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1. IXL®IC :

EFEZOFME - KEMEOREROT-DITIE, T XESICESWEERERRRD
bd, EbiZ, STEORFEEMOESRIC LY, FUEERMR & OB 2 HRIERE
FEELNERENIFT, ThoDERMZEICHNERBEICRGET S 2 L BERED
ML 2o TRV REMBGEE L k¥ EAF$ 2016 (ERk 28 456 A 2 B BEFRIRE)
CBWTh, EFMEELSEOFEROREICHELZXE Z L L ENTWA,

FHERABFERER L, ERERASREM T 0 7 7 A VBARFOERER LA LNICR
RBZERDD, DD, AR CEEHICETAERNHOEWET D £ TOR,
WHERSOBEZMSZID I ENMFINIBEICHLTERT L LbIC, BIfE
ANRERLEBICSNER T L A2 EBTRER—EOEH & T EFRME cHEH
THEZLBREETHS,

L7zdoT, BZHA FTA TR, BARERSINE TITHE LN TV AEFRER -
BRI ESE UTOERMORERFERZ2HET BN LERENF, B2
FRUCEBERELZRT,

B, BAHA FFA 03, MIITEEAERMERBIFR M, ARAMEARE
BREEREYS, —RAMEA B ARBERARES, FEFEFEDEA BB FESRN
— iR EEAN B AR SRFEES OB A0 b EERR LT,

ML RDIEEN A7 U— R REFE 20 mg, F7 Y — R ARFEE 100 mg (—AX
& =FRN<T7 (BicFHE#RZ))

HBLRIDRIIDE : BAALEFER IZBE L YIBRAR 2 ET - R OB DR
fE

WBLRABERVAR BE. RACEH=AAL<T (BfaFEHZ) & LT, 1H240mg
# 2 AR TABRHET 5,

R T ¥ E NEFRELIERSH




2. FANDOKE, {ERBF
AT URARRE 20 mg ROTEARRE 100 mg (—F =R T GlEETH

#z), VT, T&AD &, MNEERTEHRSHEAF Ly s 25 ETV AL -
v A ¥ —RX A7AT (BMS) #) MBFE L7t b PD-1 (Programmed cell death-1) 3%t
T35t MRlIgG4 £/ 7 u—FVRETH B,

PD-1 1%, AL L7 ) 2k (THIRE, BAIRE DT F 27 0% 7 —T #Hilk) RUVE
BERMAQIZHEIRT D CD28 7 7 2 U — (T MR OIEH(L 2 MBI EIICIE L RICHIET 25
FH) BT 2ZERTH S, PD-1 HNUERTFHMICEE T S PD-1 U > F (PDL1
EUPD-L2) LEE L. VU BRICHIEIES 7 A B EE L TV U SBROEHLIREE S
RICAAE L TW5S, PD-1 U H v FidfuRitrdialistic e b okke BB R
LTkh., EMHBREAEREDOURLUCEEMARKIZRITS PD-L1 ORB LK OERF
HIR & ORICAOHBEREERH 2 Z L3S S T3 (Cancer 2010; 116: 1757-66)
¥ BEMRAHEAE CIARSHE T MRAELT S A ¥ —7 crH < (IFNy)
2L > TPD-L1 ORERFEIN, BB LIEEERRICRITS PD-L1 OFBRLHFED
AFHR L OMICECHEBEEH S LOBELH S (Sci Trans! Med 2012; 28: 127-37),
S b2, PD-L1 ZakI5HR ISR AMRIE., FUREFRR) CDS B T Ml o RES
TEMHE 2 BE8 I 523, HL PD-L1 HAT PD-1 & PD-L] ¢ DOFEES2METS & 20H
BEEEREE T2 Z B RINTWD, EOZ L9025 PD-1/PD-1 U 4 FERKIE, 2
AFIREATURRRRR T MR, OHBERRWTIHFO—D L LTELLR T,

Bis

AAL, FERROF R B PD-1 OMIISEEL (PD-1 U 7 > FESHER) IZHEE L.
PD-1 & PD-1 VAV FEDOEAEREETIZLICL Y, RARFEERN, T MBOIE
LR OB AMBRIZH T 2 MREFEEZERT 2 2 L CRENREREDR 2T
TEBERINLTWS,

INOOHAENS, FANTEMHEE ST A2F-REREICRVE L0 LB/ EN,
EMMEPRERE F SR L LBRARRE ER L, Ao, e R OEEES TS
=3 (%

AR OERBFICESBEORERGIC L 2BIERSER S b bh, BEEXIIRELIC
EDAREELR D D, AFOESPRUKRERIZIT, BEOBREL 2TV, BEBR
D ORI, BRALLFRIIS UEMNR MR E BB LR OEM & EfE LT
GBI 21TV, BEORERKISIC L 5EWER B DN 2B EITIT. BIBREFRNL
ELRORGEDREGRVE LT O LEND B,



3. ERERAREK
D AALZEPRIER (TR U= S0RRR R A HEST - B o0 M B R P B B 00 7K SRR I A4l %2
ToTE2BERBROREZ T,

[BzhtE]
ENE ISR (ONO-4538-417385%)

TITFFRABLASNA M LEE FF MY U LK EOFAEREICRIGEEARE O]
BEAREHETT - BROBEMMEPEERESE (ECOG Performance Status 0 &2 08 1) 34 il %
XTI, AK] 240 mg % 2 BREIEIRRTRE#E L, TEFEEEB TH 5 F3)E (Modified
RECIST criteria (2004){Z 33 < FR¥E|FIZ L D CR XIiX PR) 1329.4% (95%IEHEEM :
16.8~46.2) Thotz, 728, FANIRE L-BEILXS5.0%THoT,

[Z2t]
ENE IR (ONO-4538-41508%)

AEFRII32340] (94.1%) RO B, AH L ORRERPEETE RVEERR
1523/3481 (67.6%) T8 HiLiz, FEFENS%ULUEORERIITERD LB Thotz,

#F BARBS%ULOBIER (REEARNT A SIMEH)

HA B
Grade 4 Grade Grade 3-4 Grade 5
BIEREA BE RAR | BEH RBRAL | BE BR$
(MedDRA |Z X % SOC-PT 4348) HE (%) ¥ (%) HH (W)
?ﬂ‘ﬁ%‘& 34 34 34
FERET Az ==vF s o —
‘ wcmmsgtﬂr _ e i 0
. ﬁﬂﬁ? e ) SECH TR i G SR L
4 11.8 2 5.9 0

mfwé 3 8.8 1 29 0

Bl 2 5.9 0 0

g 2 5.9 0 0
SR EHWMERLICREBMIORE ) P

BB 3 8.8 0 0

I 2 5.9 0 0

FEI 2 5.9 0 0
23 i Bt

N3—EHhn 4 118 2 5.9 0

TIT—EHRm 3 3.8 1 2.9 0

Vi SEREPD 2 59 0 0
RMBIURREE S e e R

Ak R 2 59 1 2.9 0
ERRRBLIUESEREE SRl

AR 3 3.8 0 0
B BIUH TRk SR A g

5 4 11.8 0 0

B RV R E 2 5.9 0 0

ERiD HEBE SN HEFREA L. MedDRA ver 200] # AV THiAEA 2,
Grade IZ CTCAE (Common Terminology Criteria for Adverse Events) v4 2 IZ#E L 5,




RE, MAEHEE 2 B (5.9%) . FFEEREE 1 41 (2.9%) . FRIRREREE 4 41 (11.8%) .
- BEMERERB 2 6 (5.9%) . KBB%k - BEEO TH 2 6] (5.9%) . 1 BLEERNE 1 6 (2.9%)
BRO LN, T, BHRERE, EEORERE, TEABERE. BIEREREE.
g, BIEREIE. MK - BB, infusionreaction, 5 & 5 ELR, DLk, HR. M
BURARAE/ X A /3F —, SepetEi/ MREMESRTER. BT, aRiRmiEEAE & UL
PERERITFBD L oTe, ARWEMAERRRIILZFROBEFSR BRAREMER

HEEL) 2a0EHBERETT.



4, MERRIZDOWT

EIMYD 27 EHFE (RMP) IZE3F | AR OERMLLTEEREREB)~D W EH
BHIMERTH-> T, RRORENFY2BELZZH - FEL., FRAOREIZLVER
REHERZRBALZBEICHGT A EBRERTED, LTOO~BDT T2 i
RICBWTHERT XX TH D,

@ MmRIZOWT -

@1 FRo (1) ~ (5) OVWTFNNITEL TR THAIL,

(1) BAFBMREIEET DB ADFOESEI TS (BB RS AR FOE L R wbt,
HIER )3 A RS RE S HL RURRE, IS A RS HRIRPE 2 &) CERL 304 4 A | BIRFR 1437
fEsR)

(2) ¥Esembt (FRR294F 6 B 1 BRES @ 85 MisR)

(3) FEFRMENRET DN ABFEER (B ARRENIE TR, 23 A B RS
W 19be. DS ARSRCEEHEERPL R L)

(4) PFALFEFIERZRE L, A RLBREME 1 USSR LR RIEMNE 2 Oesk Kt
(R DEH T TV AR (FRL2847 A 1 BRFR @ 2540 fiaR) ‘

(5) PLEMEEAIL G EEMBEOBREEICREIBEHEZIT> TV 5% (ERk 28 4 7
A 1 BEFA : 1290 Fesk)

O-2 EMEHRE D R IE O ERRER CRITERRBIRFFO XIS IS+ ek & BRRE 7o
Ehfi (FROWTNANICEY T AERM) 2, YEZ2HAOAXFCET 2REORESE L
LCTRBESRLTWAZ &,

*

o EERGRFIEE 2 FOMMBHEZ KT LRI 5 FL EOBATBROBKRIME %
FToTWBZ &, 5b, 28U LI, BARYREZE & LICBRKERZEOMMEZ:
fTigoTnBZ L,

o EMGFFIGE 2 FOMMPHEZ K T LIzRIC 4 FULOBRKERZA LTS
Tl Oh. 3L, BRI EAED M A FEMHRE T B LR O BRER
HHEE T TV D Z &,

@ BEAOEFEMFREEDOMEHIZOWT

EXEMLERERICHFTIEEENEB SN, BESCENCOFRED, A - &L
MR EAER OB R CERMEICAT 2 ERRIME, FEFRLRRE LG ORE
2R, ERELHIITbRAERINE-TVWDZ L,




@ BUEA~OHIEIZONT
@-1 magREHICBET 324

MEMEREBRZEOEEZBIERN %Ebfh% ’\ 24 ﬁ?ﬁ'ﬂ"\ﬁ‘ﬁiﬂ@_l: M3 ﬁﬁl
FOEE RIS W T, BB UZEHERIZG U TAREE R CT Z0RIWER DERIZ L
BLRREORERELY BPICH LN, BELICHGATRERERINESTWAEZ &,

@2 ERREEHICL2FFFSMNINICHT 2 EH

BABRICED 2B AR R OEREZ AT 2EREFELRERT =7V 7
EFEOEERORAZ ) —= 7 E2TVWERE EHFRERE TX 25— AERER N
BEhTWaZ &, 28, BlEEfliconWT, PABELZORECH ICEAMESNT
WAk,

®-3 BHER o CHSIZBE LT

BIVER (FIEMEMBBICIZ . EEMEILE, LR, R, BREEHRAEE, KBKX.
BEEOTH, 13MERRA, ﬁ%%%% FRIREREIEE . MREEE. BEE (Bra -

EHEMBRAZED), RIBES., ME, EEOKFEE. BIRMA2ZERE. infusion

reaction, ﬁﬁﬁlﬂld‘*ﬁﬁ’}‘ﬁ%i&r (ITP) . BE OfRF G, FEIEIREN, DIRESE (0
FEAE) - 3R - DEMEANES), EnEEME) IR LT, HEER UTEBEER
BEOFEMMEZE T HEM & EE L BHEA RN xR L THRERUVRER 2T
bNOFRMHICHD T L), BELICHUBLENTE ZEHBESTWHWEZ L,



5. EXBLIRDBE

[Z2iicB+2FE]
D TRIEYTABHFIIOWTIEHAFORENRZED L ENTWAZ b, BERZTT
birwnwz L,

o FAIORSICH LABEDKERO H 5 BHE

@ BFRIOFHICB VT TRICEY T I2BEF IOV TIL, AFoREITHE LW

2, MOIBEFERIREA R VB RICRY  HECAAEZERTAIZLE2BETE S,

o FHEMMEBROASMHIBEEDOS 5 BHE '

o FREBRE CHRER LR 5 BE R UVEEME O BUR BRI R0 g il
LOMIZREMELNH N D BE

«  HERBERBOAD. XTBHEMNRE L XEREO B R RBOBERED
HhHBE

o [EABHE EhMRBEEZED) O0H5EBFE

»  ECOG Performance Status 3-4 @V 0 35

[BihtticBE+ 2 FE]
O TROBFIZBWTHEFOAEDMENFIN TS,
o (LFERRERED B A YR REIRHETT - FER O M My F il R

@ TRIEZYTIBHFICTIEFORSRMERFECOWTIE, ARIOFZME
DR INTELT., RAORERNRLRZLR,

—RIBFREZIT T RVWEE

o fhoOMEMHEEA LA L TRESNLBE

(D ECOG @ Performance Status (PS)

Score E

0 | 2<{BER{EMTED, EMATLFALBEEFENHIRZITX S,

PRSI LWEBIIHIR SN D55, BITAIRET, BIERSE- TOERIITI 203 TE 5,
7l BOEE, BEEE

FITAETH A OFOE N OZ LT X TAREIMEEEITE R, B 50%LL BTy FATHT
+ .

3 [BoN=BSOEDEYOZE LMATERY, BROS0%UEEZy FivlFTRaIT,

4 2FThv, BAOEOEYO I LI TERY, B2y FslBFTBIT,

8




6. MEIZBELTEEIR&FTE

O FNXEFCNA, MSREEESRSET IEREICESEAFIORER OBEIERE
RO BERFEREZ DB L ThLERTAZ &,

@ JREBRLAICESL D, BE I FOFRRICEDHEREREEZ+SHA L, AE2E
ThbHEETDHZ L, :

@ EFRBEMERD<=ZI AL MIOWT

MEMRRBRS LbNEZ ERHDOT, AFOEEIZHT > T, BHRE
R (PR REE, K, REAE) ORBEUIH X RREDOERSE, Bl82r 157
752 &, 72, BEZSCTHE CT, MiF~—V—SORE>E®RT S
Tk

FH)OEEIZEE @ infusion reaction (248 2 TRBAR IS MLDTE 51
217>~ ECRRMT 2 Z L, £7-.2 B B LU OAFB 582 infusion reaction
BHELNEZLLHDHDT, FHREFROFRRELTHRII AL Z AP A
YERETHE, BEOREBE+SICBETHZ L, 728, infusionreaction %
RELEZESIR, ETOMERVERBTLICRET 2 ETRE 2 +08E
FHZL, ,
FIRBEREEER D b d Z L35 5 DT, AF D% 5BGHI & U 551/
I ERIRYIC FR IR RERR E (TSH. %28k T3, B T4 FORE) 2EkT 5
T

FHROBREIZLY, BEOCABRIGIZERT D LB 2 b ke REBSRE
BhbobhdZlidsd, REFPFOONEEAICIE, BRLUEZFRIIS UL
BRI L B Z RO ERD & EHE U CEY) 2RI 21TV, BB DRRE
B L 2BIER RSB AHEIZIE, AFORIETPIE, RURIBERE R
NECEIORESEERTH L, 2B, BIBREFRLELOREIC LY EIE
ROWERRBD bNRWFEIZIL, BIRRE S NVE LSO REMHEF OB
HLERT D,

BREETE, BOAME»CEIARB L THrLRAWERNRERTHIZENH B0,
AHNOBEERTHICHBWERAORBIIZH2IZTHEET 5,

1 BUBEIRIA (BIE 1 BUIRIA 2 &) b bbhn, BRAMEZ F TV F—2 R
CELZERHDHOT, AB, Bl IBHEFOEROBRSCOEED LR IZ+
SDEETHZ L, 1 BIBERBREDNEBAICREEEZPIEL, AR ) 8
RO EZEORIIZABEERITH>Z &,

@ AFIOBERRBRIZBNC, 3AERETE GETE) CESHOTMEZIT-> TV
T EERBEIC, ARBREDIZENNICERRE CHREORREET O I L,
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1. IXL®IC

EEFORNME - TEMEOHEROTZ DI, RAIEZFICESWIBEREHRD
Hd, SHIT, EFEORPRNOESIZLY | FURERRZ L OEHRLRFTHRIERR
FEELDABEINIFC, Iho0EEKEZRICHERBEICRET I Z L PRED
REL - TR BEMEBEE L EOEARSE 2016 CERK 28 456 A 2 ARIREIRE)
KBWTH, BHFNERMSEOFEAOREIHEZRZZ L XT3,

HHERRFERLIT. BREERSLZEM T o 7 7 A VBBEEOEEM EHAL MR
RBEZENHD, ZOH, AYMEUTESEICET BN +2ERMT 5 TOR,
UZERELOBEZB ZIT 2NN BE I LTERT L LB, BIfE
RANBEBRUIBICHERMGE & D2 ERARER—EDEN 2 T EREECEH
THILEBEETHD,

L7z oT, KA K74 Tk, BBRBERESCINETICHELONLTVWAIEREFER -
BEHRCESE UTOEEMORERERZHET BN OLEREH, B2
FRUEBEFEEREZ T, ; _

RB, AAA KT A %, MIITBEEAEIR M ERESEEHE, AREREABRR
MERER TS, —REEEAN B ABRARIES., FFEFEFFEDEAN BB ESRV
— BN B AR BEE OB AO b EERR LT,

B EMRAHERE A7 V—FARBE 20 mg, A7V — AR ABEFE 100 mg (—H
4 =N~ (s Z))

HRERDPEIHE : UIBRARRERLETT - BROIE/NIRT AR

WHBLRAMERVAR : B%. RACR =R L~7 (#BEFHEHL) LT, 1E240mg
% 2 BRER TRE#ET 5,

RO B GE ¥ F NEFERMTESRASH




2. FHRIOKE, ERRF

A7 VR RRFE 20 mg RORARMRHIE 100 mg (—fd : =K< GEsFME

#z), LT, TAH#) %, MNEELTERRSTL A Ly 7 25 (BT VA M-
v ¥—X A7 A7 (BMS) %) 2B% L7t b PD-1 (Programmed cell death-1) (2%}
+T5t M IgG4 £/ 7 u—FAHEKTHS,

PD-1 i, &ML LZY 38K (THIRE, BHIRRE DT F2740% 7 —THIKR) RUF
BERMARIZFIAT D CD28 7 7 3 ) — (T HIROEMH(LZFHBIRICIE & AICHET 24
T#) BT A2ZFHETHD, PD-1 IFHRETHRIZFEE T 5 PD-1 U F (PD-L1
FURPD-L2) LA L. Vo BRICHEIMES ZF A2 EE L TY S BROEWLIREEZ
BIZHAEI LTS, PD-1 VU FidftRREFMIRLSMC E b Ox 2 BRI R
LTRY, BHEEREESREHCUR LZEEHEEIZE TS PD-L1 OFREMBEOLETRF
#HM L ORMIZAOMBEEMERH 5 Z L BAHE XN TVWA (Cancer 2010; 116: 1757-66)
I EMBEAEBE TR THRIEET S A v —Tzr i~ (IFNYy)
X - TPD-Ll OXBERFE I, BB L EERARICRITS PD-L1 OB LHED
AFHME OMICECHEBBERSL S L OBEDL H S (Sci Transl Med 2012;28: 127-37),
X biZ, PD-L1 2 HIFRER X720 M, PURFEMN CDS B T Mt oMREE
EME 2R & 528, H PD-L1 Hifk T PD-1 & PD-L1 L OfE&EHEET S & oM
EEEENREET A Z EBRTEINT WS, FOZ EME PD-1/PD-1 U H o FEEIX, 3
AR TURREMN . T M6 ORBRE R T 2BFO—2 L LTEL LT
Do

AT, EHRBROFE R 5 PD-1 OMbaseEEL (PD-1 U F > FESHRED IHF & L.
PD-1 & PD-1 VAV FEDRERZMETAZ L1280, BPAREREN,: T MiaDiE
HAE R O AMRRIC kT 2 AR ETEE 2 AT 5 2 L TR e itEE R 2~ 7
ZERERINATNS,

INHOHRENG | AFNIEMEER T 5 REREICRVEL2 b0 EHF SR,
BRI BE 2 x5 & L BRRRBRE ER L, A3t KR UEEENHER S
iz, '

AR OERBFICE S BEORERNC L 2RWERS R H b, EEXIIETIC
ELRREMENRD D, FROREDPRTERERZIZTIL, BEOBEL 2TV, BEFE
O NI HEITIE, FE L BRITL U FPR 2 Mk & BRRE RO EA & B L TF
Gl R 21TV, BEOCRERIGIZL ZRMEANEDLN S BAIZIE., BIBKEFL
ELHRIOBREEOBEY LB EITILERD B,



3. ERPRAUEE
GIRFAEARLEAT - BROFNARIE (R LSRR T LB O&BRHICE
24T o e E72BRRRBROREZ 77,

[F2hiE]

(R bR )
OEASE TMEABE (ONO-4538-05 35R)
75 FF R RS T CERIERE A T A YRR B B/ VIR O R LR
#B3# (ECOG Performance Status 0 2 T8 1) 35 #l & xtRIZ, &K 3 mgkg % 2 BREIFRT
AERE L, TEMEEE THHEME (RECIST A FZ7A4 2 L1 IRICESL PR
HIFEIZ LD CR XL PR) X 25.7% (95%IEHEIKM : 14.2~42.1%) Thot, 2B, Fl
IZERE L=l 9.0% Tdh o7z,

@S FEIARRER (CA209017 FABR) (N EnglJ Med 2015; 373: 123-35)

75 FH R L ERIERE 2 A T 2 UIRRRER B #/ IV I BR O R LR
B3 (ECOG Performance Status 0 2 TR 1) 272 ) (AFIEE 135 ., FEZXEAH 137
) ExBiz. FEZFEexiBE LTAHF 3 mgke % 2 BREIERTRIEHFE L,
FEFMER THLI2ETYM (PRE [S%EHEXM]) X, &AABET 923 [7.33~
1327] # B, FEZZEABETE6.01 [513~733] PATHY, R FEZFEAIZ
* LRI AEBREEZ T L (O — K 0.59 [96.85%fEHXH : 0.43~0.81],
p=0.0002 [/&H!l log-rank #&E]),

1.0

0.9

Probability of Survival
o o o o b o
w - w (=] ~ (-]

o
[¥]

=]
o

0.0

T T T T T T T
0 3 6 9 12 15 18 21 24
Overall Survival (Months)
Number of Subjects at Risk
Nivolumab 3 mg/kg
135 113 86 69 52 31 15 7 0
Docetaxel
137 103 68 45 30 14 7 2 0
“ Nivolumab 3 mg/kg (events : 86/135), median and 95% CI: 9.23 (7.33, 13.27)
"~ Docetaxel (events : 113/137), median and 95% CI : 6.01 (5.13, 7.33)

K1 OSDODEARWO Kaplan-Meier th#f (EEB{LSh-%EH)
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(FERT ERERE)
OEMBIMAR (ONO4sI8-063%)
77 F T ER e ST bFERIERE A AT A UBRARER B H/ VX IIBEROKERFE LK
FEHBE (ECOG Performance Status 0 &2 Tr 1) 76 Bl w512, AF| 3 mg/kg % 2 BB
TRIAFHE L, FEVHEB THhHEHE (RECIST A FT7 A 2 1.1 RIZESL HF
FHEIZ L D CRIUEPR) 11 19.7% (95%IEHEM : 12.3~30.0%) Thotz, 2B, F
ANCRE LB 9.0% Th o 7z,

@t/ F MRS (CA209057 FBR) (N Engl J Med 2015; 373: 1627-39)

75 FF A E ST PRIERE 2R T AR ARMEARIB B/ IVH X IIEROERTE LK
FEAE (ECOG Performance Status 0 LU0 1) 582 ) (AHIBf 292 5], K& & &/ 290
Bl) ERRIZ, FeFX3ELE2xBE LTAHA 3 mgkg & 2 BARIFE CABHELE.
FEFMER Th 2 24EFHM (PRE [95%EEEM]) X, FHI#ET 12.19 [9.66~
1498] WA, FEZXEAEETO36 [8.05~1068] ZATHY., FEIZFEFFENIC
*LEHERICEERERZ TR LE (NP —FH 0.73 [95.92%EEKRE : 0.59~0.89],
p=0.0015 [J&5! log-rank #&7E]),

1.0

0.9

0.8

il

=2 9 0
nh o

Probability of Survival
o
o~

o
w
;
;
;
;
r."
r
i

(=]
[¥]
@
&
!

o
L

0.0

Bjs DE S

0 3

T
6

Number of Subjects at Risk

Nivolumab 3 mg/kg

T T T T T T T
9 12 15 18 21 24 27
Overall Survival (Months)

