 2B LT,
*4  JEEHARIC IS T D PD-L1 258 L7 EEMia s 5 28 & & ST,

#1 APHEOKEE Q1E1AISHTF—FHy b47)

TPS= 1%*E ] ITT 4£H
NIVO/IPI #f NIVO/Chemo #f Chemo £ NIVO/IPI # NIVO/Chemo #f Chemo Ef
(158 #) (158 #1) (157 #31) (325 #) (321 f) (324 )
?j;f 4.04 6.93 4.44 2.92 5.82 5.59
[2.40, 4.93] [5.68, 8.34] [2.89, 5.82] [2.66,4.17] [5.55,7.00] [4.27,5.88]
[95%CI]
prs Y RK 1.02 0.65 o 1.26 0.81
[95%CI] ™! [0.78,1.34] *2 [0.49,0.86] * [1.04, 1.52] [0.67,0.99] *
p fi" 0.8958 0.0023 0.0355
(7 K (0.015) (0.015) - - (0.015) -
(i{al)) ' ' ]
Tjﬁf 13.70 15.44 9.07 12.75 13.21 10.71
[11.24, 17.02] [11.93,19.52] [7.69,9.95] [11.27, 15.47] [11.14, 15.70] [9.40, 11.93]
[95%CI]
os PR 0.64 0.54 o 0.78 0.74 -
[95%CI] *! [0.49,0.84] *¢ [0.41,0.71] *7 [0.65,0.95] *8 [0.61,0.90] *
*5
(7215 Kt 0.0010 <0.0001 o 0.0110 0.0021 -
= 0.014 ) 0.018 0.009
(D) ( ) (0.005) ( ) ( )

Cl: fEHXM, *1 : TPSZ 1%HEM Tix ECOGPS (0, 1) K UM=#hgas@d (1 @ELLT, 2@l L) ZEHIE T & L7z @Al Cox i~
F— RET /L, ITT HEMTILECOGPS (0, 1), #xfhEas@ (1 @ELLT, 2@ L) RO PD-L1 FEURIL (TPS= 1%, TPS<1% ik
HIEAHE) AR & LERI Cox I NY— RET /L, %2 0 HEAKMEIKHE L7z 98.5%CI X [0.73,1.43] Thotz, *3: FEK
LT L7z 98.5%CL 1% [0.46,0.92] Th o7z, *4 : HEKEITHIS L7z 98.5%CLix [0.64,1.04] Tho7z, *5: J@5I log-rank f&E
(Cox Hefl Ny — RET IV EREROBRIRT) . *6 : FRMBITIZI T 2 BKEEICKIG LTz 98.6%CI 1% [0.46, 0.90] Th-oiz, *7:
H AT (2 381 DA B K MBI L7z 99.5%CT 13 [0.37,0.80] T o 7=, *8: FHEIMRNTICIS T DB B KHEICHIE L7z 98.2%CI 1% [0.62,
0.98] Th otz *9: FRENTIZIS T 2 H BKEICKHE L7z 99.1%CLI% [0.58,0.96] ThH o7z



X3 OS®DKaplan-MeieriifR (ONO-4538-50/CA20964875%)
(TPS=1%£H)

X4 OS®DOKaplan-Meieriiff (ONO-4538-50/CA20964875%)
(ITT4£H)



(PD-L1 FEBLR RN D A Zh1H)

[E B[R 255 A FRER (ONO-4538-50/CA209648 iAER) ICHLA AN HIZBEDT — 4
IZHS & | PD-L1 OFBURIABNIAT 24T > T A ME RRAI 7R 2 Gde) M OVZE4A
PEDOFREFITILLTDOERBY TH o7,

NIVO/IPI } TF NIVO/Chemo (2B L T, PFS KT OS DWW FHIZE W TEH TPS<1%D
FEF M Tl Chemo & bhlg U 72 IERAAEIIFED Lo 72 (3% 2, 5),

723, PD-L1 OFBLRMIZ L BT, KFlOZ2MET v 7 7 A VITFRETH > 72,

# 2 TPS<1%DAEYEDORT (ONO-4538-50/CA209648 #ER)

TPS < 1%£E "1
NIVO/IPI Bf NIVO/Chemo Ef Chemo #%
(164 ) (163 1) (166 %)
?jj;f 2.83 5.55 5.75
1.68, 4.1 4.44,6. ) .
PES [95%CI] [1.68,4.17] [4.44, 6.93] [5.39, 6.97]
NP — Kk 1.45 0.95
[95%CI] *2 [1.13, 1.88] [0.73, 1.24]
?j;;f 11.96 11.96 12.16
10.09, 16.03 9.86, 15.54 10.71, 14.00
oS [95%CI] : ’ ] [9:86, J [ ’ J
NP — Kk 0.96 0.98
[95%CI] *2 [0.74, 1.25] [0.76, 1.28]

CI: X[, *1 : PD-L1 HIEREE Th o 7 BH BRI S iz, *2 - FEJ@RI Cox
tt'fﬁj/\-}f._ ]“\%?\/1/

5 OS ® Kaplan-Meier B¢ (ONO-4538-50/CA209648 3X5R)
(TPS<1%%H)



[Z4tE]
O [EEEILFEEMFEFE (ONO-4538-24/BMS CA2094737 5k )

HEFEQLIIARAIRE 172/192 1] (89.6%) . XFHREE 192/194 5] (99.0%) ZFRD LA, 1R
BRIE & ORIFBIRNEE T X WA FEFHGITIAFIEE 129/192 51 (67.2%) | xtFREE 185/194
B (95.4%) IZFH BTz, WT N DOEETIHELFEN 5% EORIERIZELR3I D LB T
HoT,

F 3 WTNHDOFETRIEEN 5%, LOBIEA (ONO-4538-24/BMS CA209473 7AER)

B (%)

SISR= YA
el o i
192 i 194 {3

(MedDRA/Jver.21.1) 4> Grade Grade 3-4 Grade5 4 Grade Grade 3-4 Grade 5
2EIEA 129 (67.2) 33 (17.2) 0 185 (95.4) 127 (65.5) 2 (1.0)
KGR X OV MRk =

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

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

BB E 3 (1.6) 0 0 97 (50.0) 0 0
— % - REREER L OGN OIREE

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

95 97 14 (7.3) 1 (0.5) 0 42 (21.6) 9 (4.6) 0

sV 9 (4.7) 0 0 44 (22.7) 0 0
ERAR R AT

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

I HRERER D 3 (1.6) 1 (0.5) 0 75 (38.7) 58 (29.9) 0

H i BRE R 2 (1.0 1 (0.5) 0 72 (37.1) 46 (23.7) 0
H ke

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

PN 5 (2.6) 1 (0.5) 0 24 (12.4) 1 (0.5) 0

{5 M 4 (2.1) 0 0 16 (8.2) 0

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

i - 1 (0.5) 0 0 13 (6.7) 1 (0.5) 0
o WABE

FOIR BRFEREAS T 4E 17 (8.9) 0 0 1 (0.5) 0 0
JEYSE B & OV A HUE

FitiJ g 3 (1.6) 1 (0.5) 0 11 (5.7) 6 (3.1) 0
R L OseklEE

RARIEER 15 (7.8) 2 (1.0) 0 52 (26.8) 9 (4.6) 0
MiRE LZ Y S REE

2 ifi 4 (2.1) 4 (2.1) 0 47 (24.2) 19 (9.8) 0

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

FEEWE L BR R i 0 0 0 20 (10.3) 20 (10.3) 0

H Bk Jg A iE 0 0 0 16 (8.2) 14 (7.2) 0
E R B L O ARk E

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

5 P9 2 (1.0) 0 0 17 (8.8) 1 (0.5) 0
TSR IR E

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

KR = 2 —r R F— 1 (0.5) 0 0 47 (24.2) 1 (0.5) 0

K= 2 —a RF— 0 0 0 21 (10.8) 1 (0.5) 0

7ok, ARIBEZRB W THURIREEREREE 22 61 (11.5%) . BEEUHREARLE/ 2 A4/ 3F—15
Bl (7.8%) . FFHERERESE 13 B (6.8%) . FREVEMEMEE 12 B (6.3%) . #hREkEE 8 fi



(42%) . BEORJEHEE 4 61 (2.1%) . BEFHI0L 3 61 (1.6%) . B2 61 (1.0%) |
ERRREREE 2 151 (1.0%) . 128 1 651 (0.5%) . KIGZ - /Mmdk - EEED T 1451 (0.5%) .
THEEAREEREREE 1 61 (0.5%) MK O infusionreaction 1 il (0.5%) 23§88 Hilv/z, £z, B
FEMEESNE, (DA, Mgk, 1 AUBEIRE, T A, A LPERRAE 2k, BRI HRRERE= . Mk -
Bl EpRimAegEtee, BB MEMEE ., MERE RIEMEE, Mz, R, 58 FEX
M OVLEREE TR e o 7o, AREWERIFEBLRDUIEE S S (RRIR AR 23
o) ZBUEERETRT,

@ [EEELFES AR (ONO-4538-43/CA209577 #RER)

B ERHLRIIAFIRE 510/532 6] (95.9%) . 77 & REE 243/260 f1 (93.5%) 1ZFD DAL,
TR & ORBEBIRNEE T E WA FHGIIARAIRE 376/532 5] (70.7%) . 77 &R
#E 119/260 B (45.8%) (ZFAD BTz, WI I ORE THRILRD 5% EORITERILE 4
DEEHTH-oT,

K4 WDTHUOLORFTHREED 5%LL EORIVER (ON0-4538-43/CA209577 FER)

p1% (%)

CENIPNG |

R, ﬁmﬁ 7?tfﬁ
o 532 15 260 151

(MedDRA/Jver.23.0) % Grade  Grade3-4  Grade5 4 Grade  Grade3-4  Grade 5
2EIEH 376 (70.7) 71 (13.3) 1 (02) 119 (458) 15 (5.8) 0
H kS

