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mg % 2 WA MR TG L72BRD Cmax, ss & Hhfg LT
HEZRTE RSN b OO0, BRANBFIZEN
TABEPHER SN TWAHE - HE (10 mg/kg %
2 AR TRE) TARAZEKE L1ZEED Cmax, ss
EH L CTIREZ R~ T & PRl ES 7 (TR) & T,
B OFEREIZ T 5T —XIZHEDE, AKI3 mg/ke

({KEH) F720F 240 mg % 2 IR, & L < EAH
480 mg % 4 WA TR G L CBROAF OgiE & &
AINE T LM & OB#E A MRFTT D IRBERISET
VDR S AL, HZBIEIC OV TRET DM T i
K. Eito ML - HEOM TH MK OV 2MIZH
feip2fiI7en e PHlsnz, £, BiEmERIC
B LT —FITHEDEIEE L LBRBERICET VAR
AL T, A3 mg/kg (2 AR TES)., 240 mg

(2 AR T G) X0 360 mg (3 R [H G &
) b4V A~T (Bl Z) 1 mg/kg (6
MR <& 5) 2 0FH LB AR VL%

#ll 480 mg % 4 HHIFME THE G LIZEROE RIS
B EHIMIEFIRRE (LUK, [Cavg, ss] &W9,)
I AR H 240 mg % 2 FF R TG L72BR D Cavg, ss
EFUT S e TSN (TR), £72. &K 480 mg
Z 4 AR TG LB oEFEIREICRT 5 &5
MyHFHIRE (BLF, [Cmax, ss] &9 ,) 1E, AH 240
mg % 2 MBI TG L2 d Cnax, ss & bbifgg LT
EEZRTETTRSZb 00, BHARANBEIZBND
TARMENHER SN TS ML - A& (10 mg/keg %
2 WM T 5) TAAZ B 5 L72FE D Cmax, ss &
g U IR 2~ & Tl (F&R), & T,
BEORIEICR T 57 —XITHES&, KAl 3 mg/ke

(RE) F£721F 240 mg % 2 BRI, 3 L < I3AH
480 mg % 4 JHFRIME T G- L IZBROARK DI EE & &
BINEXNT LN & ORI A2 R FT T D IRERISE T
JUDEEE ZFL, YEZBEEIZ DWW TRET A T OV kG
R, B - HEOB AR O eMIcH
MerpZE It Pl sz,




Rt LR, ERRoHE - AEOM TAEMER W)
HEMICHBERZR IRV E RIS, S 51T,
AFH240 mg (2 AR THEE) X1F 480 mg (416
M B E) AL FIREE DR LB O FME K
OWE A fRE LIz fE R, FERoHYE - A& T
B R O LRI 2 BT v e THRIS
77,

14— | SRR L ERE SRR | SUTARIEEHE AR IR | 10 ~— D | SRR 1 SIS R AR 2
HER 2
16— |5 BHEMGERDEE 12°=2 |6 BEGARLERDEH

(BB 3 % ]

O RO EEIZB W TRADAIMEDREE S LTV
%o

« 7 ofbe Y 2V RPUEMEE AL N T T
2 & Te L PRI AR SUT AR OARTE YIRS
RB7R AT T AR R O R R (ORAIE R 5

« WAL S BRRIEIC L 0 pCR A3ERD H 7o
T BB DT RE _(RAIHE 5-)
ALFEEARIBIE OIRIGUIBR A RE 20 1T - RO R
EFEEE (NIVO/IPT £ 5- 314 NIVO/Chemo #5-)

@E B4k [F 45 MARFAER  (ON0-4538-50/CA209648 7
B 128V IR e S B AERRE: (Chemo) HiAh

[G2hIC B3 % FH]

O TFREDBEITIB W TARAN OB NEDREE S LTV
Do

- 7 ofb ) I VU RGUEMEEREAI L N T F SR
2 & e OF AL B RIE XUIAR I O AR B YIBRAS
RE 72 AT UL O BB R

- BT A BRIRIEIC L 0 pCR B B o
TR TE R DI B

D FREIZEE Y T 5 BE T 2 A O 5 OME
FFHRIZ ST, AR OA SRS ST BT
ARENDEGHG L 72 BT,

L WIHREZ TR RIS IR R RE AR AT U




& b LT, NIVO/IPT $5- X3 NIVO/Chemo #5-0

HREDRENTWA, 277 L. NIVO/IPT 5 T

NIVO/Chemo 5 DWW HIZB W T LB L E T

L U CHEE e A HEFROIETIR) 5 < e DA

MERD S (pll B . F 72 PD-L1 FEHURIL (TPS)

IZED ., BOMENRLR DRSS TWS Z &
(p6~8 ZM) »>6H. PD-L1 HHR G L2 £ T
AHEE ORI OHWd 5 Z L3 E L, PD-LI
FEEND 19K (TPS<1%) THDH I LRI
TR ITB W TS, RAIPS OIRFEIE S B E 7
Do

*ARFNOZ W L LT, Hk5é4 - PD-L1 THC 28-8
pharmDX [Z 2| DNAR I TWVWAS,

@ FROICEE Y 3 2 BF T3 D AR O 5 J O H
FHEZ DWW TR AR O FRMED LS TE BT,
EN I [F S EED - R AN SR AN

« IR A T T e WIRTR BIBR AN R 7o BT S
FFHE DB T3 2 A4 5-

- TRIMHBNEE & Lo s

- WTRTHEEIEIEIC LV pCR 23388 b T- BE 1T K
Lt iEEIE L L Coks

- W MBIRE & L CoMmobuEMEEEA & OftH

HROBEITTLEE

- INETRBIEIE & LT s

- WTRTAEBIIRIEIZ LV pCR 233D b= BEFIT KT
Lt

- L OHEMEIEL A & OOF 5
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6. HEICEL TRET & FIH

(@© W)

(@ )

O APRIEARIEIRIE DARIG U ERAGE 22 AT « 5D

FERIZHB W TIE, PD-L1 FEER SR L ETA

Al g et RIEO B2 W 5 Z ENEE LV

ﬁ\mL1%ﬁ4ﬂ%af%&wﬁA 3. AAFI%E

S e PHHRIE DR & 2 W YN L7 ETHREG9 5

Z &

@OFRBEWERH DO~ A MZHOWT

(%)
OWIBYIBRARREZRMEST - RO REEBEF ITHEHT
LHERITIE, AAOERRERIZBW T, T5HGN 5
LVARERIX 6 M T &, 2RI 12 8 Z & Ica %)
PEOFl 21T > T2 Z L 25E|T, ARAIBS I
EHIR ﬁ@ﬁﬁf%%@%a%ﬁﬁ_k

@B T DI RMIRE S LTI DRI
X, ARAIOERRRERIZIB W T, BEHLE D 2 4

X 12 AR ZE. FRLKEIE 6~12 AR LICH
DT 2 AT > TW-Z & 2BEIC, AFIE G
(X EIIC BB R TR OMEREIT O Z &, 728,

13—

6. HEICEL THETNEFIHE

(@ m)

(@ )
@ERBWEHDO~ R A MZOWT
(%)

= A ’E%W%T%@@ﬁ
HRORIERBEIHERT 281X, AFOERK

L Ab S1ANEN &%ﬁ%@m%1ﬁ$ﬁi6fﬁ?_t\%
VLRI 12 B Z & ICA ORI 21T > T\ e
ZEEBEBIT, ARG HIEMRICE G RE T
ROMERZITH Z &,
SRIERIZB T AT mibEiE L LT 2ERIC
X, AFIOERREBRICBN T, F5RENS 2 4/
X 12T L ZNLEEIX 6~12 T AR Z &L I2HS)
PEOFH 21T > T2 Z &£ 2SHF(, RAERS I
EHRIIZ ﬁ@&ﬁfﬂ%@ﬁa%ﬁo_ko&%
firzmBFiE L L CHERT 25810E. AFloks:
HMIx 12 W HMETETHZ L,




WML L LT 25681213, AFloR 5
WX 12 P ARETET D52 &,

JEFE I D F i HHERE T A N T A OUGETE AT CBIH X RER)

B IH
R (FHRARIERD) RN (AR HIER)
3~<—Y | Sci Transl Med 2012; 4: 127-37 3~X—Y | Sci Transl Med 2012; 28: 127-37
TN—Y | SSRIEBESRERIE R 1 SUISSRIEGHEERRIERZ | 7 ~— | SRR 1 U3 R AR 2
PEL 2
PRI b B O s i HHEE T A N T A > OBGET T CorIH X RE)
il IH
R (T HRABIERD) EE =Y (B H AR HIER)
9= | SSRIEBHEFRIEIE 1 SJUISRIESHEFERRIERZ | 9 ~— | SR4EEEEIG 1 SUTS SRR 2

Pkt 2




REFEHEETA R4 v
=RN<T (BafEkz)

(RFE4 : 7V —RREBE 20 mg, 7 P—HREHE 100 mg, F7V—
ARAE 120 mg, A7V —REREEE 240 mg)

~FF/INwE e Fti i ~

R 2 942 A (fF44E5 AKET)
A DB
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1. XC®Iiz

ERBDOADME - BRMEOEDOTZDITIE, T TELICESWIOEERERANRD
bivd, EoIT, IEFEORZEMOESIC LY | FUKERR 2 & OBEFH R FTHRIERE
FEERLMDPEABINDIF T, IO OEELTBEICHERBETERMT S 2 & NERED
RRR L 2o TR D REMBGER L EDREATT# 2016 CERL 28 4E 6 A 2 HEZRE)
ZEWVWTH, EFNEERNEOFERORBEIHEELZRA - L ShTWVW5,

FIRERAMFERLT, REERACREM T u 7 » A VRBEGFEOERR L B LR
RHZZLBDHD, ZO7w, AOERURLEICET A ERS+oEE T3 E o/,
HZERGORELZRSZRT 2 Z LS IBEICHLTEAT S L & biz, BIE
APEBR LR BERSINE L 52 & NARR—EOEM -+ EREE cHA
THZLEREETHD,

Lo T, AL FTA Tk, BARBESINE CIRB LTV B EZIRER -
FHEERRHICESE, UTORERGOSKELFEAEHEET AN ONERER, 2
FROEBREFEERT,

1RB. AHTA RTA 0%, M TBUEAERRERERRAHE. AKEABEABRA
BRARER AR, —MRAHEEIEA BABRARES, FEFEFEBIEAN A ARBRESR G
—RRALFEAN BARMERIBRZES OB IO b L ER LT,

HBLRDEREM : 7 V—RRERE 20mg, 70— R ARHEHE 100mg, 47T
— K AR 120 mg, 47 U— R ARBRE 240 mg (—H34 : =
A<T (BTHEEL))

XHELROPEXIHE ; GIRAREREST - BROIE/INABFE

HELBBMERVRE - BH. RARKIZ=FR v ~7 GBEFEBEZ) > LT, 1F240mg

‘ Z 2 BEFIRXIX 1 B 480 mg % 4 BEEIE CEBEEET 5,

M OTURAEREEA & - 2581, @8%, BAR=RA <7
(=7 Z) & LT, 1B 240 mg % 2 BB 1 B 360
mg % 3 BEERER CREFFET 5,

B R 5 ¥ DFERLESRRSH

[\



2. AHOKEK, TERABF

F 7 O—R A 20 mg, FAERE 100 mg, FAFEHE 120 mg X ORRFEFHE
240 mg (—H34 : =R ~7 (BEFHEHEZ) . T, TF&AFL &0 5,) 13, MR
TEBRAHL AT VY 7 R ETIV XV v ¥—X 2747 (BMS) #) B
B% L7t b PD-1 (Programmed cell death-1) 125155 & M IgG4 €/ 7 m—F L Hifk
Thb,-