292 232 194 169 146 123 62 32 9 0
Docetaxel
290 244 194 150 11 88 34 10 5 0

= Nivolumab 3 mg/kg (events : 190/292). median and 95% Cl : 12.19 {9.66. 14.98)
“" " Docetaxel (events : 223/290), median and 95% CI : 9.36 (8.05, 10.68)

2 OSSO R#EYT DKaplan-Meierdh#R (EES/L X n7-5EH)



(PD-L1ZBLRIRAI DA M R IR EH)

BB ARG (CA20901 7B K NCA2090573888) IHlAANGNZBED S L,
PEARARIZ B\ TPD-L1 288 Lz EEHRA 5D 58|14 (LLF. IPD-LIFIE)) 12
TEHERRE LN —HOBEDT —Z|ZE3E, PD-LIFERRCREMHENT 21T
ST AR VEZSMOFERIILTOLEY Thotz,

BFEMEIZBE L Tk, RELEBETIX, PDLIORERIZLLT, FEZ2 AL LK
L TAHFE TOSBIER T HHMMBBD bhi,

JERE LB TIL, PD-LIRBERBI%RBOBESIZ FEF AR LIZIEREOERT
Hotz (FED).

foE. BV L. EREEEBLE HIZ, PD-LIOREECL LT, AROLEMT o
Zr7ANMIRERTH -7,

1.0 1.0
0.9 09
0.8 0.8
= 0. =0
H £ 06
2" 7
s 5
20 % 05
;3
.4 s 04
3° 2
. %03
0.2 0.2
0.1 0.1
ag T T T T T T T T o9 T Al T T T T T T
Q 3 6 9 12 15 18 n 24 27 o 3 6 9 12 15 18 7 24 27

Overall Survival (Months) Overall Survival (Months)
Number of Subjects at Risk

Number of Subjects al Risk
Nivolumab 3 mg/kg

Nrvolumab 3 mg/kg

108 82 70 60 48 39 2 17 4 0 123 %8 8 77 7 65 27 13 5 0
Docetaxel Docetaxel

10 87 69 53 38 30 13 5 2 0 123 102 80 61 44 36 13 4 3 0

™ Nivolumab 3 mg/kg (events : 68/123), median and 95% C1: 17.15 (12.09, 20.63)
Docetaxel (events : 93/123), median and 95% C|: 9.00 (7.10, 10.55)
Hazard Ratio (Nivolumab 3 mg/kg over Docetaxel) and 95% CI @ 0.59 (0.43, 0.82)

%~ Nivolumab 3 mg/kg (events : 77/108). median and 95% CI : 10.41 (7.29. 14.26)
Docetaxel (events : 75/101). median and 95% C1: 10.09 (7.36, 11.93)
Hazard Ratio 3 mg/kg over and 95% CI: 0.90 (0.66, 1.24)

B3 CA209057 RE:D PD-L1 FHEERTD 0S OFMIARMTD Kaplan-Meier BiiR
(£E : PD-L1<1% D BEMRA. FE : PD-L1=1%DBEHEE)




[Z2]
(R LB RE) _ o
OEAFE THEFER (ONO-4538-0575%)
#1 REEN5%LLEORIHER

Grade 4 Grade Grade 3-4
BitER®E W RHFE | BE  REFP
(MedDRA iZ X 5 SOC-PT 4335) Hi (%) E¥ (%)
MNEEH 35 35
2% 24 (68.6) 2 ( 57) ;
B R e e TR

RSSO SR
i s

2 ( 57
& st Y d

TANGE BT
M7 TFrRAfRdH—E8mn
Vo EREH
CRMBIOSREE
E7 T I mAE
B HREGR
P EBRRBRBIUH SRS
B B

__ RHMBN=a—u T
TR BRSO RRE
__ Bt

P

ZIERRBL 2
HLEE 2
B 5
BLWK Rk B 2 ( 57

ERD GG S AFETREAIT, MedDRAver I7.UEAVTHRAFA .
Grade!XCTCAE (Common Terminology Criteria for Adverse Events) v4 B AFEARICOGRRIZEL 5,

72k, MAERER2H (5.7%) . KBBEK - EEOTH 26 (57%) . HREEE (¥
Z o NL—REREREE) 36 (8.6%) . FFHEREREE 2 B (5.7%) . HURIRHEREREE 3 #1
(8.6%) . BIBHEREREE 16 (2.9%) . BHEREE (RMEETREMEERZE) 16 (2.9%)
B Rinfusionreaction 2 ] (5.7%) 233 bhiz, £, EEORERES (ﬁfg*ﬁﬁﬁﬁﬂﬁ
BB, SR, BXEES) | TEEBREES. | BRERR. Bk, EEHENE.
Bpige - BEEAE, B EIBEREPLHRIIBD o2 o7z, REHERAREBHERRITYZE
SolEES (BEREEREZ5) 2aU0EFERE2TT,



@S EIHHERER (CA209017385%) (N Engl J Med 2015; 373: 123-35)

#£2 BBEN 5% EOBWER
Grade 4 Grade Grade 3-4 Grade 5
Bl{EFmE FH OEERR | BR  RRE | BH ER%
(MedDRA iz & 5 SOC-PT &H) 5 (%) T (%) B (%)
RRER 131 131 131
2k 76 (58.0) (0
BT i e et o b i gL =
T
§‘t“ - - - oy . -
CREERESIURESMORE 0 . 0 pans s fi
4% F1HE 13 ( 9.9

-SSR RlaRd  (aea ) ClElRER T bR LIRS (180
RO, S GRS
AR EaR 14 (10.7)

BB o P O DO e K
7 ( 53)

EMY #ME ShoAEERAIT, MedDRA ver 17178 AV CHESEF X 7.
Gradel3CTCAE (Common Terminology Criteria for Adverse Events) v4iZHEL 5,

CHERARIURARMREE. G
Ba

7k, RVEMENES 6 6 (4.6%) . K% - EEOTH 11 #] (8.4%) . #EEE (¥
S N U—IERRESE) 13 61 (9.9%) . FFHSREREE 4 B (3.1%) . FRAREEREFETE 5 4
(3.8%) . BHREREE (RAEHEMERLS) 46 3.1%) . EEMENE 1 6] (0.8%)
X Ninfusionreaction 1 il (0.8%) MW bhic, iz, BEEOHEMESE (FEHEHEIRE
R, SR, B|MAEES) . TERBERS. BIBHERS, 1| BERRK. L,
Bazs - BEESS . B E O BEARPLBHRIIIED bhieh o, ARERARBIIRNITYZSF
SOEES (BAREERF230) 2230EHEREYTT.

(FERE_E R
OEMNFE TR (ONO-4538-06305%)

#3 REEN5%UEOBIER
Grade £ Grade Grade 3-4 Grade 5
RIfEFAIRE BEH RER | B RBRER | BH A EHRR
(MedDRA |Z £ 5 SOC-PT 4330) HH (%) =Y (%) ¥ (%)
HEER 76 76 76

21F 64 (84.2) 16 (21.1) (0.0)
SIS e S e S e R SR SRR C I i i o

FRIBRIES T B  W I e e e R
A RBREE Sl el el e kDl e 380y [ B s G0 B e
B 5 ( 6.6)

T 4 ( 53)
Ei 8 (10.5)
A% 4 ( 53)
g 4 ( 53)

— R EEREBICRERMORE : 29 EEARIS A A
EE 9 (11.8) 1 ( 13)
e B 11 (14.5)
R 11 (14.5)

R IRB (70 0 i P a0 SR | 6 18, S AR AT | Ba3t b i B
VLo SERERY A 6 (19| 2 (26

RMBLORREE = i it P2l Bl (~3.9)7
{EFR)D LM EE 4 ( 53) 2 ( 2.6)



1.3)
(i e

BEELR 11 (14.5)
B s e BT el S RN O ) Sl D B

FEMEHEN 4 ( 53 1.3)
R RB SRR g ) o
Mg 4 ( 53) | (2.6)
TEMBLTRT HREE S e Ll (V] SR e T R ) Sp Rt R AR R R
EOFERE 6 ( 79) 1 ( 1.3)
B 11 (14.5)
Bk ESIRE S 4 ( 53)

ERiD HHE SN AEERAIL, MedDRA ver 17.00% AWV THALEF L.
Grade}XCTCAE (Common Terminology Criteria for Adverse Events) v4 B AFBRICOGRRIZHEL 5,

72E. BEMMEBG (53%) . KIBK - EEO THSH (6.6%) . HREE (¥7
v N —IEREREE) 1041 (13.2%) | FFEEREREE 551 (6.6%) . RIS REREE 1061 (13.2%) .
BIEEEREE1H (1.3%) . BEEREE (RETHEEBERS) 48] (53%) & Winfusion
reaction 3% (3.9%) WD LN, 7o, BEOKEEE (KREHRIBEREE. 2B
B, ERBEES) . TEEEERSE. 1BRERRA. Bk, EEGEIE, MKk - fRk,
SEIERRVLHRIIBO b ot, AREARRARRIIYSEROBEESS
(ﬁﬁ@ﬁﬁ%#b&%ﬂ p I =L4t b/—.JT‘;-:)!—G

memdyy) eaURIMART

@A FEIFARER (CA209057 E) (N Engl J Med 2015; 373: 1627-39)
F4 BEEBHNS%LUEOBIHER

Grade 4 Grade Grade 3-4
BI{EREE FHE A REE B RBRE
(MedDRA IZ £ 5 SOC:PT £y3) 2 (%) ¥ (%)
HREH 287 287
199 (69.3) 30 (10.5)
ol eisay ) S e
19 :
DT 258y A s
22 2 ( 0.7)
34 2 ( 07
& 15 _
S TS e o S SR et
=5 29 0.3)
B’ ) 46 1.0)
CRMBEUEREE e e B e O] e
RAREE 30 :
R AR IR AR e e e ) e L)
RE A 16
TEMBIUETERREE T L e g R e Gk W [eee
EIEEE 24

2] 27 1 ( 03)
ER oG SN AEER4LIE, MedDRAver 17 1R AVWTHRAEZ .

GradelXCTCAE (Common Terminology Criteria for Adverse Events) v4{iZHEL 5,

ek, MIEMEMZRE 1061 3.5%) . KIBK - BEOTH 22 6 (7.7%) . #HREE (¥
T v ANV EMREEE) 26 41 (9.1%) | FFRERERES 15 1 (5.2%) . FRIRHEREREE 27
) (9.4%) | BHRERES (RMEMEERRSE) 76 (2.4%) | B - 8% 141 (0.3%)
& OV infusionreaction 8 3] (2.8%) MeBH LN, £/-. BEEDOHEEEE (MEEIRLE

9



R, ZALHE, BREEY) . TEARERS, BIBRERSE. 1 HERK, B,
HEREMEE, 5L BEREOLHRITEBD DR ol ARERAREIRILTI YL
SoMERS (BAREEREZEL) 2e0EMEREZTT.

10



[A - AE]
- AROBEREMBBTT NV ERMALILY I 2 b—vaic kY, A3 megke UK
H) X240 mg % 2 ARBRCTRE L-BEoFA omEFRESRI SN, TOK
R, FH 240 mg 2 HRE LBEOBRERIT, FAl 3mgkg 2RE LICREOREBR L B
LTEEZFRTETFRSNTZHDOD, BARAABBICBWTAEELRERINATWSH
% HE (10mgkg % 2 BREIBIRCTHRE) TAAIZRE LIZBEORER L & L TEME
ERTETFRIENT (FR), MA T, BROBEICEIT A7 — 2 IcES% | A% 3 mg/ke
(#FHE) it 240 mg % 2 BREERTRE LI-EBEOAFIOBREER L Ao ik et
OBEZRFT ABRBELOSET APBEI N, YEBEEIZ OV TRABIThRRER,
LEROME - AEOB AR OEEMICHARMm 2 EZR IRV ETFRIS L,
£5 FHOEHBE T A—F

- R Crax Cmind14 Cavgd14 Crnax,ss Comin,ss Cavgss
(ng/mL) (ng/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL)
Fmelke QIW (35.523 '760.3) (10.17?_264‘5) (17.211,"333.9) (75.1)1 31 71) (27?12,':07) (42.717,'?27)
A0 mgh2W 4 51.712,203) (152 §4.6) (25.31‘,1'417. ) (19;,5354) (41?5??58} (62.11(,)9} 87)
10img/kg CIW (14;,9 ;1 9) (512'7?9.2) (79?00,'21;14) (33?,9 §32) (183,l ;13} (23?/,7286)

P (5%, 95%) . Q2W : 2VARIIBR. Cmax : HIEIR S HE OB EMBEFEE. Cunas : FIEHRE5#14
BBIZBTHBIEMBEPRE, Cueas: FIEHRES%148 B ETOEHMIFFRE, Cnxs 1 EFIRIEIZIE
JAEMMBFBE, Cuns : EFRBICBSIT2RIEMFPRE. Cups : EFWIBICEIT 5 EHMmiE P
R :

11



4. HEFRITOWT

ARG LTHEARGERE (20HE) PBREbhTWaZ b, Y%AEL2E
YNZERTE DR THOINERD D, TO LT, FEOBRE I BEE 2 BEZZH - 5
EL, AFOEEICL Y EERBEREZRR LIZBRICHINT 5 Z L B SBERD, LT
DOO~QDFTRTEMITHRICBWTERTHIETH S,

D KERIZOWT

@1 FRd (1) ~ 5) OWTFRNTEYTIHRTHDEZ &,

(1) JEAESBIRE S ET 505 A B RO SRR (ERERFIRAS A B GE L SR
Huds A3 A S HOEBENL SURPE, RS AU HRRPE: &) (R 304F 4 H 1 BIRFR 1 437
M%)

(2) ¥EREERRE (CERK294 6 A 1 BRER : 85 figak)

() FEFRMENBET 2B ABREESFE (BAZFOESIEERBT. A2 RE
WAHFEBE, S ASRCEESHERE R /2 &)

(4) SFICFRIEZELZRE L, SREFEREME | USSR bSFREME 2 O B
WA EHEIT-o TWARERR (CERK 2847 A 1 BERR : 2540 Hik)

(5) MEMIEERAG EEMEORREEIAR L BHEZIT- TV AHE (FRk 28 4 7
A 1 BREA : 1290 HizR)

®-2 HEOLFHER ORIE AR OIS 53 7285 & BB 2 OERM (TRO
WTRNIZREY T B ER) 23, UBREOFFICETSERORES & LTRESH
TWSZ &,

=

o ERGIFESGHE 2 FOMBPHEEZL T L2®&IZ 5 FLLEDOB ABROBERIE %
fToTWAZ &, 59H, 2L T, BAEYERES XL LEBKREEFZOHEL
IToTWAZ &,

o  [ERMGIFEGEHE 2 FOUMMHMELRET L&IZ 4 FLLEOBRBEREREZA LTS
Tk, 9b, 3FEU LR, EONARYREL SUERBRFEOBRKIHEZIT -
T gLy

@ BEADERMEHEROEHIZONT

EEIEREHINFTIEEENRES N, BECENLOFREQ, A&
EMERFHBEROFAR CEMS I T 5 F8ERMt. AFFRPBELLBEORE
K, FRELHIITONLFRIBE--THE T L,

12




@ BHER~ORIIZ2NT

- ©®-1 mRHicEvE =, LN
FEMREBREDOEEZBIERSRA LEBRIZ, 24 REIZEERI O T, Yzl X

TR MR IZ BV T BB UZEWERICE U TAREER U CT Z0BIER D& L

ERREOKEENPLBRICH LN, EBICHIGFRERERBESTVWEZ &,

®-2 ERHEEIC L 5FFHESMGICET BN

BABFICED 2 HEMNRABEUEREA T IEREEFENBERE=2 ) 7
EEDLERDORZ ) —= T 2TVERE LFREL LA TE 55— 2AERFHIDE
EShTWBZ e, 28, BEGARIZOVWT, BABE EZORKCHoICAMShT
WAz &,

@-3 BIER ORHTeRISIZE LT
BIVER (MEMMERICINZ, EREFEE, L%, iR, SREEHRARE. KX,

HEOTH, 1 BERE. ITHERE, FIRBREEEE, #&EE. TE8F (Brse-
FABEBEEBEREZ ST, BIBESE, MK, EEORERE., ##IRMA2ZERE, infusion
reaction, FRfEME M/ MRIBAMESEEDR (ITP) . ME ORERL ., Wis RS, DEES (L
FEARE) - AR - DEMEBMNES) . BLHRLSE) o5 LT, YRR ULEMER
HWREOFMEZF T SEM L EE L (BHERORH-SHIGIZE L TIHRERUEEZ T
LNDAEBFIZHDHZ L), BEHICEERABRTE 2 EHBESTWEZ &,
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5. #EXRLIRHBE
[ZetIcBEd 5 %E]
O TRREYTIBEIZOVWTRAFORENERE SN TWDHZ LA b, REZ1T
iR E,
o FAIDORESITR LIBBEDBEERED H 5 BE

@ WREAOFEICEWTTRICES T 2BEF IOV T, AAOR GRS L2y

P, fOBFERIRBES 2 WBAICRY , BECAFIZERTI L E2EETE D,

o HEMMEBROSHFXIIBEEDOSH DEBE

o EEESRE CEEE LR 2 BE K UTREIE O BUR BRI R0 /G i 5
LD RIEMELR AN D BE

o HERERBOAD. ITBHENLZE L IXHEREO B CRERBORERED
HoHBE

o [EBRBHEE (EnHMRBHEEEZED) OH5EE

*  ECOG Performance Status 3-4 ®V D B #&

[HzhiEIz B3 5 HFE]
@ TROBHEFIZBWTHEAOAESRIES N TV S,
o FSFFRRE S LERIERLZ AT HURARLTB B/ IVHXIIEREDOR

¥ LR EE
o TIFFHRAIEETCERIERE AT S UERARERTB $/ IV IIBREOH
R LERERE

723, ERE LR TEGFREEFER N IIALK@M ARG FBERE ISV T,
BEH| & LTEGFRF v %0 %+ —FHEH VIALKF v & ¥ —EHREFAO
RREA T HHEE,

(%) gCOG @ Performance Status (PS)

Score EH

0 | &<MELEHTES. BHEFELBBEENHREITZD,

AERICE LWEBIIHIREI NS, BITARET, BIFESE - TOFERIITIZ LR TESD,

Vo gl e, BREx

" FITARECHASOEOEY O T TR TARELEAFEERTER Y, BPO 50%LL LX<y FATHRT
_g—

3 BoHN-BS0EOREY DI L LMATERY, BHRD 0% LR~y FOBFTRIT,

L@, BAOEOEYOI LT TERY, BRIy FiBETFTRI+,

14




@ TFRICKSTZAFIHTHAMORERCEAFEIC OV, ARIOA M
BRI ENTRLT. AAOBEAE L 25720, - '
o LEREREROBE
. MBI
o« MORBMEER L AL TRE SRS

@ MEZEATA FI4 > (AAMBESHR) 128V T, ECOG Performance Status 0~ 1
™D =75 %Ll k. it ECOG Performance Status 2 P o BBE Tk, 53 HRHE
B (FEZXELE) OBABRENHERINTEY ., 77 F 1A OFER#HREIT
BWEDERENRRNWT—ARH D, ZOBEE, 75 FFRAORNEER 2 &b
F 3 HANEBAHEA TOREEZ AT 2REFCLRVW TR, AFloRGEL2EEBTE
i

@ AANTBAFEMHRBRIIRBNT, RELEBEVERFELEEEOWThOBREICR
Wb FEsFeAEICH L TREESRIEEN TS, 2L, #RFERED
BETIX, PD-LIERRICIVADEOHANRERL Z E B TRENLEREES
NTWAZLehn, FREEEBEOBECBVTIIPD-LIRRERbHEL- LTA
HOBEREOHEEZT 52 EREE LW,

* PD-LI BHRIR %KM THDZ EVPERENERELEBBEIZBWLTIL,
RRI, FEZ XA ZEOFALNOREEERRORS 2EBLT D, ®?

s RaFulX=T (BicFHER) O =4 2K (R4  PD-L1THC
22C3pharmDx [#=1] ) iIZXY PD-L1 BIALZ2HR L -HRELEBEORE
TH-T. AFOZWIE (HkF7E4 : PD-L1IHC28-8 pharmDx [F =] ) itk 3
BRAEIR#ELRSSICE, L TOXMELSEZ I AFORED A S EHRFTX
Do

ICHRE)
» Andreas H Scheell et al. : Mod Pathol. 2016; 29: 1165-72
Fred R. Hirsch et al. : J Thorac. Oncol. 2016; 10.1016/j.jtho.2016.11.2228
Marianne J. Ratcliffe et al. : Poster presented at the American Association for Cancer
Research (AACR) Annual Meeting 2016; New Orleans, LA, USA; April 16-20,
2016

ED 2L, ORBEEEROREIZOVT, R MEREICRYST S L oM, BFEFREE A
HEWEHDOREROBENIH L%, EFEFLREY LA IA-BE (BIESB) oW TIXE DRy
TiIievy,

o



6. MEWBRLTHEETREEH

O WAEHFITMZ, BERFER PRS2 TS ITES & AR ORFME R OEERE
OO LBERERY 2B L TheERT LI L&,

@ JRRBRLAICES L, BEIIFOFRICAIMROEREZ +oHAL, REL/
ThoRETHZ L,

@ FERFEERMBIZBWTIL, PD-L1 BHFELRHER L L TARORE RIS EZHIET5
ZENEE LW, PD-L1 BERENFER TERWVIESITIE, FAOEROES %8
TzHr L ETRET A Z &,

@ ERBHERO~F VAL oW T

MEMMERRLLONAZ ERHEOT, AHOEREIZHT- - Tik, BFRIE
R (FRIREREE, mHk, BAE) ORELVREE X BRECERE. BEL+4
LTS 2k, . MBS UTHEE CT, MiE~—V—%¥0RELERT S
Sl

AR O G TEE D infusion reaction (i z TEARFIZ SRR OTE A HE
iz T>7= ECRtGT 5 Z &, £72.2 B B LIBEOEHFF 5KFIZ infusion reaction
BHbbhbZ EbdhdDT, FHREGEPROUFABREETHRIT AL ZNAHA
VERIETHE, BEOREEL+4ICBIET 52 L, 7233, infusion reaction %
HEHLZHEITE, ETORERWERSZERICEE T 5 TRE = +o8l%E
TEE B,

FURBRHBEREE R H bbb Z & 23h 5 DT, AK 0 5B a1 & U 5 51/
FILEMAIC R EERR T (TSH. 2R T3, &Rt T4 E0RE) 2EkT 5
&

AR OBEIZLY | WMEOREISICERT 2 L EX DI HHkL REBORHE
BHoLbNAZENHD, RENEDONTZHESITE, BRLEFRIZG L
BRI AR & R A2 FFOER & B U CEY)RERZETEITV., REORE
BT K 2 RIERA R &DILAEEICIE, AFROERE TP IE, RURIERESR
NECROBREESEBEERTHZ L, 2B, BIBREARLVECOBREIZEVEIE
HAOWENRD bNRVIEEITIE, BIERER/VE U ORE MG o8
bERT 5, |

BERTH, B0AM»OH P ARB L THhEWERRRETAZ LB H,
AHOEXRTRICOEWVERDOER I+ 2ICERET 5,

1 BUBEIRA (BUGE | EERIB 2 ET) Bbobh, BERFBEES T F—2 2
KEHZEBHHDOT, OB, Bl IBHFEOEROERCMEED LRIz
SEBETHI L, | RERFESEDNBAICIRSEPLEL, A2 V]
RO 5EOREELLBEEZITI Z L,

® AROBRKRARIZIBWT, \ERWEPG9BRB. THLRBIE, RERE»L 14
Mk 3 EREGRT Z L ICHRIMEOFMEIT-> TV Z L2 BB T, KRAKREHIX
EHRICEBRRE THROMRBLZITI Z L,
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HE. WERS, HBEEMELRZEEROSEE

< FEFFEARERLRIBE>
BEELEHIGOHDBE
REELZEHLTWERE

RBEA LBEEDEDN S BE

i AEEANIRBCEDBERERE D H 5 BE
EROTER L TW AR OH 5 BE

< FEFFEARMERERELRDIBE>
BHNH OH D BHE

A MR R I IRRAEIE D & 5 B
FrEEDH 5 BHE

BEEOHLBE

FEOHDHBE

THRT S WREE D H D BE

< FEF X EAOEAZEIER>

B EEH

Sem P IRIR « T A T
Hia, fA4, FrseeRE
BHEERL

FIE MRS, BOARAERE

D4

TR FNEEEEH (DIC)
IBEZIL., Bltim, EhtERBR, KBR
ANFr R ‘
DR R AR I (R

BERESE

(FE 2) Bl

FERASIERRIER¥ (Stevens - Johnson SEREF) . PEMREIEIEIRE (Lyell FEIREE) . ZTEALHE

L7 W=7, WK, FE - SETE
DFPTEZE, FRAR MDA ZEARAE

R YLAE
MFIRFNE o RESDILEEE (SIADH)