T 88 (16.5) 2 (0.4) 0 39 (15.0) 2 (0.8) 0
L 47 (8.8) 0 0 13 (5.0) 0 0
FERGF KO ALk

9 FENE 53 (10.0) 2 (0.4) 0 9 (3.5 0 0
K95 52 (9.8) 4 (0.8) 0 10 (3.8) 1 (0.4) 0
—i% - B EEL LOR5H
NEDIREE

97 90 (16.9) 6 (1.1) 0 29 (11.2) 1 (04) 0
0 ) hE 28 (5.3) 0 0 4 (1.5) 0 0
R AR AR A

TARGEURT I b 29 (55) 2 (0.4) 0 10 (3.8) 0 0
TR T =T —BEM
oAk 5

PR IR REA T 50 (9.4) 0 0 4 (1.5) 0 0
FROIR BB RE T ESE 35 (6.6) 0 0 1 (0.4) 0 0
B R B & OSSRk E

RAIA 30 (5.6) 1 (0.2) 0 4 (1.5) 0 0

7B, AAFEIZ B O THIRBEEERE T 89 il (16.7%) . JHHERERETE 49 61 (9.2%) .
PRBETE 35 41 (6.6%) . BERUAHRARAE 33 61 (6.2%) . [IEMENGZEE 26 1 (4.9%) . Lo
f& 11 % (2.1%) . infusionreaction 10 1 (1.9%) . EEEDFEREE 8 ] (1.5%) . &
BERERE 7 61 (1.3%) . KRGk - /MEBR - EEO THT 7 61 (1.3%) . iT% 4 61 (0.8%) .
DR 3B (0.6%) . FIFEHEREREE 3 61 (0.6%) . 1 AUBEIRP 1 61 (0.2%) . HRimAe
FERRIE 1 B (0.2%) . JEFL 161 (0.2%) KOWER 161 (02%) bz, £z, 5
E MRS, TRRMHERERES . BUEFR, RS, ik, %, LEREIEER, bk

10



NRAE G, JRIFERPS, RECG I, SEREFRME ) E, B 2 i e b &U\H%% - BRI ITER 0
Siieo T, ARWERFIURDLIBEE SR (RARAEMRE 25T) 23 0RatA
%‘fﬂ—_\“j‘o

@ [EERELFEEIFEEAER (ONO-4538-50/CA209648 7X5R)

HEFELIT NIVO/IPI £ 316/322 4] (98.1%) . NIVO/Chemo #f 308/310 5 (99.4%) .
Chemo Ff 301/304 ] (99.0%) IZ788 Hiv, {RBREKE ORI EBENEE T R VWEES
531 NIVO/IPI Bf 256/322 #51] (79.5%) . NIVO/Chemo #f 297/310 1 (95.8%) . Chemo
B 275/304 151 (90.5%) (2RO LT, 7ok, EERAEFHGUI NIVO/IPI B 214/322 i

(66.5%) . NIVO/Chemo #¥ 180/310 31 (58.1%) . Chemo #f 128/304 51 (42.1%) (ZF8
Sy g
WT I DOFETIBLERD 5%LL EORIERITZER S DL B0 ThoTo,

£5 DTNLOOBHETEIEN 5%LL EOBIER (ONO-4538-50/CA209648 3R5R)

B (%)

%’%Zﬂ ok NIVO/IPIE NIVO/Chemo# Chemo#f

(ﬁe JDRA/Jver. 23.1) 32245 3104 304451

“4Grade  Grade 3-4 Grade 5 “Grade  Grade 3-4 Grade 5 4Grade  Grade 3-4 Grade 5

2FIVER 256 (79.5) 102 (31.7) 2 (0.6) 297 (95.8) 147 (47.4) 1 (0.3) 275 (90.5) 108 (35.5) 3 (1.0)
MigE LY > REE

1. 12 (3.7) 2 (0.6) 0 93 (30.0) 30 (9.7) 0 67 (22.0) 17 (5.6) 0

B RIS 0 0 0 29 (9.4) 8 (2:6) 0 20 (6.6) 7 (2.3) 0
PR G A i

FROPR R HE U AE 20 (6.2) 2 (0.6) 0 7 (2.3) 0 0 0 0 0

FR IR RE A T E 43 (13.4) 0 0 18 (5.8) 0 0 0 0
B b

5% 7 (2.2) 1 (0.3) 0 59 (19.00 2 (0.6) 0 66 21.7) 1 (0.3) 0

T 32 (9.9) 2 (0.6) 0 60 (19.4) 3 (1.0) 0 46 (15.1) 6 (2.0) 0

BV 26 (8.1) 1 (0.3) 0 182 (58.7) 11 (3.5) 0 158 (52.0) 8 (2.6) 0

aN% 14 (4.3) 0 0 98 (31.6) 20 (6.5) 0 71 (23.4) 5 (1.6) 0

A 18 (5.6) 4 (1.2) 0 56 (18.1) 7 (2.3) 0 49 (16.1) 9 (3.0) 0
—f% - EHFREER X OGN OREE

79 7 (2.2) 1 (0.3) 0 20 (6.5) 2 (0.6) 0 17 (5.6) 2 (0.7) 0

i 29 (9.00 4 (1.2) 0 61 (19.7) 7 (2.3) 0 50 (16.4) 11 (3.6) 0

[(s9ns 12 3.7) 0 0 50 (16.1) 1 (0.3) 0 45 (14.8) 0 0

EIBE 0D 28 5 4 (1.2) 0 0 33 (10.6) 8 (2.6) 0 26 (8.6) 4 (1.3) 0

APV 0 0 0 17 (5.5) 0 0 12 (3.9 0 0

FEEN 26 (8.1) 1 (0.3) 0 8 (2.6) 0 0 10 (3.3) 0 0
TR r

Z;i;i;ﬁ{%f/ 25 (718) 7 (22) 0 18 (58) 2 (0.6) 0 8 (2.6) 0 0

T ARG RUERT I

FF7vA7=27—88# 29 (900 4 (12) 0 16 (52) 2 (0.6) 0 6 (2.0) 1 (0.3) 0

n

Mz v F = 5 (1.6) 0 0 39 (12.6) 1 (0.3) 0 32 (10.5) 1 (0.3) 0

E;izg;/ 79 0 0 0 19 (6.1) 0 0 9 (3.0) 1 (03) 0

T R ER SR 2 (0.6) 0 0 65 (21.0) 25 (8.1) 0 52 (17.1) 24 (7.9) 0

MR 6 (1.9) 0 0 36 (11.6) 3 (1.0) 0 32 (10.5) 5 (1.6) 0

= i BRI 3 (0.9) 0 0 43 (13.9) 11 (3.5) 0 28 (9.2) 6 (2.0 0
R L O s

&)~ U T AlfGE 9 (2.8) 8 (2.5) 0 29 (94) 17 (5.5) 0 19 (6.3) 9 (3.0 0

11



Bi% (%)

#BEH fﬁ) e NIVO/IPIFE NIVO/Chemo#f Chemof
A 32203 3106 30401
(MedDRA/Jver. 23.1)
“4Grade  Grade 3-4 Grade 5 4Grade  Grade 3-4 Grade 5 4Grade  Grade 3-4 Grade 5
AHIEER 19 (5.9) 5 (1.6) 0 132 (42.6) 13 (4.2) 0 130 (42.8) 9 (3.0) 0
R S PR
R4 4 (1.2) 0 0 19 (6.1) 0 0 17 (5.6) 0 0
K= 2 —nmXF— 1 (0.3) 0 0 20 (6.5) 2 (0.6) 0 15 (4.9) 1 (0.3) 0
ﬂ;fﬁﬁ@%:lﬂm\ 1 (03) 0 0 26 (84) 1 (03) 0 16 (53) 1 (03) 0
Bk L ORI REE
BB RERE 1 (0.3) 0 0 9 (2.9) 0 0 17 (5.6) 0 0
MR, oEREs L OERRRE
Leo< Y 2 (0.6) 0 0 42 (13.5) 0 0 53 (17.4) 0 0
Jitifi 2% 20 (6.2) 7 (2.2) 0 15 (4.8) 1 (0.3) 0 0 0 0
FER ¥ K OV T Rk
Jit S 2 (0.6) 0 0 31 (10.0) 0 0 32 (10.5) 0 0
Z D FEIE 43 (13.4) 3 (0.9 0 23 (7.4) 0 0 2 (0.7) 0 0
% 55 (17.1) 7 (2.2) 0 24 (7.7) 1 (0.3) 0 5 (1.6) 0 0

7235 NIVO/IPI BEIZ 35\ T HUIR I REREE 70 41 (21.7%) | RS RERE S 42 51 (13.0%) .
PR AR 26 Bl (8.1%) | ARAUFIALARE, I A/ xF—23 il (7.1%) . T E{LHERER
216 (6.5%) . FIEHEREREE 1761 (5.3%) . fhReREEE 16 6 (5.0%) . HEDKE
b 14 61 (4.3%) . KEGE - /N2 - EEO TH#1 10 1 (3.1%) . infusion reaction 9 {3
(2.8%) . BHEREREE 8 B (2.5%) . FF& 6B (1.9%) | LEkEE 6 B (1.9%) . 174
PERIE 4 61 (1.2%) . BER 461 (1.2%) . Bk 260 (0.6%) . Lifsk 2 6l (0.6%) . &
L2461 (0.6%) . SE MR 1B (0.3%) . BALIEARE 2 161 (0.3%) . JEEZHIm 1 41
(0.3%) . EEZRMEIEE 16 (0.3%) . FEURmARZERE 1 6] (0.3%) MONK - Bl
R 1B (03%) BRD BN, £io, EEMEE, BUEFZE, A2, mMERERER
B, RS L OURIFEREE 1378 8 B 72 o 7o, NIVO/Chemo FEIZ 38U N THERUT AlARIE, <
A 3F—093 i (30.0%) . FIREREE 83 i (26.8%) . EHEAEREE 74 B (23.9%) . FFH%
REREE 32 1] (10.3%) . HUIRAREREREE 30 6] (9.7%) . MIEMEAEEA 18 41 (5.8%) .
KIGH - /NG - EEED T 8 5l (2.6%) | EIIFEFHEREMRETE 6 5l (1.9%) . infusion reaction
6 B (1.9%) . BEEARMIKIEE 56 (1.6%) . LHEFEE 4 61 (1.3%) . FlRAeZERE
361 (1.0%) . FEARHEREREE 261 (0.6%) . 1 AR 2 61 (0.6%) . 5 K2
B (0.6%) . BHEOREREE 161 (0.3%) KOS 1 6] (03%) 23RO bz, £7o.
FIEM M IIE, O, Bk, BUERFR, FARA, TR, BLMEIRE . INK - BRI,
MEREAFEWGERE, M. B, IRIFERSE K OMEE M MIEER 0 bz o T, REIWER%E
BURDLIIEESES: (FRMAEERT 2 51) 2B OEHERE =T,