PD-1 1%, EHAL LY %8k (THIM, BHRERYTF=274% 7 —THRKR) RUF
BiRMIIRIZ 3BT 5 CD28 7 7 2 U — (T MR OIEM(L 2 MBI IE & A HIE 50
FE) KRBT ASAKTHS, PD-1 IFHBIRTMIAICHESRE T 5 PD-1 Y ¥ K (PD-LI
KUNPD-L2) EHEA L. UV y skt 7 2 EE L TY V3 BROEELIRE S
BICHRE LT3, PD-1 V7 FiZBUREBRMRUSMC E kDL REEEBICRER
LRy, BHEAERE ) LU L EREHEEICKIT S PD-L1 ORI LITHROLRF
HE L ORICAOHBEER D S Z LARE SN TS (Cancer 2010; 116: 1757-66)
7  EMBAERE CIABREE THRBELATSA VY —Tzn i H < (IFNY)
12k o T PD-L1 OFREAFESh, BB LEEERICEIT 5 PD-L1 OFBEHRED
AETEHAR & ORI IE DR H B & 0L H H B (SciTransl Med 2012; 4: 127-37),
&5z, PDL1 SRR IS AMEIE, FURMSREN CD8 Bt T koGS
MR TS S ® A8, H PD-L] HifkT PD-1 & PD-L1 & ORAZMET 5 &2 DMl
EEEEREET 2 2 EARENTWE, O LD PD-1/PD-1 U U FEEZ, 28
ABIASTUERRN T ML ORBEZREEET2HFO—D L LTEALRTY
5o

AFNL, KEBREBROFEED S PD-1 OFIISMEIK (PD-1 ) 4 > FHEEHIR) A L.
PD-1 & PD-1 Y Y FeORFEEMETHILICLY ., BAVURKFENZ T MROHE
MALR O AMIRRIC S AR ERE L AT 5 2 & CRENRBSEIRZ T~ T
TERHERINTVWS,

SRS DOEAD D ARITBEHEEIC T A FREREIC 2V ES b0 LR SR,
NS E RS L LERRRARL EE L. Aot TR UIEMIHERS
iz,

AENOEFMFRIC S BEDRBERNIC X 2BHERSRS bbh, BB XIS
T L AREMER D5, AROBREPROBERICIT, BEFOBEL ATV, BESR
bR, FE L FRICK U BRI ik & R 2 R oEA & EEE LTl
FI 7R ERIBMT 21TV, BEORERINC L BRERAR RN 2 BEITIL, BIBRESV
ELVRIOBREEOBY LB ELT O BERH B,



3. HaskeRst ,
SIRRBEREAT - TR OHE/ MRS (R LR R OSER T EBE) DAY
%17 = o E R BRRRRO R &R T,

(B3]
(R LB
© ERNFIMHERE (ONO-4538-05 FER)

T F TR e ST FRER 2 A T 28R IB B/ IV IZERORE LK
$EHBE (ECOG Performance Status 0 2 TR 1) 35 #il & 5512, A% 3 mg/kg % 2 FAREIER
TRIFEE L, FEMEER THEEHER (RECIST 1 FF 1 > LIRRICHESL
FHEIZ X B CR XL PR) 1125.7% (95%EHAKM : 14.2~42.1%) Thol-, i, B
BNCERE L2 BEIX 9.0% TH - 77,

@ WHEIMMARER (CA209017 3A%k) (N Engl J Med 2015; 373: 123-35)

T F TR 2 S FRER Y AT 5 0RAMERIB B/ IVHAXIIERORFE LR
#EE (ECOG Performance Status 0 TN 1) 272 fl &Rz, FEFFEAEHREL
TAH 3 mgkg % 2 REFRRCRIEERE L7z RAIRE 13561, FeZ 38 137 4),
FEFMEE THLIEEFHM CLT. oSl 2v5,) (PR [95%EHEXEI) X,
AHIFET 9.23 [7.33~1327] W A. FEZFEABET6.01 [5.13~733] BATHY.
AR P& Fericxt LEFHERNICEBRERE 2R Lz (N — FEb 0.59 [96.85%(=
FEXHE : 0.43~0.81], p=0.0002 [J&3) log-rank ¥ E]).

. 1.0

0.91

0.8

0.7

0.61

Probability of Survival
[=]
wn

0.41 K ~
0.3 FeaFELE .
~ma
0.2 %ﬂv—. =
e e-a
0.1 N @
0.01
I U S T | T % F T
0 3 6 9 12 15 18 21 24
Overall Survival (Months)
Number of Subjects at Risk
FHIRE
135S 113 86 69 52 31 15 7 0
Feax L%
137 103 68 45 30 14 7 2 o

1 0S OHHARNTD Kaplan-Meler Hi#t (CA209017 M) (E{EALShi-2£H)

4



(FER - EBe)
O© BEANFEIHEFAE (ONO0-4538-06 Rk)

75 FFBR BT LERER A T A U2 IB 1/ IVHIIIHEROFEREL
R B# (ECOG Performance Status 0 U} 1) 76 Fl#Xt&iz, A 3 mg/kg % 2 HRHA
fRCAREEE L, TEHMEEE THHEME (RECIST VA T A v 1.1 RIZE3<
HR BT K A CR XIZ PR) 1% 19.7% (95% 58X : 12.3~30.0%) ThoT, 2B,
FHRNCERE L BHEIX 9.0% Th o 7,

©® WESVEIMERER (CA209057 3A%%) (N Engl J Med 2015; 373: 1627-39)

75 FF KR R SR RIEE R A T A YRR ERIIB #/IVHXIIBREOIERTF L
R E (ECOG Performance Status 0 2T 1) 582 &2, FeEFXEAZHELE
LT, A%l 3 mgkg % 2 BEIMBCARARSHE L (AR 292 4], FEFXE8 290
#l), EEFMER TH B 0S (FRIE[95%EHEX ) 13, AFIF T 12.19 [9.66~14.98]
HA. FeEXZ3EARET.36 [8.05~10.68] WA THY . AFNX FEF /MK LK
HEMICEBRERE 2R Le (N — K 0.73 [95.92% 5 88X : 0.59~0.89], p=0.0015

[J@% log-rank R E1) .

Probability of Survival

0.01

-1 - - 1 - - r - - rn - --r - r & &+ & & 1
0 3 6 9 12 15 18 21 24 27
Overall Survival (Months)
Number of Subjects at Risk

AHIE

292 232 194 169 146 123 62 32 9 0
KeasuL B

290 244 104 150 111 88 34 10 5 0

E2 OSSO HEMEHT DKaplan-Meierdi#t (CA20905738) (EAERL S hi-sEH)



(PD-L1IZR B D H i ke REE4E)

B EIARER (CA2090173805k & TNCA209057R8R) ICHAANLNTZAED S b,
FEFHAMRIC ISV TPD-L1 2 RH, L @RS 5 5814 (BAF, IPD-LIREE] L
90) IKET2EBRBBLNE—EOBEDT — X ICHE-S& | PD-LIFRERICHRENIC
BT o AMEROE2MDORRIZUTO LB Thot,

BB LTIZ, RELEETIX, PD-LIORBRRCLLT, FEZFAf#LMHT
B L CARAIRE COSHERT 2 BMmsRH bk,

FRF LB T3, PD-LIRBRRP %R OHAI FE & 5B L ZIERRORER
ThoTz (FHD.

2B, RELEE. ERFELEEEL I, PD-LIORBERIC L LT, AFOLLEMHT
a7 7 A NMIRRETH - T, '

1.0
0.9
o8
g 07
0.6|
A
% os
& S
Zod !
2 -,
g3 - W-q5 -
(R
02
0.1 0.1
o8 T T T T T T T T oo T T T T T T T T
Q 3 6 H] 12 15 18 21 24 27 ] 3 6 L] 12 15 1. 21 24 27
Overall Survival (Months) Overall Survival {(Months)
Number of Subjacts st Risk Mumbar of Subjects at Ritk
Nivolumab 3 mg/kg Nivolumab 3 mg/kg
108 a2 70 60 48 3 26 17 4 [}] 123 %8 86 7 73 65 27 13 5 o
Duelasel Docutanel
101 87 69 23 38 30 13 s 2 [} 13 102 80 61 44 36 13 4 3 o

== Nivolumab 3 mg/kg {evenls : 68/123), median and 95% C1: 17.15 (12.09, 20.63)
“~8-- Docetaxel (events : 93/123), median and 95% CI : 9,00 (7.10, 10.55) -
Hazard Ratlo (Nivolumab 3 mg/kg over Docetaxel) and 95% CI : 0.59 (0.43, 0.82)

A7 Nevolumab 3 mg/kg (events : 77/106), median and 95% C : 10.41 (7.29, 14.26)
© - Docetaxel (events : 75/101), median and 95% C1: 10.09 (7.36, 11.93)
Hazard Ratio (Nf 3 mg/kg over D and 95% C1 : 0.90 {0.66, 1.24)

3 CA209057 BB D PD-L1 HFHRFTD 0S O [HMHTD Kaplan-Meier Hi#it
(2R : PD-L1<1%DAEHRF, AR : PD-L1=1%0 85 £MH)

® HEERXFRBIIMEAR (ONO-4538-52 k)

{LEFEFRIERTGR D EGFR B TE RN, ALK @A B FREMR T ROSI & 85T
P2t DENERARERHETT - BRROER T LR FE/ NIRRT BE 550 B (A AANBE 371 6
EEle,) EXRRIT, 7 ERE_"NVIT BEeFHEBZ) CLTF. (=R <)
EWVd,) RO7 570K 2 ST FBRIEOHARE LB E LT, AHlL_AAVX
<7 ROT T F T8RS FHRE L OFRERE (BLTF, INIVO/BV/Chemo] &5 ,)
DAEPER LM EZ R L7 (NIVO/BV/Chemo™ B 275 5, *HREE 275 ), TEF
fEE CThHHEEEAGTHM (UUT, TPFS) 2 5,) (PRIE [95%EEXM]) 1.
NIVO/BV/Chemo ## T 12.12 [9.76~14.001 # B, XIHBE T 8.11 [6.97~8.54] WA TH
Y. NIVO/BV/Chemo 137 T R L RAY X< 7 RINT 5 F R 2 ST L SBEEO O

6



BB LS FICAE B REEEZ R L (N — FH 0.56 [96.37%EFEXM : 043
~0.71], p<0.0001 [/BH] log-rank BE]),
*1 : A% 360 mg R UMLEEEY 3 BRIMB CRBHE L, LFERET, IVRTFF, ~7)
FEEARUNSAY 2T %, 3BEE 1A INVELTRA6 FAINVERLL, 6 FA 71D
(LS REERRIIARR AL X+ T OB AR EIC X 5 MR ZHETRE L L,

100 4
_-g 80 -
7]
8 60 NIVO/BV/Chemo¥¥
B
g
a 404 /
& g0 MR
0 = ] L L L] L) T T T T
0 4 8 12 16 20 24 28 32
Time from Randomization (Months)
Number at risk
NIVO/BV/Chemol¥ 275 231 163 88 48 16 6 0 0
B 275 225 127 53 27 5 2 0 0

4 PFS OPEAEITRFD Kaplan-Meier fi## (ONO-4538-52 3AE)
(EVERIL SN i-4F. NIVO/BV/Chemo B & 5 FR# & D LK)

(PD-LIREIR B DA R R L)
EEEFESIARE (ONO-4538-52R8) ICHAANDON-BEDT —FITESE,
PD-LIRERRICEROICHBIT2ITo AR OEZEMOBRIIUTO LB TH

-7,

BB LT, i‘%l@kiob'w;oto
728, PD-LIOREBEFEIZL LT, zsﬁlmﬁéri7"u77/f/v:tﬂ1%*cﬁ>oto

32 1 PD-L1 £H R D OS BIIMTROESE (ONO-4538-52 M)

0S
PD-L1 %% REH % LB [95%CI] T — R
(B A) [95%CI]
NIVO/BV/Chemo 115 31.01 [23.13, —]
0, Sy
il BV/Chemo 115 22.60 [18.63,29.44] 0.76 [0.52,1.10]
NIVO/BV/Chemo 155 30.78 [25.99, —1]
%E 0.69 [0.50, 0.
- BV/Chemo 155 24.67 [19.09, 29.34] 69 [0.50, 0.95]

—: HEEFEE, * REPFLEZR L L Cox HINY— FRIGETV



(R LB & Ok R kK
O EEREFRFBMAERR (ONO-4538-77/CA2099LARER)

{EFRERIBR D EGFRB 5 75 BRat Rk UULKR & s F IR D YRR R /R 1T -
AR OIENRMBERETI (BARABEFEZET,) 2RI, FSFFEKILE
DEEREDOHAREEXRE LT, AR A Y h=T (EaFHEEZ) CIT. 1
VAT &W0),) ROT77FrRBAAZELFEREL OFRARE (T,