HELONRZEOMESR, MER, REHEES, NEORDEEOFREIEEBEE. Radiation

Recall HZ

17



EEFEHEET A FT7 4 v
=R=7 (BizFRE#RZ)
(R7E4 : A7 —RRERRE 20 mg, F 7 —R R EERE 100 mg)

~BERBE~

SERR 2 942 A (EREK 3 04 8 AHET)
B A F @A



=R/

e

HLbic

AFIORR, (ERERF

R IR B AR

MEERIZ DWW T

BREXRLE L DBE
BEICELTEETR&EEE

P2
P3
P4
P19
P21
P23



1. XL®IZ

ERGHOFHE - BEMOFEROI DI, TITXEFICESVICEERERSRD
HB, &bz, MECREEFOESRIZE Y, AEEERZ X OEFHOL2EHHRIERR
FEEXLEARBENIPT, ChoDERRFEICHERBEICRET 2 L3EED
BEL 2o TR BFEMEGEE & tEDEAFE 2016 (Frk 28 46 A 2 BHRAFRIRE)
IZBWThH, EFMERMEOFERORKBEIHEEZREZ L ENTVA,

FHEREFERLIL, BRERASCZEM T2 7 7 A VHBEFOERR LA L NI
RBEZLEDRHDB, ZDH, FIMECEEHICET2ERB+EET HE TOR.,
C MEEERGOBREZEZITA I LNEFINIBEICH L TERT L LB, BIFE

AMRBEE LI MNELRNEE & D2 & NAMEe—EDEM % M- T EREEE cEH
THRIENEETH D,

Li=BoT, BHA FT4 0T, BREELCINETIIBLNATWVWAEFESEN -
B RMIcESE UTOERMORERERZHET 2B LELREH, B2
FROEEFREETT,

B, BAHA FTA 0, MTBREANERE M ERESRAEHE, AREEEABRR
FRRIER P2, —RHEEEA B ABKANRIES R OAREHREAN B ARERERES 0%
Db EVERRL T2,

HMBLERDERS 7V —REARHE 20 mg, 7P —FRRHEHE 100 mg (—i%
& =AR~7 (BEEFHEBRZ))

HBERDMENEIHE - BHEEAE

WABERARERCAR: BE. RACIE=RAL~T7 (BiEF4#Z) & LT, 18 240mg
% 2 ARIMR TRIEFET 5, L, BEHEARICEIT DT
MEREDOR AL, HREMEIZ 12 VARMETLT 5,
BIGUBRARE2EBEHRAMEICH L TA B Y Av 7 (BicTHE
z) LR AEEE. BE. BAIKR=A LT (AR
%) LT, 1E80mg % 3 MHEMRT 4 BIRARFET D, £O
%, =AN~7 (BFH#H#EZ) & LT, 18240 mg % 2 @fH
MR TREFRET 5,

B R oAE ¥ EDNEFER TEKASH

(%)

EMBREEICET S Y — R A SRR SOmg(— R4 A ) A<=7 GRETHBRZ))

ORRENIIFE. RERUVHE

h B8 X1 2 R RIBURAELEMEGNE

BEREUOCHAE: B RAIRAEY A7 (BEFEBZ) & LTI1HES3 mgke

(RE) % 3 HEMR T4 BARRET 5, 2B, thOFEMEER

FEPFRATHHEEIT. =FA~7 CRIsFHEBRZ) AT A Z L,




2. BHIORKE. ERBERF
AT VR REFE 20 mg X OFAHERE 100 mg (—4 =R~ T (BiETHE

Bz)., LT, TAFD &, MEERTEHRRSH L AT Ly I R BTV X -
v A¥—A RZ7A47 (BMS) #b) BB L7/t b PD-1 (Programmed cell death-1) (Z3%f
35k MM IgGs £ 7 u—FAHEKTH S,

PD-1 1L, &ML LI2Y 3%k (THIAE, BHREE T F =27 4% 5 —T M) RUYFE
BER M RIRT 5 CD28 7 7 2 U — (T MR OFEML 2 HBIRIC E & AICHIET 55
FH) KRBT OIRFERTH S, PD-1 RAFETFMIICREEYT S PD-1 V7 F (PD-LI
BOPD-L2) LREAL. UV BRicitE s 7P 2 EE LT 3 RoFE M LIREER
RAICAE L TWS, PD-1 U Ay FidftRiEmMELI Mz e b Ok~ 2R ICFER
LTRY, EMREREBEN LUK LEEMEKIZKIT S PD-L1 OFBE LIFEOERF
M & OMICADOHBERRNH D Z EBRE SN TVWS (Cancer 2010; 116: 1757-66)
e EMBRAEERE TITABSE T MREELET S ¥ —T7 =< (IFN-y)
IZX>TPD-L1 OFBIEMBFE I, BE LIZEEARICEITS PD-L1 OXEJR LiFED
ATFEIR E ORIC EOHBRBESH S & DBELH S (Sci Transl Med 2012; 28: 127-37).,
S 512, PD-L1 Z o5&l R X2 AMAIE. FRERM CDS Bt T Mo MiREE
EHEBEFHIE503, H1PD-L1 UK T PD-1 & PD-L1 & DESZAETS & FDOMAR
EEFERENEET L EBRRINTVS, EOZ L5 PD-1/PD-1 U H o FERIE, 28
AR TURAF R T MIEH» O ORBEREET A2MF0—2 L LTEX LN TW
=

AFNL, KERROFERDN S PD-1 OHIRRAEEL (PD-1 U 7 FiEAHEER) IS L.
PD-1 & PD-1 VAV FEDOREZMETHILIZLY., BARESREN,: T #HBROE
AL RO AMBIC KT 2 MRESEE BB T A 2 L CRENREEDR LR T
TEDBHEREIN TN,

A ORI S BB ORBERISIC & 5 BHEMS 15 bbh, EEXIETIC
EDARMEN S D, AROBRT PRGBS RITIE, BEOBEE -HITT. RENH
D HNH AT, BE LT BRI U 7= BP0 400 & KR8 % Fr DBEAT L 8 L Ol
GRERIBWET . BEORERIGIC L BEHERARDN S HEICE, BIBRESNY
LA OB EEOEG OB AT BERD B,



3. BEPRRRAK
BB EOEKRFICFEME T o T ERBERABR OB 2 <7,

[A%hit]
OENE D5 (ONO-4538-02 FRER)

FHATY (BT, [DTIC)) 1T X BLFRIEREL AT HRIGEIMRA R I/ IV
NITEROEMBEAEEBH (ECOG Performance Status 0 TN 1) 35 Bl& xRz, &H| 2
mg/kg % 3 BRIMR CTRMHE Lz, TEHEEE THHEFR (RECIST A K7 A
V11 RRICES S i EIC L A CR T PR) 1322.9% (90%(54E XM : 13.4~36.2%)
Thotz, 2B, FANIRE LBMEIX 125% Th o7,

@EMNE I FERE (ONO-4538-08 3ER)

{LEFIERBREOBRIBEBRAR LI/ VX IHROBHEAEMBSE (ECOG
Performance Status 0 & T} 1) 24 i 2 %812, AF) 3 mg/kg % 2 WEIMIRR T RBE#E L7,
FEIFMER ThH H5EZHER (RECIST HA4 FF A2 1.1 BRIZES FRHEIZL S CR
NIt PR) 1Z 29.2% (90%IEFEREM : 16.7~459%) Th-oiz, ¥, FRICHRE L7
EIX 6.0%Tdh oz,

@B/ B MRS (CA209066 FRER) "

vraf v 7 AREY 4 WV ABBEFESSFERZ Bl (LLF, [BRAF)) V600 ER D72
VL EFRERIBROBIGOBRARELZIH/ VA X IHEREOESHBRAEMBSE (ECOG
Performance Status 0 28 1) 418 il (AHKIBE 210 #, DTIC B 208 #il) %Zxf&iz. DTIC
ZxtPR & L TAHF 3mgkg & 2 BERIFIRTREEHE L & & 0FEROE2M 2R
L7z, EEHMEERB CHH2EFHFE CLTF. T0S)) (hRAE [95%EFE|EM]) OPH
FEATHE 1T, AFIBHINE" [NE~NE] # H. DTIC# T 10.84 [9.33~12.09] # A TH
h . AHiZ DTIC iZxt LEFHFEMICAEBRERZ7R Lz (Y — R 0.42 [99.79%f5#R
X : 0.25~0.73]. p<0.0001 [fBHI log-rank BRE], 2014 £ 6 A 24 BT —# v b
7

* HEEARHE (BIF. FHR)



1.0
0.9- i~ s
T kD AR B

0.8
0.7
% g.:- m-\
% .4- .

‘GCB%__!
0.3 ' &,
0.2- o
0.1
1 G R e
0 3 6 9 12 15 18
at risk2¥, $7FR (A)
FHIBE 210 185 150 105 45 8 0
AN B 208 177 123 82 22 3 0

K1 OS ® Kaplan-Meier iR

@HESEIFERER (CA209037 RE) ?

AV LAvT (BT z) (LIF, 4 Y A~7 ) XiX BRAF [HEAIZ &1k
FREBZATORBYURAELZIN/VHEIIEROEHEGERSE (ECOG
Performance Status 0 2 T8 1) 405 B (AR 272 B, {LF8E (DTIC XX VR T FF
7Y FXEALEOHA) B 133 81 2RI, BEREL AR L UTEA 3 me/kg
2 BMERCTRBHFE L ZORIMRVCEEMZ B Lz, TEFMEHTH S
FhE (RECIST HA FT A2 1.1 BRIZES S FRHEFEIZE D CR i PR) [Z2WTE
RIBHBE S N=RAO 120 BlEEATHRERE L THRBTZITo 28R, KRBT
31.7% (95%IEHEXR : 23.5~40.8%, 20144E3 B 10 BF—# v v 47) THholz,
7B, FHCEDEROBMBEIRREL TWWiehok, b I —2OFEFMEE THD 08

(Ml [95%EIEXE]) {22\ T 182 B]DA X2+ (FEL) FIZTHEFT 21T - 7=
R, ARBET 1547 [1239~NE] 7 A, {LFHRIEF T 13.67 [11.50~NE] A TH Y,
AR EFEIC A LG ERICA R RER Z TR IR o7 (N — FH 0.93 [95%f5
HHEE : 0.68~1.26], p=0.6299 [J@5/ log-rank #2E]. 20144 11 H 2 BF—& v b
FF)

GEMFIHERER (ONO-4538-17 )
ILFEFERBROBIBUIR AN/ VE N IIBROEMEAREAESE (ECOG

Performance Status 0 XU 1) 30 Al Z2xtRIC, FAE A ) A=TH20H (LT, [FRA

+A Y A=T)) " BE L, FEEER ThHHEZF (RECIST 1 F7 1 1.1 K



CESHRHFEICL D CR XIT PR) 11 333% (95%IEMIXM : 17.3~52.8%) Th-

oo B, BRNCREL-FMEIX23.8%THh o7,
A I mghkg (FKE) LAYV A7 Imgke (KE) 2R B I3 ARG T 4 BEAEHE L%,
AH 3 mg/kg (KE) % 2 BRARRR T ARRE L, BHRRERICBVTIL. AR ZRMICES L,
LAY AT IEROBERT 55 30 S EORBRE BV TERE 2 L,

®EA B IMFHRER (CA209067 RER)

(L FERERIBROBIGUIRARELZIH/ IV o BN BAEAESE (ECOG Performance
Status 0 T 1) 945 6 (ARHFI+A VY L~T7 8314 Fl, AFBE3I6H., AV~
B3I H) 2RI, A1) ATHEEGEHBE LTER+ A V) A-TERERUAH
BEOEMERUCEZEEZ R Lz, TEFMIEAR THh 5 0S (P RE [95%FEXM])
DRHREIFRERIT, AF+A ) A~ 7H TNE [NE~NE] & H., AHI# TNE [29.08
~NE] #A. A ) A-7HTI19.98 [17.08~2461] WA THY ., FH+A ) s=T
BER RS IZAE) 2w THREICH LR FMICABRERZ T LE (B +1
v Aw TG ~YF— R 0.55 [98%E8EX : 0.42~0.72]. p<0.0001 [f&%! log-fank
BRIE]. AEI G ~Y— FE 0.63 [98%{E#EX ] : 0.48~0.81], p<0.0001 [J&5! log-rank
BE]. 20166E£8 81 BF—# v bA7),

1.0
09
0.8 e sl
0.7 _\\\_ B o
o6y o e
E 0.6 A W’W
F 05 )
F o4 "o
: e FMAAEULTTH M
0.3 A FM cte o)
0.2 O AEYLTTH
0.1 *, ARUO : T91Y
0.04 . . , , i . , , . . , ,
. 0 3 6 9 12 15 18 21 24 27 30 33 36 39
at risk3 EFME (B)
EM+AEYLTTE 314 202 265 247 226 221 209 200 198 192 170 49
FMB 316 292 265 244 230 213 201 191 181 175 157 55
AEYLITEH 315 285 254 228 205 182 164 149 136 129 104 34

X 2 OS ® Kaplan-Meier Bi##

*: AH 1 mpkeg (FFE) &4 B ) AT Imgkg (RE) 2R B2 3 BEREFMRT 4 B REWELZE,
#H 3 mghkg (BE) % 2 BRMRCRABRREL L, HARSRIIBW L, AFZEMICRSE
L. A A= TI3EAORERTH 5 30 7L EORRE BV THRE 2R L.

R ABRIBUBARELREMEAEBRE 2 HRICEE| + A BV AT HRE IOV TR
L7178 1 EREE (CA209004 RE) D adk— b 8 12BI1F H5ENE (modified WHO %
#EZHE-< CR XWX PR) i, {bLEFIERIBFBS T 46.4% (13/28 5], 95%(5HEXMH] :



27.5~66.1%) . {LFHIEBETAFRBE T 38.5% (5/13 #. 95%(EHHIXH : 13.9~68.4%) T
E)OTCD -

(PD-L1 FEFLR IR DA ZIE K N 24H)

ESEIHARER (CA209067RER) ICHAANBN-BEDOT —FICES &, EERR
WBWTPD-LIZRE L -EBARA S 5EE (LT, PD-LIRERE]) JICEEN
WA 21T > AR R EH OB RIZILUTO LB Y Thol,

BHhMEIZBE LT, PD-LIFRBEEN1%EFH (PD-L1<1%) OBRELEM L HE L T1%2 E

(PD-L121%) DRBREFEMTA B Y A7 D ERERPMEVER 2R S 7z (TR)

(=]

BB, A+ A Y ATHOLEM T 7 7 4 VIEIPD-L1<1%DEBHFEME LPD-L1=
1%DBEEMTRETH -,

PD-L1RIE1%KAR

1.0 fyy

[k:]
o8
07
06
0.5

W

04

R ER+EULTIR =,
0.3 -ﬁ- WG Mh&!b
02| -© fEYLTTH
01 * ARUYO : 1TGY
0.0
0 3 8 9 12 15 18 21 24 27 30 33 36
at sk £aMR (D)
FM+HAEYLTI| 123 113 102 91 82 B2 79 74 74 72 66 18 4
FMB® 117 103 86 76 73 65 62 59 57 55 50 16 2
AEYLTIE 13 9% 87 79 71 61 57 50 44 43 32 10 1

39

o
]
0

PD-L1RRE1%LLE

10f
09
0.8
07
06
0.5

W

04
03
0.2
01

0.0

.
A EMEAEULTIN &

A EZRn
- A2UATIR
* ARUO - T@Y

at risk¥ ’
FM+AEVLTTH 155
FME 171
VLTI 164

—T T

3 6 9 12 15 18 21 24 27
EFMM. (A)

144 132 127 116 112 105 102 101 99

165 158 148 139 13} 122 117 112 108

155 138 126 115 102 89 83 17 74

3 CA209067 RBR @ PD-L1 EH BRI TD 0S @ Kaplan-Meier Hi#R
(Z£H : PD-L1<1%DBEHE, FE : PD-L121%0BEHEMH)

28R

27

21

Noaow B

39

(=}



@EBELFFMFEFE (ONO-4538-21/CA20923875%)

FATIERE OMb/c B/ IVE oEERAERE 006 ] (AAANBRE 28 fl2ETe, AHIRE
453, A ) AvT GEETFEHRZ) B4530) ZHBIZ, A ) AT 23R ELT
AH) 3 mg/kg & 2 WM THARRE L L EORMMER LS 2B Lz, T
HA THHERRETHR (PRE [95%EHERK] ) OPRBITRERIL. A/ T NE

[NE~NE] # A, A ¥V LA<=7EBTNE [1656~NE] ATHY, FAHliZA ) b~=7
Ikt LSEEH I A B R IER 277 LTz (N — R 0.65 [97.56%/E KR - 0.51~0.83] |
p<0.0001 [J&HI log-rank #R7E], 20176 A 12 BT —# v b47) .

* : AJCC (American Joint Committee on Cancer) A#I5¥E (B 7h) (12E-S< §1,

1.01
) N
—©— - AEYLITTE
0.81
0.7 ol
3 T TR e Ao - A &
B 06 i W
ﬁ 05 M
T 041
E
0.31
0.2
0.1
0.0 T T T T T T T T T
0 3 6 9 12 15 18 21 24 27
at risk ¥ S|EBREFHR(A)

AFIBE 453 399 353 332 311 291 249 71 5 0
AEYLITE 453 364 314 269 252 225 184 56 2 0

X4 EFFREFHM O Kaplan-Meier B



[Z&21E]
OEMEH TR (ONO-4538-02 AB) _ TS
BEFEZRITILH (100%) ZRHLH, FHEORRBERTETERVEETFRIT
30/35 B (85.7%) ITRH BT, HEER 5%LULOBHERIITROLBY Tholz,
F1 REER %L EOBHER

BERKRSER Bl (%)
EAGE 35 1
(MedDRA/J ver.16.0) £ Grade Grade 3 ILE

2RIER 30 (85.7) 9 (25.7)
BouEE = =

 EE
CHRRREE

(11.4) 1 {29)

ALT 8 4
AST #8hn 5 (14.3) 2-6.1)
M7 AT 3 il 2 (57 0
e CK 88/ 5 (14.3) 3 (8.6)
Mz L7 =8 2 (5.7 0
w7 R R 2 (57 0
s LDH #8h0 5 (14.3) 1 (2.9)
e TSH ¥ 3 (8.6) 0
9 TSH #n 7 (20.0) 0
CRP #8/m 5 (14.3) 1 (2.9)
FFEEERIE D 4 (11.4) 0
y-GTP 38/ 4 (11.4) 4 (11.4)
RE7 KBt 2 (57 0
~ES O 3 (8.6) 1 (29)
U RO 5 (14.3) 1(29)
R ER S 2 (57 1 (29)
ERARMERT 2 (57 0
/MR 2 (57 1 (29)
7 i BR ¥R 2 (57) 1 (2.9)
3 fn BRE L 6 (17.1) 0
HERE T3 HE0 2 (5.7) 0
HERE T3 B 8 (22.9) 0
ERE T4 B 6 (17.1) 0
SPEBE T4 B0 2 (57) 0
Y o= FHEFHEMm 3 (8.6) 0
A ALP H8A0 5 (14.3) 1 (2.9)
FUH BRIt 3 (8.6) 0
i~ — 5 —1ghn 2 (57 0
HUEEHL AR 2 (57) 0
Ll A S N =3 o %)) 4 (11.4) 0
me CK @4 2 (57 0
BEBER LU SAREE : :
AR 2 (57 0
RREE s
B EE 2 (57) 0
FiE =2 —nsiF— 2 (57 0
EE LU TGRS



BERRSR B (%)

BN 35 4

(MedDRA/J ver.16.0) £ Grade Grade 3 EL
EER 6 (17.1) 0

% 9D EE 11 (31.4) 0
5 2 (57) 0
BER R R 2 2 (57 0
REIRTER 4% 2 (57 0

B Gsm ' 4 (11.4) 0

7B, FIEMEMES 1H (2.9%) . KEBK - BEEOTH 1 (2.9%) . #iRES 4 4
(11.4%) . FPERREREE S 61 (14.3%) . BHERERE 26 (5.7%) . FRIREHEERES 8 )
(22.9%) . BIBEE 16 (2.9%) . EEOEMES 1 #] (2.9%) ROSE S REE 1 H
(2.9%) BBRDHON, T, TEEHAERE. infusion reaction, 1 BUFERI. BE.
BEEMEE, MK - B, DK, Hr. Tk, BBBREE/ I A F—RUR
FetE /MR HESEBER IR S e oo, A BIEFARILRIIZ, SiEFROME
5 (MEAREHEREZE0) 280EHEREEZTT.

Q@EME THERER (ONO-4538-08 RER)

AEFRIT 2224 B 91.7%) ICRD BN, AHEORRBERBEETERVWAEF
5031824 1 (75.0%) (ZBH bhiz, FHEEN WL LORIERIITERD LB THo
i

2 BEER %L EORER

HERRSR il (%)
HAGE 24 4]

(MedDRA/J ver.18.0) 4 Grade Grade 3 Bl 1
£RIfER 18 (75.0) 2 (8.3)
PR N e A R

AR B (T E 6 (250) 0
b Bgﬁgﬁq" ,..‘\ei.. ¥ S - 1" z ot : et A L :.u --.“. G R SRR AP T LN )
BL _ M 2 (8.3) _ 0
— - AFEER LRSS o®RE 0 ' o SRR L G
e Bk 4 (16.7) 0 :
ﬂ*ﬁﬁ; £ 2 : _fe'%.‘,:,--:.;_ ; SRR L L R
EEB : o 2.(83) o
R A e I S R
poxie ) _ 2 (8.3) 0
R, MBBIUwREE S - ; P g ek T Al
FFERRE / 2 (8.3) 00
BRE S U TR, N S R s S R
HEE 5 (20.8) 0
T D EEfE 5 (20.8) 0
BEiK SR BB 2 (8.3) 0

B, KBK - BEEOTHI2 f] (83%) . IFHEEE 1 4] (42%) . TEEEERES
14 (4.2%) ROFRIREEERESE 7 6] (29.2%) AR b, /-, BHEMEMES,
MEEE (F7 - N —EERFE) | BHEEE (REETREEERSE) | BITES.
infusion reaction, 1 ZHERF., EEOKEES (RFHEIREERE. £EAH, BXA

10



B | Bk, EEMEE. Bk - BEEL. SR, LERR. BR, BTk, B
FRRAARAE/ 3 A3 F — R UM/ MR SR BER 13580 et o 7o, ARIFEAIFE
R, YHEROBEFSE (REREEREEZEY) PEUERBRELTT.