12



(it - HE]
AFNOREMARYEEET LV EFIH L2V 22— 3 2k, AH 480 mg % 4
MR TG L BEOARF O ME T RENSKREF SNz, ZOREER, A 480 mg % 4
AR TG LB FREBIZI T 2 F MG HIRE (AT, TCugs) V¥, )
1%, AH 240 mg % 2 IR CTHE LIZBED Cavess EFEIT 5 & FRIES T (THR) .
F 7o, AFKI 480 mg & 4 HFMIE TG LB O EFIRBICE T 5 Rm g hEE (Lo
Ty [Cmaxss) EWV9, ) 1E, AAI240mg % 2 HF MG CTHEE L72BED Craxss & L
TEEZRTETFRISNIZEDOD, ARNEZ IO TEREMER R STV D HE -
M (10 mg/kg % 2 MMHIHNRE THR L) TAAIZEEG LTZERD Craxss & L TR A2 7R
FTETHEN (FHR) ., M T, BEoOBECBSIT 57— X I2E3%, KA 3 mgkg
((RH) F£721%240mg % 2 MR, & L <IIAH 480 mg % 4 1A F IR THR G- L 7B
DAF DUk iE & & AN UL RN & OB Z Mt 2 BEESUGT T VDR S 4L, Y
I OW TR AT DR, ERRo Ak - AEOB TAERME R O eI BT
RAERIVNE TSN, £, BEBEAEICB T 2T — XIS IHE L T-BEK
JSET VAR LT, A4 3 mgke 2 EMMERBTERS) | 240 mg (2 @ RHIFE T 5)
XX 360mg G HEMMETERY) &) A~T (BB L) 1mgke (6 HREFIRE
THRE) 0P LIZBEOANME R VL a2 fat LR, Eito Mk - HEORTh
IVE R O VR e 22 BT 7 & PRIS Tz, S 6, KAl 240 mg (2 @RI T
B 5) XX 480 mg (4 BRI THRE) LALFPHEEE O LIZBEO A INER O et %
FRES L7 R, ERCo E - 'O TH DK O Z B MR ERIT RV & PRIS
iz,
£ 6 AHOEYBIL T A —F

M - Cmax Chnind28 Cavedzs Crnax.ss Chinss Cavg,ss
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ng/mL) (ug/mL)
3 ke Q2W (35-521 .760-8) <16-§?§0-3) (21.321 ?(1)3.9) (75.1){3171) (27.612,'107) (42.717,'?27)
240 mg Q2W (51.712,'103) (23.33?.539.0) (302&?.670.9) (10;,5254) (41 .857,.}1358) (62.11(,)91 87)
480 mg Q4w (10;?207) (15.25?27.4) (37.?)3,.;)4.8) (14§,1 g36) (27.751,.?37) (62.11(,)91 87)
10 melke QW (14é,9;22) (86.959,.?32) (101,1 ?48) (323,9;5) (18421,1 Z3‘03) (232,7377)

B (5%A%, 95%5) « Q2W : 2 EMIMIFE, Q4W : 4 EMIFING. Cmax @ PIEEE 514 O ferm L7 IR EE
Cuminazs : FIIEIHR 5% 28 B BIZH1T 2 B MRMIE TR, Cavears : #IIEHR G- 28 B B T OFEf i i

FE. Crmaxss 1 EFIRBEICIS U 2 B Mg IS . Crinss : EHARERICIVT D AR IS PIEEE, Covess 1 EHAR
BEIT IS 1T 2 -4 AL 37 i
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4. FEFRIZOWT

AFN OB G- D W 72 BE &2 - FrE L. AR o512 ;DE%@EW%%%ﬁLk
BRICKHET 2 Z ERMER 7D, LFOO~Q@DFT X T &z T sl THEHAT
RXTH5DH,

O MEFRITHOWT

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

() JEAEFBRESEET D03 AHFEEEILSRRES ERE RS A SRR ISR,
Hiek A3 A 2L RURBE . MUY A BB 7R &)

(2) FEEREREIRRT

(3) ABENFRFNFENIEE T D03 AFEEERT (DS AURSIEEE E Wbt . 23 AU
W I1IREBE, DA EEREER e &)

(4) IRALFHREE A RE L, SOREE LA RIERER | XIS RIES ARk
Bl 2 ORfieg EAEITAR D a2 1T > T D fitiak

(5) PUEMEREEE AT & BN O f sk AR B R H 21T > T B filiak

D2 EEB ORI ORI RBIR ORI 157 & e O (TR
DUVFIAN ST DI 75, HLBHFOAFN BT 5 IEOEHES & L CRES
RTVBZ L,

#

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

o [ERIRFFEASE 2 FEOWBIHHE ZE T LI2&IZ. Wbam OB ASMIREZ ST 5
FELU LD EOEM 2T o TN D Z L,

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

© BENDOEEMFREBROMAHICONT

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

@ BIEA~DORIFIZONT

@-1 FEsRAHIZBE S 5Bl
[PV PR B O BHE R BIE 2L L72BRIT, 24 FRRIEZIEIKHI O T, 2ikiiax X

14




TEHERI R I BT, B L-AIERIZS U TARRE L O CT 0 ITER ORI 4
FERREOEENY BRIZEON, EHIZHIGTEERERNES> WD Z &,

Q-2 EERFEF L 2AFBLMMNICET L EM:

ARSI 2 B 2 gk K O e 2 BT 2 R EFENEIERHT=2 1) v 7/
EEOIERDOA Y ) —= T EHAITOEIRE & fFlZ G TE 5 F— AERFIKH 23V
ESNTWADZ L, B, BIFEHIZHOWT, NABRE & ZDOFBEICHDITEAmMmENT
WhHZ L,

@-3 BIEA DORZErLxXISICBI LT

BIVEA (MEMERMZEEIZIN 2 EEAEDRE, Odk. Tk, BT RARE ., KK,
NS, BEEO TR, 1 BEERA, BUEATR. ITAE, ITisneRasE . Tk, i bminseg
K. FARMRPRRERE S . TEABERBREE, MRt BEE. BIRREE. MRk, EEDOK
JEREE, B ARMARIEIRAE, infusion reaction, HEFEZR MRS, MERERIEGRE, %,
e . L OGRS, IR, OlEREE (O MED - IRIK - =AM ) |
REFEREE, TS ML, BEALE) 1Tk LT, YikhEak U B R O F P2 AT 5
R & HEE L (BUERA ORI L THREM O EEZ TN &M H D =
&)L EBHICET)RMLED TE HIEH RS> TWDE Z &,

15



5. REXIBLLRDBE
(G BE§ 2 F1E]
O TROBHFIZBWTABOENEDSRIESN TN 5D,
o T iV U I VL RIUEMEBEAI L O T T A % G e O LR IRICR
S SUTARH OARTABIBR AR 22 HET T UL R O A B3 ORAIE I 5
o WRHESIEETEIRIEIC L D pCR 23R B2 o T BIERE O BE (KA
5
o ALFHRIERIGRE ORIGUIBR R R /2 HE1T - TR O RIEE B (NIVO/IPI # 5 3
NIVO/Chemo % 5-)

@ [EBIFEH IR (ONO-4538-50/CA209648785R) (2T, R E Sh - (b5
1% (Chemo) Hifft & bz L -C, NIVO/IPI# 5- L IINIVO/Chemo % 5- D H WA /R S
TUW5, 7272 L. NIVO/IPI# 5 UINIVO/Chemo & 5- DWW HUIZ BV T b | AL E
Hifh & i L CHERAEFRORHARNE L RHERARD LN (plIZR) | F
7-PD-L1ZE BRI (TPS) (2X 0, ARMENRRDMEAIVRIBEIN TS Z & (po~
8 M) M5, PD-LIRER LER L- ECARIR GO EOHW+5 2 L nEE L
VN, PD-LIFBLEN %A (TPS<1%) Th D I & BRI EFITB WL,

AFIUS DOIEFEEIRE B HEET D,
*AFIOBWEE L LC, W54 : PD-L1 IHC 28-8 pharmDX [ % =] 2&GB STV 5,

® TRICHUST 5 BE KT D AA OB 5 ORI SO Tk, AR O ER

et SNTE P, AFOBERG L 25 R,

o IR AR TV ARVRIB TR AR AT UL IS O BT R B A
g

o AT L LCoRy

o HFRTHBIRIEIC K 0 pCR BSER BAVI BET R SR BIRIE & LT
E

o PRI & LT OMOERIEEA L oS

(22 B4 2 F ]

O TRICEYT H2EFIZOVWTIEIAROERGNEZE SN TWDH Z b, %217
Dlpnz b,
o KRHIDRSTI KT LIBUE OB D & 5 B

@ RERTOFHMIZIB VT RIS T 2 BREIZ OV TR, ARG ITHELE S uZe
D, MOTEFRFE N e WIGEICRY | HEICAREZEH T2 L 2BETE 5,
o MEMMEEOAIFXIIMEDOH 5 EBHE
o g AR A CHIE R 258D 2 B K ONE B M 0 FUR Bl 2 <o R g ME fiti 2%
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FEOMIZRIEMEZA LD R B 5 B

o ACOREERBOAOE XHIEMEZRE L < IXERMEO B R B OB ERE D
b5 EE

o BB ME (&M@ HEL ST Ob b EE

o BB I EEE T HRE

e ECOG Performance Status 3-4 """V D H&

GED  ECOG @ Performance Status (PS)