INIVO/IPY/Chemo] L\)5,) OFMER NELMEEMETL 72 (NIVO/IPY/Chemo* 361
B, S FRRE35841) . FEAFEE B Td 208 (P HAE [95%S#EK ) 1%, NIVO/IPY/Chemo
£ T14.13[13.24~16.16] 7 B . 5 REEC10.74[9.46~12.45] 7 A T& ¥ . NIVO/IP/Chemo
77 F A S P REO ARSI LR ENCAERREREZ R LE (0
— FE0.69 [96.71%fE8EX R : 0.55~0.87], p=0.0006 [J&Hlog-rankiEE]),

2B, WRHOLREERTH D2, BRI ONIVO/IPYChemoF¥ & 5t FBREDOSD
P— Nk [95%EBEXE] 1%, K LR T0.65 [0.46~0.93], JERF LB <0.72 [0.55
~0.93] Thotz,

*1 : A 360 mg % 3 BERIMME, 1 ¥V A~ Imgkg % 6 BREBBRMESREEY 3 BRRRTAE
WE LT, (LM, A (RELERBXIERE LEE) CES\V\\ kel (RELKE
B ANRTTFURGAZ Y FuN, FRFELES : AIVETFF U RIITVATSF VRGN
RAPFER) &, 3BERE I VAL LT 2 YA IAERLE, 2 VA 7AETHE, K
RUA EY hvT & AREEE LR,

*2 AR (R LB ISR EER) 1C&E-3%, NIVO/IPL/Chemo # & @ Uikt % . 3 B
Z1YVAINELTAFAINVERL, ERELEBIZOVTIE, 44 72 O{LERIEERER
ARA DLt FIC L3RR L ERTESE L,



1.0
0.9
» 08 NIVO/IPI/Chemo®¥
% 0.7
£ 0
=]
=] )
& 06
o
E 0.5
72] i Ay Py
= 04 a, =
5 DO
5 03
0.2
0.1
0.0
T T L Y L] Ll ) ¥ - 1] T
0 3 6 9 12 15 18 21 24
Number at risk Time from Randomization (Months)
NIVO/IPYChemo 361 325 292 230 129 46 16 1 0
polic 358 318 259 183 94 - 39 12 0 0

E5 OSOHE#EHT DKaplan-Meierdi#t (ONO-4538-77/CA2099LARER)
(EfERb S hizdRED)

@ BEELFREIHERE (ONO-4538-27/CA209227 3XER) (N Engl I Med 2019; 381:2020-31)
(Part 1a) '

{bFPRIERIGH T PD-L1 BHER 1%L k)0 EGFR Bin FERBHER O ALK @ia
WS TR OB EERELT - HROFE/NERFERE 793 6] (AAANBE 89 flzE
tr.) EXBRIC, FTF A SR EEREOHRARELHRBE LT, AL
AL ofRRE (LT, INIVOAPI] &WH,) OFDERNETEEZRF L

(NIVO/IPI'! B 396 %, xIFR™ & 397 #1), ARBROEEFEEB TH5 08 (HRIE

[95%{E X M]) 1%, NIVO/IPI BT 17.08 [14.95~20.07] 4 A, XA T 14.88 [12.71

~16.72]1 A TH Y, NIVO/IPL iX17 T FF8E 2 & e 2RIk LR FIICE R

REEZRLE (A= 0.79 [97.72%E8 XM : 0.65~0.96]. p=0.0066 /&3 log-

rank #R7E])
*1 : A# 3 mgkg % 2 BREIEMR, £V A~ 1mgkg % 6 BREIRCARREL .

2 AR (RPLEEIIERY LR B SV i (RFLRE : AT 5 F VT

VRTSFUVROFAFZEY, RELER : IVRTFTFUXIIVATFFVRERA MY

FER) B, 3BEEEIIAIANELTAFIAINVERL, ERFLEBIZOWTI, 43172
NOCEREEREIT R b L3t FIC X 5 MRS R L Lk,



—_
(=]

Overall Survival Probability
© 0 © 09 0 90 © 0o 9o ©
o = M W n U N WL

S T
pagichsd HM‘“"'M%:«P*W -
N B R i SRMBNLIN TR LS (NLUSLE BLERL (N D LB (N T FELIL S S LR T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Number at risk Time from Randomization (Months)

NIVO/PIE 396 341 295 264 244 212 190 165 153 145 129 91 41 9 1 0
opiccd 397 358 306 250 218 190 166 141 126 112 93 57 22 6 1 0

6 OS D Kaplan-Meier Hi# (ONQ-4538-27/CA209227 328 Part 1a)
(EESLIh£ER)

(Part 1b)

{ERRERIGH T PD-L1 B EN 1%:KM 2D EGFR BRFERBRMR O ALK @é
BnFRREDOYIBRTEEZ2ET - BROIE/NMAKRAIEBAE 550 5 (BAANBE 79 fleE
CTe,) ERRIC, 7T T REAEESRCEREOHAREEMNBLE LT, AFLSTF
TRF 2B LFHFE L OFFARS (BT, INIVO/Chemol &VV%,) KT NIVO/IPI D
AER EZEMERET L7z (NIVO/Chemo™ & 177 4. NIVO/IPL ¥ 187 . xIFB#¥ 186
Bl) . ARBROBIKFEEE 0—>2TH Y BB REDXE ToH 5 NIVO/Chemo #f &
XTRRFED PFS (P RAE [95% 58X A1) 1. NIVO/Chemo F£ T 5.55 [4.63~6.90] I A
XHHREET 4.70 [4.21~5.59] F HTH Y. NIVO/Chemo 137 T FFHH % & To b HE
x5t LR FRICA B RER /R LTz (N — Fik 0.73[97.72%S 88X 41 : 0.56~0.95]
p=0.0070 [J&5!) log-rank #RE]).

7B, BENRBITHERCTH S, HEBEAR DNIVO/Chemokf & Xt FREEDPFS DY
— i [95%E8EX ] 1%, R LR T0.94 [0.56~1.56]. FERF LR T0.66 [0.49"
~0.90] Th-oT=,

*1 : AF 360 mg % 3 BRMBR OMEERES 3 BRIRR CARRE L, LPmsis, ag% (R
T EREUIRRT L) B SV LERE (RELEE : IAVRTTF UV RIS F
VEROFAV I ERELERE . AIVERTTFU BV ATSFURURA ML FER) %,
3EEZL1LYA 7ML LTAFAIAVERBL, FERFEEEBIZOWVTIE, 4 34 7 VO{bFHE
ERBICAFIRUNA b Lk FIC X B8RRE b ZHTaE S L,
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NIVO/Chemo®$

302 / X,
£ 0 pofiichicd

6 3 6 9 12 15 18 21 24 27 30 33 36 39
Number at risk Time from Randomization (Months)
NIVOChemo®177 135 73 48 37 29 19 15 10 10 7
payis:3 186 121 57 22 18 13 8 6 5 3 0

7 PFS ORHMAHTHED Kaplan-Meier Hi#t (ONO-4538-27/CA209227 BABR Part 1b)
(EVES LS hi-4F. NIVO/Chemo B L xtFRRE L D LK)

Fir. BEHPMRRERNB LTSN b DD, PD-L1 BHEN 1%KHOBE
233U\ TC NIVO/IPL BE & S FREED OS (FRfE [95%EMXM]) 13, NIVO/IPI & T 17.15
[12.85~22.05] 7 A . *REET 12.19 [9.17~1432] XA TH Y, NIVO/IPLI1Z7 7 F 7
| S bEEEic st LEREREZR Lz (A — FH 0.62 [95%EREXH : 0.48~
0.78]), RERIARITHER).

11



[Z2ik]
(R LEE)
OENE TR (ONO-4538-055R)
AEERIT 3335 B (94.3%) IZRED LI, AFE OERBGEAETECERVEERS
B813.24/35 ) (68.6%) IZFEW BTz, FHEER 5% LOBERIZITREDOLEY Tho
15,

K2 RHLHBS%LULORMER (ONO-4538-05RE)

FERASEA Bk (%)
£ 35 4
(MedDRA/T ver.17.1) 4 Grade Grade 3-4 Grade 5

2EMER 24 (686) 2 (57) 0

2/\7¥/@7‘ /I~.7/7<7::7—“Ei§)3l1
M r vV7ForRmREFF—EHEm

( 57
(143) 0

T T =~?§f@ﬁ¢£

_(57) 0

SR e o !\__-:

?by‘&il\- 3 ﬂ#“'.;.?. =

"?m”&ﬁ%ﬂﬁﬁwﬁtva~fﬂw

- kﬁ&&ﬁ~:—nn?—
TR R L O s
0 0

S E O AR %i‘: YRR R
SRS % ( 57) 0 o
KLBE 2 (5H o0 0
323 . 5 (143) 0 0
R BN 2 (57 0 0

B, FEMERER 26 (5.7%) . XKBX - BEOTRH 26 (5.7%) . HREE (¥
TV NU—ERRFE) 361 (8.6%) | HFHSEEREE 241 (5.7%) . FIRARHEAEREE 3 4
(8.6%) . BIEHAEEES 141 (2.9%) . BT (RETHEMLEASZ) 14 (2.9%)
K infusionreaction 2 il (5.7%) 2#® bz, £7-, EEORMEEE (B ERE
BRE, ST, BRRES) | TEEREEE, | 2ERR. Bk, BREHEIE.

Uy
N



2 - B, B &5 BEARRLHRIIRD bniah o, ARIEARBRRIEES
2 (BRREEERELZED) 280EHBEREZTT

QWS EMAERBR (CA209017:8%8) (N Engl J Med 2015; 373: 123-35)

BHEESIIAAEE 127131 F (96.9%) . F¥ 7 /B 125129 # (96.9%) IZRH 5
N, FHEORBEEEABTETERVAEERIT 76/131 I (58.0%) i[RI,
BEN 5% EOBERIITEREDOEBY Tholz,

#3 RBBEEN S%LEOBER (CA209017 RER)

HENXDER %;%ﬁu( g/;)
=%
(I%Izl?);{A/J ver.17.1) 131 4
Y £ Grade Grade 3-4 Grade 5

.éa"”lﬁm %680 o (69 0
I o T S e v S i

E“*‘ ( 92) 0 0

YL e T PR S AR R S
‘mj?r 13 (99 0 e

5 21 (160) 1 ( 03) 0
3 :-"'_ _‘ = ':" RS R R O R B A R T B EEET

723, REMEMER 6 41 (4.6%) . KBk - BEDO TR 1161 (8.4%) | WiElEE (¥
5y NU—EEERHS%) 13 4] (9.9%) | FAHSEEREE 461 (3.1%) . FRIRERERE 5 61
(3.8%) . BHEHERE (RIBPEHMEREBRE) 44 3.1%) . EEMHESE 1 41 (0.8%)
(X infusionreaction 1 1] (0.8%) 23D bz, o, BEEOKREES (RMARIRE
FBE. SN, EREES) . TEAKEREE. BITHRERE. | BERR. B
M - BEfEA, B E I ERR LB RITFED 6?1»7275)0 Tz.o ABIWERRBUR LI BEES

& (BERREEAFEZ2ED) 2E80EHRRETT.

