e FHEET A Ro A >
SR T (B R R)
(W74 « 37V —R AT 20 mg, 47 VR AETEFHE 100 mg)
~ R e ~

Tk 2 944 H (PR 2 94F 9 AKET)
JRAE T A
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1, LB

EHL ORI - BREMOMRO T DIZIE, RASCESICE SO EIERE R RD
HiLh, 50, IEORFHMOESIC LV | PUEREMRLR & O 1%
FIERLIEBINLPC, 2N 0ERERZEICHERBRICRIET 5 2 L BARED
FARHL o TH Y REMECER & O AT 2016 CERL 28 46 H 2 AMBEIRE)
WBRWCH, EHNEELSOFEROEMIHEERHL I L LI TIN5,

eI S EIR Y EEEERP R T 0 7 7 A VR OEER S H MR
BRBZERDHD, ZoindH, ASEEUCEEMICETERN+SEET S TOM.
WHEESOBRELZBRZITAZ PG ENIBECH LU TERT A L L b, BUE
HDFER U BB SRRt i & & D 2 & BRI — E OB 2 7 4 B T E A
THLENEETHD,

Lz oT, RTA FIA 0Tk, REMSINE TCRBE LN TV IERESZY -
Begp Rlc S5 E | LTOBERLOREERMER 2 HET 2800 LEREN, X
FHEEEERRRT,

ks, ARTA KT A ik, MSIITEGE AEE B ERERBOHE, ASEREEARER
BRIEE S, A A B ABEARHE S R C— B A B R R F2 0
J1ob EERR LTz,

B P IR AEEEN AU RS 20 mg, A VA T 100 mg (—i%4 -
=R 7 (s TFHE#ER))

HE LR ATHENIDE - ARIBUBR AR TR OBk E

LR AMERVAR B, RARR=FR AT (EETFHEZ) & LT, 1 H 3mgks
(FHE) % 2 ARERTAEHET D,

H 3% By FR ¥ E  NBREEE TEMAST




2. ARIOF, RIS

F 7R ATERE 20 mg/100 mg (—#%4 : =R =7 (BiaFE#z), LT IR
Al o) B, NP TERRSHE AL VY 7 24 TV R RV - A7 —
X 2747 (BMS) ) 23 L7~ b PD-1 {Programmed cell death-1) {Z#f9 2 & h
B 1G4 T/ 7 0 —F PR TH B,

PD-1 %, ML L2 0 2o%k (T HIfE, B fiflaR OV o I %5 —T M) KUY
BERMIIIC RIS 5D CD28 7 7 2 U — (T SIS DfE AL 2 BheNc E & AlCHlE-d 52
+H) BT AEEKRTHB, PD-1 HRFHRSHIMIZRET 25 PD-1 D A/ F (PD-LI
KOVPD-L2) LHFES L. U o oSBRICINGIME S 7 e E s LT U o S BRkofEME IR EE 2
FIZIHAI LT d, PD-1 U H Y FRBURIE RIS LIS & b D%k 2 7o iSRRI 555
LTkn, BEfRAmBE) bk L EEHEICBIT S PD-LT ORB LIFE AR
HiE & ORICAORBBMENRH D 2 L BHRE STV D (Cancer 2010; 116: 1757-66)
F 7z R A R AE CIIEEREE T MIEAELET A, v —T = a v H < (TFNy)
i2 55T PD-L1 OFRBABIHE SN, 55 L-IREHEET 11T 5 PD-LT OB LG
ATFHIR & ORI IEOHBEEERD D E0oWELH S (Sci Transl Med 2012: 28:
127ra37), & BT, PD-L1 Z 8RR S8 A, HURERL CDS B T ARl
DR EETEM % g8 X9 55, HL PD-L1 £ T PD-1 & PD-L1 L OFEA2BET S &
ZOMMEEFBENEET H 2 L ARENTWS, LD Z L5 PD-1/PD-1 U H 2 B
FRIZ. 23 AR HUR S RAY A T AR & OIS L e 2P0 —D2 L LTEZDL
hTna,