Score | EF

0 | &<MERIEEHTE S, BT LlFE U R EAERPHRZ AT D,

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

BATRARECTH A O OEY O Z LT F N THEEIZBERTTE 20, HHP D 50%Lh Eid~y R Tl 25

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

AW

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

17




6. BEZELTHEEITREFIH

O WASCEZEITN %, MEREER DR 5 GRS 1T -5 & ARHF O Frit M O 1Ef
RO DI LB IMERE T3 ICEMR L ChroH+s 2 L,

@ TBRIEBRIAICHENI G, A T Z OFEIETH MR OfERRME 2 453 L. & 425
ThroEEGET5HZ L,

@ ALFFRIERIGHR ORIGUIBR R RE/2HEAT - B OREREIZIHB W\ TIEL, PD-L1 FEELE L
B Lo ECAR 2 S0 BEO MR 2 W35 2 &2 E L3, PD-L1 JEHL
FEPERTE RWIGAIZIE, AAZ S Ot HRE OGS 2@ oIl L LT b
THZ L,

@ FEREWEHO~RT AL MTOWT

MEMEMEER D LOND ZERHDHDT, AFOEGIZH > Tik, HIKE
W (PRI IR, ik, FEENE) OfERR &L O X i o i, Bl5% +5
179 2 &, Fo, BLEIZSUTHEE CT, MG~ —h —E0ORAEL EfT 5
Z &,

AFN O EIZEE D infusion reaction (22 TEEAFFIZ 72 %D TE 5 UE
%17 >7c L ChRMET 5 2 &, £72.2 [ B LI OAFHI % 5-FFIZ infusion reaction
BHLOLNDZ LB HDHDT, KAE M OKRANE G TRIT AL Z YA
CERET 5%, BEOWREBEL+H2ICBIET 52 L, 723, infusionreaction &
FHLLZE 121, B TOMBE R OYERA ERICEE T 5 ThREZ +o#ls
T5Z &,

FRIRBERERR S . T EMAEREREE R ORIBFEERH 5oiLd 2 &03H 5D T,
ARFN D ¥ 5-BRAART M O G-I TR I 3E RO N B RERR & (TSH., 1A T3,
FERE T4, ACTH, M=oY —VEORIE) #FEhEd 52 &,
AFNOEGAIZ X0 | WEOREFOSTENT 5 & & 2 B DR & IR RESIHEE
NHOLLNDZENRNDHD, BENROOLNTGAEITIE, BELL-ELIIS U
B 72 ek & R BR 2 Re O Al & i UGl bl A BRI W 21TV IR o
FOGIT X 2 BWER 2N g0 2551213, AFIORFES TP 1L K OEIE BB 7R
NEHOBRGEEZBET DI L, 2B, BBRERLVEOREIZEYETE
R OYGEERFRD IR WIGEIZIL, B BB AR VE LSO gz filF o8 0
HLEET D,

B TR, BOAM N OH I ARGE L CHORIERREBLT A2 Z X570,
AFNOBERETZICSRIER OB 2 I2EET D,

1 RUBE IR (BE | AUBEIR I 2 5 de) b bbb, BERWEES 7Y R—T &
IZEDZENRDHLDT, Ae, El, WEIEEOFEROF B M E O &2+
DEETDHZ L, 1 BREREN DS EICIE &G ERIEL, AR
FOFGFEDHME) R EZITH Z &,

BIERTIE, P4, ITHEREFEE . TR, B{bLMRE RDPH LoD Z &R dH D
DT, EHIIITERERE LTV, BEOREBZ H3ICBET 52 &,
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® RIGUIFRABE/EAT - FRORIEREBE ITMHE AT 5B, AR ORKRRERIZHB W
T, H&GEG 1V FERIZ 6 BE Z &, ZALIRRIE 12 B Z &AM %
T TN Z & ESEIC, RFEGRIXEMIICEGRAE CHROHEREZITH Z &,

® ‘IEEICBIT AL L UTERT 2B, AAIOBRKRRBRICBW T, #&
HBRMED G 2 FRIX 12 B Z L ZRLEIL 6~12 7 A Z & IO 2
IToTWZ & &2BEBIZ, REIBGHIXEINICEBRE CHROMREITS 2 &,
7ol MtRAIBEIE E LCTHERT 25461213, ARG 12 ZAME L
THZ L,
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REFERMEET A KT A
=R~ T (BETHBER)

27 10

(BR5E4 : A7V —ARFEFHE 20 mg, 7V —RRHFEE 100 mg, 7Y

— AR EREEE 120 mg, 7Y —R EAF#FHE 240mg)
~ R R AR~

Sf3FE12 A (S48 5 AET)

ERESVSL 2]




S

H &

X HIT

AR ORR, RIS
i R
g% DN T
GG &g b A

BEICER L CTRET & HIH

P2
P3
P4
P7
P9
P10



1 ¥

EHEGOFNE « ZEMEOFERDTZDIZIT, IMICEFICESWCEIEREEA AR 51
Do SHIZ, EFEORFEAMOUEST LY | PUREIK G2 & O 228 B E R =R

REINDTT, b DEREMZ HIZLEREE RIS 5 2 L BARREOBRBE L 2> T

BY . RFVEBOEE & SOEO AT B 2016 (AL 28 4F 6 H 2 HRMERE) I8V TH,
BER L F O OREHEELZX S Z L LS TnD

BHEM T EIELIL, EEERASZ 2N T 0 7 7 A VDRBFOEEL L LR D
ZEDBD D, Zold, AR OLEMEICET RN T ERT 5 E TOM, YiLESRE
pnDBEEZ R ZIT 5 2 NI ENLBE TG L TERT L L L bz, RITERRARE L
BRICH RIS 2 & D T L DN ATREZR —E DB 2l 1= TR THE 32 Z &N EETH
Do

LI2ino T, KAA RTA4 Tk, BARERBELINE TIIE LN TV D EFIRE - B
HIRMNCEED & DU D EIES O 72 ] 2 HEE T 5 8L O BB B 2 MO
BHREAZTT,

B, RITA T A %, WATBAE NE S BRSO . AISHEETTE N B ARERIR
NEG e, —MAEEE N B ARERIRNEFE S Ot AN B AR R TS0 1o b L 1E
ik L7,

XG L I HEIES - ATV — R R 20mg, A7 Y — AN R FHE 100mg, A7 Y —R
SIEERE 120 mg, A7V — AR s EHE 240 mg (—fix% - =R~
(GEfm I z) )
REERDPRETDR « IR
HELRAMERORE @, MACIZ=RL~T GEEFH#z) & LT, 118 240mg % 2
W IR S 1 (7] 480 mg % 4 [ REIBE C A sET 5,
B ik FE BRI TR




2 AHFORE. 1EREF

F 7V — R R 20 mg., RS ERE 100 mg, [RLAGRE EE 120 mg & OV HE 240 mg
(=4 =R ~7 (BIaFH#z)  BUF. TRAL SWvo, ) 13 NEPEEG TERAS
fhEAX VY 7 2% BT VARV~ —X 2747 (BMS) 1) 23BA% L7t k PD-
1 (Programmed cell death-1) (ZxI3 5t Ml IgG4 €/ 7 v —F AHKTH 5,

PD-1 (%, V&ML L7 Y v 3Bk (T Mg, B Mla kO F 2 7% 7 —T fifd) KOVEHEHR
AIRIZHELT 5 CD28 77 X U — (T MR OIS L A2 MiBhavIC IE & AICHIET 5 08 12
B 5B TH D, PD-1 TRl HELT 2 PD-1 U > K (PD-L1 & U* PD-L2)
EREA LU USERICHNSIME S 7 L B BEE LT U V2 SEROTEHEIIRREZ AU L T 5,
PD-1 U v RIZHURIR MM b S Okk 4 2SR ICREL L Tl v | B R aEES
S EIER U7 JESHERR (T35 1) 2 PD-L1 DFE 8L & it 0 A I & DRI A DFHBIRIR D 5
ZEMHE STV D (Cancer 2010; 116: 1757-66) , F 7=, BEMERAREES CIIAHMBRE T
AR FEAET DA v ¥ —T7 zrHr~ (IFN-y) (2L - CTPD-L1 ORENFHEI N, 5L
TSR 35T 2 PD-L1 OFEHL & i DAL & ORI EDMHBERRY H 2 & OMiE b
&% (SciTranslMed2012;4:127-37) . & 52, PD-L1 Z Rl Bl S S7- 23 Afifaid, Huliks
FLH) CDS Btk T MR oMl (5 e 20655 & & 523, $t PD-L1 $i{f T PD-1 & PD-L1 & D
A EILET D &2 OMEEEENEE T2 2 LB RINTWD, %D &5 PD-1/PD-
1 U REEEIE, 2 AR 2SR B0 70 T MR 2> B O BURSE 2 A+ 2P O —>2 & L
TEZLNTWVD,

AFANL, BB OME R 5 PD-1 Ofifast sk (PD-1 Y 4> FRFEHE) (/& L. PD-
1 £ PD-1 UH Y REDREGZEET D Z EICX 0 BNAPURKERNZ T HIROEML R O
ARG 2 MM S IR VE 2 B 5 2 & TR AR PUIRE R A R T 2 L SR S T
W5,

ZIHOHEND | ARFNTEMEREG T 2o AR IBERERIC R 0 RS b o IR S, R
AR E AR L LR Z Fhi L. Ak, Ltk R ORE M HERE S 7,

ARANDVE B ORI L HRIEHEN O S b, EEXIIFLTIZED
ARV 8 D, AR OFE- T RO EG#ICIE, BEOBLREZT2ITTV, REPRD b
i, FBH USRS U H M2k & #5R 2 RO ERAM &g U Ciili bl 2282l
ATV, WE OGRS L DRITER DN 256113, BB EE RNV E CFOREGED
YR UE 24T O MENR D D,



3 BEEEREE
R AN BRI O AGRIF G 21T o 7= £ 72 i AR 5RO il &2 7~ 9,

[ 2hE]

[EPNES DAHER  (NM-K2002 #R5#)