(FER LREHE)
OEMNEIHERAR (ONO-4538-063R5k)

HEERIT 7576 F] (98.7%) 2D LI, AFIE ORRERNEETERVWEES
2213 64/76 B (84.2%) 12588 bhiz, FHEREN 5% EOBHWERIITRDOEBY ThH-
T2,
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F4 RFARBS%ULOBIER (ONO-4538-06808)

#=BARSE FiEx (%)

BARFE 76 B

(MedDRA/J ver.17.0) 4 Grade Grade 3-4 Grade 5
QEFH’FH% : 64 (84 2) 16 (21 1) 0

e PE RE RS
S 'iizzz-ﬁiﬁm

2
,1 Y ‘.: i}
11 (145 0 0
R LB B 4 (53 0 0

B, WEMERMERBABE (53%) . KBk - EEOTHH (6.6%) . #HREE (¥
N R BEHESE) 1041 (13.2%) | HEBSEEREE 56 (6.6%) . R IRIEAEREE 1041 (13.2%) .
BIBHEREE 161 (13%) . BHEEE (RMEBEEBEXAS) 441 (53%) K Winfusion
reaction 341 (3.9%) BRD LN, T, BEEDKEEE (REHEIREFERE, 2HL
BEORREEE) . TEMRERS., (BUERE. BR, BEGEDE, MK - fEBK,
SESBRRPLFRIZRBD bigh o7, KEWEARBRIIEEES (BRREE
BRELZED) 280EHERETT, '

QMESMBIFERER (CA209057 3RER) (N Engl J Med 2015; 373: 1627-39)

HEFRITAABE 280287 B (97.6%). K& 3w/ 8265268 ] (98.9%) 1238 &
., AH & ORRBEABTETERVAEFRIT 199287 41 (69.3%) 2R b,
FHREN 5% EORERIXITRD LB Tholz,

14



#5 BHEH s%u_toﬁlu’ﬁﬂi (CA209057 BB

WERXSE FlEL (%)
AFIRE
(l%izc:DRA/J ver.17. 1) 287 4l
) - 4 Grade Grade 3-4 Grade 5

_ 199

30 (105) 0
SR R

o AN LSS A, 4 S B TS
( 6.6) 0 0
..... - T T st sre)
F%ﬁﬁ".ﬁﬁ “” s X A ARSI 8 ST R L ) S e

2 (1] T Con o
g,r) 3 (118 2 (07 0

( 1.o) 0
T TR B

30 (105) 0 0

24 (84) 0
i

27 ( 94) ( 0.3) 0

. BEMES 10 61 3.5%) . KBSk - EEO TR 22 6 (7.7%) . HRIESE (¥
S NU—SEEREE) 26 6] (9.1%) | AFHEBEREE 15 61 (52%) . FRIREEREIEE 27
Bl (9.4%) | BHEREREE (RMEMEMBRE) 76 (24%) | Kk - %ﬁﬁé 1 4 (0.3%)
& X infusion reaction 8 5l (2.8%) 2D bz, £z, BEE @&Jg = (R ERE
BBt SO, BRERESE) | TEARERES. BIBRERES. 1 ?.'—J%Eé‘ﬁn’\ R
BEGEE. 5P EEROLBRITRD bhiRh oz, ARWEARRRIVIEES
% (BRREEREZSD) 280EHEREZTT,

@ERLFRFMIEAER (ONO-4538-52 AER)
A EESITAFIGER (NIVO/BV/Chemo) B 271/273 1 (99.3%) ., S FREE 275/275 1 (100%)
ED bz, AKIGHA (NIVO/BV/Chemo) & DEREBEBRBBFETERVWAEFRIX
269/273 B (98.5%) IZB/® biviz, FEEREN 5% LORBERIITRD EEBY THo 7.
#6 RBEMN %L LEOBIER (ONO-4538-52 BB)

o Figx (%)
ﬁ;’:’g@ﬁ AXKIGER (NIVO/BV/Chemo) ¥
i 273
(MedDRA/T ver22.1) % Grade Grade 3-4 Grade 5
2EIEA . 269 (985) 201 (736) 3 (LD
ERBECETESRE R SR R AT R TR SR TR ZE
O OBERE 143 (524) 0 0
3 81 (29.7) 13 ( 48 0
% 5 EERE 48  (17.6) 0 0
BN BN E 30 (11.0) 12 ( 449 0
T L ——— D —
N’E% B L .-. Ll ,‘:-'; — { «_ ,,“ . s‘. S 3L i ; a‘Ei £y ' 7?_ ; :, ‘«‘}.f. ‘i
ﬂ’ﬁm:ﬁ:—-l—uzﬁ-— T120 (44.0) 3 ( 1) o0

15



FAEME = o — a2 RF— 59  (21.6) 1 ( 04 o0
%ﬁixé 32 (119) 0 0
% S 15 ( 5.5) 0 _—
BB RN RSN TR R R %v:ﬁ i
ﬁ?qﬁx#@ﬁ/) 116 (42.5) 87 (3190 0
B m ek 93 (34.) 40 (147 0
I/ MEERA 59  (21.6) 16 (59 0
TARFEVBT I I U RAT7 T —¥HM 24 ( 8.8) 2 (07 o
TI=VT I VIR T =T —EHEM 20 (13) 3 (1) o
s V7= m 1 (04 0
ﬁiﬁﬁzdx 0 0 _
i i R P R S R
(311 3 ( 1L1) 0
(24.9) 3 (1) o0
(18.3) 5 (18 0
(18.3) 2 (0n o
0

HFPERBA HE 53 (19.9) 43 (15. 8)
BT PRI E ) 43 (15.8) 41

A BRI E 26 ( 9.5) 13
- _qud%ﬁﬁf)r 18 ( 66} 4
BEERRE L AT L ooy s
69  (253) 0
66 (24.2) 0
AN R R
(24.9)
(14.7) 2

2 )
43 (15 8) 0 0
34 0

_ 123)
3 -':.g,; __Wkﬁﬁ?ﬁ?ﬂ? v o
._,~8.__,____(‘2§1‘_‘__‘0 ——

S Y AT e
)L..:R?'.?_;‘ Fa ik -\-" ‘?r__

ﬂu.e)

: ._‘;};'*n&:@.f s R
(
T ENCIRN WS

RO R B AR T 26 ( 9.5) i
R AR BB TLAERE 15 (55 0
BIFWEERE 14 ( 5.0) 4

B WRIEE 211 6] (773%) . BREBUHRARE/ I A 3F—92 ) (33.7%) . EER
MiRFEE 43 F (15.8%)  FURIREEREREE 39 i (14.3%) . BE O R EFEE 36 41 (13.2%) |
R BERETE 35 f (12.8%) . BHEREREE 20 41 (7.3%) . RIEMERRR 19461 (7.0%) .
KEGSE - MGR - EEDTH 19 ) (7.0%) | BIBHERERES 14 1 (5.1%) . infusion reaction
13 Bl (4.8%) . TEABAERE 5 61 (1.8%) | fi% 4 F (1.5%) | DEEEE 4 4 (1.5%) |
1 BRI 3 1 (1.1%) . SRARMARZERE 3 61 (1.1%) . B LS % 2 6 (0.7%) .
e 2 61 (0.7%) « FF%& 161 (0.4%) ROEEHIM 1 4] (04%) BEH R, T,
BEEMMIE, DR, BIEM K. HA4E, ik - A, EREREERE, B &

16



YO, REFREEELIIRD bk oz, ARIERARTRGIIEEFS (BIK
REMEEEZEL) 2BLEFERETTS

(R LFE R OFER T LB
OEEELRSIHERER (ONO-4538-77/CA2099LA RER)

HEERIIAFEA (NIVO/IPYChemo) & 355/358 B (99.2%) . xIFR#E 341/349 #i
(97.7%) 123 b, AAPEHE (NIVO/IP/Chemo) * DRRBEEMNEFETERVA
EHHIT 322/358 i (89.9%) TR b, HEHERN %L LORIERIITRD EEBY
ThoT.

7 SHEH %L LEOBIER (ONO-4538-77/CA2099LA RIR)

— Bz (%)
B ; E*!chﬁﬁﬁ AFIBEA (NIVO/IPL/Chemo) #
7R 358 Bl
(MedDRA/J ver.22.0) 2 Grade Grade 3-4 Grade 5

(899)

159 (03
T i

=221

. '"'..', s B
(223)
OB

“Tm&mmﬁmﬁﬁ“'“'“""“““'“'“”‘n‘”ﬁismﬂo" - "J°“”
| FRBBEETE

2
73 (204 ( 39 ( 03)
94 (26.3) 5 ( 14 0
(1) 6 (17 0
- e el e Qe
'f £ “...sdn" mm:r‘.,’q:mmmgﬁ .i.‘-;%.a.L

73 (204) 3 (08 O
59 (16.5) 8 (22 0

20 0
T m__.."':s_i_ DG TN \‘-’

77#/7 /F7/x7z7—f$m
7 I 5 —YEmMm 18
FANRGEUBT I ) VI AT7 = 7—FHEM
) —EHEN
fiﬁ“‘&;’ﬁéﬁ_?&? EEEE

SEAREEE;

(5 0)
e P S SR A R e ey ¥
D P KR R ﬁ.,sa.n_vw b fm.-’mu_x_ et

66 (18.4)
132 64  (17.9)

N IR I 4 18 ( 50
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B, FIRIRBEEERES 74 B (20.7%) . #HREEE 51 61 (14.2%) . PREUARRARAE/ 3
F3F—=50 61 (14.0%) | FFHEREREE 48 B (13.4%) . KB - /INB% - EE D TH 26
Bl (73%) . BHEREREE 25 61 (7.0%) . EEOEMEE 21 6] (5.9%) . BIEMEMER
19 % (5.3%) . infusionreaction 17 5 (4.7%) . BIBFHEEREE 1241 (3.4%) . TFEfH
REREE 761 (2.0%) . LIEEE 76 2.0%) . L6 (1.7%) . Bk 44 (1.1%) &
UFFIRMARZERRSE 1 61 (0.3%) BB/ b, £7o. EEFHENE. DR, Bk, 1
BUERTE. FFARL, BLMRREs, Mk - Mg, BEE2MKREE, hIRGSEER,
g, SR, MEEHmME ETLIISED bhvRholz, ABWERRERMIZEEEE
& (BRREEEFEE2E0) 2E0EHNRELTT.

QHEERLRIZFMAAAFER (ONO-4538-27/CA209227 FRER)

(FHEA VY AT EDOBARE)

BEFRIIAFAGERA (NIVO/IPI) B 568/576 5 (98.6%) . Xt FRAEE 554/570 5] (97.2%)
(CRBD BT, AFIFA (NIVOAPD & DRREHENEE TE RVAFFRIT 442/576
Bl (76.7%) \ZRD bz, FHEHRER %LU EOBHWERIITRD LB ThoTz,

=8 HHEN S%LUEOBEWER (ON0O-4538-27/CA209227 3Bk Part 1a Z Tt 1b)

[ B BE (%)
ﬁ;iiﬁﬁ AAIGEH (NIVOIPD) &
s 576 4
(MeTDRCV I yer2210) % Grade Grade 3-4 Grade 5
28IfER 442 (76 7) 189 (328) 1 ( 02)
AR R TR T T R T R
PR R TO 48 (sa 0 0
e e 2 LTS L0
ﬁ@ﬁ%}}fm w-( % ‘ S TR 2 B e et r-‘_ ’;‘. Ui

E:L,\

Fo= /7~:/ b7/z7x7—-ﬁi§ﬂu 52 ( 9.0) 19 (33 o0
7 7—E8m 36 ( 6.3) 17 ( 300 0
FTARZEXVBT I N VART7 = F—EHMm 56 (9.7 18 (31D o
J /v—ﬂziéﬂu = ( 23 40) 0

DT RS EURERRE

LR

&ﬂ*‘wﬁﬁﬂ,ﬁ% S PR
Ji:d) 170 1 (02 0
& 5 FRAE 3 ¢ 05 0
®x% 9 (16 0
BREBRES 9 ( 1.6) 0

fum—
o0



7eds. HORIRESAEREE 11541 (20.0%) . FFHSEEREE 91 B (15.8%) . RS 5141
(8.9%) . FVEMEREE 50 41 (8.7%) . HRSGUATRMRIE/ I A3 F—38 Bl (6.6%) . BE
DREBREE 27 6] (4.7%) . KB - ANBR - EEDOTH 2561 (43%) . BEHEREE 25
#l (43%) . infusionreaction23 il (4.0%) . TERAFHEEEREE 196) (3.3%) . RIFHRE
BEE 19 6] (3.3%) . & 1361 23%) . DMEEE9Fl (1.6%) . Bk 6 il (1.0%) .
1 BUBERRS 4 B (07%) . BESEEL 2 61 (03%) . LFEK 1 B (02%) . FK 16l
(0.2%) . Mz - BEMEZE 14 (0.2%) ROEIRIMARZERSEE 1 41 (0.2%) RBD Bk,
¥7-. EEGENE. AL, BRE L. EERMKES., MERERERE. B,
JESE N R OMETLIZER D b o o, ABIERARBURILIIEES S (RAREERT
BED) EUEHBRETT