@S ETHERE (CA200066 RAER) P
HEERITAFIEE 192/206 4 (93.2%), DTIC B 194/205 B (94.6%) IZRDH B, 16
BRI L R REUR NS EE TE R2WAEEFHRITAHFIEE 153/206 4 (74.3%) . DTIC £ 155/205
Bl (75.6%) 1238 biLlc, WM OFETHEEERN SRU EORHWERIITRDO L EY T
Hol,
%3 DT ORTREEN 5% EOBIER

Bl (%)
REBRIE AFIRE DTIC 2%
%ﬁfDR.A}'J ver.17.0) 206 1 20591
4 Grade Grade 3 LL E 4 Grade Grade 3 Ll b
2RIER 153 (74.3) 24 (117) 155 (75.6) 36 (176)
RO IO AR T e R S R I TR
FPERBAIE 0 23 {i1.2) 4)
B AE 0 21 (10. 2) 10 (4.9)
ey "a ___i:_‘:j_ R ¥ TR TS de Tt wfs.'w_; 1«; ke s ;M? ?;a A1 ‘~: _}‘s;.& R
ER LA S v 22 (0. 0 25 (122) :
TH 33 (16.0) 2 (1.0) 32 (15.6)
i 34 (16.5) 0 85 (41.5)
IR = e 13 (63) 1 (03) 43 (21.0) '
TR RARES EORERAORE o T e s T
8 FTIE 21 (10.2) 0 25 (12.2)
EE 41 (19.9) 0 30 (14.6)
BB _ BT B AT AR AT B

&Hﬁizf&‘f’ﬁﬁﬁi RS Se L o L S P g
fLEE 13 (6.3) 0 4 (2.0) 0
ot 51 L G AL 3 (1.5) 0 11 (5.4) 0
FOBEE 35 (17.0) 1 (0.5) 11 (5.4) 0
Bz 31 (15.0) 1 (0.5) 6 (2.9) 0
SEEBE 22 (10.7) 0 1 (0.5) 0

7E, 7-1:% IBIC BV CRIEMRRE 3 5 (1.5%) . KIBZ - EEDOTHI 6 # (2.9%) .
MIREE (X7 - SU—ERERSE) 284 (13.6%) . IFHEREE 76 3.4%) . B
BEFEE 4 B (1.9%) . TEEMBRERESE 446 (1.9%) . FRBEERESE 13 {ﬂ (6.3%) .
infusion reaction 15 #1 (7.3%) . 1 BUHERRE 1 6] (0.5%) . EED LG 1 (1.5%)
EUOSYHIBR 1 (05%) BROONn, -, BITES. Bk, @“ﬁ%%ﬁar Hid
7% - BERRAE. DFRZE. MR, FFR. BEURRIARAE/ 2 i/\%—&oﬁea@ﬁﬁnwﬁﬁ&ﬁ
HERIIRD bieh o, ARBERFEBRRT, URFLOHESFSR (BAREMER
Hral) 280EHERETT,



@B IFERER (CA209037 #BR) ¥

A EFLILAHFIBE 265268 B (98.9%) . {LZFHRIERE 98/102 f) (96.1%) IZFBH 5
. BB L ORBEBERBEE TE WA EFRIIAFIFE 199/268 i (743%) . 1L2F
FEVERE 85/102 ) (83.3%) IR BNz, WTFNIORETRERL %L EORIEAI

Tﬁ@ k j’-'s D _C‘ﬁ)‘o T:o
F4 WThHORTREBREN 5% EORIER
Fl¥ (%)

BREBIA S AFIRE {bFHRIERE

HAE

(MedDRA/J ver.17.1) 263 10244
4 Grade Grade 3 LA E 4 Grade Grade 3 LAk

2BIER 7 _ __199 (74.3) 33 (12 3) 85 (83.3) 35 (343)
AR U R e T B Gp eg e s T

1o 18 (6.7) 3 (1 1) (23.5) 5 (49)

A I ER YA RE 1 (0.4) 0 8 (7.8) 2 (2.0

1 HP BRI fE 0 0 20 (19.6) 16 (15.7)

.1 (04)

;ﬁu}xt&_ﬁgﬁ& i 12 (11.8) s 6 (

S IR

) 11 (4.1) (147} 1 (1.0)
T 42 (15.7) 16 (15.7) 2 (2.0)
L 33 (123) 39 (382) 2 (2.0)

5).

mjjﬁ PR EL A i LR TR AL A I o (5.2) - (6.9) 4%,
) 82 (306) , 3 (11 41 (402) 4 (3.9)

EN_{#aJirS 4018 .
i n*&i it i gerts S -\:-_'m_.'-‘n::ka'r:»-."&--:<.:-':‘..";‘-' 5
ALT #8/m 14 (5.2)
AST 190 15 (5.6)
#F P ER SO 0
/IR $ede b 1 (0.4)
[ ifn BRF L 3 (1.1)

RS I U
AR - ,

FRERB LSS
Pa
i P9 : _ )

wEREE 0L Al e 5 B R PR
it =2 —oF— 1 (0.4) 0 10 (9.8) 1 (1.0)
B _ 3(1n) 0 10 (98) 0

RS MBS IORRESE L o A G S R MR
TR0 R i . _ 13 (4.9) )

EMB IR TAREE s R i
IREIE 2 (0.7) 0
I EE 51 (19.0) 0
B 34 (12.7) 1 (0.4) 0
BEk R R 16 (6.0) 0 0
B AR 24 (9.0) 0 0

2B, ARIBEICRB O TRIEMEREE 8 ] (3.0%) . KIBZ - EEEDO TH 4 1 (1.5%) |
MRREEE 33 4] (12.3%) . AFHMAERESE 22 5] (8.2%) . EHMERE (RMEMEME R
) 54 (1.9%) . BURAREERERE S 23 1] (8.6%) . BI'EFEZE 1 7 (0.4%) . infusion reaction
1081 (3.7%) . BEEOKBEREE 1 6] (0.4%) . BEL2H (0.7%) RS E 5B 3§
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(1.1%) BBd o, £, TEAEERS. | BERK, EEHENE, Bk - 8
BRde, LRk, Fhde. R, BRBURRMEIE/ X A/ F — R U@ i/ MR tESE B
IEBD b RpoTz, ABERRERIL, 4%FL0HEFR (BRREEEY S
r) ZEUEMBERETT,

GOEME NERAER (ONO-4538-17:8%)
BFEERIILH (100%) IZBD b, FHE ORRBEEIBTETERVWAEESLE
] (100%) IZRH b, REENRSUALEOBHERIZITEDERBY ThHhol,

#£5 FEER 5% LOBHER
¥ (%)

e

EXF
(MedDRA/J ver.20.0)

3041

% Grade

Grade 3 &4

23 (76.7)

2BItEA
ﬁiﬁ:&kﬂi

AR MR LA
BB EAEETE

30 (100)

SR

—_——

TH L2570
Bl
o4

R
B
BB
FAAH LA
R

AR S
FFHERERE
R
‘jﬁ*&ﬁ} f;\) 4_ _‘i 2 }:, _‘ .‘-:v. _ —_' P At R
ALT 3840 3 (10.
725 —FHm 5 (16.7) 1 (3.3)
AST #4/m 11 (36.7) 2 (67
v-GTP #/m 5 (16.7) 3 (10.0)
U AS—FHIN 12 (40.0) 7 (23.3)
REED 2 (6.7) 0
mp7Friy 13775hft§7}u " ' 4 (13.3) _ 0
R E s e T~
AU o A mAE 2 (6.7) 0
E7A7 3 iE 2 (6.7) 1 (3.3)
£+ b U 7 ARE 5 (16.7) 4 (13.3)
BERHEER 8 (26.7) 1 (3.3)
- ﬁﬁ'ﬁ%}*&ﬂ:tﬁﬁAﬂﬁﬁfE i e o e el T A 5 e e A S gt
BA SR 5 (16.7) 0
HRERN 2 (6.7 0
 EAfE , : ; 5 (167 1 (33)
FEURES, BAYRE X ONRERR Ve e ‘ ; B
RVE HERE R 2 (6.7) 0
DEEMEERAE 2 (6.7) 0
EWE LR TGRS



BRI Bl (%)

HAGE 30 4

(MedDRA/J ver.20.0) 4 Grade Grade 3 LA E
€ 2 EIE 10 (33.3) 0
BiE 18 (60.0) 2 (6.7
BER BB R B 4 (133) 1 (3.3)

723, PR EE (30.0%) | FFAERERE 1401 (46.7%) . R IREAEREE 761 (23.3%) .
B MR B3 1 (10.0%) KB 7% - FBE D T HI341 (10.0%) | EEE D B FEE3F (10.0%) |
TEABRERE2H (6.7%) . 5 & 5 K14 (3.3%) . BEUTHRMARIE/ < 4 /3F—241 (6.7%)
BOEIRDSERE I (3.3%) BBHbhiz, £z, BEEREE, BIBHERS, 18
VERIA. BEdR. BEEFESRE, MK - B8IE%, infusionreaction, DA, Mk, R
1R SR BENS B OFF 2213388 b e Do 7o, ABIERRBVRILIL, YiZHFROM
HEFES (BEREMBERFEZED) 280EHERERT

@M FE AR (CA209067ER)

AEERIIAA+ 1 ) A<= 7 E3123136 (99.7%) . AAIBE312/31341] (99.7%) . A
') A~ 7EE30831161 (99.0%) IZRDH b, WRELDERRBEESIETETERVWESR
BRIIAF +4 YD A~<TBE300/31341 (95.8%), AFIRE270/31341] (86.3%). 1 'Y A
~ 7 BE268/3116 (86.2%) IZFBH LTz, WTFNIOFE THEREEINS% U LOBERIXT
RHOLEBY THoT,

#£6 WTh O TREARN 5% EOBHER

F¥ (%)

%’ég?ﬂl_ﬁﬁﬁ EF+A Y A TR AFRE A h=wTRE

A 5B

(MedDRA/] ver. 19.0) 313 4 313§ 311 481

4 Grade Grade 3 LA E 4 Grade Grade 3 L1k 4 Grade Grade 3 BL b

2RITER 300 (95.8) 183 (58 5) 270 (86.3) 65 (20.8) 268 (86 2) 87 (28.0)
F"!ﬁ‘iﬁﬂtfﬁ‘ AN AR A PN, .'j-w“:ﬂ,ﬁ: O ~.:l EE S "‘,"..'if.'._':-'::,; }_‘.i-r:'rq\,.""':.:':‘.";; X ETERE __.',""_‘;‘,x'!_“’?:

IR B RE TUESE 34 (10.9) 3 {1.0) 15 (4.8) 0 (10) 0

R RS RE S T 1 51 (16.3) 1 (0.3) 32 (10.2) 0 1 4 (4.5) 0

TEER 23 (7.3) 5 (16) 2 (0.6) 2 (0.6) RGO 9 SUImE) 3 |
!Eﬁg s B A AR E A AT ey i R A o -u‘-'!' £2 A LT ‘ LR AR ..\....,... ‘:.'.i. ; ook ';»;‘.';

2] 28 (8.9) 1(0.3) 18 (5.8) 0 28 (9.0) 2 (0.6)

KA g% 40 (12.8) 26 (8.3) 7 (2:2) 3 (L.0) 35 (11.3) 24 (7.7)

B 12 (3.8) 0 19 (6.1) 0 17 (5.5) 0

T 142 (45.4) 30 (9.6) 67 (21.4) 9 (2.9) 105 (33.8) 18 (5.8)

O ELhR 19 (6.1) 0 13 (4.2) 0 7 (2.3) 0

Bl 88 (28.1) 7-42:2) 41 (13.1) 0 51 (16.4) 2 (0.6)

"t 50 (160) 8 (26) 22 “(7 0 (03 24 (77 1(03)
""H é?ﬁ%j’oitﬂﬁg oAt Ry B IS My FR e ;“f;. £ - G PRI R W AN | Rt b B o
fifivdady et SRR SR ER Ra Ach a EA AE  S g S0 e i e

) iE 31 (9‘9) 1 (0.3) 25 (8.0) 1 (0.3) 17 (5.5) 2 (0.6)

mae 22 (7.0 0 12 (3.8) 0 10 (32) 0

EE 118 (37.7) 13 (4.2) 111 (35.5) 3 (1.0) 89 (28.6) 3 (1.0

R 60 (19.2) 2 (0.6) 21 (6.7) 0 21 (6.8) 1 (03)
ﬁﬁﬁ&i it ol -: e Warin, WF el el ohmm Nie o P L ROPARC. 35 AR FIPTC L0 R § U PR R T Gy

ALT Hihn 59 (18.8) 27 (8.6) 12 (3.8) 3 (1.0) 12 (3.9) 5 (1.6)

7 I 7—Emm 23 (7.3) 9 (2.9) 17 (5.4) 5 (1.6) 15 (4.8) 4 (1.3)

AST H#90 51 (16.3) 19 (6.1) 13 (4.2) 3 (1.0) 12 (3.9) 2 (0.6)

U 3—EHm 43 (13.7) 34 (10.9) 24 (1.7) 12 (3.8) 18 (5.8) 12 (3.9)
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Pl (%)

BERNAKIER

FH+AECY b THE AF| B AV AT E
EAFE
(MedDRAJI Ver190) ————— 3134 o 3138 i 311
. 4 Grade Grade3 Ltk £ Grade Grade3 bt 2 Grade  Grade3 Ll E
(370 19 (61) 4 (13)

10 (32) ~ 0 103

ftaﬁo;zﬁﬂéami;‘,; LRSI

2 (134) 103 20 (68 0
]7 (54) . I (0:3)“ y 15 (4 3) ) 1‘ (0.3? 9(29) ?‘0 e

@mﬁ A u, r T -iws.f f.r.; A di A T
fﬁ!ﬁiia‘)iw 17 (5.4) 0 15 (4.8) .
HERERE 14 (45) 0 18 (5.8)

34 (10.9)

-mmv&m&ﬁ@* R R L B e R P
i 17 15 (4.3) 0 17 (54) 0 11 (3.5) 0
S EEAE 112 (35.8) 6 (1.9 67 (21.4) 1 (0.3) 113 (36.3) 1 (0.3)
BE 91 (29.1) 10 (3.2) 72 (23.0) 1 (0.3) 68 (21.9) 5 (1.6)
BER BB K5 38 (12.1) 6 (1.9) 14 (4.5) 2 (0.6) 38 (122) 1 (0.3)
SEEAKE 27 (8.6) 0 28 (8.9) 1 (0.3) 16 (5.1) 0

B, AF+AEY Aviﬁi‘ IRWTHEEESH (27.5%) . FFEREEE 10241
(32.6%) . HRIRHEREIEE87HI (27.8%) . BHEREEE 214 (6.7%) . MEMEMEB2S
Bl (8.0%) . k%&-ﬁﬁ@?ﬁéoﬂ (19.2%) . EEOREREE214] (6.7%) . TE
EHREREE276] (8.6%) . BIEHEREE 146 (4.5%) | BEA3H1 (1.0%) | BER - BEIR
#2261 (0.6%) . infusion reaction 1381 (4.2%) . 5 & 5 2341 (1.0%) . fH %3461 (1.0%) .
FRAFRRAARAE/ X A 73F—5041 (16.0%) | FF 281461 (4.5%) R O\ERAR Mt 2242 5E 241 (0.6%)
WO BN, T, 1BUBRRB. EEGENE, OIHRR OGN/ MR tEEBE
TRIZFRD b ieh ol FABIZ ISV TR F66H] (21.1%) | FFEERERE 2441 (7.7%)
ORI AEIE AT (15.0%) . BHGEREEH (1.0%) . RUEMMEESH (1.6%) .
Kig# - BE D TH1661(5.1%) . BE OB EEEF8H (2. 6%) TEABEEREEZ3H (1.0%) |
BB REREEIM (1.0%) . FES3H] (1.0%) . infusionreaction 14%1 (4.5%) . SE HFE
2205 (0.6%) . BRAXTHBAARAE/ 2 A/ 3F—28%1 (8.9%) . AF4261 (0.6%) K UERARIM
BREREIF (03%) RO, T, 1BFERRE. EEMENE. Bk - #EL.
D4 B % B Ot i/ MBI P SEBER IR 8 B e dyo 7o, RBIFER R BTRIIL.
ZEZOBEFS BEAREERELZE) 230EHBRETT.
BIBUIRAREZEHRAEERE F HRICKF+ A V) AT REEZ B LB E
I B3AB% (CA209004 ) D=k — b 8 IZRBWT, {LERIERIGHRESE 28 fl L (LK
BEEEIRRBE B AL O T, TeMicHRL2ERIRD LRI 2T,



@EBEEFEFMAAS (ONO-4538-21/CA20923875k)

BEBERIIAFIEE438/45261 (96.9%) . A BV b~ 7 E446/45361 (98.5%) 2R 5
. BB ORRBESEE TE WA ETERITAFIRE85/45260 (852%) . A1 £V
L T RE434/45351 (95.8%) ITRRD BTz, WT IO TRIEN %L EDORIER T
TROLBY ThoT,

1 WThD OB TREENS%L EORIEA

HE FEIF AEVLITH
Grade % Grade Grade 3 &Lk 4 Grade Grade 3 LA E
BI{fEREB . RE RERE | BE RBRR | BHE REXE | B REIX
(MedDRA K2 £ % SOC:PT 23¥) B (%) B (%) B (%) B2 (%)
B EM 452 452 453 453

385 (852) | 65

434

49 (108)| 2 ¢
19 (42

208 (459)
91 (20.1)
46 (102)| 1 ( 02
4 (97 2 ( 04)
4 ( 3.0
45 )

57 (126) (02| 53 (117
156 (34.5) 2 ( 04)| 149 (329
7 (15 54 (11.9)

R

26

U — BRI : : ;
ALT #47m : : 66 (14.6)
. 60 (13.2)
1

L

39 ( 86) |

Lo ey | 7 (s

: s (o) | 9 ( 20)
TSI 105 (232) 152 (336 | 5 (L

2 90 (19.9) 5 (L] 133 (94| 14 (3
B WIS LR R Y T R TR

WD B i 15 (33| 2 (04| 24 ( 53

ZEEE e RS RG EIE R o PR g B e
B IR R (R T IE 49 (10.8) 1 ( 02) 31 ( 68) 0.4)
FR R BB RE TULEAE 36 ( 8.0) 1 (02 18 ( 40) 0.2)
T E&S 7 (15 2 ( 04) | 48  (106) 24)

7245, AFBECIV TRIEMEMRR 11§ (2.4%) . HETHFBARE/ I 45 —48 fi
(10.6%) . FFHEREFEE 40 £ (8.8%) . FURERHEREIEE 91 61 (20.1%) | #hiEMEE 83
B (18.4%) . BHEEREE 6 B (13%) . BIBHEERE 6 # (13%) . TEFEBERS
8 f5 (1.8%) . infusion reactionll ] (2.4%) . K%k - EEOTH 21 B (4.6%) . E
BEoREESE S H (1.1%) . 1 BERRE 18] (02%) . BER3H (0.7%) . SESER
2 4 (0.4%) . FF4% 3 ) (0.7%) AS3BH BTz, E7-. EEMENE. UL, B,



SoRE M /MRBAME SRR, 7% - BRI, #FARMAR ZEARE R O LR E RITBH 5
hipipote, ABWERABRRERRRBYUZFROMESSR (BEAREMRRAEZST) 25T
EEHRRE TS |

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

AR ORERAEMBEETAZFALEZYI 2 Lb—a ic XD, F4 3mgkg i
240 mg % 2 AR TRE L2BoAF O MiFFRESRN SN, TORBR, FF
240 mg ZHRE LIZBROBRERIT, £ 3 mgke 25 L-ROBRER LB L TEHE
ERTETFRENZHODO, BAABECRWTIEAMSHR I T2 Ak AR (10
mg/kg # 2 BRIMRTRE) TAAZERS LZBROBRER L L TEEZ R TR
Entz (FTR), M T, BROBEIZRBITET—ZICEIZx, FH| 3mgkg Xi 240 mg
% 2 BRMBCERE LEBEORKORER L A IIRLM L OBE*RFT 51
BRIGETABEES L, YEECOWTREBThhFER, ERLoRE - Ao
M CADMR URESHICHRERER IRV E TR SN, $/-, BMHEAEREICBIT
HF—FHESE, AF 1 mgkeg ik 80mg & A ) A< 3 mgkg % 3 AR THR
5 LIEBOAFOBRER - 2L OBEZRFT2BRBRICET VAHBEIN, Y%
BE i SV TR fThh R, ERRoRE - FREOM TEEMICAM R ZR T2
& TRl STz,

#£8 FHOEYBIBE T 2 —¥

A-Bk | iy | e | Genbleaiii v [
3meke QW | (53 700) | (107.245) | (.39 | asom | ernaon | wznim
210 me Q2N (511%?03) (152?545) (25i?;73) (10;?354) (41i;?58) (62;?is7)
i it (14;?;19) {5123392) (79?2?14) (33??232) (1833313} (23??586)

i (5%, 95%4) . Q2W : 28I EIBR. Coax : FIEREH OB EMBPRE. Cunas : FIEREH#14
A BRI ABEMERRE, Cupas: PIEHEEH148 B E TOTMBEPBRE, Cruxs : EFREIZR
T EBEEMIE DB, Cuings - EFRBIZEIT ARELTEPRE, Cups 1 EFRIBIZE T 2 EMES
% BE '



4. HBRIZONT

RIREIBR e M R AEREICER T 256101, ARBS&EHE L TEARERE (246
FE) BBEEONTVWD I END, UEAELZBEUICERTEIRRTHILENDH D, €
DET, B R 7 EBFHE RMP) I2ES5%, AROEXKNZEHERFE~DOBHNE
Wb 2R ThHo T, AFOREFENZBELZZE - HEL., FFOREICEYEER
BUWER 2RI LBICHET A Z L BNEREZD, UTOO~@0OFT < Taimi 3 MRz
BWTERTR&TH D,

@ HERIZSWT

@1 T 1) ~ 5) OVWTFNNCEYUT IR THDZ L.

(1) EEFBRENEBET 25 AZRESEIL SRS (EBER IR AR LR,
Hisk 23 A2 BB AR BT, HUIRDS AU ERRE R &) (R 304 4 A 1 AFFA 1437
i

(2) #EMEERE (FR294 6 H 1 REFA : 85 fEsk)

(3) HEMERMEIEET DRABFREERT (S ARFREEEERE. A ZRIERE
Wb, PABFEREHEERR L)

4) SEACEFREZERE L. R EEREME 1 I3 b B REmE 2 OMEsk B4
ERDEHET > TV DiER (FAC284F 7 A 1 BRFR @ 2540 HiaR)

(5) MEBEHEEANSFEEMEORBREREIBEIBHEIT> TV S HEER (FAL 28 4 7
A1 BEFA ;1290 RERR)

®-2 EHEBRAEOIFRERCBERRERIFEOMISIC o 2m L BRE FOERM
(FROWTINIZHY T HEM) 23, YZZHEBOFAICET2MROBEEE L LT
BEEIhTWDZ &,

£

o EMMBHFIRGE 2 FOMMPHELKT L% 5 FU ELOBABEROBRIKIHME %
ToTWaI L, 26, 2FL Lk, BAEYEELZ T L L-BERKEEFSOMESL
ToTWAZ &L,

s [EEIGRTEEE 2 FOPEHERZ KT L-%IZ 5 £ FoEEEMEEZRORE
FERBEIELTWAZ &,

@ BREANOEXSFREBEOEKHIZOVWT

EEMMFRERICHFT2ELENRE S, BESCEMCOFRED, A - &
SHERZNFROEERE NEMEICAT 5 HREML, AEFARRLELZEAG0BE
EE. ENEDOHITITONIERIBE->TWDEZ L,
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@ BUWERADHIRIZONT
@1 BIERRERFORIGAESNC BT 2 B

MR BREOEERBIERABTAE Lz, 24 RABFESRIOT, Mk X
PGB R I BV T, BRLUEZBERIS CTAREERER U CT H0RIEAOENI 4
ERREOEENYAPICE LR, EbLICXSFRERERPESTNDEZ L,

@-2 ERNEEEICL 5HFEERAGICET BN

BABRICHED 2 EMN 2B E L T 2ERESFEVNRERE=2 ) 7
EEDIEROAZ ) —= T EITVWERE L FHREZIEF TE 55— AERFH 3
HBEhTWaZ &, 28, BEEEIZOVWT, BABELFOREBICHICAMENT
WA ok

@-3 BIfER OB CHIGICBEL T
BIVER (MEMRRBIIN L, EEMESE, LR, B, BRETRARLE. KBk,

HEOTH, | BUFERA. FTHEES. FIRRRERS., HEEE,. BRE (Bre-
RABEMEMEBREZ ST, BIRES., ML, EEOREES, HIRmeIERE, infusion
reaction, SefEEM/ MR MESEBER (ITP) , BEE DR RIG, iEIREME, OEEE (0
FEARE - AR - LEMEHIMFES) . BMEELE) 1236 LT, HEEEERUTEBER
BBEOFEMMEE AT HEM L EYE L (REROBZET-OXISICE L THRERUPXEEZ T
SNOEMFICHD L), EBLITENZAERTE 2FRIBE->TWDS I &,

20



5. EXMFLRIBE
(et 5 FH) , _ |
D TRIEZYUTHIBEFIZOVTRHAFORENRED L SR TWAZ b, REZIT

" ob el A I ‘
o FEIDESIIH LIBBUEDREFREDH 5 BHE

BRATOFBIZIB W T TRICEYE T2 BEIT O WL, FROREITHRE s 2

2, MOBERESA 2WEEICRY, BECFHEZERTLIZE2ERTE S,

o MHEMMEARDOESHXIIEEEOHBE

o ESEBRE THEE ZR 0 D BE R UNEEIE O B BRI R Qe i 5t
FEDOMIZRIEMEBH LD BE

s BORERBOASD, IBHMNLE LI HBEREOH CABREBOBEED
% BE |

o [BHRBEE (EnEHHRBHEEZEL) OH5BE

e  ECOG Performance Status 3-4 &V @83

[AzhEIZ B 5 FE)

@

TROBFIZBWTAHEFDEBMERRENTND,

o ALFEFERIGE L VBB ORIGUIR A2 I/ VY 3 BROEMHBEAE
B

o  TEFIREOIb/ H/IVE T2 oEM BREEREIZRIT ST MBIRERE

3. BRAFREGFERZETHBREICB W TIL. BRAFFAZERIC L 5 16%k b E& T

BT &,

(€3]

ECOG @ Performance Status (PS)

Score

T

0

S MEREBTED. BHEFLFALBEEBEIHIRRATL 5.