FRARPREERE  (EEORTE - fEAS I LSO THER SN ATRIERIED b 5 B2 13k
LI A7) 56 il A& PRI, ARA 240mg Z 2 B F R TR Lc, EEFIEE Th 51k
FLRIERE D B DB (45 B1]) OFBhHE (RECIST H4 K74 > L1 HUIZE S Pl Eic X 5
CR XX PR) 1£22.2% (95%[EHEX] : 11.2~37.1%) Th-ol=, 7B, FANIRTE L-BHE
1X5.0%CHoTz,

Flo ALFFREREO I VEE (11 8)) ORDRIT. 182% (95%[EHIXH : 2.3~51.8%) T
HoT,

1 EEAEBERTH D Z LA RMRE TR S, 2 OMIEEE A CT. FDG-PET. Lk FEBH(LE

RS A S O WG RS L OIS U= MR 72258 (FLIREL. B AR WIRERRE CHRFR) IC
L0 TOREHBREE M L BT B EREASEE SR o 7o RR MM (RN,
PEY L IER ORIEIER <) B, Al (LFEFREREOHEICI DL TRG L S,

#2 0 FROWT NN T 5B,

IS IR i ks ) ey

- MEBHERE (MEA) OZEHT D LMOBERS

S I INOER s NI TR S e )y

- BB L EIER OB AT DR R R

o SRR 55 SRR P 45 AR D M % A S % B

B O EER OR A L, M UIIEEN O R REUR (PSA) 2@ 45 BikEs



[ 2241
[N EE O AR (NM-K2002 7X5R)
HEFEGIL 53/56 B (94.6%) IZRBD Hiv, KAIE ORREARPEGE TERWVAEHERIT
35/56 5l (62.5%) Z#BD BTz, FBLEN 5% EORWERIZTTEDO LB Tholz,
#£2 BEEN5%UEOBEM (NM-K2002 3B (ZLMAT i REm)

FRERIKR A B (%)
FRGE 56 14
(MedDRA/J ver.22.1) 4 Grade  Grade 3-4 Grade 5

2EIEH 35(62.5)  11(19.6) 0

Mg LY R REE

U HR BRI E 3(5.4) 2 (3.6) 0

PR A s

PR BB R TU A E 3(5.4) 0 0
R IR A RE AR TiE 9 (16.1) 0 0

B lEE

T 5(8.9) 0 0

R AR AR A

TI=UT ) IR T =T —EHIN 3(5.4) 0 0
TANRGEUEBT I ) NI RAT =T —EHN 4(7.1) 0 0

M ER. MOEnds X OMiEfmpEE

fiifigi e 3(5.4) 0 0

FERE ¥ KOV TRk R

% O PEIE 6 (10.7) 0 0
B 9 (16.1) 0 0
RN SN A 3(5.4) 0 0

7k, HURIREERERE R 9 151 (16.1%) | ITHERERETE 5 6] (8.9%) | MHVELMEMTYEE 3 6] (5.4%) |
RERARRUARIE X A /3T —3 Bl (5.4%) . BHERERES 3 11 (5.4%) . EEE DR IEE 2 4 (3.6%) .
PRI 2 65 (3.6%) . infusion reaction 1 5] (1.8%) . FFAA1#] (1.8%) KKK - /I
Was « BEEDO TR B (1.8%) MR bz, £z, HEMBE/IE, LK. FHik. 1 TR
5. BUENTIE. TP, BEALPEARE 2. TIRAREREE ., Bl MRS, MK - B, SRk
FRIEARE, BB RMEREE . MERERAEMRE. fitZ, BER. SEIRRK, OIEEE, HRIFEK
 TEFFH I R OMBEFLIZRRD i Rino o, AEIWEHIZEBLRBL B F5: (B R AL iE 55
rEty) EEhEIHERE T,

3



Bk - HE]

KRN ORERFEDEEET VARMA LI I 2 L—3 a3 X0 KA 480 mg % 4 3 [HfH
b TR SUTBEAGR O AL - M TR G L IZBROARAF O Mg P IRE S BE Sz, T OR
R AF 480 mg % 4 W I THE- L 7ZBROEFIRIRIZ R 2 PG Hi A (LT [ Cavgss)
VD, ) IE AAI 240 mg & 2 BEMIE TG LIZERD Capss BT 2 &Pl (F
) o Eo. AH 480 mg & 4 W TG L 7ZBROEFIREEIC B 1T Dk m Mg iR (UL
Ty TCmaxss) &V¥9o ) 1&, A 240 mg % 2 MR THEE L72ERD Chaxss & L T
xzrdeTFllasnzbon, ARANBEFIZEBOWTARE R I TV L - &
(10 mg/kg % 2 HEENE THREG) TARIZEG LTZERD Craxs & HER L TIRE 2773 & Tl
shiz (FR) . AT, BROBEEICET 27 —2I12ES5& 0 KA 3 mgkg (FH) XX
240 mg 7z 2 EMMRRE, 5L < ITAH 480 mg % 4 W IR TR G L 7ZBROAF ORGEE A
IMESNT 2 M & OBIE Z T DR SR SUNE T VP S L, HREBIEI O W TRE DT
biviziiik, Lo Mk - MEOR THMER VL EMEICHMERAZR TRV E FRIS T,

£3 AFNOEDEE AT A—F

. Cmax Cmind28 Cavgd28 Cmax,ss Cmin,ss Cavg,ss
ik - A&
(ng/mL) (ng/mL) (ng/mL) (ng/mL) (ng/mL) (ng/mL)
51.6 272 31.0 113 62.1 77.6
3 mg/kg Q2W
(35.2,70.8) | (16.5,40.3) | (21.2,43.9) | (75.0,171) | (27.1,107) | (42.1,127)
72.7 383 43.7 159 87.8 109
240 mg Q2W
(51.1,103) | (23.3,59.0) | (30.8,60.9) | (102,254) (41.5,158) | (62.1,187)
145 29.7 53.0 216 71.3 109
480 mg Q4W
(102,207) | (15.5,47.4) | (37.0,74.8) | (145,336) (27.5,137) | (62.1,187)
193 99.6 116 396 214 275
10 mg/kg Q2W
(146,222) (86.5,132) (101, 148) (329, 525) (184,303) (236,377)

HRAE (5%45, 95%5)  Q2W : 2 JEEI G, Q4W : 4 JEHIRIRGE. Cumax : HIIEIHE 5-0% O 5 i MLIE P . Cominaas :
W54 28 A BIZH T 2 BARMETIRE, Caveas : FIEHR G 28 H B £ TOFHMIFEFRE, Cuaxss + iE
FARBBIZH T B I ME HIREE . Coinss 1 TEFIREBICIS T 2 BAKMIE FHEEE | Cavess : EFIREBIZIS T 2 1
TR



4  FERRIZOWT

EHG Y 27 EHEE (RMP) ([ZED &, AHIO B3 22 BB~ i il
W LR T > T, AH ORGP EY)2BE L2 - FrEL, AFoTRGIZE EE
7REWER Z 3B LTRSS T2 2 & BNRERTZD . LFOO~@D 3 T &/ 3
RIZBWTHEHAT 2 RETH D,

O MERIZOVT
O-1 Freo (1) ~ (5) OWTFNNITEN TR ThHHIL,
(1) EAFERENEET D0 Az REEEILSRPEE (BB RS A2 R L
P, Hu)s A RHEHERLURET, MUk LSRR L e &)
(2) FFEMBERLE
(3) FESFRINFELEE T D0 ABHEEERPT (DS ABHEEEIE S, 3 AR
w2 AR R )
(4) AMACFFIEE 23k U, SRIEE L AFRERIRE 1| XU RIS bR E 2
WL 2 DRiERFEHEITAR D Jim 24T > TV 2 ek
(5) HUEMEREE AL & BN O s FAEI AR D a2 1T - T D fisk

D2 JRRE R OZE K OB (B35 B AREBKRIER S0, RIS ABIET A
RZA v ETH 2 Wi 2018.) Z 30 L. AL5ARTE M OVEINE I 8 BN O S 2+
TR L IR A FEOBERT (FROWT LIRS T D ER) 23, Yakis iR
DAFNZET HIHFEOFLHE L LTEREINTND Z &,

o [ERfEFEEE 2 EOPIHIHEZIE T L2 5 FELL EDO R VTR D EREHE 21T
STWBH I &, 9B, 24N BT, NARMEERZ £ L L-RREEZOWHE 21T -
TWAZ L,

o [EEGRFFEUGH% 2 FEOPMHEZE T L7122 4 FFUL EOERRRBRAF LT\ D 2
Lo OB 3L EIE, R KT D 0 A SRR L 2 & o S AR O IR IRIHE
BT TCWNWDH T &,

@ BEANDEZRMFEREEDOEH]IZONT

PR L I W BT 2 YRR DL E Sy, BUEARZED D OFHRE O ARE - L4
PESESREHIE R O B OERTSE (69 DRt AHFFRNRAE LIZHE O E
B, FRERNATON DRI > TN D Z &,




@ EBIERA~DRIRIZDONT

®-1 HEskemHICEE T 2 2

VMR B O BB RRAIEA SR A LT2BRIC, 24 B RHI O T, Y%k T
EHEREER IZ BT, BB LZRWERICIE U CABEE LY CT S ORIER OB RN 2435
RRRAORER DY BRI O, BEHICRHSATREREH N> Tns Z &,

©-2 EFRUEEEIC I DAFERISITHE 5 E M

N ARSIRIC D 2 BRI 70 e O e 2 A9 2 IR RIE A DRIERE =2 ) v 7 %
BOTERD AT V) —= 0 T 2fTWEIRIE & a1 TE 2 F — LEBRAHI D <
NTWDHZ L, B, BIHEHICHONT, BDARE LZOFEECHFIAmME TN D
ze,

®-3 BHEROZBroxIZE L T

RIVER (FMEMEMZEIDIN A EIEGRGEIE, Ok, MR, BEUHRAEE, KK
/NGBS BEEO TR, 1 RIFEIRP . BIEATA ., P4, FFBERERE T . T2, MEALIMEARAE 2%,
FUR IR RERE . T I B RERR S | PhRtieE | BhEE | BIRREE. MK, EEORRESE,
FrRIMAR ZERRE, infusion reaction, R MK E ., MEKERIEMRE, kL. B, W
DFRE L, MG EENE, OIEEE (OEMED « RAK « OsSPHEIAMGRESE) | AREFERRS
ESGE . EFLEE) Ik LT M agaRR ST B E R R O B 2 A3 2 R Al & i
L (BHEHOZWE-oRRICE L THRERDSREZZ TN/ HCH L2 L) | EbIC
YR ILEN TE DB TN D Z L,



