REW R —4— 7
3 0. 8.

2 2

REFERAMEET A NI A4 v
=AN~<7 (BinTiH#z)
(BRFE4 : 7V —RETHERE 20 mg, 47V —R EEERE 100 mg)

Frk2 949 A (BAL3 04F 8 A HKET)
B A 3518
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1. IILBIC

PRI OF N - BEMEOMRDT-DITIT, YA STESICHE SV @ e 2 Rk
BND, S5, EOREEM ORI L0 | FURESR G 72 & OFHH 725 L E R
FPEEMPERINDH T, IO OERMZBICLERBF RIS 25 2 & BB O
AL 2o TR RFEMBGEE & SO R T #2016 (% 28 45 6 A 2 H BIRERE)
IZHRNWTH, FHNEELREOHHOREIHELZHD Z L &SN TWnD,

BORVERMS T ESR L, KEIEASCL 2T e 7 7 A VDBBEFEOEIRS & D IR
BMHZENDD, T, AINERONZEMEICET A ERNHERT 5 £ oM.
VHEIMOBEEZMRL ZIT 5 2 ERHIFF SN EBFIC LTERT 5 & &bz, mIfE
FANFH LIRS % & D 2 & WS AlHEZe— 8 O B %35 7= 9~ Rk BE <4
THZENRHEETHD,

L7eRoT, RIFA T A TliE, BAREERESLZNE TITHELN TV D EFH TR -
B2 RN IS & | LUT O =35 O i 7o (6 & HEtE 3 2 8L D LB Bk B2
RO EERER~T,

I, RTA BT A A%, MSIATBOE N ESEG ERIERR SR, At EEANB AR
BRI s . —MRAERTE N B ARER IR NRHE & R OV At FE N B AR BB T2 0 )0
b EAERL LT,

RGe L Ip HEIRSG, « AT VR EEERE 20 mg, A7 U — R SEERHE 100 mg (—%
& =RV~ GEG TR Z))

RS L BRDRBEUIE + D3 AALTFFIER ITHE I L 7 IR YR AR RE A0 1T - B OB S

RELRDMEROHE W, RACIZ=R A~ (Efaff#fz) & LT, 1 [ 240 mg
% 2 WF M CARMEET 5,

f¥E IR 9C ¥ F NI TS




2. AHN DR, TERBFTF

F 7Y — R I EE 20 mg X OVE SGREERE 100 mg (—4 - =R~ 7 (BB E
Baz), LAF, TARALD) &, MBS TEMRASLE A X Ly 7 24 (87U X b -
~AY—X A7 A7 (BMS) f) 23BA% L7t b PD-1 (Programmed cell death-1) (2%}
T5k MUIgG4 € /) 7 a—FAHKTH D,

PD-1 1%, #&MAL L72 U 8Bk (TR, BMREK T F =2 7 0% 7 —T ) LKOVE

BRI R BT 5 CD28 7 7 X U — (T AR OIGHAL Z i BhHIZ IE & BUSHIEE T2 2
TR ICBRT2ZAARTH D, PD-1 IFHURIR RAIIIZIEHL T 2% PD-1 U K (PD-LI
FOVPD-L2) EfEA L. U o SERICHEINES 7L A nE LT R ERoiE AR EE %
BIZHRE L TWd, PD-1 U H > RISHUREERMBELIAMNC B b Ofk & 72 RS RR I Z 585
LTHY, BEMERAMREEE )G UER L2 EGHEICHT 2 PD-L1 OFRBLLIFEDAEF
Wil & OMICADOFBEIEIR & 5 Z & 23 S Tu % (Cancer 2010; 116: 1757-66)
F 7o B R AN TR T MRS EET S ¥ —T7 a2 H v~ (IFN-y)
12X > T PD-L1 ORBENFHEI ., 8 L2 EEHKIC T 5 PD-L1 ORI LHE O
AAEWIR & ORI EDOFBARR S & 2 & DS & % (Sci Transl Med 2012; 28: 127-37)
S HIZ, PD-L1 Z IR EL S 728 AR, HURKERAY CD8 Bk T e oo i e 555
TEMEZ 88 S ¥ 57238, HT PD-L1 HI4K T PD-1 & PD-L1 & DA ZHET S &2 DAl
EEEENREIETH 2 ENRENTWD, D Z LMD PD-1/PD-1 U T2 REREIX, 7
AR TR R RAY 7 T AR D OBEE A BT 28 FD—2 L L TEZ LT
Do