AANL, EEREORF RN S PD-1 OMIRsEE (PD-1 U 2 FEESHED) IS L.,
PD-1 & PD-1 VA REDESEZINETH I L LD, RASRRFEREN T ROTEE
bR O AR AT 2 MR F A1 2 MR35 = & CRR AR RE 7T
EBFER S TN D,

Zb OB G AEEEMEME ST AR RIERIEIZR VD ES Lo L IR S,
IR RS A B & U BRERRRER B RHE L, AEhE, ReER UEEMNER I,

FFNOVE AR TS < BEORENRGIC L ABRWERS R b bk, EEXIE I
EATFREELRH S, AHOJR ST RORGEIZIE, BREOBEE 50T, EFEIHE
D HNTIH I, BH LRSS R e 2058k & iR 2 Fr-oERM & i L i
B2 BRI T 24TV, IR ORISR LA RWERR DN A2 HAITIE, RITERE NV
OB G EORED IR IE E (T BBERD D,




3. BESRE
FRIGEIBR A RE SO SRR O B MR O FGRIFICFME 2 17 » T E R AR ORFE %
T~

[ %h4:]

AR R Ao g & L7- ERGSERIE IARRER (ONO-4538-03/CA209025 7XER)
MEFAEREER 2 HTHREEEER (FXF=r ReF=rd | V7727,
SRR T BE T b IR B T AT SO O # B S R M e R
821 Bl (AANEE 63 fle-Ste, AFIFEL 410 F], =Y ARBE4F) ZdRic, =
A AARFIE UCAFHE3 me/kg % 2 K IR CAERE Lic & S OAMERTEE
PaEmE U, FEEHMEEE Th2 24 (PRE [95%EEEM] ) i, AT
25.00 [21.75~NE"] A H, =< U AXFECT 1955 [17.64~23.06] B A THY, AAUT
T2 Y AR LRSS BREE AR L (- R 0.73 [98.52% (586X ] -

0.57~0.93] . p=0.0018 LJER! log-rank #i/E] ) .

1.0 %
0.9+
0.8+
0.7 e,
7% 0.5- %
e 0.4~
0.3
0.2
0.1
004 ____
¢ 3 6 9 12 15 18 21 24 27 30 33
at riskE H17HARE (R)

AHIB¥ 410 389 350 337 305 275 213 139 73 20 3 O
INOYLARE 411 366 324 287 265 241 187 116 61 20 2 O

—A— REE
el IO L AR

08 ORI Kaplan-Meier it




F7-. BAANGOER 63§l (AFIEE 37 F, =2 ) AREE26 ) O&4FFHE (F
YL B [95%{SHERKE] ) 1, ARBIBET 2737 [23.62~NE'] B A, =) LA T NE
[NE'~NE] A Thote (NP— R 1.50 [95%EHEKM « 0.49~4.54] ) .

*: HEEREE
1.0 %
0.9+
0.8 o GERE RS 61D ©

0.7~

—A— KA

& 0.6-
= 05- el LA LR

$o,4»
0.3
0.2~
0.1-
0-0'.. LA S s e S S s s S S e Sy J i S

0 6 9 12 15 18 21 24 27 30

at risk# HTFRAR (B)

AEE 37 37 3 35 35 34 24 16 8 4 O
INOYLRE 26 26 24 24 24 24 20 15 9 3 0

3~

HARMNERIC BT A 08 o piiffigiise Kaplan-Meier fh#R




[Z 4]

RE AR RS AR & L ERR RIS IAHER  (ONO-4538-03/CA209025705R)
HEHRITAIERE 397/406 1 (97.8%) . TS U ACARE 386/397 ] (97.2%) IR

Hit, BRI L ORERERNREE CE QWA FEEGIIARIERE 319/406 41 (78.6%) , —

A~ ) ACARE 349/397 ] (87.9%) 1TER® B, W ORETHRELEN 5%LL L DOE]

BRI TEROLEBY Thot,

WL DI TR DS 5% L1 FORIEA
gk (o)