5 HEMBLRDBE
[ B9 2 FH]
O TROBEIZBWTAFOANER RSN TN D,
o FERAHBABIESTA T A ) (ARERERGYS) TS, Wt yin
SRR ORI A A FEf U7z =T JRIENBER DS AN 7 b R SRS & S2 b S,
0, JEIBORIE « M SO THER S D TRIRIED I B

@ TRUCEYE T AR O G L OMEH HFIEZOW TR, AREIOFIMERHESL SN TR
59, AFlOEER LB,
o fhoPUEMEIEEA & OO S

[Z MR § 2 9]

O TR T 2BEECOWVTIARKIOEEN LT L SN TND Z b, FHE1T
PN L,
o AKRBNDRGTKE UIBHUE DBEIERED & 2 B

@ BFEAIOFHIEIZ BV T FRICEY T2 BEFICONTL, AAOE G THESE S 700

R OTEFREIRI DN R NG EIZIRY | HEICAKIZEH T2 L 2BETE 2,

o [HEMMREEOEHIIEEDH L EE

o MEBEER A TRV R 2380 L B K ONE B 0 T i it i 28 <0 5k Yu i it 2% 56
DI IIEI AL T DI D B

o HOREREOGH, B L IO B Do R B ORERED
5B

o lESEBAEEE (EMErHBERE L G1e) ObHEE

o FEREORBYLUIBE A AT DR

e ECOG Performance Status 3-4"V 3%

(ED ECOG® Performance Status (PS)

Score TE %

0 < R JEBITE 2, FHETL [ U HHEAERHIRZR <ATR D,

PIRBZIE LWOEENIHIR S5 25, BTHRE T, AR > TOERIITO 2N TE D,

! B R, R

BATAHETH A DOHDOEY O Z L 13T _RTHREZAERIZTE 2, HHFD50%LL EiZ~<y 4Tl

2 .
=7,

3 [BHNTESOHEDEY DI E LTERY, HFEDO50%LL EE Xy R2sF1-Cilm =9,

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




»

FECERLTEETREEH

A SCEEITN 2, WERTEER D3R T 5 G I & ARH D Rtk K OVl =48
ROz DIZEIRE A+ IR L ThOERT 2 &,

TBRBARIZESL G B T T OFIRITHIMER OEEZ + st L, FREE5
Tho5ETHZ L,

FEREWERA DO~ XY A2 MZOWT

MEHEMEER D 5o d Z LN D DT, KFIOFGIZH 7= > Tk, BRRAER
(RER PRI, ik, FEEVE) ORER KO X S & O E RS, #igx -+
1792 &, 7, MBS UTHES CT, G~ — W —FOMmELZERT 52 &,
ARFN OFE 1L EEE O infusion reaction (2 X TERRRFIZ 43 72 k5 O T & 5 i
AT ETHMAT 2 2 &, £72, 2 BIH BABEOAA# 5K infusion reaction 73
bobNDZLEbHDHDT, AAFKE T M OAAF G TRIT AL Z YA
ZRET 2%, BEHEOREZ 00853 5 2 L, 728, infusionreaction % FEHL
L7emailid, EToELOIERPTRICEET 2 £ TREZ 0885
Z&,

HURIRBERERR . T EAREEE R ORIBIREEN O O D Z LN H LD T, K
F DO¥e 5-BRAART M O G-I T E IR N B RERR A (TSH. ERfE T3, i
BE T4, ACTH. ML =aLF Yy —VEORE) ZFET 5L,

AFNOEIZ LY, WEDOHRIEFOSITER T 5 & B 2 b Dk R ECHRE
WHHONDZ N D, BENED LNTHEITIT, BB L FHLRITL UE
FHRY 72 15k & RRR A R DR RN & HE U Cl bl 2 @B W 217V 8 D5 I
SIS K DEWERD BN S 56 2IE AFIORES T 1k ORI BE AV
VRIOBRGFEEEBRT DI L, 2B, BB EENRVE ORIV EIER D%
FRRD LR VEA IR, BIBRE R LVE USSR A OB IS & E
T %,

B TH%, BB OB ARGE L T LEIERDN BB T A2 ZERH D579,
AR OFEHETH#IZHBIER OB A3 ITEET D,

1 BUBEPRI (BIE | BUBEIR G 2 5 ) 2 d b bdv, BERPMES F 7 v F— X
BLHZERHLOT, Hig, EO, EHEOTEROBICMAE ED LI+
BT 52 L, 1 ERER LN I REETIE L, 42 ) RGO
HEDHEUREZITH Z &,

BIEATS. P4, ITHRERE S, TR, BLMEIRER R H LN DL Z LBHDHD
T, EWWIITHERERA 21TV, B OREL 0T8T 5 2 &,

10



o AFIOERKRABRIZIBWT, 6 I L ICHIMEDOFEIZT> TN Z L aBE
(2. ARG FITELICE R E THROMERZ1T 5 Z &,

11



27 11

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

(BR7E4 « A7V —AREFE 20 mg, 7V —RRHFEE 100 mg, A7 P—
RETREE 120 mg, &7V — R ETHH#HE 240 mg)

~ PR % b B~

SMAEI3I A (FF445 AED)
B4 FEE
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1. IILBIZ

=S5 DF I « B RMEOREROT-OIZIL, I SCGEFEIZE S W2 Ee AR D
5D, 5T, IWEORHAHMOEANC LV | PUREIKSL 72 & OFE 072 8T HE %
FFEIEMPARINDLH T, 2N O OEHKNZEICLEREE IR 5 2 L3RR
R & o TR Y RFMBGER & SO IR T #2016 (Fhk 28 A% 6 A 2 HEERE)
ICBWThH, EHERLEOHHORBHEEZXS Z LS TWn5,

BFORERE ST, B ERCLZ2MET 0 7 7 A VBB OESK L & B 5 5
B ENRDHDH, ZOD, HIMEROLEMEICET A ERN ST 5 E TOR,
WMELEHL O BEEZ RS ZIT D2 EPWIRE SN BFICK L THERT 2 & &bz, BIFE
P U= BE 72 kb 2 & D 2 & DS ARE 72— 8 O B &3 7= 9 A B < A
THZLENEETHD,

L7eRoT, KA KT A4 TiE, BIFEES ZNE TITHE LN TV A EFEIH -
B RIS & | LT ORI O i 7o 2 HEE T 2880 b B R EE & %
F RO EFHE T,

B ARTA BT A %, MNATBOE NEIE G ERERR SN, AARTEAN AR
BRI s | — e FE AN B ARERIR NBFE 2 R O E N B ARIBIRE B 72 O W
HoH EAERR LT,

RG L I HEIRS, - A VR ERE 20 mg, A7 U — R SEETE 100mg, 4TS
— R BEFRE 120 mg, A7 Y — R AR EE 240 mg (—i%4 - =
M~ 7 (BinHHz))

R LR DMEUISE - PR RO SR DI BRI

MG LRAMERORE W, RAIIZ=R L~ (B 7 z) & LT, 18 240mg

% 2 BRI ST 1 18] 480 mg % 4 WM CAGEiET 5, =

L., WEHEIXZ 12 PAMETLET A,

/NEPER B TR

i
3
S5
=y
He
D%




2. AAN DR, VERBF

7 — R IR EE 20 mg, R ATEERE 100 mg,  FAEETE 120 mg K OV S §RE
240 mg (—f%4 : =R~ GEE M), LT, TARF) End,) 1, /hEFEER
TEMASLEAZ Ly 7 24 BT VAR e Y —X A7 A7 (BMS) ) 2
BA7 L7t K PD-1 (Programmed cell death-1) (Z%}9 % & Nl 1gG4 & / 7 v —F /LHLfk
Th b,

PD-1 1%, ¥&MAL L72 Y o o%Ek (T ffa, B O F =2 7 0% 7 —T M) LOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIE T2 2
T ICERT 2B AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U K (PD-LI1
K ONPD-L2) &AL, U 2 SERICHEINES 7L A miE LTV v ERoiE M ik e %
BIZFRET L TWd, PD-1 U H v RIFHUREESMBELIAMNI B b Ok~ 72 SRR 8B
LTHY, EMEREAELE )L L EGHEMEICI TS PD-L1 OFRBL L itk DALE
WM & ORI ADOFEREBIRN & 5 2 & 3 HE 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, 5B L EREICIS T D PD-L1 ORI & itk D
ALEWIR & ORI EDOFBARR N 5 & OHE S & % (Sci Transl Med 2012; 4: 127-37)
X 51T, PD-L1 Z 3Rl RHE S B8 AT, FURRRA CDS F5PE T Miia o Hifa &
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
EEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 72 RERRIL, 23
AR HURRF A 72 T ML OWEBEEZ BT 5HFD—> L LTEX LT
Do

AFNT, SR OFE RS PD-1 DM EIR (PD-1 U > RG-S HE) ITHEG L.
PD-1 & PD-1 U Y REDEEEET DI LICLY ., DAFURRRNZ T Mok
PEAL KOS A KBRS b3 2 MBI AS T EME 2 R 3 5 2 & CREpEM 22 P s e 2 /R 9
ZEDER SN TN D,

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



3. BRPRARE
R EREE 38T DI B IE E O KGRI Gl 21T - 72 B 72 iR il BR D il 2 o
-g—o

[ 2]
[ B [R5 T AHGER (ONO-4538-33/CA209274 #5R)

R MR R B | RO DI FRE1709 B (A ARNEE 49 B2 ETe, AHFIEE 353 4,
772 AREE 356 i) ARG, ST BRERE UTARH 240 mg & 2 3 IR T A
e kR 12 AWM L& EoFIMER RN E R Lz, EEHMEER TH D5
HYHAAHIFE (LLF. TDFS) &) (FRAE [95%EEXM]) X, AFIFET 20.76