1

RERIZE LVWEBNIRIR S D23, BITAET, BAERSE- COREIRITT I 2 B TE 3,
fil - VS, BRI

2

BT TESOEOEY 0= X TS THEESEZIITERV, Bho 50%LL FiZ<y R4AT
B,

3

BoN-BSOHFORNOZ L LMATERY, BRO 0% EEZy FhHEFTBIT,

4

BTV, BOOFORIVOZ 32 TERY., BEXSy FRBEF TR T,

(#E2)

AJCC (American Joint Committee on Cancer) fAH153E (B 7h) 10 E-S5<EM

21



@ FHI+A v A~ T RFIICERERIGROBIGBR AR LENECRBE LIS -
& Lo B IARABR (CA20906750ER) IZRWT, XL SnfcA ) A=THE
R LTEDMESRIESNTWS, 2720, A+ A ) AwT#HE L AF BEME
xR L EROLRREHZB W T, PD-LIERERRIZEVA Y b7 0 E3F
CHRERRR DEARTESNEERSBLATND (pBR) . 20Ok, R
URARE2EMBAEERFIIRBVWT, AflE A V) AT L OHRAKREOREZH
WiT 554, PD-LIRBR 2 HRAT S L HNEE LV, PD-LIFRRRI%UETH
5 EBPHERINZBEFCRBVWTIR. RR, AFEREREZELET D, RB. BE
U e E B fERE xR e Ly e TR (CA20900438,k) O3k —
FBIZRWT, LEFRIERBRABSE LLFREERREBE L OMTAA+ A EY &
~ 7 REOANEICHAMRZERITFED b TV,

* AFNOBMIE LT, BRIE4 : PD-L1 IHC 28-8 pharmDx [# 2] MEARBEh T35,
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6. BREICERL THE T &THR
O WACEFCMA, MERFTEE BRMET D EREICES & AF O R R EIEE

®

©)

RAOTDIZHERIFRE 0 ICEBEL THoERTHZ L,

BRBBICELD, BENIZOFRCAEDERTEREEX+HSHAL. RE:RF
ThoEETHI L,
RIBEIBRARELRBHRBEEATICBVWT, FHlL A V) A~T L ORARSORE
W 5% 6. PD-L1 BEFE LR THZ LAEE L3, PD-L1 BEREIFER
TERWEAITL. AF A Y a7 L OHAOET L EIICHE Lz EcHE
FTETE, '

ELREERHO=X YA Moo\

MEMEMEER S bbhAZ EBHHDT, FADEEICHZ > Tid, BEKE
K (FEREEE, 2k, BAE) ORIBRUEE X #REOERSE, B£% 4
AT Z &, Ehe, BEISLCTHE CT. F~—V—S0REZERT S
Tl
AHN OB EIIEPFE D infusion reaction 12 2 TEREEIZI S0 Tx 54
fEZ T/ L TR T 5 Z &, £72.2 B B LA OARFIF 5FFIZ infusion reaction
BHobdZEbHEDT, ARREFRUAMNBRERTHRIZ SA P4
YERAIETLE, BEOREL +5ICBE 752 L, 728, infusionreaction %
BHELEHGEICE, ETOBERVERNBTE2ICRET 2 TRAE L 8%
TEHIE,
FRBREREREERH bbb Z B H D0 T, AFOF5BARTR O 5 HRH
UL ESIRIC RIS RER A (TSH, FEBE T3, HEBE T4 SORE) 2ERT 5
g
FHRIOHEREIZLY BEOCRERINZERT 2 B 2 b dHke REBCRE
BoHbbhDdZedbhd, BEVPRDONTHESITIE, BHELEZFLRIILS UL
Ry 72k & R A FrOERD & @ L CEEZRERRE 21TV, BEDORE
FOGIC K 2BIER A BN DHBEIZIE. ARORE IR, RUBIBKE R
NEROBEEEZZRTHZ L, 2B, BIBKEFNVECOBEIZLYBEIE
RAOSEERRBD bNRWIBEITIE, BIBRER/LVE LU OGREHIA OB
LERTHI L,
BERTH, BORMHOE I ARB L T GEWERARKRATAZLBH 572D
AR OBERTHICLAWERHORBEIC+HZICEETAHZ &,
1 BUBERAR (BUE | BIERAB A2 81 Bbbbh, BRFES F TV F— X
WELHZLEDPHLOT, Al Bl BHFEOEROBHESCMABEED EFIZ+
SGEBTBHZ L, 1 BERRAMEDLEESICEREEFIEL, AR 8
BlOBELZEOEERNEBEITH Z &



® WRIAUIERFEZEEEAEREICERT BRI, AAOBRKRERIZBWT, &S
BRtaD 5 3 4 ALIN, ThUREE, BE5BEM 6 1 £ 6 BM Z & iCARMEDFF
iEIToTWZ E2BBI, FFREPIIEHNICHROMEBELITI Z &,

® ELUER%OEMHEEAERE ~OINEMBIKEEL L TERT BRI, A DK
RBICBWT, 2B L IZHEEOFHEEZ T o TWe Z 2 5EBI, ARG PIL
EHRNCNROREREITO Z &, 2B, EMBIREL LTERTHEICE. K
BoBSHMIZT 120 TETE L,
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REERMEETA FFA4 v
=hn<7 (BEFiE#Z)
(BRFE4 : A7 P —FRAEBE 20 mg, 70— R ETEHE 100 mg)

~ SRS~

Rk 2 9% 3 A (FRk 3 04 8 AET)
B @A



23/

LI
AE| DR, 1ERF
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1. ZL®HIT

EEROBFNYE - REMORERODITIL, BAIEFICESWBIERBER?RD
bhd, bz, ITEORZEEMOESRICLY, MAEER R S OEHMLREFRIER®E
FEEMDPABENSIPFT, TNOOEEMZPRICHERBFICRME TS Z L B8ERED
BEL - TR BREMEGEE & SEOREAFSE 2016 (ERL 28 4E 6 B 2 B BBRE)
WHBWTH, BFMEERELSOERORE{EHEZRLZ & LI TW5,

FRERABFEER L, EREASCEEN T u 7 7 A VBEFEOERL AL R
RABEZERBDH, ZOH, MR LZEHICET A EERA+LERT 5 TOM.
UZEELROBEZBZITAZ LAFINIBEICH L TERT S L LB, BUE
HANRRBE LB ERIGE & D Z LR —EOEH 2K T EEEE TR
THZENEETH D,

L7edioT, BUA K74 0Tk, ARBEECINETIZELN TV AETESH) -
BEHRMCESE UTOEELRORBRFEAZHET BN LEREHF, B
FROCEEFHEEYTT,

RB, BAA FIA 1%, MEITRIEANEERERBROSEME, ARHEEARE
BRAEEREYS, —AREAEABARBRANRES, —BHEEEA B AFEEEGERZS KO
NSFEEEAN B AR DEARF= Wm0 b EER LTz,

R ERHERS AT VR RWBFE 20 mg, A7 P—FEATEFFE 100 mg (—H%
& =A< T (B T#HE#EZ))

HBLRAPENIDTE - BREXIDEREGB 2 AT 5ESEEE

MBELRARERVHE  BE. RAZE=Fr~T7 (BEFHE#%) & LT, 18 240mg
% 2 BRI TARBRET S,

g K ¥ E PFELTIERISH




2. FHIORE, TERBF

ZA 7 =R RRRE 20 mg R ORI ABEFE 100 mg (—4% : =Fr~7 (BT
#az), LAF, THRAD) & MEBEGIERISHL AT Ly 72 RTV A -
<A ¥ —X AZ7A7 (BMS) %) 2BEFE L7zt b PD-1 (Programmed cell death-1) (3%}
T5Hk bMlIgG4 £/ Fu—F A ETH B,

PD-1 {3, B L) 238k (THIBE, BHIRER U F2 743X 7—TMIR) RUF
BERMARICHEET S CD28 7 7 2V — (T MROBEMLZHMBIMICE L AICHIET 24
FHE) CRTAZEMETHS, PD-1 IIHURIETFHIRIZHEET S PD-1 YV 7 F (PD-LI
BOVPD-L2) EfESA L, U sBRICHEES V2L TV U BROEHLIRIES
AABHLTW5, PD-1 U Ay FIIFURETFHRBLSNI E b Ok~ 72 ERFEREICRER
LTHY, EHEAEBENGURR L -IEFEHERKICIITS PD-L1 OFRR LWMEOESF
M L OMICACHBREERYRH S Z L BHME SN TS (Cancer 2010; 116: 1757-66)
Fo, BHEAERSE TIIEBRE T MRESELET S ¥ —Tzn < (IFNYy)
{Z & o T PD-L1 OFERFH I, & LIEEARICEIT 2 PD-L1 ORBEMEO
AR & OMIZIEOFEIRGRENE H S & OHME L H S (Sci Transl Med 2012; 28: 127-37),
& 5{Z, PD-L1 ZHI%EH IS8 AMIRE, UREERN CDS BBt T Ml oMiiEE
EMEEZ I EE 54, Hl PD-L1 & T PD-1 & PD-L1 & DFEAZET S L Z0HK
BEFEENRIET D Z LN RINTWS, EDOZ LA 5 PD-1/PD-1 U H v MK, 23
AR HURRE R T AR5 OWBRELEET 2HFO—2 L LTEX LT
5

AFNL, EHRABROFE R, S PD-1 OFBRSMEE (PD-1 U F 2 FRESER) IZ/FEE L.
PD-1 & PD-1 VAV FEDEEGEZIET A Z LicL Y, BARRESENY T MEROIE
AL R O A MRS 3 2 MREEEE L8R T 5 2 & TRENZ2TEER 27T
ZEDHERINTWA,

B O, ARNIEMEREEIC T A F T RIAREIC R0 RS b0 L SN,
TASHEN AR E xR & LIZ BB 2 M L, A2, TR OEFHEIER S,

AR OERBFIZESSBEDCRBERIGIC L 2BHERENH bbh, BEXIIETIC
ELRREENHDL, AFROREFTRUTRERITIE, BFOBEL 7TV, RENE
D HNFHEICIL, BRLFRICG UMM R & BBk oEM & E#E LTl
2 ERZH 2TV, BEORERIGIZLDRWEAREDNBEIZE. BIBKRE RV
EUROREGEEOEDZABEITISLERDH D,



3. BREERRR
B IRBIEE A T SEBE R OKRRIZFHMM 21T o 72 X2 IR O iR %

Y

[H%hit]
EEiEFF MR (ONO-4538-11/CA209141588%)

77 FFRIF RS LEFRE R T #2560 A LINICRBET IERARD R
7= ARG BRI BFTREOBE R & 72 & 2 I/ VIR O BASE R R | RO 23614 (B
ANBE2THE ETe, AFIFE2400], SBREE1216]) 2 HRIC, BRI Y EMRR L
B (A PMPLEY—F, FEFFEARITEY RV =T) 2B E LTARB mgkg%
VAR CARRE L L E0FADMREEMEZRN L., TEFMEETHIE
AFHE BT, T0S) ) (PR [95%FEHEEM] ) OFHBITERL, AFIBETT.49

[5.49~9.10] Z B, WBEETS5.06 [4.04~6.05] H A TH Y, KFNIIEERIA Y EHH R
RUBRIIH LB FAICAERREREZR LIz (O — FE0.70 [97.73%(5FRX A -
0.51~0.96] . p=0.0101 [/EBllog-rank®E] ) ,

*1 @ iRIA B RSUT SR DL RREE ST,
*): AR SNEREWAT, O, B - TEER U,

1.0
7 - XFE
' -&- SHEBEE
0.8
0.7
& 06
7
£ 051
0.41
0.3 ;
A
0.2 iy =
0.1 | e
0.0’, . . T ’ . T . T T T T T T T T T T
0 3 6 9 12 15 18
at risk# £FHM (A)
FHE 240 167 109 52 24 7
*EE 121 87 42 17 5

B 1 OS ® Kaplan-Meier BifR



(PD-L1ZREEIR B D H MR ONR2H)

EpE RS IARE (ONO-4538-11/CA209141R8) ICHAANLNTEBRED I b,
FEEEARRE I3V TPD-L1 2R L2 @S S 2EE& (LLF. [PD-LIFHE]) I
B+ 28R Boh-—80REDCT —# ZE-S3E, PD-LIRRERIZREAIHET %
T AR VCEEHORBRIIUTOLEEY THoT,

BZHMEICEI LT, PD-L1ZEIEERN1%RGEOH AT R L ITEFRBROERThH o7 (T
&),
7%, PDLIORBREIZ L bF, FEOREMT 0T 7 4 MIRETH- 12,

,.
8
-
3
8

—Nivolumab 3 mg/kg e —Nivolumab 3 mg/kg
= -+« Investigator Choice Sl "--= ErR R SRR T 2 Investigator Choice
£ ‘ z [
4 | 4
& 60 - & o0
e | 8
" :
40 -
bd B 40
o 20 - 20 -
UL PR R,
0 . - o ; :
1] 3 ] 9 12 15 18 21 24 27 30 33 36 39 0 3 6 A 12 15 18 21 24 27 30 33 36
2EFTHMMA) EEFMMB)
atrisk al risk
Nivolumab 3 mg/kg 96 74 59 42 30 25 22 19 16 11 8 5 1 0 Nivolumab 3 mg/kg 7% 54 39 32 219 20 19 17 15 11 5 4 3
Investigator Choice 63 45 24 14 10 6 4 3 2 2 [V ] 0 1] Investigator Choice 40 30 19 14 10 7 5 4 4 1 0 0 ]
4 Nivolumab 3mg/kg (cvents:81/96), median and 95% CI: 8.1 (6.7.9.5) & Nivolumab 3mg/kg (events.67/76), median and 95% CI 6.5 (4.4,11.7)
sonssearmeness Investigator's Choice (events:60/63), median and 95% C1: 47 (3862) ™™ <0~ 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 (0.42,1.09)

ONO-4538-11/CA2091413A Bk DPD-L1BZRER TOOSDO MM H#2E T + 0 —7T v 75— & OKaplan-
Meiergh##
(£ : PD-L121%DBEME. AHE : PD-L1<1%0BEHRA)



[Z2t]
FEIBRIL R MRS (ONO-4538-11/CA209141578k)

BEBERITAFF2292368] (97.0%) R UHBEE109/11141] (98.2%) IZ@BH 6, 1A
BRI L DEREBHEEBETE RWVEFERIIAFBE139/23661 (58.9%) . XHEREF86/111
Bl (77.5%) BHHENTz, BRENR%UEOBERIXITROLEBY THhoTz,

1 RERIS%L EORIER (REMAITHRER)

HA ARt otk
Grade 4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
BIEREE BH RBHEFE | REH EER | BRE REAE | BEE RRE | RE BER | EH RE$
(MedDRA 1Z X 5 SOC-PT 2¥) B (%) FE (%) (%) 0 (%) T (%)
HEER 236 236 236 111 111

7 &
SIS TR SR B
il

 SFRERBAE
LHRE

39 (35.1)
LS ol

14 (126)
10 ( 9.0

18 ( 76 5 ( 45) ( 09
ERAL@BESINT-HEEWRELIE, CTCAEv4.0 Z BV THA L .. MedDRA ver 18.1] # AW THAEEZ /-,

B, MEMERERER 76 (3.0%) . BEERAERE/ I A F—5 # (2.1%) . FrEsE
B S 6 (2.1%) . FURIRHEREREE 17 61 (7.2%) . #EREE 76 (3.0%) . iR
E 16 (04%) . BIBEE 16 (04%) . TEEEEREE 241 (0.8%) . #ikmeER
fiE 161 (0.4%) K UFinfusionreaction3 ] (1.3%) MR bN, i, BEHENE.
DR, Bk, RBK - EEO TR, 1 BUBERR, RN/ MRBHEERIR, k.
Rk - B, BEEORBRES, S BRERVEEORBREEIIED bRRroT,
AEWERRBEROIIEZFROMESF L (RAREHERET2ED) 280EFERER
3



[ - H&])

AR ORFERAEMBRES AV EZFIALEZY I 2 b—Ya ik, &% 3 mgkg (&
H) Xix240 mg & 2 AR CTERE LEBEOARAOmEFRESRT SN, T0K
B, AH 240 mg G LI-BEOBRBRIT, A 3 mgkg 25 LIROBRER & B
LTEEEZTRTETFRIAZbOD, BAABFIZBWTIAFELEREINTWIH
% - R (10mgkg % 2 BREIMRTRE) THAIZRE LZBROBRERE L H# L TEHE
AT ETFRIESAE (TR, MA T, BROBEICB T 57 —ZIcES&  AH) 3mg/kg
(fAE) 1% 240 mg % 2 BRBRTHRE LIZBEOAFIOBRER L A ITL LML
OBEA BT 2BBELSET NABEEI N, BEBEIC OV TRERITON R,
EFERORE - FREOMTEDMRURSHICHAMRZER IRV EFRIShE,

£2 FFOROBB AT A—F

i = S O 7 R 72 S 5
ik (35-52f .760-8) (10-17?3‘254-5) (17.?1?'3?3.9) (75.1]1,3171) (27.612,'107) (42717,'?27)
i (51-712}03) (15-22?54.6) (25.31?:417.8) ( 10;,5354) (41.857,'?58) (62.11(,)9187)
P (14;,9;19) (s1 .33'739.2) (79?{?,'?14) (33?,9232) (lsi,l ;13) (233,7286)

FRAE (5%, 95%A) . Q2W : 2BMIFIRR. Coux - FIEHR SR OBREMTFPIREE. Crunara : FIEHR S 14
A BB 2 RAEMEFEE. Cagas : FEREH148 B E TOTFHMBARE. Cross 1 ERRIEICE
J 5B M PEREE. Crinss : EFRIBIZISVT D BARMFTPREE, Cavgss 1 EFWRIBIZIT 5 M P
R EE



4. FERITHOWT

ERBEM L LTHARERE (21E) PRELATVD I b, S%AELE
MICEBTE AR THBUERD S, F0O LT, KRORE B2 BE LB - 15
EL, ZROTRGIZLVEEZRFAZHHA LZBIIHINT 5 Z EBMNERED, LT
DO~QDTRTEWMIETHRIZBWTHERTARETHA,

O HRIZOWT

@1 TR (1) .~ (5) OWThPIEATIMRTHDZ L,

() EEFBHRENIEET 50 ARFREEILRRS EHER RS ABZTILRR, H
DS AR ML e, MRS AR e ) (SEEK304E 4 A 1 BERR - 437
i

(2) HEHEREE (CER294E6 A 1 BIA - 85 fask

(3) EREMFRMEBESIEET 2R ARFEEERI (BARREEER. AR
BIRbE, B ARECEMHEE R L)

4) A RALFEREEZHRE L. SARICFEFENE 1 USSR LERREMNE 2 Oz H1E
WL EEHEIToTWARERR (FRC284 7 A 1 HFRR © 2540 Hizk)

(5) MEMEEROFERNEOBREEITFRLIBHEIT> TV 2% (EAR 28 F 7
A 1 BREA ;1290 HEsk)

§

D-2 BESEAE OEFEFRER UBHWERARBREFFOMICHo 22 mi# & B2 FFoER X
I RIER (TROWTHNIEY T AEM UIEEER) 2, YZ2Ee oA
THERROBEE L LTREBESA TSI L,

=

o EMGRIFESGE 2 FOMBMBHERET L2RIC 5 ELU Lo AEROBERE
ToTWAZ L, 96, 2FEL T, BDARYRERZEE L-BRBEEFOWEL
IToTWHWBRZ L,

o [ERRHFEE% 2 EONMMPHER KT L-%IT 4 FLL Lo B REEE R O BRER
HEZIT-o-TEY, 25, 2FELU R, PARYEREZSHOEAMEMEREZED
BREHMEZIToTWVWAH Z &,

o [ERARFFUIEAEMAFIR R OMMIHEZ KT L&z, 5 FLL Lo nEEsE

DEFRIHEZIT>TB Y. 26, 2EULE, PARDREEZE0ARAR O A
BROBIKIHEZIT> TV D Z &,
B, AL 5ERIIBVTIREEREO2GMEHE2ET D), BE DGR
WY D ERHEMIZ EOROWT IR TS &7 3 [EA (ATERE O (L
EROBIWERARRE OMIGIZ o7 L BREFFOERM) L ORELREHEDOL L&
IZRET A L,




@ BEANOEERFHEBROEHITOWVNT

EEMLERETHEICHEFTIEEENBREE I N, HEEENSOFRED, A&
SHERPHFROTEH LR CEMUIERIEMEICT 2Rt FEFERHREL
T2BE OBMEER., SERFCHIThbhAEHINE-STWEZ L,

® BHER~DORIGIZOWVWT
@-1 MEgk eIz BT 2 B4

REMMEREDOEEZBERITA LB, 24 BEZRER O T, Uikt X
BRI BV T, RELEZEWER IS CTAREER U CT E0RIERA D& &%
ELRREOKERNYAPFIZELN., BEHICHIS AR ERAE-TWEZ L,

@2 EREEEICL>AFESRNGICATIER

BABFCHED 2 EMNRMERCEEEZ AT IEREFEVNRBERAE=2) 7
EEDLERODAI V—= v ZETVWERE L1ERZIEHF TE 55— AEREKH 3%
BEhTWAZ L, 2B, BEFEHlco T, BABRELZOFERICHHICAMmENT
WanHZk,

®@-3 BItER ORZHT-exR T LT
BIFEA (RVEMMZRBICM ., EREMENE, OFhdk, ik, BBHBATE. KEBX,

EEOTH, | BFERB, FSERS. FIRIREERE. RS, BEE (Bra-
RAEMEMB R ZETe) ., RIS, ML, EEORMNES. flkiieIERE., infusion
reaction, FfEHE M/ MEAMESERER (ITP) | @A ORE G, s IREME., OlEEE O
FBAHIED - AR - OEEBAGES) . PR N%) 23 LT, HER UL RER
BRI EMM 2§ HER &ESE L (BHEROZEr-CHIGICE L TSRO E ST
LhAEBFIEHHZ L), EBICEYZAEN TE DERPIBE-TVWEI L,



5. #EXRE2HBE
(Z2ticBd 53 H] - : P
@ TRIEZUYTHIBEFIZ OV THARORENRERE SN TWVWDZ b, BREEZT
iz P,
o AKFDORESTIZH LIRBIEOBFRED S 5 8E

@ RERTOFMICI VT FRICEZYE T BBV T AFloREFHERS L2

M. OBERRIRER 2 VHEEICRY, HEXARLERTH I L 2ERTE D,

o HHEMEMRBOSHIIIBEEDH D HBE

o KMHEGSRE CEEE LR 5 BE R UNSEIE O BRI R YutE ik 2
BORICRIEHERH LD BE

¢« HEARERBOSO IEBMMN2E L IEREDB AREEOBRERD
HoHBE ]

o BRBERE (GhRMRBERELZET) ObDHBE

»  ECOG Performance Status 3-4 #V DB

(Ao BT B HE]
O 75 FF WAL ST EREED b 5 BE BN TAAOEIERT SN TIN5,

@ TRICEYT2BECHT IFFOKRERCERFIEC OV TIE, FH ORISR
BYENTELT., AR ORSHFE RGN,
o TIFTRAEZEUFRIECLDBREOLRVES
o IREMHBIAEIL
o fhOMEMEER AL TRESWDBE

@ FANZEELRFMARBRICB T, EEMICBWTHEBERHICH L THZMENKR
FESHNTWAA, PD-L1 BEEIZLVEIEDCEAMBRLRD Z RTINS ER
BELNTWAZ E2vn, PD-L1 BEFE+HFE Lz ETAAO®RE G OH %
THIENEE LY, PD-L1 EEER 1%RHETHD I EAERINZBEICBY
Tix, AELSOEFRIRE L BET 5,

* ARFOBWHE L LT, JRF7E4 - PD-L1 IHC 28-8 pharmDx [# 1] MEBEN T35,

D) ECOG @ Performance Status (PS)

Score EF

0 | < MEREHTES, BRATLELBEAENHRRITR S,

PRI LOEBNERIR S D 23, HITAEET, BIEECE - TOERIITS Z LB TE S,

Ul moss, sgey

5 BITARETESOFOE Y OZ LI T TRELEAERETTE 2V, Ao 50%L BT~y Ml
T

3 Boh-800HEORDOZE LM TERY, BP0 50%L EE <y KT+ TRIT,

2LBETRY, BAOEFOREY DI L3E TERY, BRIy FrBETFTBRIT,

10




6. BEITBELTHEETR&HE

O HAXEZFICMZ, BERTEEVRIET 2EHFICESEFAOHHER B ERE
RAODIZL B R e+ 0B L ThoERTHZ &,

@ VABRBAICESL D, BEXNIFORECHEERCEREEZ+SRAL, AELE
TbEET3Z L,

® PD-L1 BEELHRB LI L TAFOREFRE2HM 52 L NEE L2, PD-LI
REBELIHER TERVWBREITIE, AROFEHOBEE 2 EIIHE Lz ET&ET5
Lide s

@ FEREHERD~<=RX Y AL PzoWT

MEMREBRHobNDZ EBHDDT, FROEREIZHT - Tik, BKRIE
W (PR R, Mk, RBIE) OFEREUIRE X BRECERS, BEE 5o
WATH 2 &, Fie, HRBEIISCTHE CT, ME~— VI —S0REZERTS
2

FHROEEIZEEO® infusion reaction (24 2 CEARFII SO TE 5%
%47 -7 L CRtAT 5 2 &, $£7-.2 F B LLKE O AFIR 5812 infusion reaction
BHHELNDZ L bHDDT, FEEREGFROFAREETHRII AL ZAH3A
YERET HE, BEOREE+HSICBET 5 L, 2B, infusionreaction %
FH LB, ETOELRVERPERICEET 5 TREL +o8E
Tark, '