(AH & 7T FF RS TR E L O ARE (PD-L1 BEE 1%KHOBEER))
HEHESIIAFIGHE (NIVO/Chemo) B 172/172 1 (100%) | I FR#E 174/183 £1-(95.1%)
238w & e, AFIPEE (NIVO/Chemo) & DR RERNEE TERVWFEFFRIL 159/172

Bl (92.4%) 123 b, FEER 5% EOBWERITTRD LBY ThoT,

$9 SEEH 5% EORWER (ONO-4538-27/CA209227 3R Part 1b)

- BiE (%)
ﬁf‘,ﬂiﬁ% FHI6FR (NIngChcmo) B
i 172 %
(MedDRA/J ver.22.0) £ Grade Grade 3-4 Grade 5
2RIER » _ 159  (924) 96  (55.8)
R SRR T I e Ao E S R
2Zim 70 (40.7) 30 (174) 0
1 ERIA E 41 (238 23 (134) 0
I /MRIRDAE 17 (99 7 (4D 0
E 38 (22.0) 0 0
T 17 ( 99 2 (12 o0
i 67  (39.0) 4 (23 0
A%k 14 (81 1 ( 06) 0
L o2 (151 4 ( 23) O
SR ANRESLORSHEORE R R
EHIE 18 (105) 1 ( 06 0
% 43 (25.0) 8 (47 0
RER 9. (52 0 0
KERE D RIE 10 ( 5.8 0 0
R 9 (52 0 0
R - o2 (70 1 (06 0
TR e s D e LA VN S SN S R N A e s R
TI=vF7I) bFVART7 =F—EHM 16 ( 93) 5 (29 0
7 I 7—EEM 11 ( 64) 4 ( 23) 0
FARGEVBET I NFURT7 =5 —EEM 10 ( 58 1 ( 06) O
7 V7 F=8m 12 (70 1 ( 06) O
R 27 (157) 17 (99 o0
I ANREEA 21 (122) 11 ( 64 0

19



B SR T

B, MHREREE 26 B (15.1%) | HREUEHBAREE/ I 4/ _F—22 41 (12.8%) . AFHEAE
BEE 21 41 (12.2%) . FIRIRERERES 16 61 (9.3%) | BHpbEE 144 (8.1%) .
BHEMEB 8B (4.7%) . KIB%K « NGk - EEOTHI 56 (2.9%) . LMEREE 5 4

(2.9%) . infusion reaction 4 ] (2.3%) . EEOKEREE 24 (12%) . LFL 14

(0.6%) . R 14 (06%) . 1 BFERF 1B (0.6%) . FFZ 161 (0.6%) . BIRHHE
REREE 16 (0.6%) RURIRMARIEIRE 1 4] (0.6%) 2BO LN, Fiz, EEFHE
JVE, R4, BeMIEE R, TRAEWERE, Bk - BEx. ER2MERES, n
RAREGRRE. B, BR, SR, BEHLEOEILIZRED bhkhoT, &K
BIERREBLRIZBIEFS (BAREEEE2E0) 285DEHERETT,

20



(R - AiE)
AFOBEREYERESAZRALEY Iab—Ya itk Y, A% 3 mgke (B
) XX 240 mg % 2 BRERER CHRE L BOAFOBEHRESHE Shiz, Z£ORE
B OAK 240 mg 2B 5 LBEOBRERIT. AH 3 mgkg ZIRE LEROBRER & Bk
LCEEETTEFRENZbDOD, BAABBFICBVW TAREREREN TV
W% - B (0mgkg % 2 BRI CIRE) TAFIZRE L BRORER L HE L TEE
PR EFRENE (FR), M2 T EBROBBIZBTT 57 —ZIESE, A4 3mgkg
(4EE) it 240 mg % 2 BERIBIR CHRE LIZBEORFIORER & A IREE L
UD_BQE%*ﬁ%H“éﬂ%ﬁEﬁFE:E?/Wﬁ%%éH\ W BREIC DWW TRET M TV IR,
FRoBE - AEOBCESHEROEEICHBRRERIIZVW ETFRIS N, £, 3
N B EICBIT AT —Z CESEHELBRERSET AV ZRAL T, A4 3
mg/kg (2 @ BTRE), 240 mg (2 18R Rifg c#&5) XX 360 mg 3 ARFERTE
BE) LAY AvT | mgkg (6 BRIMRTHRYS) 0 LIZBOREWERET LR
B FEORE BREOM TEREMICHRERZRIIBRVWETFRIES I,

#£10 FAOEHEE ST A —F

- R Crmax Crnind14 Cavgdla VCmax,ss Criin ss Cavgss
(pg/mL) (ug/mL) (ng/ml) (ug/ml) (ug/mlL) (pg/mL)
3 mglkg Q2W (35.52T'$0.s) (10.1/?';4.5) (17.21?'3?3;9) (75.})13171) (27.612,'107) (42.717,'?27)
240 mg Q2W (51.712,'103) (15%2?'354.6) (25.31‘,1‘:7.8) (10;,5254) (41?57,‘.258) (62.11(,)9187)
10 mgfkg Q2W (14;,9;19) (51.62}'739.2) (79.90(3'§14) (33?,9232) (182,1 ;13) (2'33,7286)

RfE (5%, 95%5) . Q2W : 2B, Cumax : MEEE5H OBK@MIEFRE, Caas : FIERSE14
AEICBT A RENETRE, Caps: FIEEEHE14A B E TOFHMBEPRE. Cons: EFREBIZE
2B MmIE P IREE. Coinss : EFREBICHIT 3 BIRMIE PERE. Copgs 1 ERRBITRT 2 FHMFH
B

T AR OBERENBREETAVEZFALLZY I 2 b—a TE D FF 480 mg
% 4 BREIER CREXIIEEARO R - RS TRE LB AR 0 My i E S RE
Ehiz, TORR. 4% 480 mg % 4 BRI TRE L-BROEFHRBITH T 5 91
EHEE LT, (Cagsl EVV9, ) 13, AFI 240 mg % 2 BEIER THRE L7TZERD Cags
LERT A EFRIERE (FR) . £, AH 480 mg % 4 BREMR CRE LICBROE
EREBICBIT AR EMETIERE UT. (Cuxs) V5, ) i, AA 240mg % 2 B
IR TG LD Comss & LB L TEEZ R T EFHISNZbOD, BAABRERLE
WTEAERTERINTWA BE - AR (10mgke % 2 BEFRTRES) THEIZES
U7 BED Coaxss & B L CTIREZ R T & FRISHE (FR) . M2 T, BROBEICE
FBF—FIcESx | KK 3mgkeg (BFE) £721% 240 mg % 2 BRI, &L < i3&HA
480 mg % 4 BERIBBE CRE LBOAF ORER L A2 TR SN & OBEZ R
+TABRBRIGETAVPERE SN, YZBEEICOWTURFRS T AR, EROME -
AEORTHEDERZSHICHEZZR T2V E FRISNT,
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FE1 FHOEGGE ST A—F

FH Y:E : Fﬁ E Crnax Crind28 Cavgdzs Cmax,ss Cmin,ss Cavg,ﬁs
(ug/mL) (ug/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL)
3 mg/kg Q2W 51.6 272 31.0 113 62.1 77.6
(35.2,70.8) | (16.5,40.3) | (212,43.9) | (75.0,171) | (27.1,107) | (42.1,127)
240 mg Q2W 72.7 383 43.7 159 87.8 109
(51.1,103) | (23.3,59.0) | (30.8,60.9) | (102,254) | (41.5,158) | (62.1,187)
480 mg QAW 145 29.7 53.0 216 713 109
(102,207) | (15.5,47.4) | (37.0,74.8) | (145,336) (27.5,137) | (62.1,187)
193 99.6 116 396 214 275
10me/kg Q2W | (146 222) | (865, 132) | (101, 148) | (329,525) | (184.303) | (236,377)

PRIE (5%, 95%A4) . Q2W : 2 ERIFIME. Q4w : 4 ERIRIRE. Lcm:m@agfﬁo%%mﬁ%g‘
Crinizs : DIEHEE4% 28 B HIZ31) 3 RARMAE PIRE . Cuvgas : PEHR 5 28 A B T COFHMIEFR

BE. Crxss : ERRBICIT B R MIEPIRE, Coinss : EERIBITIT 2 BIEMEPBE, Cogss : EEWR
BBIZ R} B TSR

N
[\



4, MERRIZTOVWT

AF OB EIEIN 2 BELDH - BFEL. AROREIC IV ERBRRIEREZRELL
Bostind 2 2 BURERED, LTOO~@DT T &I HRICBWNTERTS
RETH DB,

@ WRIZ-NT

@1 FmHd 1) ~ 5) OVTNICEYTIRRTHD I &,

(1) EAEBRERBET SR ADREOEENARRS GRERRL A BREELRE.
HIR 28 A B FOEHERL e . IS A RBIRIRBE R &)

(2) FEEHRBIRRT

() EEFRMEREET 5B ADREERR (BABRESEEREE. 2 ABRES
BHFEE. BARREEHEERPER E)

@)%%k%ﬁ%i%&ﬁLr%XE%M%ﬁ&*%HIXH%%E%m%%& g
2 DIEREUEIZLR D B EIT > TV D R

(5) MEMEEAOSEEMEOREIR PEAEICIR BB AT TV B MR

®-2 fipR 031!:%??%&0“&'”’?%%%5#0)%55 o4y 72 ik L R FFOERT (TRO
WP HK YT BIER) 25, YEBEAOARFICETIHRRORMESE L LTRESH
TWsZ &,

®

o EMRIFEUEE 2 FONHTHELZET LERIZT S ﬁﬂt@y}%?ﬁ?ﬁ@ﬁbﬁﬁﬂ%z
TFoTWBZ L, 5H, 28 Hix, BAEMREL - LLBRKERFOWEL
fTToTWBZ &,

o  ERRIFRES 2 EOFIMFHEZET LRI 4 £ULOBKRREZALTND
b, 9bh, 3EU LR, WEONARDRER S DFRBIREDRIKTHEZIT>
TWAZ &,

©® BENOERRFREROEHEIZOVT

ER R BN E ST 2 EAEARESh., BERAE, L OEREN, Bt - &
SpERS SR OBRR CEMSIC 5 2 R, FESRRRE LEBAORSE
B ERWRIITONAEHIPESTNDH Z &,
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® BUEA~DRRIZoVWT

®-1 MRk Bd 5 B A
FIEMMEBEOEBLRIERANEAE LLEIZ, 24 BEIZERERIO T, YR

IREEERERR T IV T, BB LZBHERICR U T ABREER U CT Z ORIER D&M M4

BEREOHERNY BPICBE LN, EbIHNTiRERRE-TWE D &,

@2 EREFHIC LI FHFRNNICET 3 ER

BARRICED 5EMN AR R OBRE2 AT EREEENEHERE=2 )
EEWEERDOAY ) == ZETVERE L BREZ A TE 5 F— AEREH NE
EShTnaZ &, 2B, BREHRIZOVWT, BABE L ZOREKICHMCAmMEhT
Wwazk,

®-3 BIfER oIS IZB LT -

BIfER (REMERRBICI X, EIEGENRE., DGR, 5, BERMEE. KB,
NESR, BEOTR, 1| BIFERA, BUERFA. TS, FFEeEREE. ITdk. mibime
%, FIRBSREREE, TEARERE. MREE, BEE. BITESE, Mk, EE0K
JEIEE, FIRLDRZERE, infusion reaction, EW/RMiKREE, MIKARERERE. X,
R, BEORERIG, BIBREE, LiEEE (LERSE - B0k - LEMEHSHHEE) |
RIFERES, B, MRS W LT, YRR LEBEFSEOEMEY T 5
EEN L EFEL BHERAORECHNICEB L THERVXELZ ST ONA3&G I H B S
&), EbLICEZABRTE ZEHIBE-TWE T &,