%chig;?}ﬁﬁ FEEW T Y AR
(MedDRA/T ver.18.0)

406 397 {5
4 Grade Grade 3-4 Grade 5 4% Grade Grade 3-4 Grade 5
349 (879) 145 36.5) 2

32(7.9) o437y 3t (7.8)

SIS
tﬁﬂtﬂ&%%‘i%abﬁﬁﬂ“
BEEE
T 24 (5.9} 1(0.2)

0 (5.3)
THE 50(12.3) 5(1.2) 0 84 (21.2) 5(1.3)
MLt 57(14.0) 1 (0.2) 0 66 (16.6) 3(0.8)
AP 8 {2.0)- ] 0 117 (29.5) 17 (4.3)
Tk 2 (5 9) 0 0 36 {9.1) [(0.3)

i 2 ABER LURERMORE
'\ 18 (4 4) § . 0
HH 134 (33.0) 134 (33.8) 11 (2.8) 0
IO SHE 75 (18.9) 12 (3.0} 0
KiptETriE 0 56 (14.1) 2(0.5) 0
T 7093) 0

BRIk aE

- Caen o -
33(8.3) 0 0
29 (7 3)

1 F = I/JW‘ nwzbﬁ%))ﬂ .
m$7vf§ »HEm

ﬁ:z/ZTuwwﬁir 0 29 (7. 3) 0 0
% i 0 46 (11.6) 15(3.8) 0
YUY RiE 0 64 (16.1) 20 (5.0) 0

0 82 (20.7) 0

ﬂﬁML_ 4 (1.0)

stazgy

Hen
SR 24(5 g 0 9B )
CRPERER - HaRhis L ORiRRIE: S e -
L0y 36(8.9) 0 0 77 (19.4) 0 0
B BB 30 (7.4 3 (0.7 0 51(12.8) 2(0.5) 0
B 3(0.7) 0 ¢ 41 (10.3) 0 0
L S o 3y  6(5) 0
KEERE S 12 (3.0) 0 0 20 (5.0} 0 0
A ER 26 (6.4) 0 0 33 (8.3) 0 0
FHE . EEIERAE S R 410 0 0 22.(5.5) 0 0
F DI 57 (14.0) 0 0 39(9.8) 0 0
35 41 (10.1} 2 (0.5) 0 79 (19.9) 3(0.8) 0




28, MEMERER 10 6 (4.7%) | 45 161 (0.2%) . HREFBMRE 56 B (13.8%) |
KEB% - EHEEOTHL 10 5 (2.5%) . 1 BUFEIRA 1 61 (0.2%) | FFEEEREE L 46 # (11.3%) .
Hr4 161 {0.2%) . BURPRERREREE 34 (5 (8.4%) . MEREE 5541 (13.5%) . EinE
FEE (FRANE MEMERRLE) 28 B (6.9%) . RIBHEEREE 6 #1 (1.5%) . infusion reaction
21 ] (5.2%) . BEOKEREE 46 (1.0%) . FEAEERES 2 5] (05%) | B
B (0.2%) BORE SELR 141 (02%) T LN, £, EEFREIE, LK,
Sl I AR PEAEBE . T2 - BEIEZS R OSRIRIMAS BT TGRS b d o T,




. BEERIZ N T

HJL%H& LCEREEHRE (ST PEELA Lo b, Y%L EEY

WERTXAMBTHLINERD D, 0T, KROESNE R BE 20 - FE
L AFIOESIC L D EELEVEAZRE UABRIG T2 2 &k %imi&b YN
D~@OFTRCEF A THFICBWTERT 5<% ThH D,

O Sl

D-1 FTieo {1) ~ (5) OWTFINNILY T DM THDZL,

(1) EASERENFE T 53R A BRI RS (%lﬂ:ﬁﬂb?—z\%ﬁﬁa%?@ﬁ@&ﬁﬂi
WIS AR LSRR, Mo ARl e &) CER 2847 10 A 1 AR
427 HE%)