FORIREEEREE N d bbb Z R H B 0T, AR D& 5BMEETE O 5-H R/
I ERIRC R EERR A (TSH, 2R T3, JEBfE T4 S0ORE) #Ek5 2
a2

AHIOETEGIZTLY | BEORKERIGIZERT 5 &3 2 bh ks RRBOREE
BHLLNDZENRHD, BEBBOOLNHEEITE, BERLULAEBLHIISUL
HAR) 7o knak & BB A FFoERD s U CEtl 2Rl A Ty B E R
RS X 2BWER @b 2EE 10X, AROKRE TP, RURIBERE S
NECRIOREEE2ZEETLHZ L, 2B, BIBREFRLVELCOREICXL Y EIE
ROWERRD bNRWIEESIZIE, BIBEREFNE VLS ORI OBM
bEET D,

BERT®, BOAM» BT ABRB L THORERBREBRT I ENH D7D,
AHNOBREHETRIZHLBERAORRIZ+ZITERT 5,

| BUBEIR (B 1 BUBERF 2 20 Nh bbb, BRFEES v TV F— &
WELHZENRHLOT, A, Bl BEFEOERORERLMFEED ERIC+
SEBTAZE, | BIERBERELNZHBAICIIHRE2PIEL, A2 8
O EEOEU2EEZIT) 2 &,

® FHOREEKRBRICBNT, BEMWENL9EA. THRLURIL., ERHE»S 14
i 6 BEZ L ICHEMEOFMEIT > TV Z 2 BB, AFRESFITERN
IR OMERZIT I T &

11
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(R4 : 70— R AEBE 20 mg, 70— R AEEE 100 mg)
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1. ZL®IC

ERZOADYE - KEMOEEOT DI, PN XEFICESOAEIEREM»RD
bbb, &b, IEORZEFMOESIC LY, FEEER R & OSE 25 RIERAR
FEEMPEZBINDIP T, INOOEEGMZEICHNERZBEICRE TS Z EBRED
AL 2> TR FREMBOEE & EDOEAFE 2016 (ERL 28 46 A 2 BREZHERE)
IZBWTYH, EFMEELREOFAORBEILHELZRAZ L LI TW5,

FREABFERM T, FRERSPREM T u 7 7 A VBRFEOEREL LHL R
RBEILBEB, 2o, APERVCEEHICETABERATOERT A ETOR.
UHEERLOBELHZIT A PMFINBEICH L TERT S L & b, BIFE
HADBRRLUIZBICHLERNINE E A Z ERFRE—EOES 2 T EFEE CER
TEHZLEREETH S, '

L7Edo>T, BHA F7A4 Tk, BRERBLCINETRELN TV AESFIEFER -
BRI RMIcESE | UTOEELROREREREHET IBEANOMVEREM, £
HFRUBEFEEZRT,

BB, AAA KT A 03, MITEIE AEEREFRBSGSHE,. A8HMEARAR
HMEERETS, —HEEA B ABEEARES R UO—REHEA B AR RBHFEESOF
7106 EERL LT,

W ERBERR A7V — A RBERE 20 mg, A7 YV—FRHEFHE 100 mg (—R&
& =Ahn<7 (BzFEEZ))

REERDPEVIPR - BIGEIBRRRESUT G O B

HELRAMERVAR - BF. RACR=FAL~7 (BEFHEMLZ) & LT, 1E240mg
% 2 BFFER CHEEFFET 5,
L FRERTBROBIBEIERF B I SEB O B MR IZX LT
AN AT (BEFEMRZ) LOFRTEAIR. @BE, KA
F=ARn~<7 (BF#E#z) L LT, 1B 240 mg % 3 BHEMA
T4 BERFEFET S, TO®%, =FAN <7 (BaFH4A#z2) &
LT, 1[E240 mg % 2 BEEFERTREGFET D,

B & R e ¥ A ANBRERIEGRSH

(&35)

BB IC BT A Y — R A AR Somg (—f% A ) A=T GBEFHE$RZ))

OPREX LR, HBIEEUTHE

% AE X1 2 R RIBUIBRARREX IR O Bl

HERUVRAE: =ALeTy BBz LofFRICBWT, 8%, RAIZIEA

v AT (GBEFMERZ) L LTIE] mgke BWE) % 338M

M@ T 4 BLEWEF#ET 5,




2. AHIORE. VERBF

A7 V= RRFHE 20 mg RUFERFEHE 100 mg (—&4 : =Ar<7 (#EFHE
Wz). UT. TAR) i, MEFERTERRSEL AFS Ly s 24 BT YAV -
<A Y —X A747 (BMS) #) BAFE L7zt b PD-1 (Programmed cell death-1) {25+
T5E M 1G4 £/ F u—FAETH D,

PD-1 i, &L L2V 738k (THIRR, BARENFTF 27437 —THR) RUFE
BERMARICRIRT D CD28 7 7 2 U — (T ARROFEHIL 2 MBIMIZIE & AICHIET 54
TR BT ARAEETH S, PD-1 iIHFIETHIIRICERT 5 PD-1 U F 2 F (PD-LI1
BRUPD-L2) &fES L. U BRICHEMES 7B EE L T Y B ROEHLIREEE
BIZHEILTWS, PD-1 Vv FidHtREFMBLUMIE b Ofkx 2 ERERICRER
LTRY, EMHEAEAED UL ZIEEHERKICRITS PD-L1 ORHLIFEROLEF
i & ORIcAOMBIRBEENRH 5 Z L B3 HE ZHL TS (Cancer 2010; 116: 1757-66)
Fho EMEAESE CIIEASEETMRPEET S A ¥ —T v~ (IFN-y)
2L > T PD-L1 ORBALFH SN, B8 LI EEEMICB TS PD-L1 ORI LHEO
ATFHIR & ORICEDOHHBRFEYE H 5 L DS H 5 5 (Sci Transl Med 2012; 28: 127-37)
X 52, PD-L1 % 5@ BE|R IS8 AMBE, FURKRM CDS BB T Hilt o HifaiEE
EHEEZETE S5, #i PD-L1 HI{ET PD-1 & PD-L1 L DORESZAET S L ZOMR
BEFEEREET A EBFTEINTWS, EOZ L i35 PD-1/PD-1 U H v MR, 23
AR TR RA 7 T M6 DR BELZER T AIWFDO—o& LTEL LR TW
8o

AHNT, ERRABROEED 5 PD-1 oM/ EE (PD-1 V T2 FREAHEE) IS L.
PD-1 & PD-1 VH > FEDREEZHETIZ LICL Y, BPATESSFEMN: T MADOE
PEAL R O3 AABRRIC X3 2 MBS ETE M A TR+ 2 Z & TR e iR R 2R
ZENHERINTWS,

INSOMANS ., AFITEMEEICHT A RBRECRVELI LD L HESN,
B BE R L LIRS M L, Aot REM R OESESRER SNz,

AR OERBF CESBAEOCRERIGIZL2BWERZER S bbh., EEIIETIC
ELHAREENDH D, AAOBREFRIRERIZIT, BEOBELX STV, EEMBR
O HNHEIZIE, BRUIBERICE UMM & BB E2 R oERM & B8 L CFE
YR ATV, BEORERISIC L 2RWERAB RN AHEICIE. BIBRREF )V
EUHRIOBREEOEYZNBEITI LERDHD,



3. ERERARR
HRS IR R RE S IR 00 B AN 00 ARB I | 37 2 4T o 72 S 72 BE PR SRR 0D B 2
2R

[HzhE]

OEBREFRIFEMARE (ONO-4538-03/CA209025 FRER)
mEHFAEREEREZETIMEMERS (TF2F=7, RA=F=T7 VYT T7==7,
RIR=TE) BETEERIER S T A EITH IR OB AR B g R E
821 il (BARANBRE 63 flEie, AFBE4104], =< ) ARBE411F) Z2HBT, =
Rol) AAERBE UTAHF 3 mgke & 2 BRFRCTEEFFELE L S OFMERUE
2R Lz, TEHMEER THALAEFHE (UL, ToS)) (PRIE [95%ERK
M1 ) X, AFIBET 25.00 [21.75~NE'] # A, =<u ) AZRBET 19.55 [17.64~23.06]
ARATHY, AFNT=m ) AR U FNICEREREREZR L. (~F— FE0.73
[98.52% E 8K H) : 0.57~0.93] | p=0.0018 [J&H! log-rank #E7E] . 20154F 6 A 18 T —

o S S e

1.0 %
0.9+
0.8
0.7
0.6

—A— FHEIR
—O— INOYLIE

0.4
0.3-
0.2
0.1
e
0 3 6 9 12 15 18 21 24 27 30 33
at riskH A 7FHIRE (A)

ZAEE 410 389 359 337 305 275 213 139 73 29 3 0

INOYLREE 411 366 324 287 265 241 187 115 61 20 2 0

1 OS DHPRIENTFRFD Kaplan-Meier Ei#R




Fo. BARANESER 63 4 (ARFIFE 37 4], =< ) 5AE 26 F) @ 0S (FHRfE [95%
EHXME] ) 13, FRBET 2737 [23.62~NE] #H, =<0 ) AREETNE [NE~NE]
BB THotz (NPF— K 1.50 [95%(5HEKM : 0.49~4.54] ) ,

* o HETRE (BAT.

3
o

ra

[RlR)

1.0

0.9
0.8
0.7 1
0.6 1
0.5
0.4 4
0.3
0.2~
0.1

0.04__

e G D ©

—A— FHEF
el IO LARE

0

at risk¥

EHIBE 37
INXOYLAEE 26

-

o -

T

T B et rande X ] oW ook S Xy X g Tl W ¥
8 32 18 18 21" 24 27 30

3
EfHm (R)

37 3 35 35 34 24 16 8 4 0

26 24 24 24 24 20 15 9 3 O

X2 BAALHIZEITS 0S OFREARNTRD Kaplan-Meier Hif



Q@EBEILF B IFAZRE (ONO-4538-16/CA209214 FAER)

{EEFFRERTIAHE OMETTH TR OB A B MR B8 1,096 B (AARABE
R HEEDR, AEYAvT RETFHEEZ) 8 CUIT. TAR+HA Y avT)) 28
550 B, A=F=TBES46 B) BHBIZ, A=F=TERBELTARA+AEY AvT D
BER RN E R Lz, TEFHEEEB TH 5 International Metastatic RCC Database
Consortium (LA, [IMDC] ) VA7 4335 @ Intermediate J2Uf Poor V) A 7 DBE (A
+A VY A TR 425 B, A=F =7 422 ) I12BIT B 0S (PR [95%EFEXRE] )
i, AAl+A ) A< TR TNE [28.16~NE] 7 B, RA=F=7RE T 25.95 [22.08~NE]
HATHY ., FE+A Y b TRIA=F = THICH LI FOICEEREREZRL
7 (F— R 0.63 [99.8%/54E X : 0.44~0.89] | p<0.0001 [JBB! log-rank BE] . 2017
FE8RATHTF—FAv A7),

1 BHIBERIZ T A 2 EFEORRENR VRS, 2F L. UTOoRSRYRIAREICE DR,
SRR TR BAME I LT 1 AR OME TS MEEE (277 L, DEPNEREET
(BLF, TVEGF] ) XIi VEGF 2HFHZEME LA KR <] BRAT S, 2-opl XitH
BRBBEDRRIRENS 6 7 AL BB ICERE LS

*2: A 3mgkg (KE) LA V) A7 I mgkg (KE) % B2 3 ERIMME T 4 BLARE L 25,
FH) 3 mghkg (FE) %2 2 AMBRCTRABEHELE, FABRSRICRVW TR, FRZEIICES
L. A EY A= 7 i3ASOBRELT 5 30 S EOBBER O TREZBE L,

3 LT OOQ~@0OWTHIZ LS LV 412 Favorable Y X7, 1 Xit 2 BE & THEITZ
Intermediate Y A2, 3ZAE L EEEZTHEITIE Poor U R 7 L &R,

DBABIE & BT <1 T & ABRRO BB BT E T 1 5. @Kamofsky —AHRIE 80%K7%.
@~FF o EEREREE FIBRE, OREEOA AT 7 AMER 10 mgdl #4825, OFPEREN
HEAE LIBAB 2 5. @m/MRIAEMEE ERE B3

1.0
0.9
0.8 T ~—
.~ T —
n L
% 0.7 ~..
LW
=3 06 oy, ——
g 0.5 \-%:—o-'a-—v
B
£ 0.4
0.3
& —_— AF A LR
0.2 —mme L A=F TR
OROA $TUIY
0.1
0.0
T T T T T T T T T
] N [ L] 12 13 18 z1 24 27 30 33
Overall Survreal (Months)
ER+ AV L7TEE 425 399 72 348 332 318 300 241 119 44 2 [=]
A=F=TEE az2 387 352 3s 288 253 22'.; 179 89 34 3 o

3 0S OFIEEHTRFD Kaplan-Meier gh#g
BEAT A4 : Intermediate BT Poor U R 7 BBE
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72k, ERLRSIFERE (ONO-4538-16/CA209214 RBR) 28R\ T, IMDC U 22
53¥87% Favorable U 2 7 ORBE I FEFHEE B OFTHHRER & Shizd o7, BEHA
BRIZFEA AN B 7= Favorable Y 27 OBEFE DT —HIZESE, BREMICET 21To72
BR AH+AC) b= HLEB L TA=FoTHTRARERIEATWVS (T
&),

DO - == -

0.7

0.6

0.5

0.4

0.3

Probability of Overall Survival

92 — FAFAEY A TR
..... P ASFoTR
0.1 ORUA - 4TE)Y

0.0

T T T T T T T T T Wy |

0 3 6 9 12 15 18 21 24 27 30 33
Overall Survival (Months)
FF+ACYATIB925 124 120 116 111 108 104 98 78 27 2 0

A=F=7% 124 119 119 117 114 110 109 104 84 32 3 0
B4 OS OFEIEMTRF D Kaplan-Meier g
FEAT X248 : Favorable J X 7 B#



[Z2f]
OEBRIEFSFEMIERER (ONO-4538-03/CA2090255L5%)

AEFRIIAHFIFE 397/406 ] (97.8%) . =~<u V) ARAE 386/397 ] (97.2%) 1238
L, IBRE L ORRBERENRTETE RWEEFRIIAHKIFE 319/406 ) (78.6%) . =<
o 1) 5 AR 349/397 ] (87.9%) IZF®H bz, WO TREEN 5% LORIHE
RAXTROLEBY ThHoT=,

F1 WP OFETREER 5% EOBIER

i i (%)
ﬁgigﬁﬁ AHITE x~np ) bAAR
(McdDRA/J ver 18.0) 406 71 397 #
4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
0 349 (87.9) 145 (36.5) 2 (0.5)

319 (78.6) 76 (18.7)

24(59)
24(5.9) 0 21(5.3) 0
50(12.3) 0 84 (212) 0
57{14.0) 1(0.2) 0 66 (16.6) 0
8(2.0) 0 0 117 (29.5) 0
2406 0 360.1) 0

W
R SRS LURE B ORI

EIE 18 (4.4) 1(02) 0 33(8.3) 7(1.8) 0
S 134 (33.0) 10(2.5) 0 134 (33.8) 11 (2.8) 0
S D FHE 11@2n 0 0 75(18.9) 12 (3.0) 0
FHIYPETRE 17 (4.2) 0 0 56 (14.1) 2(0.5) 0
R 34 (8.4) 0 0 37093 0
s ey S nien
M= L RT o— AR 1(0.2) 1(0.2) 0 24 (6.0)
s L7 =8 27(6.7) 1(0.2) 0 33(8.3)
fEEES, 1947y  1(02) 0 . 29(73) S0
MR RO e R S TR A
B L AT a—/LmE 2(0.5) 0 0 29(7.3) 0 0
8 % . 9(2.2) 5(1.2) 0 46 (11.6) 15(3.8) 0
BWmEYV YD Pl 5(12) 0 0 64 (16.1) 20(5.0) 0
- o 48(118) 2(0.5) 0 82(207)  4(L0) 0
SRR AR ORERRROE R S L R R B
BAEE 27(6.7) 1(0.2) 0 14 (3.5) 0 0
fih B 23(5.7) 0 0 5(1.3) 0 0
FREEREEE L e e er s R e R e
AR 1127 0 0 51(12.8) 0 0
fIE 24 (5.9) 0 0 19 (4.8) 1(0.3) 0
PRI s SRR S T i ] R R e TR o5
L 36 (8.9) 0 0 77 (19.4) 0 ]
TR PR 30(7.4) 3(0.7) 0 51(12.8) 2(0.5) 0
& 3(0.7) 0 0 41(10.3) 0 0
il D 16 (3.9) 6(1.5) 0 58(14.6) 11(2.8) 0
Bl LU TS i -
SEEE A 12 (3.0 0 0 20 (5.0) 0 0
ERER 26 (6.4) 0 0 33(8.3) 0 0
F¥E - RERFORETLER 4(1.0) 0 0 22 (5.5) 0 0
9 57(14.0) 0 0 39 (9.8) 0 0
BE 41(10.1) 2(0.5) 0 79 (19.9) 3(0.8) 0




2P, BEEMERS 198 (4.7%) | 522161 (02%) . BRAURARSE/ 2 4/ 3F—356
B (13.8%) . Kig#% - BEEO TR 1046 (2.5%) . 1 BERAE 1 F (02%) . FFsackE
Fix 46 F (11.3%) . FF% 16 (0.2%) . FUIRIREREREE 34 61 (8.4%) . #iRIEE 55
Bl (13.5%) , BHEEE (%B}%Fﬁ’ﬁﬁ%‘%’%) 28 5] (6.9%) . EIEHERES 6 F
(1.5%) . infusion reaction 21 % (5.2%) . BEEDKMEIEE 4§ (1.0%) . FEAHLE
B 2 6l (0.5%) . R 16 (02%) ROEESER 16 (02%) ARHbLIE, F
fo, EAERFEENE, (LR, SRl /MRBAESRBER, Y - BRI R ORRAR AR 28
R ITRD bR o T, ABRWERRBRRITYSEROEHS (FRARREERY
Blr) EBURIRRETT

@EPEIEFRFEMAERER (ONO-4538-16/CA2092147R5R%)

BEFRIIAEE +A ) b~ T8 544/547 B (99.5%) \ A =F =7 & 532/535 151 (99.4%)
RO b, BRELOERBENATETCERVWAETERIAA+AE) A~ T8
509/547 Bl (93.1%) . A=F =78 521/535 ffil (97.4%) (ZEH LN, WTFNILORE
TREAEN 5% EORERIRITRO LB Tholz,

#£2 WThrOBTRBEREN 5%LLEOBIER

PIEL (%)
%ggg%ﬁﬁ FR+AEY A TH A=F=TB
(MedDRA/J ver.20.0) 547 #l 535 fA

% Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

_509(93.1)  250(45.7) 0( 00) 521(974) 335(6 2(_04)
T ARER) . ERR BRI 3ARY ‘fﬁf‘fﬁ_’ﬁ“ o

34( 62) 2( 04) 0 83(15.5)  24( 45)

[ 1 Bk 1( 02) 0 0 30( 56) 3( 06)

#F BRI E 3( 05) 1( 02) 0 69(129) 32( 60)
) &ﬁfwr X)) 0 95(17.8)  25( 47)
:ﬁ.ﬁ%ﬁﬁ a‘*’aém 1%»:..- 7 e }ﬁg 9 ‘3?-:-.-;: -34€%®i»,,;«qi Q‘E?u'.‘t“” iﬂ&ﬁm” -..,k(m;_tlil x

BB HRER 2 28( 51) 11( 20) 0 0 0 0

BRI R TU 59(108) 2( 04) 0 12:(22) 0 0

K AR AR IR T HE (15.5) 2( 04) 0 134 (25.0) 1( 02) 0
1. & P N .;.t-;swm,..._:-;‘-.4;('.»2:5.-:53-;:-,e‘.-_ L0 A30080A L 670125 0

i8] : 38( 6.9) 2( 04) 0 38( 7.1) 1( 02) 0

R 9( 16) 0 0 30( 5.6) 0 0

{5 35( 6.4) 0 0 39( 7.3) 0 0

T#H 145 (265)  21( 3.8) 0 278 (52.0) 28( 52) 0

=] 3I1( 57 0 0 32( 6.0) 0 0

HIERAR 15( 2.7 0 0 96 (17.9) 0 0

wA% 3( 05) 0 0 27( 5.0) 0 0

RS TZR U Ry 3 6( 1.1 1( 02) 0 55(10.3) 0 0

B 109(199)  8( 15) 0 202(378) 6( 1.1) 0

gk 23( 4.2) 0 0 149(27.9) 14( 26) 0

M A kL 59(10.8) 4( 07) 0 110(206) 10( 19) 0
SR ANRESLURERORE: 3140574 . 33660) - ran0n L 4IS(TT6) 0 TSCIA0) L 0

HAE 72(13.2) 8( 1.5) 0 91(17.0)  12( 22) 0

EH 202(369) 23( 4.2) 0 264 (493)  49( 9.2) 0

RS D JeSE 13( 2.4) 0 0 152 (284) 14( 26) 0

FAYHETERE 25( 4.6) 1( 02) 0 29( 5.4) 0 0

FEEA 79 ( 14.4) 2( 04) 0 33( 62) 1( 02) 0
Az e 210°(384)  111(¢203) 0. 224(419)  100(18:7) 0

FoZ=wrT3 /}~7/27;7_

I 60(11.0)  27( 49) 0 S0( 9.3) 8( 15) 0

7 IZ—¥Hm 71(13.0) 31( 57 0 41( 17) 17( 32) 0
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o Bl (%)
ﬁgikﬁﬁ FH|+A Y Av TR A=F=TH
=
(MedDRA/J ver.20.0) bh SE5
) £ Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

T ARG R BT L) FT AT

= —EHm 58(106) 19( 3.5 0 49( 92)  7( 13) 0
E S VT F =8 35( 64)  1( 02) 0 35( 65)  2( 04) 0
i o B BRI R A H( 20) 0 0 0( 5.6) 0 0
N —EHm 90(165)  356(102) 0 58(10.8) 35( 6.5) 0
PR 3( 05) 1( 02) 0 40( 75)  23( 43) 0
/MR ERE 4( 07 1( 02) 0 73(136)  36( 67) 0
HEES 18( 3.3) 0 0 28( 52) 0 0

40( 75 1( 2

8( 15)

‘_7(‘ _1__.3)

5( 09)

R

10(i 19

At

39( 7.3)

133(249)  5(

76 (13.9) 0
A 49( 9.0) 3( 05) 26( 4.9) 0 0
o DA o ATE AN L LE 02 36( 67) 1( 02) .-
FERE RN G0 FER SR N R AR
179(33.5)  1( 02) 0
0 o es(ian  1(02) 0
31( 5.8) 0 0
33( 62) 2( 04) 0
55(10.3) 3( 06) 0
R L 0
£528) 338 (669 - SREI08)
40( 73) 0 0 46( 8.6) 0 0
ERTE 0 0 0 29( 54) 0 0
F¥ - BERFAETIERT 5( 09 0 0 231(432) 49( 9.2) 0
% 5 EEfE 154(282) 3( 05) 0 49( 92)° 0 0
BB 118(216) 8( 15) 0 67(12.5) 0
BO BB 50( 9.1) . 0 22( 4.1) 0
EMEER 0.4) 0 0
7 I 12( 2.2) 4( 0.7) 0 2]6(40.4) 35(159) 0

BB, FH+A Y L= TRV T, HEREE 136 F1 (24.9%) | FFHRREREE 98 41
(17.9%) . FURBREEREREE 147 B (26.9%) . BHEAERESE 46 B (8.4%) | FVE AN
B 3561 (6.4%) . KEBEK - EEOTH 36 B (6.6%) . EEDKEESE 20 6 (3.7%) .
FTRAHREREE 24 §] (4.4%) | BIRHEEERES 32 #1 (5.9%) . 1 BUEERA S B (0.9%) .
BEd 74 (1.3%) . EAEBESE 1 #] (02%) . MMss - BEESE 2 ) (0.4%) . infusion
reaction 22 ] (4.0%) . 5 & 9 S 2 61 (0.4%) . DfH# 1 6] (02%) | FH# 2 1 (0.4%) .
AL RAREE/ X A3 F—102 ) (18.6%) | FF# 761 (1.3%) RUEARMmRERE 2 F
(0.4%) #3538 bNiz, Fio, MM/ MBI ERBDR R CBREEIERIIRD bh
o tz, ABWERARBRRIILZELROMEESR (BRREERTZED) 2304
FHERERT,
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(R - B&]
AFNOBEREDBEETAEZFA LY I 2 b— a2 T XY, KH3 mgkg (F
H) XiX240 mg % 2 BREBRTRE L2BEOAR OMEFRESBR S, £O/RK
B, FH 240 mg ZHEG LIZBRORERIL. FA| 3 mgkg 2RE LI REOBRER & LK
LTREZFRTETFRSAEZLOD, BRABFICBWTASENERILTHWSH
% AR (10mgkg % 2 BREIMRTRE) CTHEFZHRE L-BEORER & gk L TEM
ERTETFRSHZ (FR) AT, BROBEICBIT 57— 7 IE3%, A5 3mg/ke
(KE) Xi%240 mg % 2 BARMRTHRE LEEBROAROBRER E A IIE 2t L
DOREZ R T ABRERIGET VBIHBE I, YR OV TR Thh R,
RO - HFEOM TSR OLZSMICAmRER TRV ETRIE N, iz, B
MRBBEICBIT AT —ZICESE, FF 3mgkg Xix240mg & A 'V A< 7 1 mgkg
3 BRMERTHRE LEZBEORA OBRER - L2t L oE2 R T 2BRERIGET
BRI, YEBEEICOWTRFBIThIFER. ERORE - BROM T2k
IR ZRIIR VW ETRI SN,
#3 EROEKGBB AT A—F