ARFNE, SR OFE R 6 PD-1 OffasME (PD-1 U 7 FREAHEIE) ITHA L.
PD-1 & PD-1 U W FEDRERZET D EI2X 0, DAHURRRREN: T MlaoiE
PEAL K O AUKIIELS %19 2 MBS =G VE 2 #9585 = & TRk e PUBE 2 3 2~
ZEDFER I N TV D,

IO OFEN S | AFNTEMEIEBE ) 2 Bl 2R EIc 20 55 Lo L HIfF S,
B EE 2t & LKA I L, AME, et R OB R S 7,

AFNOVEFIHEFICHES B OREFUSIC & BRHERS N & &b, B UIETIC
B ARENED 85, AR OBG R OBGHIIL, BEOBERE D117, R 93
o BT AITIE, FEHL LIS GITIE U 72 M 7 itk & AR BR & Fe O PR & G L Ciid
G122 BRI 24T\ B D SERURIC K B BIFER 2 D D541, BB B R L
T A OB GO Y RINE 217 ) LERD B,



3. BREREE
D AAYFEPRIERR B U 72 1B YRR AN RE 72 1T « B O B O AGREF IRt 2 1T - 7=
ERERRBR O 2R,

[H2hE]

[EI B[] 25 AR R (ONO-4538-12340R)

20 LL_EDALFIIEIE % 4 T DAEETRIR I A UL O TR ISR AR RE 2R AT - %8
OBEFE I EBE T HEAHE (BEORLABEETHEAH LY ETFSemP NI E T 5 1
) BE4936 (AARNEE22600 % T de, AFFEZ0H],. 77 B AREE16361]) 25512,
7T AR AR E UTARKIZ mg/keg 4 20 MR CRFEFHE L7 & EOAIMEROZE
PEZ MR LTc, EEFEEE Th 2 24 (R Il [95%EXH] ) 1%, RAIRE
T5.26 [4.60~6.37] T H ., 77 v AREETA4.14 [3.42~4.86] WA THY, KANZ T 7R
X U A B RIER 2R LTz (0 — RER0.63 [95%EHEX ] : 0.51~0.78] |
p<0.0001 [J&5log-rank #E] ) .

10 =, — AFEIF
0.9 - ]

0.8 1
0.7 1
0.6 1

0.5

t

0.4 1

0.3 5

0.2 1

0.1 5

0.0

| | | T | | |
0 2 4 6 8 10 12 14 16 18 20 22

at risk 2 SFLHME)
AEIE 330 275 192 141 94 56 38 19 10 5
JS5tiRE 163 121 82 53 32 16 10 4 3 3 1 0



[Ze 2]

OENFEIMAHRER (ONO-4538-12 #ER)

HEFELIIAKIRE 300330 1] (90.9%) . 77 B AREE 135/161 5] (83.9%) 12788 B,
TR & ORBEBIRNGE T E WA FHGUIARAIRE 141/330 1] (42.7%) . 77 &R
B 43/161 B (26.7%) IZFRD LTz, WT I ORETHILED 5% EORIWERILZTER
DEBYTHoTZ,

£1 WTHUOLORETREED 5% EORIER
Bl (%)

B LK
el 5 TR
330 f5i 161 43

(MedDRA/J ver.19.0) 4> Grade  Grade 3-4 Grade 5 4> Grade  Grade 3-4 Grade 5
R (5”7) 34 (10.3) 4 (12) 43 (26.7) 7 (4.3) 2 (1)
B ke