(2) HBrEMREREET CERL 2849 H 1 BRAE @ 84 JERk)

(3) HLEFRMFERIEET A DASFOEERE (B ABEEBIEERE, 2 A SR
/1B, DS AR EEHEE e e &)

(4) FEALFEPREREEFRE L. SR SREMNE | )O3R bR 2 OER AL
RS EHEIT > CTVARERE CEE 2747 5 1 AFFA « 2538 Jiigk

(5) VUERMEEEHN G BN ORI IEICR S BT o TV B eEk (AR 27 4 7

- A1 HEEA 1284 HERR)

-2 KO SEE R CRTEA RO I+ a7 ik & BB e o Em (T
ROWTHMITEEYS T HEM) 23, YL OARICET 2BROFEES & LTEREE
ThTna I,

%

o [EfffaEFIUER 2O THITHE R K T LB SEL FORAIEROREIHMEE 1T
STWEZ &, 95, 244 R, PAEYREEE L URKIEGEFOELTT
ATWAZ L,

o [EMMIFEISSE 2EOUHIPHE R T LIBIZ 4ED EOWRSBEI T ORKIHE %
FToTEY, 96, 240 FiT, BHbammod AR % & tehs AR OREM
BEfT-TNAI L,

@ RO EEMFREEOFHIZONT

ERGERFHICET T 5 EEEMALE S, MESENCOEREA. Ak - L2
PRSI POER OB IR CEMSIC T 2 RS, AEFRPRELETORGE
B, ERELPITON AR ES TS Z s,




® BHER~ORIEIZ>NT

@-1 faskFHIcEE+ o2

FEMENR RS OBRERBERNRA LZEIC, 24 BFMZEAHOT, Mk
WIS BV T, B LUEBERION CTAREIRE O CT SORIEH ORI 25
IRBREOBESY HPIZB L, BEHISHS TR RS E > Tns Z &,

@-2 EREEERICLIFESSEMNCET 8

NABEIC D A BN R L O 2T T O ERESEENAHER T =2 Y v 7%
EWDIEROAT V= TRITOVIIRE & EREILE CE 55— AEFIKH S B
ENTWBZ L, ok, BEERFICOWT, RABRELEFORECHSICANIR TN
52 &,

@-3 BUEMOBIREICHL T
BIFEM (REDRERRAE R, FEMAAE, LI5%., 76, MAURMARTE. KM%,
TEOTH, VIR, IS, FRIEIERE, R, Sy (5 R -
SRARERTEIER 42 Art0) | BRI, Bi, MO RSIEE, BUIRIMARICRIE, infusion
reaction, SR M AN DTESRBER (ITP) SBIEDSHEEUS, MEIRRTRE, OIS (0
BEAND « R0% - DEPEAMRE) | WRMEE ) Ok LT, MR T
BB TEPTE A4 B AT & L (BIES ORI B LR R O 20
DNORMICH DT &), BEHICHDRMAENTE KNP EoTHDL I L,




5. EE%%&&&%%
[Lathiz BT 5 5H]
O FTRIEEYTHIRECOWTHAZIOEGPER L SN TNBEZ b, BEET

Dipnr k,
AHFNORE A LIRERE OBEEREO b 5 B8

@ TRFEATOFGIC BT FRIZE ST 2 8F I 0L, Aoz GEHRER W

D, OFEREARIE D 2 WA ICIE Y |

EBHIZAAEENT L L E2HFETED,

PR BROADEOIBEE O b 2 BE

BOER SR CRIVE R 2700 B B B UNEENE O B I 2 0 B g it ¢
LOMICRIEEE LR A B D BH
B O AR A0S, JUTIBMERE L ERME A DR BOBEEREO

HBBRE

B HEE (EhERgEs> S 0boEE
Karnofsky Performance Status 70%:R5 Y OB#E

(A2 BE4 5 HIE]
O TROBHFITBWTAFIOEIERHEIE S LTV D,

MEHEREERZBT HHERERES (FXF=/ RA=F=F VYIT
w2 RETEY BETe LR AR A T A RIR MR RE SR D

oyl b

@ TRIEHYET 2 EBF KT D AR OB RO BRI W T, AR ORIED
ﬁ_Lé:th:Jb B, AHOEFGHARLIRLIRV,
(L PRERIERO B KO A S A SRR DL OIREEZ A T2 B,

kB LR,

fhDFUBRMEIEEA (1 bAoA CREET) EOUEA.