5. BREMNBLRDBE
[EahEicBSd 2 FH]
O FHNOBEMBEIXTROBE BV TEIENRIESNL TN D,

75 FF R B S TR A T 5 YR AR B B/ IV EROR
T RERE

75 FFRH B S TR 2 A T A YRR RIIB B/ IVEI I ER Ok
R ERERE

2. FERF LS CEGFREREFERNITALKRM A BT BIEBAEITB VT,
JRAI & UTEGFRF 1 ¥ 3 v ¥ —¥IHEFIIIALKF v ¥ ¥ v —EBREHO
RRBEZET 2 BHE,

@ FAFOOTEMEEA & OSFAREIXTROBE RN TEMER TSN TS,

APY AT ROT T FFTRAZ2ELFERE (RELRE : IVRTTF
BRUOAZ Y Z%EN, ERELRE : AIVRTFTFUXIZVATTF U RO
A FUFER) LOHRARE  LFREEDR, EGFR B FERERERT
ALK A BEFREOIRARZREST - RO/ ERE
A V) A=T L OFRRE ALEREROZR, EGFRBETEREMHEKR U ALK
A BEFREOYIBRRREREST - BRI/ INIIREEBE
T3 FF RS bFRE (RELERE : AIVATFF UV RIIVATTF
BEOFAYVEZYY ., RFELRE : IVRTFF XAV AT TF U RRA
Pt R) EofHARS  (BRREEOR, PD-L1 FIED 1%KHD
EGFR B FERBMR N ALK BABETFEREOIRATREZ2ET - BROHEN
FBA AR R
RV A= T RO F7F A EFRE WNVRTTZFRONZ I H
X¥) LOFBERE  (LFREBOR, EGFR BB TERRM, ALK &
BETFEERT ROS! MEEBETFREDYIRARERET - BROERT LRI
/NHR R R

*AFOBHEL LT, KFE4A : PD-L1IHC 28-8 pharmDx [ 5 3] BEBRBIhTW2,

®'T%mﬁ%?é#m%m%ﬁ%%mﬁféKﬁ@&%&@ﬁﬁﬁ&mowrmut
KNOBEESELENTE LT, AFORERIR L2 DRV,

R ARBIFRIE TS 5 AK 0 Hhik 5 K O O FUBMERES A & OfF &S
{LEERERE O 2N BE T D AF O Bk
QO TARNDAH DR SN TV RWLOTTEMERR & OHARS

@ (LEEERO WA ET - BROFEMNMIRMEBEREICB T, A1) A<
T L ORREICHT AEAEICHENR RV EEZ LN ABFTRBV T, KAlL
AV AT L ORABREFERTRETHD, A VY AT KOS T7F A%
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BULERE (RELEE : IVRTTFUROAZ ) 20, ERELER
ANRTTF VIV AT TF U RORA MLFE R) EOFARECHT AR
HICRER RV L EBEZONABHEICTEBW T, AFEA ) AT RIS T F R
Fl e ST bRk L OPEARE., PDL1 BBER 1%KEN >4 ¥Y hvTizwtd
HRABEICEERS B LEZLNHBREICBVTIE, AFlL 7 TR A2 &b
2Rk (RELEE : IVRTSFSF U RIVATSFURBF LAV ZE Y, FERFE
LR INVETTF RV RATSFURVIRA Rt R) LoftRkEL2E
BTo5ZLBnTED, 2B, AROREIZHZ-> Tk, MBBRIA K714 (R
AR Fam SEERTa2 L &

® (LEREEORVEIRTRERREST - BROERY R/ NS SEE T BT,

RRAYRvTROT 5 FFRA 2 BTLERE WARTSFUROAT Y F 5k
W)L OERREICHT 5 BREICRIEREVWEE L LN BE TRV T, &FA)
NV AT ROT 7 FFRAZ R0 FRIE L ORI G2EE T2 28T
&5,

® HMEZEIA K42 (BARMESE IZ33V T, ECOG Performance Status 0~1

&) 75 B DR E R, X :1: ECOG Performance Status 2 *2 OBHE TiX, 5
3ARTUER (FEFFe1E) OBAREMERINTRY . 77 FTHAIOME
AHEREIEW-DEREIN W —XBH 5, Z0OBRE, (LEEERYHF T8
BRRBE2EST - BROIH/MIRRFBEAE ZI\WT, 77 FFRAIDRNEEN 2L &
b3 3 HATUERINEAI COMREL AT 5 BEITHV T, AFOBINE 52 5
<5,

@ 77 F T WAz GLALFREREZ A T 2 VBRI RET - BROH/NRAE 8RS

WX 5 K O BUR K 51 3ES ETIABRER  (CA2090173R88 &% TNCA2090573RER) I
BT, REEERBREVERELERBEONTROEBREIZBNTY R &R

@D gz iE, BB K42 (BRMBESRE) KBVT, FIAA—BETERARRERME D

DECOG Performance Status 0~1 %2 T 75 %Ll L, XIZ@ECOG Performance Status 2 %2 OBE T, &3
HRFESR (FzF e %) oBFARESHERENLTEY, Z0k 5 2BRETIL, EELPRECTT
DEAFMCIER DD 2ELZ NS,

(#2) BCOG ? Performance Status (PS)

Score | EZE

0

2B EHTE S, FHRFLFALBEEERFIR2ITX 5,

AR LWOEBNISIIR S D B, SHITAIRET, BIEESE > TOERIIfTI Z LR TE 3B,
Bl BORE, WBEE

BITRIBCEADOFDE Y O Z L 33 <CHaREEAEELTE 2., BP0 50% A EiZ~y RGBT,

SalwiN

BONFESOFDORIY OZ & LHTERY, BHOD 50%U L2y FABRF RIS,

2B ARV, BZOFOEY O 3L TERY, ER2Ry FIRFTBZT,
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3 U CESESREESNTWS, 7277 L, ERFELEEOBE T, PD-LIFRET
IV EDEDERNRERLD - ENTRRINIBERMAEDNTNEZ 1D, ERYF
FRBROBHFICEWTCIIPD-LIRRR L ER Lz L CARIOREFEOHKE TS
TEMNEE LW,

PD-L1 REEN 1%KFE TH B 2 LR EINEFHRTE BRIV T,
BH. FE¥ e EoRFUsonEEEERoRE 2 EET 5, &
_RATrY Xv7 REFHE$Z) Oar_=F 2% (R5E4  PD-L1IHC
22C3pharmDx [# =) ) | i@HnA%ﬁi%%DLL#E$L&E®%%
ThHoT, AROBWE (k554 : PD-L1IHC 28-8 pharmDx [F =} ) IZ
BRESEERBEITIL, LJTO)X@E%%é;‘%b:z:%m#;t%@ﬁf%‘&iﬁv‘?%
Do

CERE)

«  Marianne J. Ratcliffe et al. Clin Cancer Res. 2017; 23: 3585-91

+  Ming S. Tsao et al. : J Thorac. Oncol. 2018; 13: 1302-11

[ZeiicBT55H]
DO TFRIEZYTIBFCOVWTRAFOERERERL S TNWD T 2:75“5 BEZ1T
bnwz &,

AH| DEAC LIBEEDBERED b 5 BE

@ RERIOFHBICISW T TR ;n/é’lﬂ"éﬁ%‘k’)b‘fﬂ AR ORGITHES L2

VAR

MOIEFERIE R RVIEAICIRY . HEXAFZHEATIZEE2BRETE .
RIEMRBOE I I ED H 5 BE

P EGRRE CRIEE 2 R0 5 B &k UTEEIME O BUR SR AR A O R Gt %
LD IERELB A DN D BE |
Ea%ﬁﬁﬁwAﬁ-Xmﬁﬁm&ﬁb<m@%ﬁwﬁaﬁ&f%m%ﬁﬁw
HHBE ,

ESEEE GEnSMRBHEEZS) OHOBE

OB IIBFEEZR T 8F

ECOG Performance Status 3-4 &0 0 B#H

D 7R L, MOREBMEEEFOREICOVT, BB, WEREICHY T 52 Lofh, RELMELZ
ZEMERDRBROBINRAD 2%, EFEF EREY LUK ShERE GIMSR) >0 TIXEORY
TRV,
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6. BEHELTHETEHH

O BMIXEFITNZ, BERFEER BRAET 5 BRI IC &S & 4K 0 Feik R OSEIE(E
HAOTDITHBREREHDICHER L THLERTAZ &,

@ WBRBRICESL DL, BEXRZFORKICAEDEREREEZ+OHBAL, RELE
ThbETHZE,

® FIFIHA BV HRIEBE LA T AR ELEEIZHWTIE, PD-L1 REHEL
R Le ECAROBMB ORI R 2 HW 25 2 A2 % LW2S, PD-L1 KEERN
B TERVEEITE, FAOFEAOES @Bl L L eRET5 2 L,

@ XRBEERO~X DAY MZHoWT

FEMMRERR S DDNG Z ERDHEDOT, KRDREITH - TiL, BHE
W (PR EEE, Wk, REAE) ORBRURE X BREOERS, BEr+s
IT5 28, Efe, BREIJSUTHE CT, hiF~—b—ZohEL2ERT 3
= e

FHRN DO EIXEED infusion reaction (2 2 TEARRC+4REDOTE 2%
BZ2IT>7- L CRAT A Z &, £z, 2 BB LUBEOARIR5HIT infusion reaction
BHbbhdZLbdHd0T, AFREFR AR EKTRII AL F AV A
VERET %, BEORBETSICBE TSI L. 23, infusionreaction %

FEHRLIZERICE, ETOBBRRWERNELICEEYT 2 X TREL +oHE

THZL,

FOIRIREREIES . TEEBERERVEIBEBERSL LRSI LBH B DT,
AH| O 5 BRART R O SRR P i BRI NSk RERE (TSH., R T3.
ARDOBREFIZLY  BEORBERISICRET S & &2 bh 584 2 EBLREE
BHobhdZLBdbd, BREXRBDOLNLEBAITIE. BRAL-FR L LR
MR & RBR R RO ERD & L CEYIARERZE 21TV, BE DAL
FISiC X5 BHER A BON 25E101T, AR OWREITHIE, RUBIRLE R
NEVRIDREZREZERTH L, 2B, BIBREFVEORSITL Y BWE
ROHEEXRBD GNRVBEITIL, BIBRERNVE VLS O5REHER 0B
HEET 5,

BRER TR BERHLOCEIARBL TrLEERARRETA L RH B0,
AR DOBEHRTRICHBEWER ORI+ BEET 5,

1 BERA (BUE 1 BERFZ ST Bbhbbh., HRFEY F 7V F—T R
KELHZERHZOT, N\, B, IBHEZDOEROERLmMEHED EE I+
SEBTHZ &, 1 BIERBREDNEAITIIRESLHIEL, A2 ) VE
ROBRELZEDOEE OB EITH Z &,

BUERTR. FTARA, RPHRERRE. FFk. BB RRH obhd 2 L8355
DT, EFRICIFREREZTV., BEOREEZHICBET3 L,



G AFIOBEERBRICBWT.UTOZA I 7 TEMEDFHMZITo T2 L ZS
EiT, AEBRERIEHICEBRRE CHROBREZITO Z &,

ONO-4538-05 ABR & Tt ONO-4538-06 3B : 6 HEZ &

CA209017 SRER T T} CA209057 3% : B E5RA» D 9BE, Zo%k, REHRLM
2o 1EMIZGARMIE, ThU X 12BRZE

ONO-4538-52 Bk, ONO-4538-77/CA2099LA FAEk & Ut ONO-4538-27/CA209227
REE  BEHEEMNDL 1EMIZ6 BRI, T BT 2ARIE
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(& 3) Bl#E
e, BERS, BRIMELZ28WEROSEEH

< FEFXFEAVRERLRLBE>
ERERERINOL2BE
BRYEE AL TCVWEBE

RBEH LBREDORDN S BE

it FASRANCRBRE O BRI RO & 5 B
R SGIER L CTW A RO H 5 BE

< FeFXeANREERES L RIBE>
BRMFIOH 5 BE

VB MEAE 2 SUXMARAERE D 3 2 BE
FEEDOH 5 BE

BEEDH 5 BHE

BEOH5BE

HIRT 2 FREMED S 5 BE

< FEZXENVOEXREIER>

gk

VavIER T4 TF—

BE, Fr4. FFrehs

B RE '

FIEMERIZ, BhSRHERE

LARE

FEREM D E EEEER (DIC)