AR | o) | Ggab) | gD | GeD | GeeD | GewD
TR (35-523 fO-S) “017?'545) (17-21?'333.9) (75.1)33171) {27?,-:07) (42717,‘{1527)
R |t -712,?03) (15.22? '354.6) (25.3:;7.8) (10;,5 254) (41 ?57:.21358) (62.11(,)91 87)
0mghg QW | (147010) | (512,12 | (o0, 110y | o s | e s | st

FRaRfl (5%, 95%42) . Q2W : 23EMIMIRR. Cmax : FIEHEE % O ME PR, Crinais : FIEIKR5#14
B BICKIT 2 RAEMIFFBE, Copns: VIERE#148 B E TOEHMBFEFBRE, Cuus : EHRIEICE
AR PR, Cuinss | EFRIBIZBITARAEMBE PR, Cavgss : EFRIBIZIT 5 EH M
b 353 ‘
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4. HERIZONT

{EZEFERE R ORIG TR R RE TS O Bl BE IEA T 2 581013, &R
FFL LTHEABERE (2F57FE) ZBELLTWAZ b, YEFAELRTICE
BTELMRTHOIMLERHD, T LT, EXMmY A7 EHFE RMP) LEISE,
FHROEELEEMETREB~ DB NEHPH DR ThH - T, KA ORE1LET 2 E
EEDW-BEL, AROBREICL Y EELRBWERAZRR LICBICHIET 5 Z L BME
B, UTFOO~QDT_RTEWETHRICBVWTERTARETH S,

D RERIZHOWT

@1 TFEED (1) ~ (5) OWVWThNCEMUTIERTHDZ L,

(1) BEAFBHREFEET 208 ADFEEILURBEE GRENTIR S A ZRESEIL R,
Ml A3 A B2 BB HEHL B . MRS A BB IRBE 2 &) (ERR 3044 A 1 BRFA 437
i3

(2) HeEHEERbE (R 294 6 B 1 BB : 85 HiaR)

(3) HERRAESEET 2RAZRKESREE (BPAZKESRETRE,. PABDREHE
BIRkE, BSARREEESHEE R &)

(4) AHAEFFIEEEZRE L., S LFHRIEME 1 SIS b2 BEME 2 Ofisk K

R DEHEI T TV D MR (ERL284FE 7 A 1 BIRER @ 2540 fEsR)

(5) EHEEFRAGEEMEORBREEIFRIBHEI T TV 2R (R 28 F 7
A 1 BERER : 1290 gk

O-2 BHRE O FHRER ORI 1Fﬁ%ﬁﬁ®ﬁf‘“ic+%f£%ﬂéﬁk%}Eﬁ%ﬁoﬁﬁfﬁ CF
ROWTIPITEZET DER) 2, HESFEAOFFNET2HEORMES L LTRE
INTWBHZ L,

*

o [ERIRFEEE 2 FOMBMIHEELZ KT L-BIT 5 ELL LD AIREROBEIKTHE %2
ToTWBI L, 256, 24U ET. BAEYRELZ XL LI-BEREEFZOTES
TToTWBZ &,

o [ERTRIFIEE 2 FOMMPHELAE T L72&IC 4 FL EOWMRBAFZDOBRKIHE
EIT-oTEY, 25, 2FU LD, BREREDOEAFEMEIEEZ ST AR DERK
PHEEZ{T-oTWAH I L,

@ BRENOEXRMLFREROEHIZOVWT

EELEHRERICIRHETIECEINRE I, BECENLOFERED., A0 - &
EMERTVFEROETER CEMEICHT 2 ERIRME, AEFRERE LZHEORE
R, ERFLNITITON S EHBBE-TWE I L,
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® BUEA~DORISIZOWNT

@-1 FERR&HICBI3 5 B4
MEMMEBEOEEZBERANBFEAE LRIZ, 24 FFEZREHIO T, Lk X
IEEERRICBW T, RRELULAZBWER IS CTARERE O CT Z0RIER OERIIZ

ERREOHBENSY BHRIZELN, EBICHIGFRERESRSESTWEZ L,

@2 ERUEFEIC L 2FEERANICET5EM

BABRICED 2 EMM MR O B2 E T 3 EREFEVRIERE=4) 7
EEDICERDOAY ) == TETVERELEREZLATE 25— LAEREHIDE
HENTVWBEZ L, 2B, EREHIIOVWT, BABE L ZOKKRICHFICAMSNT
Vs &,

@-3 BIfER ORI RICB LT

EIVER (RVEMEMEBICN L, EEMENRE, D%, k. SEOnmaE. KBk,
BEEOTH. | R, FHSMERE, MRBSERS, mEEE, BHEE (Bre-
FAEREEER A ST, RIBESE, Mk, EEORMEES, #HIRMALIEREE., infusion
reaction. SR HE I/ IMRIAMESEEER (ITP) . BEORERUR, IR RS, LIEE (D
FEAIE - 4R - DRSS . BERMERNS) TR LT, NEER X ILERER
KB DRI R A 3 A D L L (BER OBETRRRICE L TSRO E R Z T
BB HB I L), EbICENRLBERTE AEFHBE-THEI L,
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5. REMNBRLRDBE

[T 2 EH] , -
D FRITHYTEEEITONTIHAROBRERHKR L SN TWS D Ehb, BE2{T
BipvEE]

o FEIDESIH LBBIEDBEREREDH 5 BE

@ HERIOFMICB W TTRICEYTI2BEH IOV T, AR OB ITHEI LW

B, OBEEREALZWEEICRY ERICFFZERT L2 L2BETE 5,

o MEMMEROGHIIIBEFOHHBE

o MESRE CRER TR 5 BE K UTEEMME O BUR BRI <0 R G 2%
FOMIRIEEEER AR BN BE

o HEREREBOAD, TBMMNLE L IEREOB ERERADOEFRED
5 BE

o [ERBEE (GhHHRBEELST) 0boBE

e Karnofsky Performance Status 70%3R7 &P O BF

@D Karnofsky Performance Status (PS)

Score T
100 EE, RBIZHT2BEFOFHF N2, BIRERL
= 3 = EyY Al L/D
EROEBR IR, #HI2EESLER, %0 | BVEBAERELES. CEERTE

80 e VEREERRH D, BH L TEEOEEREE

BABFOMEITEZ DA, EROEE - HHTD

FBTHZ L IIFAE, BETERTET. & 70 S

= s a8z = —~ :

o AL L 2 T3 T | BpcyBRt FRTE P, LEPEABILE
: 0| RREEB L ERBS L O E R A LS

40 B3, BUIEFRBLUCEESLE

2B, ARBLELESELIILEE ST

FOEYDIEEBSTTERY, B2 W 30 o

RRROEHS L MSOERELRLT D BB [ | mr wr. AR LE CRARER AL E

DBEEET L TV SRS H 2, 5 o T

0 5
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(Aot BEd 5 FE]
O TROBHIEBWTAAOEIESPRIES L TV S,
 mMEHEMREERZFTONEMERR TXF=7, A=F=7, Y77
== N R=TE) BEUCFEREEYF T RGBT RE X MRS D
BHEAE (RFIEMR ) :
o {BEFRERIAFRROIMDC ) A 7 433 ) Intermediate X i3Poor ) A 7 2 (ARTES)
BN IIEBHEOBMIRERE (V) av7 LoARE)

@ TFRICHST 2 BFICKHT SARORSROBBHEIC VT, AR DHIME
BRLSNTHLT, AAORERER LR LR,
o« LFRERBRBEROYA A VRAOLOBREELHT 5 REICHT
B AFEIIRE S,
. TR,

(52) gt E S MAREER (ONO-4538-16/CA209214 BBR) 1BV T, UTOO~@®0WFhiz by L
72VEAITIX Favorable UV A7 1 XiE 2 THB 27 TH 4121 Intermediate V 27, 3TEEL L2
BEITIE Poor ) A7k ERiz, (6X—TBMH)

TBHIREHE L W ST b ARBOEBESEIT T E T 1 156
Karnofsky — R E 80%A<ii

~F 70 D EHEE T IR AT
WEHOA N LMED 10mg/dl 2825

PR RS A B HEE LR A B X D

M/ RE S EEE HIRAHEZ 5

@OPMMO
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6. BEIBRLTHETEEHR

O BMXEFICMZ, BERFEEEPRULT 2 BHFICE S S AR O R UEIERE
ROl DI BER2EREZHSICEBEL THERTHZ L, ,
BRBRIZEL D, BEXITOFRICAMMER G EREEZ+STA L, RELE
Tho®kETH L,

ERBERADO=R T A MTONT

@

@

FEEMESRR S bbNAZ ERHBDT, AFOEGIZH > T, BKE
W (PR REE, Wk, RBEE) ORERBLUE X RREOERS, Br+54o
IT5 2k, Fe, BRBETGCTHEE CT. Mif~v— AV —50REZERT D
X,

A O EITEED infusion reaction 12482 THRARIZFSRHEO T %
HE2IT-o7= ECRMET 22 &, £/, 2 Bl B LR OAF#F 5FFIZ infusion reaction |
BhHobILdZ EbdHDOT, FEREFRUEFREE THRIT A Z AT A
YERET %, BEOREBE+DITEET S 2 L, 721, infusion reaction &
RELEHEITIE. ETOMERVERBRZESICRIET 2 TREL +HBE
THZE,
FRBEREEERH LD Z L0 H 20T, FFORERIERIR U5 1R
FIXESRIC FR RS RERR A (TSH, el T3, WEBE T4 Z0RIE) 2 FEHT 5
=,

FROBREIZLY  BEOCRERIGIZERT 2 &5 2 b dike REBIFE
BHbbhdZ idbd, REIRDOLNTZHEITIE, BRLEFRITG U
FR) 2 ek L R A FFOERD LB L TEE R ERIBET 21TV, BE DR
FOSIZ X 2 BIERR &bl 235810, ARIORE TP IE, RUEIBRER
NEVRIOREEREETDHI L, 2B, BIBRERLECOREIZLVEIE
RAOBENRRD bR WESITIE, BIBKE R /VE LSO R ZEmGIF oBn
bERT D,

BERTE, ZREM»OEITARBAL T LRERARKERTAIZ LRHD120,
FROEERTRIZOBERHORBEIZH2IZEET 5,

1 BUBERR (BIE | ERFRZET) Bbbbh., BREES T F—v 2
CELHZEBHLOT, NE, Bl BHEEOCEROERLMEED EFIZ+
SEETDZ &, | BERFESRDNLEEACIIREEPIEL, 122D 8
ROBREZEOEYRNEEZITH Z L.

AROBERBRIZE N T, (LFRIEARBE 2B 2 BAREG Tk 5RG
S 1EMIT 8 EA T &, (EERERIBREHEICBT 5/ Y Av T HRAKRETIE
BERWENG 1 EMIZ o BRIZ L (WEIT 12 BEHE) ICAMEOFMmAZIT> TV
e EEBEIL, FRBRSPIIESNICERRE THROEREITI Z &,
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EERHEETA RT A
=hN~<7 (BicFHE#Z)
(R4 : 7V — R REE 20 mg, Z 7V —R KRIE#E 100 mg)
~EHRBEEVE Y VoNE~

PRk 2 9% 4 A (FRK 3 04 8 AkET)
B A S EE



B&

A

XL I

FHRIOREH. (ERBAF

FR IR AR

MEERIZ DV T

BExtG LD BE
BREICELTEE T EFHE

P2
B3
P4
P8
P10
PIA



1. IXC®IT

EEROEFDM - REMOHMAO-DIZIE, B XESFCESWDBEIERERBRD
bhd, &bIT, IEEORFEEMOESIC LY, UEERR L OB 2R ERE
FEELVPEABEINDIPT, INOOEELEFRICULERBEICRMT 52 L HERED
R L 2o TR BREMBGEE L iEDOEARTE 2016 CERL 28 £ 6 A 2 A FERIE)
IZBWTh, BEFMEEREOCHERAORBEIMEELZRLZ L E STV,

FRERBFEREMT. BEERACEEM T n 7 7 A VBBEFOERR & A LR
RBEZENHD, TOH, AHHERVELEIZETAHHRE+2ERT 2L TOR,
WEERMOBELZHMIZITAZ NG INIBEFICH L TERATI L L BIZ, BIE
ARBRLUBICHER G R & D2 LN —EOEM 2= T EFRMEE TEA
TAHILEREETH S,

LiehioT, BAAA FZ7A4 0 Tid, BARBEBPLINE TICBLNA TV S EFESEN -
BHERRMICESE UTOERMOEERFERZHET 2BANLLEREH, BX
FHRUOEEFELTT,

B, BHA KT A 0% MIATEGEAER M ERBIER SRS, ARtAEARER
ERERIESEE . — BN B ABERAB ES R UO—REFEA B ALEFSOWH 0
b EER LT,

WL AERR AT O—RARRE 20 mg, A7V —FRARBIE 100 mg (—&
% =<7 (BEEFERZ))

HBERIPEIIDE - BRIIEIEHEOH MR X ) L3 E

AP RARERCRE  @E. RACH=R LT (BETFHHEHIZ) L LT, 1[H240mg
% 2 ARG AT RET 5., |

B R R ¥ A NEFRS TERASH




2. BRIOEKE. {FRBF

F 7 O—R ARFRE 20 mg R URATHERE 100 mg (—4 - =AA~7 (B4
#z), LT, [&AD X MNEEGIEHKSHE A Ly 72 BTV R -
v A ¥—X A7 A7 (BMS) #) MBFE L/t b PD-1 (Programmed cell death-1) (Z5%f
T35k MUIgG4 /7 a—FRETH B,

PD-1 %, WL L7 ) 38k (THIME. BHIRETCTF2 74035 —THkK) RUE
BERMIIC RIT 5 CD28 7 7 I U — (T MBAODTENAL 2 BN TE & RICHIET 55
TR R AEEETH S, PD-1 BT RET 5 PD-1 Y ¥ F (PDLI
ROPD-L2) &fEE L. U BRICHEtES 7 TN 2 EEFELTY 2 BROEEREZ
AIZFABI L TW5, PD-1 U H Y FidbuREFARLISZE R Ofk A~ 2 IEFERICRIR
LTHh, EMBAEBE) LU LEEMAGRICKITS PD-L1 OB LIEOEF
I & OMICAORBEBMRER S A Z EBHE SN TS (Cancer 2010; 116: 1757-66) .
Fo  EMEAEERE CIERBE THREEAT LA V¥ —T i~ (IFN-y)
IZ& - T PD-L1 OEHANTFE I, B8 LI EEARIZEIT 5 PDL1 ORE LH#EO
ATFHIR & ORICEDHRBEBENH S & 0FE S H S (Sci Transl Med 2012; 28: 127-37)
X b2, PD-L1 2 RE I S-S AMIEIT, FURFFRED CDS8 Bt T MigOFRREE
EMEEHEE <578, i PD-L1 AT PD-1 & PD-L1 L DEAZHEETS X 0MR
BEEEAEET S Z RSN TWS, B0 Z L5 PD-1/PD-1 U H 2 &L,
AFIRBIREFFRNZ T #R S ORREZEMT 2#FO—D2E LTEZ LT
B,

AANL, KERBROFKE R, 6 PD-1 Offifasi ik (PD-1 V 4 FREGHRER) I2HE L.
PD-1 & PD-1 V> FEOFAEZMETEZ LY., BATFEREN: T MROE
RO AT 2 MRESEELZEMT 5 2 & TRENRBEENREZRT
ZEBHEREINTWNS,

INOOMENG, ARIIEMERIC T AF 2 ERECR VRS b0 BfFSh,
HHAE XD L EREE AR E LIZBRARBREER L., Ao, ZREMRUEE
PESFERR ST,

FEIOIERBFCESBEORRINZ L 2BEFRER S bbh, EEXUIELTIZ
ELAREEH D, FHOREDROERERICIT, BEOBREL THHIZTV, £2EFR
HoNHEIE, BRULFRIS UAFEMNREHEBREFOEM L EE L TFE
WRERNZE 21TV, BEORERISZL SBERARDNL S HEICE, BIBRKERL
EUROBREEOERY LB EZITI LERS D,



3. ERERESR
BRUIHEHO TSRV F ) o EORERICHO 2 1T = ERBERBRO
AR E T,

[FzhHE]

@ EWNE OERE (ONO-4538-15 ER)
HFEOBMABEE T VoY E <7 <RXKEFy (BisFllz) LT, (7L

Y E 7)) ICEE IR A O BREIIEREOE MBI X ) o ERE

(ECOG Performance Status 0 &2 U8 1) 17 B & xt812, AH| 3 mg/kg % 2 BREIFER TRE
X L7, TEFMER Th A ERE (ET IWG criteria (2007) (233 < ALK EIC L
) compfete remission (LLF. [CRJ) i partial remission (LAF, PRJ) OFIE) 1%
75.0% (95%EMEXR : 47.6~92.7%) TH-o7z. 728, FHRNIHRE L7-FMEL 20.0%T
HoT,

@ B/ NHRAER (CA209205 &%) (Lancet Oncol 2016; 17: 1283-94)

B &M S MaBEEITRICT LY <7 IC L DI EZ T - BRI ERA M
OEMHRTF ) oEBRE (-— b B, ECOG Performance Status 0 &2 T8 1) 80 4
R, A& 3 mgkg % 2 BRI TRBFHE L, FEFHMHIER THLEDE (K
5T IWG criteria (2007) 1ZE-3< PHRHEIZL D CR T PR OEIE) 1% 66.3% (95%(
FEIX[E] : 54.8~76.4%) Thotc, 728, ERINIERE L7-BEIX 20.0% Th o7,

o

[Z24tE]
O EWNFIRE (ONO-4538-15 RER)
FEFERILFNED b, AF & OREBERVBEETERVWAEFRL2HICRD
bz, BREN SULUEOBWERIXITRO LY Tholz,

# 1 RARN S%IUEORHER (RAEAEITX RIME)

— e
<
BARE 17
(MedDRA/J ver.18.1)
4 Grade Grade 3-4 Grade 5
2RIER 17 (100.0) 2(11.8) 0
mﬁﬁ%@ﬂyﬁ%ﬁg. R R S L TR Sl b , R : s
1 1(5.9) 1(5.9) 0
U IR SE ' L 1(5.9) 1(5.9) 0
B TR Iy s SRR vt S e
BETE 1(5.9) 0 0
Mo WEE i | :
AR EIE T AE 3(17.6) 0 0
BB ; - AT A e A e
B 1(5.9) 0 0
= 1(5.9) 0 0
TH 1(5.9) 0 0
BB ¢ 1(5.9) 0 0



B (%)

-y
e e
(MedDRA/] ver.18.1) 17 41

4 Grade Grade 3-4 Grade 5
T BC . 1G9 0 0
AR ESEEERS KUSEEAOWE. e R
5% 2(11.8)

0 0

RS 1(5.9) 0 0

B 2(11.8) 0 0

T 7(412) 0 0

L LN S Sy B ) o R _ BRACE. GO E 0
MRESEOR R R R SRR S R

thE#k 1(5.9) 0 0
gt aohe et e Kk Do

iy e

1(5.9) 0 0

/RS 1(5.9) 0 0
B ' 1(5.9) 0 0
0 0

BmEREED 169
TN CR i e e e R B e
B Y AmEE 1(5.9) 0 0
€5 b U 7 AMAE
SHERMGR L0 FROL D
BEREAR LR AR E
Ba B
fh I AE
P
SREREE
EEMEDE L
5
. X*ﬁﬁ-—l B F—

TRBELORRES AR SR T R
F‘iﬁﬂ;mﬁﬁa 1(5.9) 1(5.9) 0
EREORE 7 1(5.9) 0 0

R R S R N N e e
BREAE 1(5.9) 0 0
i £ -0 1(5.9) 0 0
IR 4 1(5.9) 0 0
) FEE 5(29.4) 0 0
BE 4(23.5) 0 .0

ek, HEMEMER 16 (5.9%) . BRUBRARIE/ I 4 /3F—2 8] (11.8%) . KiE%k -
HEOTH 16 (59%) . FEERERESE 1 #1 (5.9%) . FIRIRHEAERESE 3 #) (17.6%) .
HWREEE 3 #) (17.6%) KU infusion reaction 1 ¥ (5.9%) 233O b, £7-, BIEMH
BEE. L. B, 1 BUREIRM. SR/ MREBAMESEBIR, TR, BHEEREE,
BIEREE. MK - BERA, EEOREES. SiRDEERE, FMEEBERES. AR
CSEEIBRFIIRDO N ed o7, FEWEARRRKIILZEROBEERSR BRRE
HEREZEL) »BOHEAERETT,

@ ¥/ EDMAB (CA209205 ABR)
HEERIT 238243 ] (97.9%) (IR DL, AR L OERRBENEETERWVWEE
BT 185243 B (76.1%) RO LILT-, BREENSBULOBIERIITENLBY T



it
#2 HBIRHN 5%LL EOBWER (All Treated Subjects)

BEAKSE .
AR
EXm r 243 )
(MedDRA/J ver.18.1)
% Grade Grade 3-4 Grade 5
£BIER _ 185 (76.1) 48 (19. 8) 0
TS ORISR AR MR o I e e T R R R el B
&?#ﬁkﬁwﬁ o _nt 13(5.3) )
IR L T R R T AR R A R B
WﬂtﬂﬂﬁiﬁE{&‘FF 14 (5.8)
HW O A o S AN o7 T R M
14(5.8) i 0
‘Fxﬂ 34 (14.0) 2(0.8) 0
Bl 24(9.9) 0 0
i A S SN e SN L () N L) L S
SRR BN S SR n RSSO an
Y 50 (20.6) 2 (0.8) 0
AERLL (gegton) | Clapent L the) o BLE. 5) ; 0
RSP E R IURmAGHEST T T Yy S e ot e
- EEAITHE D RIS g i ot , oy 33(136) 71(04) oy | W
TR R TR e ST
FS5=LT7 3 /2717—-|:‘iﬂﬂu 13 (5.3) 7(2 9) 0
TARGRXCMT I/ PR 7 =25 —EHIM 14 (5.8) 5(2.1) 0
) N—t*tshu 14 (5.8) 9(3.7)
i BEOR A e S B S T IR 2 A
’ mm 19 (7. a) o

Hﬁ&. v‘if%i‘?ii A YO A R

smmv gn o S BRI
DRI 21 (8.6) 0 0
R 28 (11.5) 2(0.8) 0

7k, MVEMERER 15 6] (6.2%) . HRAUMARIE/ I A/3F—19 # (7.8%) . KIE
% - BEOTHI6H (2.5%) . FFHEEREE 2241 (9.1%) . FF& 5B (2.1%) . FHRER
BAEREE 28 B (11.5%) . FRREE 40 ] (16.5%) . BHERERESE 4 #1 (1.6%) . Mzt -
BEfEZE 1 (0.4%) . EEOREEE 3 # (12%) . fHFIRLRERE 1 6] (04%) |
infusion reaction 38 ¥ (15.6%) . M¥Z 2 ] (0.8%) RUFEESER 26 (0.8%) 1ED
bhvic, £7-, EEMENAE, OFhgk. 9. | BURERA. SRt f /R SR BER
BIBEER O TRAEERE IR b ol, AEERARRRRIILZERONE
8 (MAREEREZED) 230HERETT,



[ - A&
AEOBEMEDESETTAZFHALEZYI 2 b—v 3 ik, 53 mgkg (B
H) X3 240 mg % 2 HREKR TR E L7BEOFR O MFPRESHREF S, £0H
R, FAI240 mg ZERE LIZBROBRBERIT, FA 3 mgkg 2HE5 LIcBROBRER &
LTREZFTETFRENLLDOD, BRABEFCEWTARENRR STV A
%« HE (10mgkg % 2 BRIMABTIRE) THRAZRE LIBROBRER L R L TEE
FRTETRSNE (FR), M2 T, BROBEIC BT 57— FIcE3% A7) 3mgke
(fRHE) Xi%240 mg % 2 BREMR TR E LIZBEOAROBRER & A iRet L
DEEZ BT 2RBERICET APHBEI L. HEEEC OV TR Thbi /R,
ERROME - AEOH TAMER VR 2MICHELRZRITIZV L TRIShz,
K3 FHOKNBB AT A—F

Fﬁ% . mﬁ Comax Chmind14 Cavng Cmnx,ss Cmin,ss szg,ss
{pg/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL) (ng/mL)
516 16.6 243 113 62.1 776
3mgkg QW | (355 708) | (107,245) | (171,339 | (75.0.171) | (27.1,107) | (42.1,127)
. R E 727 235 341 159 878 109
“RmEREN | (s1.1,103) | {152.346) | (250,478) | (02,2540, | (415 158) (| (621, 18D
191 613 90.8 398 217 278
10mgrkg @W | (147 219) | (512,792) | (79.0,114) | (331,532) | (184,313) | (237,386)