D Kamofsky Performance Status  (PS)

Score JEFE

100 EH, ERIHT HBEE ORI N2, BEERE L,
EF OGS TEE, R EENNER N, 90 BOEEERE S 20, BRI

80 i B ERERAS DN, BH L CEEOIEERE

PS5 I LA, AETCAFTET. /] 0

TE L A ERARRIORIZE S H O TH D,

HoyH A OHERIITE D2, EHOESR - HiihdsZ
&I RE

: 60 | BAChERs LACEBR. LEDEAnE
73 fnﬁ“ 1248 o — = — -
RABRONDEUBELY D 50 | FREEE LA D L ORI T AR E
o BT, RS & R

BOEYOILEELSTTERD, ERHDV 30
R OBELRSOHHENEL TS, FE 20
MEFITHEITL OV S REER L S, 10

BT, ARBBBEEATERE LEE o T

FEEICHE, ARPUE THEIRRIGESNE

FRABBE-TND

5B

10




6. FEIZRLTHET ~EHIH

O WA CESE I, BUSIRE EH MR 2 E BRI ID & RAIOFetE R OSSR
MO DICHBERERE HOCEFE L TrLERT D Z &,

HRERIC s s MEX X T oFRICADERVERELZ -SHAL, REZS
ThbkETHZ L, :

TERRWEM D= R P A Mo T

@

@

o

HHEMEMERRD LA Z BB HOT, KHIOESICH - T, BHE
W (PR IREE, ik, R OMERE U X mE0ERSE, BEr 1
AT Z b, Flm, SHEIZGUTHE CT. MG~ — 7 —S0RE*FEMT D
Ny

AFEOE G ITEE O infusion reaction 124§ 7 TEAKHI 07D Tx H
Ha{Tol L CHMT 22 &, F 72,2 [ P DR 5-FFIC infusion reaction
BHLLWDZ ELHDHDT, KEERLG R OAEFEZR S/ TR AT 2T A
vEMNET D%, BEOREBL+4I08E8T 25 2 £, 723, infusion reaction %
B LB AT, 2 TOMELRUERDS TR RBIET 2 £ Clid o +o#s
THZ L,
FORBHSHEIEERH H b d T R b 5O T, AFI O 5-Bntai X O 5 1T
PRI I IR RERR A (TSH, JE0fE T3, 550 T4 HoWE) £FEH9 5
&,

AHOEGIZ LY @EORERINOER T 5 L2 2 bha8kx REBORE
BobbbilsZ b5, BEFRHEOONAESICIT, BRLUEBEHIONLE
RPN Zn 5k & IR BR 2 B0 RN & EHE U R BRI 21TV, RE ORE
RS L ARIWER BRI ABEICE, RAOKREZP I, RUERIEEER
ECRIORESEEFEE TSI, ok, BERERNT OGS Y EIE
MOYEENFED LR WIEE IR, BIRRE AT SO s intiAloi8in
bEETD,

BB T, BRSO HRA L T LEERBRRBET A L0l H A0,
AFNOESHETHRICLAWERORBIZ -0t ER T 5,

1 EE R (BUE | 2SR 2 8e) b bbh, WIREHr b7 F—3 A
WKELZLEBRHLOT, AW, Bl BHEFOERORI-CHMEED LR+
SEETAZE, | BERAREDREESICERGEPIL, 4Ry 8
HORGEOWHELRNERITS 2 &,

AH OBV T, 853 AM D 1R 8 #Hl Z & BRI %17 -
TW2Z EEBEIC, ARRGPILEHRICESRE COHRORREITO Z &,

11