TR 23 (7.0) 2 (0.6) 0 3 (1.9) 0 0
— % - EHREER X OGN
DIRKE

it 18 (5.5) 2 (0.6) 0 9 (5.6) 2 (1.2) 0
FEREF KOV Rk b

Z D FEE 30 (9.1) 0 0 9 (5.6) 0 0

W5 19 (5.8) 0 0 5 (3.1) 0 0

725 KIS B\ TRV PRI 7 61 (2.1%) BRI RIE / 2 A3 F—9 1511 (2.7%) .
KIG - EED TR 4 61 (1.2%) . 1 BLBERIA 3 6511 (0.9%) . ITHRERE 18 il (5.5%) .
2161 (0.3%) . BURIEERERREE 13 1 (3.9%) . PR 10 il (3.0%) . BH&RERE
161 (0.3%) . FHEREEREREE 161 (0.3%) . iR ZERIE 1 41 (0.3%) & O infusion
reaction 1 5] (0.3%) 238 b, T/, BEIEMMEIIE, DAMK, k. St/ i
B PEEREEN . RIS, BEOREEE MK - ik, BERE OIS E ) REITRD
LI holz, REWERFEEURDUIYSZFSOME RS (MAREEET A2 5T) 25
TR E T,



[HiE - HE]
AFNOREMEpERRET LV EZRHA LY I 2 b—T a2k v, A# 3 mgkg (&
) XX 240 mg % 2 B TG L BEOARA O MEFRENSREF Sz, £ Ok
R KK 240 mg G L7ZBROBERIL. AH 3 mg/kg x5 L7 BROGREE & L K
LTREZRTE TSN DOD, BARNEBEFICBWTARMEL MBI TWDH
% A& (10mgkg % 2 BRI CERE) CARIZ RS LI-BEORERE & ik L CRME
oy E TRl & (FF£), AT BEOBEICK T 57 —ZI2ES&, A% 3 mgkg
(REE) 1% 240 mg % 2 FRIFIE CTHR G L IZBROARF| OB E R L Ao e et &
DOREZ R 2BBE ST T ADBER SN, YEBEEIC OV TREIP T - fE R,
EROME - HEOM TAMIMER ORI ZR TV E PRI,
%2 AROEMBE T A—H

k- R Crax Cmind14 Cavgdi4 Crnax,ss Cominss Cavass
(ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL)
3 melke Q2W (352 '760-8) (10-17?'264.5) (17.21‘,";3.9) (75.1){3171) (27.612,'107) (42.717,'?27)
240 me QW (51-712,.109 (15-22?.354.6) (25.31?i7.8) (10;,5254) (41.857,.21;58) (62.11(,)91 87)
10 mg/kg Q2W (14;,9;19) (51.621 '739.2) (79.900,'21;14) (33?,9232) (18421,1 ;3) (23§,7§86)

FRAE (5%4%, 95%) . Q2W : 23 IR, Cunax : HIIEIHE 515 Oz ME FIREE . Cuminara : I 57214
H H K%’Héﬁﬁfﬁlﬁ%qﬂ%fg\ Cavgd14 . %ﬂ@&"i‘??ﬁME E i“(‘@qzi@[ﬁl?%aq:']&%fg\ Cmax,ss 5 ﬁ#%ﬁi’i@lk’
F D Eem MAE TR, Cuminss : EFARIBIZI T 2 BARMIE TIRE, Cavgss 1 EHFRIBIZI T 2 FHMIE T
e



4. FERIZOWNT

IS U A 7 BRI (RMP) (TEED & | A D E I 2 MBS B~ 17 ) (A
Nd Bk Th o T, RAIOE G D@ e BEEZZW - FEL, AAOFEGICE Y EE
REWER ZFEBL LTRSS T2 2 LA B2 LT OO~@ DT T & i 72 7l
RIZBWTHAT & TH D,

O MERRIZOWVT

@1 Figo (1) ~ 5) OWTHNTHEYT DR THD Z &,

(1) BEATGEBKEEET 503 A2 REEERLURRES (BE RS A S HEL R L
HUIE S A2 B EEHL R BT . HUBS AURIRIRRE 7R &) (R 30 4F 4 A 1 HIRE AL - 437
fiaz)

(2) HrTHERERB CERL 29 4E 6 H 1 BN - 85 fitigk

(3) ABENFRFNFENIEE T D03 Ui EERT (03 USSR EWibT. 23 AUisiEs
W 719PBE, 23 ARSI EEHERE R 72 &)