PRfE (5%, 95%8) . Q2W : 2R, Cma : FIEIH 5% 0B EMAE PEE. Cunda : FIEFEHE 14
A BRI 2 BEmiE P IRE ., Cougas : FIEIREH 148 B TOEHMIF DI, Couss - ERRIBIZES
T AREMBEPRE, Cons : EFERBIZE T HRENFEFBRE. Cups : EFRBIZE T 2 EMEP
HpE



4., BERIZOWT

AREME LTHEARERE (205E) HPREohTWaZ b, YZRELE
PICEBTEXIMBETHAIBEND D, £O LT, FROEENEY 2 BEEZDH - &
EL, AAOFREICLV EERBHEAZRBALZBRIIHET D EBRBRERTD, LT
DO~QDT_RTEMETHRICBWTERTIEThH2,

D mERIZDOWVT

D1 TED (1) ~ (5) OVWTFNANIHEYTIRRTHSZ L,

(1) BEEZBRENIIRET 525 ABFOEEIL RS EHERF IR ABFOERE LSRR,
HIER DS AR FOE S ML AR . HUIEAS AR RRRRE e &) (ERC 30454 A 1 BIFR 437
Maz%)

(2) ¥EREEREE CEER 204 6 A 1 BREA - 85 Misk)

(3) FEFFRMEREET DA BTEIRR (BARFOEISIEERPL. AR
BHIRBE, B ARRoEHSHELE R e &)

(4) SEALFRREEZRE L. AR LERIEME 1 IS EEREME 2 sk E i
RS EHEITo TV ShEaR (k284 7 B 1 BFFR : 2540 FERR)

(5) MEMREEALS FERMAEOMRREEICRLIBEEITo TV A HEER (Fak 28 4 7
B 1 BREAL: 1290 HERR)

g%

@2 HEAF T XD o EOLERE R CRIVER R HFF O XIS+ 70 5 & f2
BEFOEM (TROWTFNNIEYTHERM) 25, YR oA+ 285D
FEEHELLTEBIATWAZ L,

*x

o [ERGFFEGHE 2 FOVMPHEZ KT L-%IZ 5 £ OB ATEROBEME %
ToTWAZ &, 5H, 24ELEITZ. DAEYFRES & LTEBERIERZEOHER
fToTWAZ &,

o EMEFEGHE 2 FOMPMPTHELZ R T LRI 4 FULOBRKERZAL TV
Z&, 9, 3FLUEE, EmAREEERE O ARYREZ S UBRKNETOHE
ZiToTWaH I &,

@ BRNOEESFREERDOMEHIZOWNT

EXLEREBICKET2E8EENEBEIN, RESCENLOFERED, Aot -2
EHERFOFROFTHLVEMSFICT A2 FHRIZMH, FFRNBRELEBEOHE
7%, ERECHIITORA2EHIESTNWEZ L,




® BUERA~OXISIZOWT

@-1 MBI B 5 B
MEMERMERSOER2BWEANRE L2BIC, 24 HERREHOT, YR
HEERERICEW T, BHRLULEVERICE U TAREER T CT SORIER ORI L

ERREOKRVYE A FIHELN. BEHICHSAREREHIE-TWD Z L,

@2 EFRHEEEICLI2ATESMIGICETAESH _

BABRICED 2EMM 2B E VR AT 3EREEENEERE=% ) 7
EFEDEERORAZ )V —=r T2 TOERE L BREIF TE 55— AEREH HE
fEENTWAZ L, 28, BEERICOWT, BABREEZOFRKCHZITAMENT
WaIZ &,

®-3 BEROZE-°H B LT
RIVER (MIEMEREBIZINZ . EAEMENE, Lk, Bk, SEmMERE, KIBK.

WEO TR, | BUERF, FIHEEE, FRIRERE, HREE, BEE (Bfa-
RATEENEBELAZE) ., RIBESE, ki, EEOKREES, BIRMLARZERE. infusion
reaction, FeRHE M/ MRBAMESEBR (ITP) . BEORERIG. Fols RENE. DBEE (0
FEHRE) - #RAK - LEERISMGES) . BFIEEME) o6 LT, SR U LERER
BEIOBMME L H T 5 EMEEE L GHERORBExRICE L THRERUXELXT
BNAFHIZHDZ L), BELICHUIRABNTE 2EHINES-TNWE I &,



5. REXBLERDBE
[Z2ticEd 2 BH]
O TRERUTIBEFIZOVWTHAFDORENERLEIN TSI LMD, #E2IT
W kg
o AFIORSICHR LIBBUEDBEERE O & D BE

@ EFEIOFMIZRB VT FRIZEY T 2BRFIC OV T, FRloBREITHERS 2V

2. MOEFERIE R 2 WBAICRY ., BECAKEERT I LEZETE D,

o MIEMMEBOSHUIBEEDOH D BE

o MEEHRE CREE R0 D BE R OTEEIE O BUR HR IR R0 g it 2k
LD REMERL LN D BE

o HOAEERBOAHH. UIBHALE L RERMEO B RS RBOERED
HoHBE

o JERBHE GEnBMRBEEZS) O0HHBHE

s ECOG Performance Status 3-4 &V D f#H

[Bzhitiz B3 5 BIR]
D BFEMBPRBHEEVRT Ly Fx o= 708 IR HE OB T En T
DOHHAFRSH ) VNEREIIBWTAFIOAIMERNRERTWVWS,

@ TRCEYTIAECHTIAAORERMERFEIZOWTIE, AFOFZME
MELSINTELT, FRAOHREMNRLERLR,
o ALEFHERIGEOBE
o fioMEMEEA AL TRESIh DSBS

(D ECOG @ Performance Status (PS)

Score EFE

0 | £<HEL2EDHTE LS. BHAEFALRFEAERRER2 AT D,

PRSI LVEBNTHIB XN 543, SITRRET. BIERLE -~ TOERITI 2B TE D,

U b mess, SHex

5 HITAIRETEYOEORED O Z L 3T THEEMEEIITE 2V, BHD 50%LL B~y FATHT
-5‘— g

3 BON-BS0HEOEYOI L LATE2, BHD 50%U L2y FO#HF TR I,

£ Wiy, BA0HF0EY DI LEEl TERY, TRy FIHTFTRIT.

10




6. HEICELTHEETR&EE

@ BEXEFICMZ, BERTEE DRI 28RS E S RF OB R UE FE
RAOEDITLERFERE HSICBBE L THOERTAZ &,

ey pl A AR %%Ri%@%ﬁuﬁﬁﬁﬁufﬁﬁ%+ﬁm%b RE 7
ThbEETHIE,

FREWERO~F Y A2 MZHWT

)

©)

MEMMRERH Db D Z EMH 0T, AROBREITHI > T, BRKEE
R R EEE, gk, A% OBRUEE X BREOCERSE. BEEZ -4
WKATH 2 &, £, HBEIZSCTEE CT, mME~—V—S0RELZEET S
T

FHNOBEITEE D infusion reaction 2% THRARIZHARMGOTE 54
{HZ21T->7 ETBR%T 2 Z &, 7.2 [B B EABEOARAF 5 5FIZ infusion reaction
BHLONDLZLbHDDT, FHEETROFRBEETHIT S 20 A
YERET %, BEORELY HCEETHZ L, 728, infusionreaction %
RELZHEIZE, ETOMERWERDSZR2ICEE T ETREEL HOBE
TAHI .

FIRBRBERERE S 23 bbh 5 Z L 3% 5 0T, AFI0# 5B tAR1 & U 5 21/
PITERRIC R RERE (TSH. W8k T3, EBE T4 SORIE) 2EET5
&y

ARDOE G LY | BEORLEUNIERT 2 LB 2 b b4 REABSCRIE
BHLONDZLNHD, REPBDONZHEITIE, BELEBFRIIS LR
B2 mE L BB R OER &EEE U GEYZERNRZE 21TV, BE0RE
RIS L 2RHWER A BN D2 H-8121E, FFRIORIE TP IE, RUEIERE R
NECRIOREGFEZZETDHZ L, 28, BIBREFRLVEOREIZLYBIE
AOBENRBD LNRZ2WVEAITIE. BIBERESNVE CUSOREMHEIF OBM
LEETHZL,

BERTHE, BOAR» I AEB L THLEWEARERTAIZ LN ETD
AHROEEETRICHLBWERHORRIZFDICEET S Z L,

1 BRERA (BUE 1 BRERFE 2 5T) Bhobbh, BRREMEZ b7 F—v X
CELZEVRHDHOT, OB, Bl BHFOEROBHRCMBEMD EF I+
DEETLIZ &, 1 BEERAPEDNIBSICIBRELPIEL, 12 3
AOREFOBEUZDELRITI Z &,

AR OBEKRARIZBWT, BEREHS 6 W ALUMIZ 8 BEIZ iz, FH LI,
BERE»S 1 FERMETIIRAR S S ICEMOFELITo W= 2 25 E (|,
AFHFILIERMIC BB RE CHROBERLITI 2 &,

11



REERHEETA R AV
=HhNn=7 (BRIzTFH#Z)
(RFB4 : 70— R EFEBE 20 mg, F 72— R AE#EE 100 mg)

SRk 2 9% 9 A (ERK 3 04E 8 ATKET)
B A S EE



B

N N N

XL I

AHRI DR, TERBF

I R A |
HEERIZ DU T
BEMNSB LR DBE
BEICELTEE T &EEH

P2

P4
P7
P9
P10



1. EL®IC

EELOFDME - BEMHDOFERDTZDITIEL, BT XESICESWIZEERERSRD
bhb, EHIT, EFEORFEMOESIZL Y, EERERMZ EOEFMRERIERE
FEELBARBINDIPT, INOOEEMEFRICHERBEICRMETHZ LFIEED
MREEL 2o TR BREMBOEE L WEOEASE 2016 (EE 28 4£ 6 A 2 B IR E)
IZRBWTH, BFMNERLREOFEROREIHEEL RS Z L LXh T3,

HFHRERRFERMT, RBERCEZEM T e 7 7 A VBBEFEOERR EALMNCE -
RBEZEBHDH, ZOH, AREROEZEMICET I HRA+SERT D TOM.
VHERMOBEZBZITIDIEBHMGEINIBEFI L THERT S L & biT, BIE
ANFER LB HELRAGE & D2 ENTRER—EOES 272 T ERERM CFEH
THRLLBEETH S,

Lo T, BAAA FF7A 0 Tid, BREBRLINETITEON TV EFEF -
BEHRHICESE, LTOERRORERFERZ2HET 28 AN OLELRENR, B2
FRUOCEEEEE =T, :

BB, AHA FTA Uik, MIITEEAERMEFESRRSHE. ABRTRBEARE
FRORES TS, — BN B ARKARESRU— R EA B RBBESOWHH D
t EERK LTz,

XL R BEEN AT — R AREE 20 mg, A7V —RERTHE 100 mg (—#%
& =ARN<=T (BicFHE#Ez)) :

KB ERDMEIBE : B AALERIER IR LI B0 R iE /2T - BROBE

#eLRaBERCRR - BH. A=A~ 7 (BEFHEKZ) L LT, 1H240mg
Z 2 AR TRERET 5,
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2. FHRIOWE, {ERBF

7V — R RBFHE 20 mg RURAREHE 100 mg (—f4h - =A< (BIiaFA
#z), LR, THAD)) X, NBELRTEHRISHEAF Ly 7 X% BTV AL -
vA¥—X R7 A7 (BMS) ) BPAFE L7zt b PD-1 (Programmed cell death-1) 2%}
THt Ml IgG4 £/ 7 u—FARETH B,

PD-1i%, &L LY 3R (THIRG, BAIRRR T F =2 740+ 7 —T filg) RO
BERAMBIZFHET 5 CD28 7 7 2 ) — (T MlROEMHLEMBIMICIE & AICHIET 25
FH) CRTHAZEETHD, PD-1 IR TFHIICREIRT 5 PD-1 YV H K (PD-L1
BOPD-L2) LFEAL, U BRICHEES 7 AR EELTY A ROER(LIREE
AIZFAE L TWA, PD-1 U H Y FiIRRETRMARLUSMCE b Orkx 2 EEARRICHR
LTHY, BHBAEREN YR LZERARICHSIT S PD-L1 ORELIFHROERF
M & ORICAOHEBEENH 2 Z L B3HE X TS (Cancer 2010; 116: 1757-66) .
o, BMEAEAE TIHARRE T HRBELET S ¥ —T7 2 ua < (IFNy)
IZX->TPDLl ORBENFEIN, BB LIEEEZICRITS PD-L1 ORBRLHED
AGFEIR L ORICEOMBEFER S 2 & DS L H 5 (Sci Trans! Med 2012; 28: 127-37),
X 512, PD-L1 Z5@fRHE =R AMKE., REFEN CDS B T MltoMREE
EHZEFHEE5, 7l PD-L1 H&T PD-1 & PD-L1 L DFESZAET S & DMl
BEEEENREET D ZEPRRENTNS, EOZ L5 PD-1/PD-1 U > FEREIZ, 28
ARIRSTURARNZ T MlR» 0 0RBELZEHT AMFO—2 L LTEL LT,
Do

AR, BEAROER DS PD-1 OHIfa/ R (PD-1 U 4 > FREEHER) ITEA L.
PD-1 &£ PD-1 VA FEOBESEAFETIZLIZLD, BARNKRBENZ T HROE
ML R OB AR IZ X9 B MBRIE B A 18585 5 Z & TRt BB R 2R
ZEREFR TS,
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HEBELHRL LEBRRRLER L., Ao, ReUHERUEBAMIHER SN,
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H BB EITIE, FER LI ERITIG U BEPR 2k & SRR 2 RO ER L EH L O
T2ERIBE 2TV, BEDRERIGIZ L BRI R RDR S HEICIE. BIBEEFR LV
EROREZEDEYLNE LT HEVRH D,
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[FahiE]
EBRIERFEMAARER (ONO-4538-12705%)

2oLl E DRI 2 A T DI ERRIC ARG I AR OB YRR ie 2 1T - B
OBEB I HEFTESEHE EEOPLAREFBEAST I ETFSemMNIZAIET 5 MR
) BF4935) (AARANBE2260EZ ST, AFFE300),. 77 EREE1636]) ZuBRiz,
TR EMBE LTAHFS mgkgZ 2 ARBR TARBE L ZO0FIERUESE
MERT L, ZEFMIER CTHLIEATFHM (PRE [95%ERKRE] ) 1. &HA#E
T5.26 [(4.60~637] WA, 75 EREETA14 [3.42~4.86] WATHY, AFNIT 7R
Wt LRI E BRER 278 Lz (A — RER0.63 [95%(E#EX M @ 0.51~0.78]
p<0.0001 [f&Hllog-rank BRE] ) .
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AF|EE 330 275 192 141 94 56 38 19 10 5 3 0
TS5+RE 163 121 82 53 32 16 10 4 3 3 1 0



[Z4tE]

OENFIMEAE (ONO-4538-12 3R ER)

B EEGITAAIBE 300/330 1 (90.9%) . 75 & REE 135/161 #) (83.9%) 258D B,
RREL ORRBREAEE TE RWVWEEFRITAARE 141330 ] (427%) . 7FER
¥ 43/161 B (26.7%) IZRWH bz, WTFNAOE TREED 5% EORIERIZTR
DEBNTHoT,

£1 WThhOR CRIRE 5% EOBIER

P (%)
ﬁﬁzllié}ﬁ AHRE 7S EREE
%ﬁngDRAIJ ver.19.0) 330 ) 161 41
. 5 % Grade Grade3-4 Grade5 4 Grade OGrade 34  Grade 5
2 (1.2)

2BER | (3.17) 34_ 103) 4 12 43 (267 7. (4.3)

2B ABIBC B WO TR EMRE R T 6 (2.1%) REURBRAE/ 2 A3 F—9 51 (2.7%) .
KMGd - BEOTH 44 (1.2%) . 1 BUEERIE 3 41 (0.9%) . FFHREREE 18 1 (5.5%) .
FFde 161 (0.3%) . FORARMEAEREE 13 41 (3.9%) . #RFEE 1041 (3.0%) . BHEAERE
F 161 (03%) . TEAEREREE 14 (03%) | fRiRMARZERE 1 ) (0.3%) & infusion
reaction 1 fil (0.3%) @O bz, Tz, BEBEAE., LK. k. REMED/IMR
B ESREER, BIREE, EEOREEE. MK - fEEL, BERARUSE 5 BERIIAD
biiehol, REWERAREBRRRIILYHFLROBEESR (BEREEREE2S) 25
THEIERE T,
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AR OBEMREHBIEES AV ZFBA LI 2b—va 10XV, AH 3 mgkg (&
) Xi¥240 mg % 2 BB TRE LZBoARA O MiEPRESKRF SNz, £0OFE
F. AH 240 mg G LIBROBRERIT. A& 3 mgkg 25 LIBROBREE & g
LTRE*FTETFRESNZLOD, BAABRFIZBVWTIAMELIERENTWVWELH
% B (10mgkg % 2 BRMBTERE) TARAZES L-RORER L ek L CTE[E
BRTEFRENE (TR), M2 T BROBECRIT A7 —ZIcES&, KA 3 mg/kg
(fKE) XiZ 240 mg % 2 ARIBIRRCTIRE LIZEOAR OBRER & FMETZLMH L
DEEEZ BT ABRBRISET APHER I, YRBEEIC OV TREASIThiILRER.
iR - AROMTAEIMEROREMICHRZER IV ETFRIE N,

#£2 FHOEKHBB S A —F

i - R Crmax Crnind14 Cavgdl4 Craxss Coninss Cavgss
(pg/mL) (pg/mL) (ug/mL) (pg/mL) {ng/mL) (pg/mL)
Sl QAW (35.52f "‘;50.3) (10.17?'1?4.5) (17.21‘,1'333.9) (75.:113171) (27.612,'107) (42?1??27)
20mg 2N (51?12,'103) (15.22? -354.6) (25.3127.8) (10;,5354) (41?57,'?1358) (62.11(,)9187)
10 malkg Q2W (14'11,9;19) (512 "?9.2) (79?(3?14) (33?;,9’5332) (usft,1 ;13) (233’7?86)

FRAE (5%, 95%4), Q2W : 2JARIMIFE. Cma : FIEHR 5% OB @ MEFRE, Crnas : FIEHEE%14
A Bz ARAEMIEDREE, Copas: FIERE%148 B E TOEHMBTABEE, Coas : EFRIEICE
Fjé%_lé]_mlﬁq]ﬁg\ Cmih,ss . EﬁﬂﬁﬁﬁllﬁﬁéﬁﬁM?ﬁ*ﬁﬁ‘ Cavg,ss : ﬁ:’%"ﬁﬁlli&ﬁ’%mfﬂﬁnfﬁq’
354 g
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@2 BEOFFERVBERFEIRRF ORI+ & BR L FFOEM (TR
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*
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o EMAFERIGE 2 FOMRTHELZ KT Lc&ic, HILBEBORAEDIRIELY ST S
LU EOELBAREOEHEZIToTWVB L,

o [ERMRFIEE 2 FOMMPHEZK T LRI 4 FULOBKERREZA LTS
ZE, 9B, 3FELLEE, HEBEONAEYRE RS0 E SR OREIHE S
TToTWBTZ &,
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®-1 mERREHIIZ BT 5 B
MEMMEBREOEERBERASRAE LI, 24 FEEZHREROT. YR X
FEEE R IRV T, BB LZBERICIE U TAREEE U CT S ORIFRA DERNT &4

TR EORENY A FIZELNL, EBICHEFREZERIESTWA Z L,

®-2 ERREFEICL>AFHESNGICETEY

BAZRICEDL I EMNLRABEUVEEZE T IEREFENBERE=4) 7
CEREDREEROAS )= T EITVERE L FRELF TE 5T — HAEREHIE
fBEhTWaZ L, 2B, BilERIcOWT, PAVBRE L ZTOFERICHHICAMENT
WwWaZ ek,

®-3 BHER ORZE-CxSIcBI LT

BIER (RIEMERZRBICI X, EEREDE, Lk, k., BEUHRMARE. KBk,
BEEOTH, 1 BERRE, FEEEE, PRIEREES. fRES. BEE (Bre-
RAERIENBRZ2ET), BIBEE, Mk, EEORNFEE. #IkDZ2ZERE, infusion
reaction, fefEtE M /MR HESEBER (ITP) | BEORE G, RSN, RS (O
EHE) - AR - DEMEMUES) . EnEE M%) o LT, SR SUIEBER
BEOHFMMELZ AT HEM & EE L EHEROZE-PRGICE L THRER VIR EXT
BNOEMFICHD L), ELITENRLENETE 5EHAE-TWD L,
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O TRICEETIEEFIZOWVWTHAROREREZE IR TWAZ L, B#EET
o R D
o FHDORSTITH LIRBUEDBEEREO H 5 BHE

@ WBERIOFBIZBW T TFRICHY T 5BFICOVWTIE, AFOREIHR 2N
D, MLOTEFERIEE S R WERICIRY | HEICAFEERTLI L2 EEBTE B,
o HHEMMEBROAHXIIEEDOH HBE
o FEEGRE CTHIEE 2R 5 BE R UVEBIE O KRR I R0 R i 2k
FEOMCRENENDRL LN BHE
o HEARBERBOAO, UIBHRZE L IEREDO B CAERBOBERED

»HHBE
o JERSBHEE (EhRARBHEELS) ObHBRE
*  ECOG Performance Status 3-4 V> B
B2tz BE4 2 E1E]

O TROBECEWTAFROFZMESRIEES N TN D,
© 20U EDAEFRIEED b SIEMYIRT R REST - BREBBE
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ol HEBhIRE
o fhoMBEMEBEHELHHAL CEBREShIBE

@D gCOG ¢ Performance Status (PS)

Score EE

0 | 2{HBEREBTES, BRaIEFAEBEEBZPHRZITZA.

BERICH LWEBIIRIBEN 55, HITAIRET. BIEECE > TORERIIITI Z 28T 5,

UVl m . eoss, suee

5 FITAERTESOFOEN O Z L3R TR EZIITE 2V, BDRO 50%8L i3~y FATRT
7.

3 [Bo-Bo0FOEVOIE L TERY, BHRO S0% L3~y KaBF G824,

2<{BP ., BHOFOEIV O LFE TERY, B2y FIRTTRIT.
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O WACESICMZ, BUEIRFEES SRS 2 BRFITE S & KH O Rt L O IEE
BODIZLERERE+SICEBEL TOrLERTHZ &,

@ HREBERICESLD, BEXNIZOFRRICADEROEREEZ+ARAL, RELXH
ThrbiETHT L,

@ FEREMEAO<=FI AL MzoWNT

MEHEMERBS PN ZERH LD T, FROREIZHT= > TiX, BRKE
W (PRI RS, K, FEE) OFGERUHE X RREOCERS, BEL -4
WITH 2k, iz, LEISUTHEE CT, Mif~—V—%50RELZERT S
oy

AFIDOEEILEE @ infusion reaction |2z TBRARFIZ+072EDTE 5%
EE21T-o7- L CTHtET 5 Z &, F72.2 B B LAEOAA| X 5K infusion reaction
BHobhdZ EbHDDT, FAREGEPROERRGKTRIZAS T4
YERIET %, BEOREEZ +2CBETH5Z L, 728, infusionreaction %
RELLBAICE., 2 TOMBEERERSEL2ICEE T E TREL +HHE
o Sl N

FRIBSREREE R H b d Z L H 2 DT, KA O &G R U5 HH
I BRI IR IR RERR T (TSH, JFHE T3, Bt T4 F0RIE) 2#ER TS
s

AFNOTEEIZL Y BECRBEISICERT S LE 2 O DEk4 2RECHE
MHLbhdZENbd, BRENEDLNEE/ITIE., BRLEBRIILS U
BRI H0GE & BB 2 FFoERD & HE U CEERERIRZ M 24TV, BE DR
RIGIZ & ABRIERBREE DN D5 EICIE, ARORETH L, RORIBEER
NEVEIOBRGEAEETH L, 2B, BIBREAFNVE L OBREICLYEIHE
AOEENRBD HNRWEEITIL, BIERERNE LA ORI DBEM
bHbEET D,

BERTE, FRM»CE I AZB L THERERBRRAT LI EBHLT2D,
AFNOFEEXETHIZHLBERORBRIC+HITERT 5.

1 BUBERRA (BUGE 1 BUERB 2 58) bbb, BRAEES P T F—U R
KELZLBHZ2OT, AB, Bl BHEOEROERSLMAEHED LRI+
SEETAZ L, 1 BIFERASRDNZESICEREEFLEL, 122D ]
RO EEOBEY)RLBZITI Z &,

@ AFOBEKRRICIBNT, BEHBENG | EMIZe BT, TRl 1287

i

IEPMEOFI AT o TWeZ &2 BF I, FHREPIEHNICERRET

IRDOHEREZITI Z &,
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