BESRL, BiEHm, BmtEXEr, K%

AVDUR

DR RIBE R

2R

B FEAERRARAEMZRE (Stevens - Johnson JEMREE) . HEERBTEFAE (Lyell FEERE) . LA
DFVRFT—F, MAKE, BE - fREE

DFEE, FikieERE

RRYLIE _

AR NVE V REEHNEGER (SIADH)
ERRONREFORIRK., MER, RHEHEEE, WO REOREEESESE, Radiation
Recall B8

(U]
o



BEERHEET A FF5A4 v
 =RAeT (EETFE#SRE)

(Rﬁ%% F 7O —REEBE 20 mg, 7V —REREE 100 mg, 37—
R A 120 mg, 27V — R ATHEE 240 mg)

- ~EERARE~

T2 942 H (F144E5 A HAT)
BEAESBE



B&

Al - Sl ol S

LIz

AR ORR, TERBAF

ER PR AR

FEERIZ DWW T
BExBRLIRDBE
BECE L TEETRxHE

P2
P3
P4
P20
P22
P24



1. XL

EIE D OHFE - RRMOEED-DHITIE, RASTESICESWEBEIERFERARRD
bha, Sbiz, IHEORFEEFOERIC LY., FIkKERR 2 ORI FTHIERRE
FERAREABINIHT, 2NbDEXRHZEICHNERBEICREET S 2 L AERED
HEEL 2o TRY EREMEGEE L UED AN 2016 (FRL 28 4F 6 A 2 A EZBRE)
KRWTH, EFNERMEOHEROREHEERZRE Z L LI TWVD,

FHEARFEERSIL, KRERARSREM a7 7 A VEBEGFOERR EH LR
HRBEIERB B, ZOD, BMERCEZSMICETAERN+L0ERT 5 £ TOR,
WHEERDOBELR ST LAYFINIBEICH L TERT S L L biT . BUE
ARRR LB NERREE & 52 ENARA—EOBEF 2T EREE CER
THRZEPEETHS,

Lo T, KHA FFA4 Tk, BHREESCINE TIEBALA TS EFESN -
M RMIC S | UTOERROBREFFEREHET 2P bURERENR, B2
FROEEFEZ T,

BB, AFA RIA Ui, B TERIEAEELERERBAEE. ASHREARK
BREEYS ., —BREEEAN B ABREANES R OARSHEEEA B REERFES OB
Db LER LT,

R BERKS AT O—RERHE 20me, A7V AT 100mg, TSV

— N AERE 120 mg, A7 P— R RREHE 240 mg (—R4 : =
R~ (BETFHEEEZ)) .

MNEERDMEIPR - BERAE

HELRABERVEE  @%. RARIE=RAV~T (BEFHEEZ) & LT, 1E 240mg
% 2 EREIRIREIL 1 15 480 mg % 4 BAERERCRFERET S, -
F L. BHERGEICR T A IHEMEREDOHEIX. R5HME 12
HAMETET S,
SRR ERRGEICH LTA YY) AT (RETFHRR
%) LHERT3EA. BF, RACR=A VT (BiFER
%) LT, 1HE80mg % 3 @EFMRET 4 BLREEHET 5, £0D
%, =ARNL~<7 (B=FHE#z) L LT, 18240 mg % 2 BF
RIRESLIL 1 B 480 mg % 4 WM CABEiET 3.

B & R ¥ E NEFRELTEKRSSH
€ =)

EpEEAEICET S Y — R A AEHREIRSOmg(—RE A ) AT (BETHEEL))
OEEEIIHE, AERCHE
2hBE X 1 % R BIGUIBR R R EMRAE
AERCHAE: B, BARIZAEY AT ETFHE#EZ) & LTI1MH3 mgkg
(EE) % 3 BRI T 4 BEARRET 5. 726, thoBEER
KL BERAT AT, =A< BETFERBRX) LFRTH 2L,




2. FAIOKE. 1ERBF

F7 V=R RIEEIE 20 mg, FLATEFFE 100 mg, FARERE 120 mg & ORAEHE
240 mg (—fk4 : =AN~T (BEFHEEZ), DT, 1R8] 2v5,) 13, NEFER
IEHBRXSAHE AT VY 7 2% BTV AV LY —2X X747 (BMS) ) 2
BA% L7t b PD-1 (Programmed celldeath-1) iZ3%4 % & Ml 1gG4 €/ 7 v —F AHifk
b5, ‘

PD-1 ik, fEMAL L2V 2738k (THIR, BHIRRER O F 2 T 4% 5 —T#ME) ROE
BRI RBE T2 CD28 7 7 I U — (T MROTEEL 2 BRI IE & AITHIET 54
FRE) CRTA2%EFEAERTH D, PD-1 iXHRETHIICRERT 5 PD-1 ) 2 F (PD-L1
KEOYPD-L2) LG L, U SERICIfiES Z A2 EZEL TY VS ROEE(LIREE %
RAITAH L TW3, PD-1 U ¥y FIZFRETHEIELMNC b b o2 R IEEEBICRER
LTHEY, BHRARAE» LR LEEERICRITS PDLI ORBALIFERDOATF
HiF & ORICADHBBEERERH 5 Z & B#|E SN TWS (Cancer 2010; 116: 1757-66) ,
T BMREAIERE CIABRRE T MRS EAT B v F—T = u < (IFNvy)
{2 X > TPD-L1 DEBESFHFEIN, &8 LIEREARSIZIITS PD-L1 OFRR LHHD
AT & ORICIEDOMBERERNEH 5 & DA B H B (Sci Transl Med 2012; 4: 127-37) .
5T, PD-L1 ZREIFEHR ST B AMIRE, FURARE CDS BBt T MEOMIEE
EMZBE I 58, i PD-L1 Hif&T PD-1 & PD-L1 & DA 2AET 3 L Z20MR
EEEEREET D Z EAREINTVS, DO Z &5 5 PD-1/PD-1 U F v FREKIE, A3
ARRREDTURAF A2 T FERRD O ORBEFERET 28F0—o L LTE L BT
3,

T AR, BERBROM RS D PD-1 OISR (PD-1 Y Vv FiESHEIR) ICHEA L.
PD-1 & PD-1 VAV FEORAZHMET S Z LIk, BARESRNA T MROE
ALK U AMIRIC ST B AR B BTS2 HE T 5 2 L CRGH R RIEES R 2=+
TERHERRINTWA,

AR OIERBRFCES < BEDRERIC X 2 BERZN 5 &b, BE LTI
ELAREENDH B, FHOBREHRURERITL, BEOEEL+HIITV., BRENR
B BIEFEITIE, FB L RIS U E PR 5 L R 2 RO ER LR L O
EIRERIBET 2TV, BEORERIGICE 2EHEARRDN BB, BIBKERL
TR OB OB RNE B1T 5 BERH B,



3. ERERR#8E
EMRAEOARRFICHI 21T o ERBERRROKEET T,

[B%hi]
OENE N#HFABR (ONO-4538-02 HiR)

ZANANY Y (LLF. IDTIC) &V 5,) [T & B{LHRERE A3 5 RIGTIERA R T
H/IVE I3 EROENBAERSE (ECOG Performance Status 0 XUt 1) 35 fil & 5 RIZ,
&K 2 mg/ke % 3 ARIEIRCARSE L, FEMEER CH5E3FE (RECIST 71

RS54 1.1 BRICES < Iz & B CR UL PR) 11 22.9% (90%(SHRM : 134~
36.2%) Th-olz, BB, FENTRE LZEIEIX 12.5% Tho T,

QENSIERE (ONO-4538-08 FEH)

(LSRRG OBIAEIRRELZ IS/ VA I EROELBRAERE (ECOG
Performance Status 0 2 Ot 1) 24 % 581, AH 3 mg/kg % 2 BRI CRIAFHE L,
TEFBEE Ch 2EE (RECIST HA FF4 ¥ 1.1 RICESS PRAEICE S CR
ik PR) 13X 29.2% (90%{SHEKXRE : 16.7~45.9%) Th-oTr, 2B, FAITRE LK
HiX 6.0%ThoTz,

OB AR (CA209066 FRER) ¥

vraf < 7 ABEY 4 VABEGTFEYSRERZ Bl (LLF, IBRAF] &\ 5,) V600
ERORWVEFEERBEORBYBRARAZNY/ VHXIFROBEERAERSE

(ECOG Performance Status 0 Jz U8 1) 418 4 (AF% 210 #, DTIC & 208 #) & 3FHIT,
DTIC %R & LTCAHK 3 mgke % 2 BARIER CRFEHELE L X OFHEROZ2ME
ERE L, TEFEER THLEATFHM (BT, fos] &v).) (PRIE [95%(F
X O PRIANTRS L, AFBET NE" [NE~NE] 4 A, DTIC#T 10.84 [9.33~
12.09] A THY . AFNL DTIC =3 LEFHEMICABRRERER L (~MF—Fhi
0.42 [99.79%(S#EX R : 0.25~0.73]. p<0.0001 [JEH log-rank }RE]. 2014 4F 6 A 24 A
F—EHy  NET),

* HERE AT, @)



—A— FHH
D AN B

%z:“ ' Q.N
F 0.0
%, - .

'om%__’
0.3 &
0.2 bo
0.1
0.0 T T T T T
0 3 6 9 12 15 18
at riskE S1E/R ()
p. -1} =3 210 185 150 105 45 8 0
LhWiGLFE 208 177 123 82 22 3 0

K1 OS ® Kaplan-Meier Bi%t (CA209066 38

@A FEIARER (CA209037 RER) 2

AEY AT (BEFEEZ) LT, [1¥)L<F] 2v5,) Xid BRAF FHEH
rE L EFRIERE AT A RIGUBRARRNY/ VHE N THEOESBRAERE

(ECOG Performance Status 0 &x Tt 1) 405 Bl (A#FIBE 272 41, {b3#iE (DTIC Xith
RTTZF LRI ) EXENEOHM) BE 133 6) 28RIC, (LFREEZXRBLE LTE
#l 3mgkg % 2 BREIFRCRBHE L &L EOADMRUESHL KR L-, TEIE
BHH THhDE%FE (RECIST HA FTA > 1.1 fRICES L FFEic L 5 CR XX PR)
OV TARIDRRE SN BHID 120 B2 MRATHSRER & LRI 217 - iR,
AHIFET 31.7% (95%IEMXR : 23.5~40.8%., 20144E3 A 10 BF—&F By h47) T
bolz, 28, BRNCEPROBEIREL T\ irpoT, b5 —2OEEFHER T
HB0S (PRI [95%EERR]) IO TIR2HDA X2 b BBT) BT T PRI
BT TCRER, AFIBET 1547 [1239~NE] H A, {LSFHEH T 13.67 [11.50~NE] #
ATHY ., ARNMEERECH LB ENCERREEZ RS R0 (A F—Fi
0.93 [95%fE#EXH : 0.68~1.26], p=0.6299 [JEF log-rank ¥ 7E]. 20144£ 11 B 12 A5
—FHy "NF7T),



GOENE IERE (ONO-4538-17 HAER)

(L2 g R R IG R OARIA IR RER I/ VA I BR O BEERARASE (ECOG
Performance Status 0 &} 1) 30 Flz i, AR LA Y AT 28A (LT, [45
+A Y AT LWVWH,) BELE, TEMEEA THEERZFE (RECIST V1 F7
£ v 1.1 BRI E-S < g EIC X A CR XU PR) 1 33.3% (95% 5 R [ : 17.3~52.8%)

Thol, 2B, BFANCHRELZEMEIX 23.8%Th o7,
*: A% 1 mgkg (KE) LA Y A~ 3mgkg (KE) 2R B3 ERARRC 4 BAREHFE LR,
AH| 3 mgkg (KE) % 2 ARG TARBRE Lz, PRSIV T, AR E RIS L.
A Y Av T IEARIOBRERT 25 30 S LOBRE BV TERE 2Bk L.