(4) AHRACEREE AR E L, SR LB 1 AT IE I 2 Ofisk I
(R D Jm 2T > T Dfiax (R 28 427 A 1 AIFA : 2540 fisk)

(5) HUENERESHI LT E BN O fi sk B UEI AR D R 21T > T D liax (CFRk 28 4F 7
H 1 BEEA ;1290 fitigk)

@©-2 BREOATFHE K OEIEHFEBURF ORI+ 72 5055 & # Bk & R =Rl (TR O
WTNDNIREE T D ERM) 23, HEZEROARANCET DIEROBMEE L L TRE S
TnbHZ L,

e

o [ERNFFEUGE 2 FOWMINHE Z K T L7212 5 LI EDO N AIGIRDEERIHE %
IToTWHZ L, 95, 24 R, NAERYEERZ T L L-RKRBEEFOIHME %
IToTWVWAHZ L,

o [ERithIFEE% 2 FEOWWIHHE Z & T L2112, LI O N A Y REL Gt 5
FLL E ORI FOE ZIT> TnND Z &y

o [ERNEFFEUGE 2 FOWMINHEZ K T L721&I2 4 FEL EORIKREHRZH LT\ 5D
ZE, OB, 3FELLEIL., TBILEREE DD AIRY L 2 G e iE b a i S DO IR HE %
T TCWNWAZ L,

@ BENOEEMBFEBREEDOKHIZONT

PR G A BT 2 BT R E S v, BERAE D OFmE D, Aok - %
YR PIE RO G ERE OERMS IS 2 @I, AFFGNRAE LI2GE oW
EW. SFERHNIITONDIEHINESTWDH Z L,




@ BIEA~DORIRITDONT
@-1 fERAHIC 3 2 B

VRTS8 S 0 B R BRI 2862 L 2RI, 24 SRIZSHRIRHI O . 3% HER% X
R R IT 350 T, BB L AR U C AR LR O CT % oI 1E A O8I 2
BIRRA DR Y A PITRF S, EDISKIS TR AR > TnD Z &,

@-2 ERIEFEEFIC L 2AFFRAINCHET HEMS

S ABHRCHE D D BT 72 e e O\ BE 2 2 BIRIEFRE DEIE =2 Y 7
EEDITEROA Y V== 7 2ATOERE L FmE A TE 5 F— AR 2R
SN TVD Z &, 2B, BiAHIZOWT, BDABE L ZOFEBET ST mshT
WwWnHZ &,

@-3 BlfEH ORWr-OoxISITBE LT

AITER (FEMERR BN A, BAEMEE, DR, Mk, BURUTHBIRIE, KB,
HAEEO T, | RERp, IPRRERET . FUIRIRIEEERET . Mhthes, BiEE (BAe
PRANE FEMER R 2 Ete) . RIS, Mk, EEORERE ., FIRNARIERIE, infusion
reaction, SR ML M/ IMRIBATESRBER (ITP) | B O SOS, AG LEEE, OlsfE T (L
FEAlE) « IR - DEPEEAMGHESE) . MR M) (6 LT Y agha ST BRE R
BB ORI ME 2 A9 D R & s U (BIVEH ORZWH-eRS ISR L TR R OSSR 2521
DRLRMICH D Z L), EHITHEYRLEN TE SFHNE->TVnD Z L,

I8
"



5. REXBRLLRDBE

(ZetEicBE§ 2 F1H]