[16.49~27.63] 71 H. 77 AT 10.84 [825~13.86] WHTHY . RAREIT T &
AR LRFHPRICH BRI R AR LT (A — RE0.70 [98.22%E#EX ] @ 0.55~

0.90]. p=0.0008 [J&%! log-rank 7], 202048 H27T BT —% 1w A7),
* R, BEIUIREEZFEEL L, LTFTOWTNNICEY T 2BERIRE Sz, B, A7 J—
=V T RERTIR Y A 7 g IR MR DL 2R O b T B I ALRTRE & Sz,
o YATFTF v (LLF, TCDDPJ L5 ,) ZETINATHIBIEIEL & T, IR % B R WS
B ypT2-ypT4a XL ypN+ D EFE,
* CDDP % & LefiiiMiBIIEZ T TH HJ°, ik O ERALMR TR TG A% pT3-pT4a XL pN+
TH Y. 7> CDDP % & Tefii e Ml B A A RS UL Y RTE 2 57 LTV 5 A,

ANFRE

/
/

A A Y

At risk 3% MAEAET T2 0K (A)
AFIEE 353 296 244 212 178 154 126 106 85 68 57 51 36 23 20 3 1 0
FSEAREE 356 248 198 157 134 121 105 94 80 65 54 50 37 22 19 10 2 0

X 1 DFS ® Kaplan-Meier B (ONO-4538-33/CA209274 35%)



(ELFEERAL B DA Z%hE)
[EB AL [ MAEER (ONO-4538-33/CA209274 #ER) ITHHAAN BNT-BE DT —H |
H3& | DFS I OW RSN BN R RINT I AT o T fERIT TR DO L B Y TH o 72,

F1 JEREALBID DFS OFER (ONO-4538-33/CA209274 FRBR)

T h m A e s
wewe  wa R A REST eln g
T S T

— HEEREE, *1 o RERFEM Y iR (N4, NO SR U v #id 10 (EAT . NO 2o U > 3tk 10 A
LLE) . PD-L1 BRI (=1%. <1%XITREARHE) . CDDP & tefiinifipEiEm (F, ) 2E@RIKRF & LB Cox
AN — TV

1.0
0.9 4
0.8 4
0.7 1
0.6
0.5

0.4 5

03 7T REE — DA A A A - -A A - A

0.2

Probability of Disease Free Survival

0.1 1

0.0

0 k] 6 9 12 15 18 21 24 27 0 33 36 39 42 45 48 3l
At risk 4 VLB T 5 OB (7)
AFIEE 281 195 150 118 98 86 71 61 49 38 32 30 23 15 12 7 2 0
ZFSEREE 279 238 199 173 146 124 97 80 63 47 38 34 27 17 14 3 1 0
2 JEBLEREERICKT B DFS @ Kaplan-Meier #if (ONO-4538-33/CA209274 35R)



1.0
0.9 -
=
= 0.8 -
[
=
ﬁ 0.7 75w REE
(]
Tt
&3 0.6 -
o ......
& ]
.g 0.5
A / - - - - - - - A
s 04 A
=
= 0.3 -
[
=
S 02-
[a
0.1 -
0.0 -
T T T T T T T T T T T T T T T T T T
0 3 ] 9 12 15 18 21 24 27 an 33 36 39 42 45 48 51
At risk % VRSB T2 DM (A)

AFIRE 52 36 34 29 26 25 24 24 22 18 14 14 9 3 3 2 0 0
FSLAREE 44 34 28 25 21 20 19 1715 14 13 11 6 4 4 0 0 0
X3 BREAFLEFIZEIT S DFS @ Kaplan-Meier Hifi (ONO-4538-33/CA209274 3R8R)

1.0 —

0.9 4
=
Z 0.8 -
z
wn 0.7
¥}
=2
= 0.6 1
2 75 ARNEE
o3
g osq i L e
A

—————————— DAty ol - -ty == - - Add A

S04
=
= 0.3
2 /
e
2 027 A

0.1

0.0 -

i} 3 i} 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
At risk 4 HEVEAES T 5 OB (7)
AHI R 22 17 14 1010 10 10 9 9 9 8 6 5 4 4 1 0 0
FSvAREE 30 24 17 1411 10 10 9 7 7 6 63 2 2 0 0 0
M4 REERELEMICEITS DFS @ Kaplan-Meier #if#f (ONO-4538-33/CA209274 3XER)



[ 414]
[E B L[R5 MARFRER  (ONO-4538-33/CA209274 7klk)

BEFGIIAFIRE 347/351 6] (98.9%). 77 & REE 332/348 1] (95.4%) (2788 51,
TREREE & DR RBR DG E T & RWVE FHRITAAIRE 272/351 1] (77.5%) . 77 B REE
193/348 B (55.5%) IZ#B® BTz, WTNORETHRILRD 5%LL EORWERIZ FEO
LB ThoT,

=2 WTFNOOBFETRERN 5% EOBIEA (ON0-4538-33/CA209274 FAER)
B (%)

FRE IR

- A 7T AR
FEAGE
(MedDRA/J ver. 23.0) N 351 91 348 ¢
%= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

FRIVEH 272 (77.5) 63 (17.9) 0 193 (55.5) 25(7.2) 0
gl s

FOIR IR B RE L E 33(9.4) 0 0 3(0.9) 0 0

FOPR IR B REAR T E 34(9.7) 0 0 5 (1.4) 0 0
BB E

T 59 (16.8) 3(0.9) 0 38(10.9) 1(0.3) 0

BTN 24 (6.8) 0 0 13 (3.7) 0 0
—f% - BHEER L OGN OREE

) E 24 (6.8) 2 (0.6) 0 17 (4.9) 0 0

I I7 61 (17.4) 1(0.3) 0 42 (12.1) 0 0
R AR AR AT

77 —EH 33(9.4) 13 (3.7) 0 20 (5.7) 5(1.4) 0

M7 L7 = 8 20 (5.7) 1(0.3) 0 11 (3.2) 0 0

U R—E N 34(9.7) 18 (5.1) 0 20 (5.7) 9 (2.6) 0
e KOsk E

RAROE 20 (5.7) 2(0.6) 0 11 (3.2) 0 0
KRR KO Pk

& D FEIE 81(23.1) 0 0 40 (11.5) 0 0

P95 53 (15.1) 2(0.6) 0 19 (5.5) 0 0

R NR S IN A 19 (5.4) 2 (0.6) 0 4(1.1) 0 0

728 AFIFEC I T, FRIRIRBEREFREE 65 151 (18.5%) | AR MARIE 44 151 (12.5%) |
JTHEREREE 29 B (8.3%) . FHARFETE 29 5] (8.3%) . BFREREFETE 2561 (7.1%) . FTE
PEATEE AR 19 1 (5.4%) . infusionreaction 16 1 (4.6%) . KHGZE - /NG « BEED T
11651 (3.1%) . LR 7 1 (2.0%) . EE DO EREE 6 6] (1.7%) . D2k 3 41 (0.9%) .
FIEREIE 2 B (0.6%) . EIEHEEEREE 2 41 (0.6%) . Ak 1 f (0.3%) . 1ApER
i 161 (03%) . AFAE 16 (0.3%) . BER 161 (0.3%) KOS E DR 161 (03%)
DD BTz, £z, BUEFR, R, MRS R, T REMKRRREE . Mok - #EK,
FRIRIMILAR ZEARIE . AR MIRMETE . MERE RAEGRE, AEEZ, ARIFERPS, NG H i M OV
LIFFERO e o 7o, RRWERAFBURIUIEER S (AMEERE 25T) 28T
LA RE T,



[k - H&E]

AN ORHER Y ENEE T L 2R L2 I 2 b—32a 02XV, AFHl 480 mg % 4
TR T 5 S UIBEAGR O ik - &% TR LB OARF O iR E 23 G S
Too TOFER. AAI480 mg & 4 BB CTHE L 7B O EFEIREIZHB T 5 Eim G+
B (LLF. [Cugss) &I, ) 1E, AAI240mg % 2 HF MG CTHEE LI2EED Cagss &
BT 5 e FlEane (FR) . 7o, KK 480 mg % 4 HFE MM TR S LZEREOER
WRBIZHR T DI MG TIRE (BLTF. [Chxs] &9, ) 1F, AH| 240 mg % 2 38 i fH]
A THEG LIZBRD Coanss £ L CTEIEZ R T & THIS 2B OO, BARANBEIZE
TREMENHER SN TV A E - IR (10mgkg % 2 BN THYE) TARAIZ#E5 L
ToBED Craxss & I U CTIRMEZ "3 & TRIESN (TFR) . AT, B#EOBEEICK T
HT —RICHADE | AHFI 3mgkg (RE) A L <X 240mg % 2 BFREIRG., XIEAHA 480
mg % 4 ARIFIRE TG L IBROARA O R & & G2 E XL e & OBEA RFT 5
B SSTE T U S, MEEEIC W TR TOIL- SR, o ME - A&
D] CHIME K OV IR 22 22 R T & PRI S LTz,

K3 FRAOEKWERNT A—F

M - g Crnax Crnind2s Cavgd28 Crax.ss Chnin,ss Cavgss
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (pg/mL)
S meke Q2W (35-52{ .760-8) (16-1750-3) (21 321 £3.9) (75.1){3171) (27.612,'107) (42.717,'?27)
20 me Q2W 61.712,?03) (23-33?'29-0) (30;?'670.9) (10;,5354) (41?57,'51;58) (62.11(,)9187)
480 mg Q4W (10?207) (15.25?17.4) (37.?)?'34.8) (14?,1 236) (27.751,'?37) (62.11(,)9187)
10 mg/kg Q2W (14é,9;22) (86.959,.?32) (101,1 ?48) (323,9225) (18421,1 Z3‘03) (232,7377)

UL (5%, 95%8) . Q2W :

Cmax,ss : ﬁﬁﬂ(‘ﬁl‘é\ﬂlﬁﬁéfi%m%q](}%ﬁx Chin,ss * ﬁﬁ%%ﬂlﬁﬁéﬁ-ﬂfﬁﬁ&%qj]%g\ Cavg,ss : Hﬂiﬂﬁ%aﬁ