O TRICEY T IEFIZOVTEARFOELENER L SN TNWD Z LD, B %217
iz &,
o ARAIDRIIIZ K UiBUE DEBEREIED & % BHE

@ RFERTOFIICIB VT FRLSHES T D BE IOV TIE, RAIO#RGITHELE S

D, AOIRERTIL A 2 NGEITIRY | HEICAFZEHT 22 2B ETE D,

o [FEMMREOEHIITEEDOH 2 BHE

o JESEg AR A CHE R 258 0 2 B K OB D I R e S0 & G fiti 7%
LD RIEMEZEALD I B AL 5 B

o HOEREOAD, UTBMERZE L IXFFEMED B O im B OB EED
oraysech

o EERRAERE CEMEHaBEE L GT) Ob DL

e ECOG Performance Status 3-47V D 3

(A2 B % H ]
O TROBHEIZBWTAADOHIMEPHRIES LTV D,
o 2O EDOALFFIERED & D IBmYIBR A RE /R tETT - A H A

©@ TRUCEZY T 2 BE IR 2 KA OB E L OE T IEIC DWW TiE, AR of 2hik
DHESLSNTHE LT, RAOEERIR LR LI,
o —RIRIEKR O ZIRIGIE AT TR WEE
o INTEAHBhIRIE
o fhoPUEMEERES L OFH L TGS BH

D ECcOG @ Performance Status (PS)

Score EFe

0 | &<l GBI T 5, FMWATL R U HHAEESHIRZ AT 5,

PIRRIIC I LUNEENIHIR S D23, BATARET, BB > TOMEREIIIT O 2 &R TE 5,

Ul g o, wiseg

BATRRECH G OH ORI O Z L3 T X THEEEDERIITE RV, HHEO 50%LL LidNy R4S

s

3 RONTZEHSDHEDEY DL LNTEXRY, BHO50%L EE2y R+ Tl 24,

4 E<BHT RV, AZGOHFOEIY O Z LT TERY, BRIy R iFTHId,

9




6. BEICE L THETREEH

O WMACEFICN A, BEIRTEER D3 2 BRME I H-S & ARHF O Fei J ONiE 1E
HOT= OB E®RE H I L ChLEHTH Z &,

@ BB D, BE I OFIRICAEDMER fEmit 2 o L. RE 25
TObEEGT 5L,

@ EREMEHD~HXT AL MZHOWT

MEMEMEEDN D 5D ZERHDHDT, RFDOEGITHT- > T, BKIE
M (PRI REE, nmk, FEENE) ORER L O X MiRd O LM%, Bigx 1+
2179 2 &, Fo, BEIDSUTHEE CT, MG~ —h —%50RE%L EiT 5
Z &,

ARAFN DO EITZEE @ infusion reaction (2 2 CEARHZ 7 xndD T HHE
i ZAT > 72 ECBtG 2 2 &, £72.2 [B1H AR O A AIF 512 infusion reaction
NHHONDZ L bHDDT, KFERE P R OAFIE G THIT A Z A
CERET 5%, BEOREBE+HICBIET 52 L, 7B, infusionreaction %
FHL LG A IR, 2 TOMEE L ORI TERICEIE T 5 £ TRE Z 085
T5HZ L,

FORIHEREREE 2N B B oD Z &35 5 D T, AFI O 5B MET M OV 511
HUIEMA IS R RERR AL (TSH., 7 T3, 5 T4 FOME) £S5
&,

AHNOFGIZ LY | WEOFRESUNTER T 5 L& 2 BN DER % RREIHRE
DHLOLNDZENHD, BFENPROOLNTEAEIIL, BELLEZFRIIS L
B 72 5k & RRER 2 e R Rl &g U Cl bl e BRI W 21TV il o
FOGIT X 2 EWER 2N B0 2355 121E, ARFIORFES TP IE | K OFEIE BB R
NEHOBRGEEZBET L2 L, 2B, BIBEKERVEOREICLYEIE
R OYCEEDRFRD BN WIGEIZIL, B BB R /VE LSO Sz il Al o BN
HLEET D,

BeGHE T2, BOERBI 8 AR U T LRWERN IR T L2 B H D70,
AR OBEHETHIZ S RWEH ORI 2R T D,

1 BUBEPR S (BIE 1 BRI 2 5 de) D3 b iotu, BERWEES R T R—v &
ICED T ENDHLOT, NG, Bl IRIESEOIER O FEBLC M BEHED 72+
SEETAHZ &, 1 BERFENEDONTZSEIITRGE2HIEL, AR 8
H O ORMYI R EZ1TH 2 &,

@ AFNOERRERICBNT, BERBHD 1 FEMIZ6 R, 2RI, 2B

&l

CAMEDRHI 21T > T\ Z & 255, ARSI E IR B mA T

BROMERZATO Z &,