(ZRUT B R i R

2E M FEIRE. QAW : B EMIFE. Cumax : HIEIFR 512 0 fic i MLIE IR
Crmina2s : I 5-1%28 A HIZ351T 2 AR T PR EE . Caveazs : IR 51428 A H & T2 i i EL

L
=
[




4. FEFRIZDOUVWT

AFN OG- 72 BEEZZW - FrE L, AFOFEGIZ L0 EEREWERZR%EL LT
BRIZKHIGT D Z BT LLFOO~Q@D T X T &7 hsk iz W THEHAT S
RETH 5,

O MEFITOWVT

D@1 FEEo (1) ~ (5) OVWTNNLICHEY T HMXTHDHZ &,

(1) EAEFBRENEET D05 A B HEEEL RS (BRI A S R IR e
HIIEEAS A RS B R R BT . B s A2l 72 &)

(2) FEEHSRERIE

(3) FEAFIRENFNFEE T D 08 A BT (DS U2 RHEEEIE ERPT. 25 A
W IigFElE. S AR HEE R R &)

(4) I HRALFFIEE A E U, SRS AFRIE2HE | S)UIS SRR b A2 ok
2 ORERRFENEICLR D R 21T > T D ek

(5) PUEVERRG AL G E BN O Mgk AR D H &2 1T > T B fitiak

O-2  JREE LB DAL SR TE K OVRINE A S BURF OO 56 SRS 40 72 ik & e R & R D EE Rl
(FROWTINITEE T DER) 23, YEZEMOAFICET IGROBMEE L LT

BE SN TWD I &,

*

o [EHithEFFEEE 2 EDOHIHME ZME T L7212 5 ELL ED D ATRIED BFRIHE %
[THoTWBZ &, Hbh, 28D R, NARMIRELE T & L2 RREEZOHHE 2
{ToTWVWBHZ &,

o [ERRFFIGER 2 FOMHIHEAE T L7cRIZ 4 FLL EOWIREGE DR IRBHE
BT T0D T E, 5b, 2 EIE, JRES ERUE O M AFEWIRIE &2 & T3 AR
DEFRHHE 21T > TN D Z L,

@ BEANDERFREEDEHIZONT

RIS I A B FE T D BMEA NI E S, BERSE O om0, A - %
IR OB P ONERISE IR 5 G et A FFRMNELE LG E OWE
. FRESNITAT DN D IEHINE > TN D Z L,

@ EWEADRRIZ2WT
®-1 BIVEFRBEEOSHSEEIZ B3 3 Eik

R PERR B E O EE R RIE N RAE LZBRIT, 24 BRRIZIRIKHI O T, Ytk X
TEEE SR 123\ T, RHL L7 BIERICIS U CARBEEE L O CT ZOFIVEH ORI &4




HAMRADORERD Y H PG, EBISIS A RER AR 8-> TnDd 2 L,

@-2 BERUEFHEIC L 2FEFEELMSICETEHS

AR D 2 MR G L OB e 2 AT 2 EREFEEDNEER =4V > 7
EEDCHERDOA 7 ) —= T HTOERE L IE#ME LA TE DT — LAERIRH 2
SN TWDZ &, B, iAW T, DABE L ZDOFBFEICHSIZAmENT
WnHZ &,

@-3 BHER DZBLRIRICE LT

BIVEH (RYE MR BTN 2 | EAEMEEDAE, O R, Mk, B RARE . KIBXK.
INBS, BEO TR, 1 BBERE, BUEATIR. T, IS TR, mifbrEiase
K. HURIRBEREREE . TMEABRERE . MhRREE. BEE. RIBEE. Mk, BEEDOK
JEREE . ERIARZEARAE, infusion reaction, EEFE7ZRMIKFET, MEKERIEMERE, F5EZ.
BEdk ., W DERS, IR RENE, DlEbEE (OEHE) - IR - OEMEEIAMES) |
AREFERES . IS I, BEALE) (T LT, Yakhax B ERERE O FMMEE A 5
Efl EEE L (BIERORKOXINCE L THRELA O ELAZ T ONDLIRZMICH D =
E) L EOITEY) R AE N TE HEHINE S TND Z &,
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5. xR L s BE

(G ohEICBE 2 21E]

O BRI R IR R O BE T B W T, AFIOGMERREES LTS (K
RERICBW TR E SN BB OFEMIT p4d Z200), 7272 L. JFISEHRALIZ K 0 AF D
AIMENRI DHEAN TR SN TVS (p5~6 M) Z b, Bk - RERES
IZBWTIL, IRATHIBIERIEIE 2 & 2 . RAILSORERIUE L BE T 5, £z,
CDDP % & Tefif B BIREIEE O 72 W IR U 5 BEAFIAHR & Ll U 7= A 0 A %)
PEIZARATH D Z L) CDDP %0 [ RPUEMEEEANC L DI1RFED AIRe 6
XIS OIREE BT 5,

@ TRUIEEY T 5 BE T 2 ARENOE G L OME T EIZ DN TIL, RFIOF D
MESLINTEHT, REIOERGXG LRG0,
o (fhOFUENEEEA] & OO &S
o firAETMHBNREE L LT oS
o IRIGUIBRABERBE T DG

(2t BE4 2 5]

O TFTRICEZYTLIEZIC OV TEIARAORENERE SN TWDLZ &b 5 E21T
Dipnz by
o KA LSBUE DB D & 2 B3

@ TBEATOFHHIZIB VT FRRICHEY T 2 BF IOV TL, AFIOEGITHER I e

N, MOIEFERPUE R 2 WIGEICIRY | EEICARZHEHNT 52 2ZBETE D,

o [WEMMZEEROEGI IIBEEDOH 5 BE

o M AR A CRHVE R 2 58 6O D B K ONEENME O U BRI g 2 S0 G it ¢
FEDONNRIEMEZRAL N DD B

o HOREEBOEDE B RF L <IXFERMEO B iR B OB EREO
oD HBE

o ImEIRBAEE (& MEBMBREREZST) ObLEE

o FEBEORYIIMRE AT L BE
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e ECOG Performance Status 3-4 0 o B

(E)  ECOG @ Performance Status (PS)

Score | EFE

0 | &<MERIEEHTE 5, Bl & R U R EAERNHRZ AT D,

PRBRIZI LUEBNIHIIR S 225, BTAIRE T, BAIEESEE > TOMERITITO LN TE D,
RS N S

ATRARETH A O OEY O Z LT F N THREEZSERTTE 20, B O 50%0 Eid~y R Tl 2,

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

AW

ELENT RV, BAOHFOEY OZ L34 TERY, BEICy R+l I4,
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6. HEICERL THETNEFH

O WA SCEFITIN A RS GEER TR D ERME 1T D & A D FrE M OV 1E Al
O DIZLE R ERE I L ThBEERT 52 &,

@ IREBIRAICIEN D BE NI ZE OFIRICE DR OEREE o3 L, AR5
ThobETHZ &,

@ EREWERHO~XT AL MZDOWNT

MEMEEEN D oD ZENH DD T, AFIOEEIZH 1= > Tid, BKRE
W (REWR ARIEE, ik, FEEVE) OREFE M O X Sl d o FEhn%, Bz +5
ZATH 2 &, Fo, MBS U THES CT, miF~— T —FDMm&%Z T+ 5
Z &,

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

ORI REIR . TRAEERT R ORIBREERH 5O 2 B8 HDH DT,
AFN D ¥ 5B hERT M O G-I I E IR N s RE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) £+ 52 &,
AHNOFEEIT LY | BEORERISITERT 5 &5 2 bildikx IR BOW e
DHLLNDZENDDH, BENRDONTHGEITIL, BELEFRIIS UL
B 72 05k & BRBR 2 Ff D[RRl & i U Cal bl 2 B nRe W 21TV 1A o5
FOSIT X 2 BWER 2 o 2 355 1id, ARFNORIE T I, KR ORIE RE A
NEHOBRGEELBETDHZ L, B, BIERERLVE L OFREIZEVREIE
A OUEERFRD IR WIGEITIE, BB RE AV o LISt o Sz il Fl o8 in
bEETD L

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

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

BIERF I, BFARA, IFHERERES . TR, B{LMERE RPN S LD 2 EndH D
DT, EHHIITHERRREZITV., BEORELH2I2BET 22 &,

@ AFNOEERREBRICBNT, FEBBS 96 HEETIX 12 AM I L. 96 @H G
160 BB ETIZ 16 BT L, LML, 24 B Z & ICHEMEO M AZTT > Tuh=
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Z L ERBFIC, ARG TIIEHRICEGRE THROMEREZITI 2 &, B, K
HoOBEHEIL 12 W HETET 5,

14



	ニボルマブ参考
	【薬生薬審発0526第５号_参考２】オプジーボ（悪性黒色腫）最適使用推進ガイドライン.pdf
	【薬生薬審発0526第５号_参考３】オプジーボ（頭頸部癌）最適使用推進ガイドライン.pdf

	ニボルマブ参考
	【薬生薬審発0526第５号_参考４】オプジーボ（腎細胞癌）最適使用推進ガイドライン.pdf
	【薬生薬審発0526第５号_参考５】オプジーボ（古典的ホジキンリンパ腫）最適使用推進ガイドライン.pdf

	ニボルマブ参考
	【薬生薬審発0526第５号_参考６】オプジーボ（胃癌）最適使用推進ガイドライン.pdf
	【薬生薬審発0526第５号_参考７】オプジーボ（悪性胸膜中皮腫）最適使用推進ガイドライン.pdf
	ニボルマブ参考
	【薬生薬審発0526第５号_参考８】オプジーボ（MSI-H結腸直腸癌）最適使用推進ガイドライン.pdf
	【薬生薬審発0526第５号_参考９】オプジーボ（食道癌）最適使用推進ガイドライン .pdf

	ニボルマブ参考
	【薬生薬審発0526第５号_参考10】オプジーボ（原発不明癌）最適使用推進ガイドライン.pdf
	【薬生薬審発0526第５号_参考11】オプジーボ（尿路上皮癌）最適使用推進ガイドライン.pdf