@M/ FE MR (CA209067 FER)

(R RIEE ORISR AR I/ VOB RaERE (ECOG Performance
Status 0 BT 1) 945 Fl (AFI+A U A= 7B 314 6, AFFE3L6HI, 1Y AT
B 315 60) BRI, A BV A TRERXB L LTARI+A B AT RERUAA
BEOEDEROEZEME LR Uiz, X EEER Th 5 08 (PRIAHE [95%FMEXMH])
DECMBITRERIT, AFl+/ Y A< 7B TNE [NE~NE] % A, &AI# TNE [29.08
~NE] R, A ¥V A<=7EET 1998 [17.08~2461] WA TH Y, AR+A EY b=
BEROAFREEA VY A TRECS LESHENCAEBRRERE R LT (RFI+ A
E) A TG ~F— FH0.55 [98%(E#EIX] : 0.42~0.72], p<0.0001 [f&5! log-rank
BE], AFNRE : ~F— FLH 0.63 [98%/E#X ] : 0.48~0.81], p<0.0001 [J&5! log-rank

Kl 201648 A1 BF—F vy bA7),
* . A% 1mgkg (KE) LA BV A< 3mgkg (KE) 2R B 3 BRMRT 4 BRREHFE LI,
&% 3 mgkg (kB % 2 BREMBTARRELL, HAREHCEV I, FAZEICRE
L. A Y AT 3AROREETHE 305U LORBERVWTRELRI L,

1.0
0.9
0.8
0.7
0.6
0.5

.
04 S FH+AEVLATTH O‘M@
0.3 A- xEE . e
0.2 - AEVALATTH

0.1 * . ARUO : T81Y
0.0

Tt

6 3 6 o 12 15 18 21 24 27 30 33 36 - 39
at risk# $HEMM (R)
AM+AEULTIH 314 202 265 247 226 221 209 200 198 192 170 49 7
&M 316 202 265 244 230 213 201 191 181 175 157 55 3

AEULTIH® 315 285 254 228 205 182 164 149 136 129 104 34 4
B2 OS ® Kaplan-Meier Bi## (CA209067 )



28 RIGUIRTRERBHEECERSE EXRICAF+ A v Y AT REIZOWTHRE
L7535 1 FERABR (CA209004 3B D ak— b 81281 55E%h= (modified WHO
HIZES< CR XX PR) I, (LBRERIGRAEE T 46.4% (13/28 Fil. 95%EHEKRE :
27.5~66.1%) . {LEHIEBLTAERBE T 38.5% (5/13 B, 95%IEHEX M : 13.9~68.4%) T
BT,

(PD-L1 FIRR BN DA SR e e t)

5 FE AR (CA2090673R8R) ICHAANLNZBE DT —F IS, [EREHARK
(IR WTPD-L1& 38 L2 JEEMIER LD AEE (UUTF. TPD-LIRER] Luvvd,) B
WCRERIICHEIT 2T o AR OREEDHBERIIUTO L BY. Tho T,

AR LT, PD-LIEBERN %KM (PD-L1<1%) OBREEMA L B L T1% E
(PD-L121%) DBEEMTA 'Y A< 7 O EREHEIJMEVERAIRLR E N (TR),

BB, AR+ A Y A~TRORZEME T 7 7 A MFPD-LI< 1% D BEER L PD-L1=

1%DRBEEMCRKE TH o T,

PD-LAJETUKAY% RN

1.0
08
0.8
07
06
05
04
0.3
02
0.1
0.0

Wt

-

2 FM+AEULITH
A FMB
& fEULITH

. ARUO : 1Y

0
atrisk® -

FMHAEVLTIN 123 113 102 91 82 82 79 74 74 72 88 18
AM® 117 103 86 76 73 65 62 58 57 S5 50 18
AEYLATIM 113 98 8 79 71 61 57 .50 44 43 32 10

3 B 8 12 15 18 21 24 2] 30 33
LHME (A

- s 2

coo #

PD-L1RRRE196 L

1.0
09
o8
o7
oe
05
04

it

031 A Fme

02 - SHUATIH
0.1 », ARUO : fTQY
001

S FRHA YV LTTR

el

T T T T T
0 3 & 9 12
atrisk® 3
FMHALVLTIW 155 144 132 127 118
FME 171 165 158 148 139
AEYLITR 164 155 138 126 115

15 16 21 24 27
=Emm (D

112 105 102 101 98

131 122 117 112 108

102 80 83 77 74

3 CA209067 BBt PD-L1 BIERTD 0S @ Kaplan-Meier it
(£8 : PD-L1<1%0BERE. FR : PD-L121%0BEHM)

28R 84

T
a3
27

36
21

N o ow B

28



@EEEFRBMARS (ONO-4538-21/CA209238R)

=4 EERE O $/ VA DEMRANERE 906 5 (AARANBE 28 Bl ETr. AHIEE
453 5], A Y AvT (BETFERZ) #4530 2RRIC, APV AT 2RELT
A#) 3 mg/kg % 2 BREIRIGE CTABHE L L 2 OFHERUREM AR U, TZHE
A THHEFREEE (PRl [95%EHEEE] ) OFRAITFHERIL. AHBT NE

[NE~NE] #H. A ¥V A< TR TNE [16.56~NE] ZATH Y., FANIA Y AT
ik USRI B RIER 2R Ui (~P— FH 0.65 [97.56%(E4RK R : 0.51~0.831
p<0.0001 [JBR! log-rank #R7E], 201746 A 12 BT —# A v FF7T)

* . ATJCC (American Joint Committee on Cancer) JREISYE (8 71K &5 < 7.

1.0

—A— FHE
O AEYLITE

0.9
0.8
0.71 -%:5_.,. -

RS, WIS ~ AL
0.6 S,
0.5

0.4

B4 St HF e B

0.3

0.2

0.1

0.0
T T T 7T T L — T L L
0 3 6 9 12 15 18 21 24 27
at risk3% EEFELEFHR(A)
AFIFE 453 399 353 332 311 291 249 " 5 0
AP LTTE 453 364 314 269 252 225 184 56 2 0

B4 (EFEIEAEEO Kaplan-Meier Hiff (ONO-4538-21/CA209238 3)



[Z&tk])
OEMNE DR (ON0-4538-02 &)

FEHEZRIIEH (100%) CRDONh, R ORBREENTETERVWEEESL
3Wﬁﬁﬂ@$m0K%b&ﬂta%ﬁ%#s%%t@ﬂﬁﬁﬂT%DEEDF%oto

#£1 RBIAEN 5% LOEHER (ONO-4538-02 BRI

BEKSE Bk (%)
HAE 354
(MedDRA/J ver.16.0) £ Grade Grade 3-4
2FEIER 30 (85.7) 9 (25.7)
E ﬁﬁm -i&“ﬂ;ﬂn»’u{‘&h}.—;g ?.é“k&:ﬂ_ _‘A&. .._‘hx.‘?'_-‘:‘x.ﬁl :g:_-hia-_-_ﬁa_r_» g
P RERRIE T2 5 (14 3) )
Eﬁm% uﬁéd.';&(t”"‘: -:"'-_:']*':ﬂ *"‘"w ﬁ?ﬁ;
4 (11.4)
g,u 2 (5.7)
ApZE - 2 (57)
*“ﬁfﬁ%ﬁ% R R ORE x’ﬁafﬁwfv
5 (143
’ﬁ%@@ 2 (57
M 3 tss) =
| SRR Sl

i - B ) g )
873, 5 S it
ALT #5850 4 (11.4)
AST /0 5 (14.3)
77 I 2 (57
i CK #8/m 5 (14.3)
s V7 F=oim 2 (57)
A R s 2 (57
i LDH #30 5 (14.3)
L TSH B> 3 (8.6)
M= TSH 850 7 (20.0)
CRPIgM - 5 (14.3)
FRREREOE M 4 (114)
y-GTP L0 4 (11.4)
RPT RosEBKT 2 (57
~E S u s 3 (86)
Y BRI 5 (14.3)
P EREDS D 2 (5.7
BREMERT 2 (57
/RS 2 (5.7)
FRIMEREE D 2 (57 .
B M ER ik ) 6 (17.1) 0
TERE T3 #M 2 (57 0
e T3 Wb 8 (22.9) 0
LERE T4 B 6 (17.1) 0
WERE T4 38m 2 (5.7 0
Y v FRFEm 3 (86) 0
finth ALP 3§ 5 (14.3) 129
LR R IR 3 (8.6) 0
B~ — b —1m 2 (57 0
Hukkhiasgm 2 5.7 0
EARV A /8 IV N =5 a¥ V% ) 4 (11.4) 0
I CK ¥ 2 (5.7 ) 0
BERARIUREEREE AR R S e SIS EERY
frie 26D 0
Lﬂgﬁﬁﬁw ."._'-. i 84 ‘ ' : _ R i3 -':-. s L _._
BREREE 2 (57 0 0
FHME= 2 — R F— 2 (57 0 0



HZERADER B (%)

ERGE 35 %51
(MedDRA/T ver.16.0) £ Grade Grade 3-4 Grade 5
W3, PRl L T R T T T oS i s R (N S R |

BB 6 (17.1) 0 0

5 BE 11 (31.4) ] 0

B 57 2 (5.7) 0 0
BERESKES 2 (57 0 0

IR % 2 (57 0 0

A f=E S 4 (11.4) 0 0

fede. BIEMEMER 16 (2.9%) . KIBX - EEOTHLH 2.9%) . #HEEE 4 4
(11.4%) . FFHEREREE 5 41 (14.3%) . BHEEEE 241 (5.7%) . PREEEREE 8 41
(22.9%) . BIBREE 16 (2.9%) . EEOKNEE 16 2.9%) KOS ESER1H
(2.9%) BRWH LNz, Fiz, TEAKMAEREE, infusion reaction. 1 BFERA. X,
EREMEAE, MY - BEIEZ. DERk. Fide. TR, BREBRARE/ I A F-RU%
FEVE M /MR R BERIER 0 D e b o o, ARWEARBURIUIIBEES S (FRIRRE
BEEEEZE0) 280EHERETT,

@QENEIHERAR (ONO-4538-08 )
HEERIT 2224 Bl (91.7%) KRD B, AH L ORRBHREBEETERVAEFF
£13 18/24 B (75.0%) 2B bz, BREHR S%LULOBHERIITROLBY TH-

77
#2 FHBBEHN 5% EOBIER (ONO-4538-08 PAM)

BERIRSER ) B (%)
EAFE 24 &
(MedDRA/J ver.18.0) 4 Grade Grade 3-4 Grade 5
_2BfFR 2 (8.3) 0
AR T S e S

w:ﬁma@v
Ly E@ 5 - G :
& ’%ﬁﬂﬁ%ﬁ*ﬁ%«ﬁﬁ”ﬁﬁ

s, -_,“2_*,, P

% D EE 5 (20.8) 0 0
BER BB RS 2 (8.3) 0 0

BB, KBL - BEEOTHI2F (83%) | FFHEEE 14 (42%) . TEAHEES
148 (4.2%) BROEIRBHAEREE 7 4] (29.2%) B3 b, 7z, BEMEMKE,
BE (XL N LU—AEERZ) | BEEE (RATHEHELAE) | BIBESE.

10



infusion reaction, 1 BUMEIRIR. EEDKEREE (REHFEREREE. SRR, BXE
BE) | BR BEGENE. B - BES. B OBE, LIFR, Bk, L. B
FERAARIE/ X /3 F— R USeitE / IMBIR A SR B 133800 D iado Te, ABIMEE
BRULISEESRS (BRREEREEE2SL) 2B3LEERERT,

O/ FEMAEABR (CA209066 BR) »

HEFSIIAKIRE 192/206 B (93.2%) . DTIC Bf 194/205 B (94.6%) 1238 Hiv, 18
BREL ORRBERVBEE TE RVAESSRITAFIEE 153/206 41 (74.3%) .DTIC & 155/205
Bl (75.6%) ICRED bz, WTHP OB TREAEN 5%ULOBERIITEDO LBV T
BT,

#£3. WThPOBECRIRE 5% EOBITER (CA209066 3B

. Bl (%)
ﬁgfﬁgﬁﬁ ;’;ﬁqg DTIC;}*
206 205
CiePRATT V1) 4 Grade  Grade 3-4 Grade 5 4 Grade  Grade 3-4 Grade 5
2HHER 153 (743) 24 (11.7) 0 155 {75 6} 36 (17.6) 0
TN SEETAE ¢ R A Gttt kot e e S D L e S
HF R ERAME 0 0 0 23 (112) 9 (4.4) 0
Py,xi\:iﬁﬁ’_b'ﬁ — ___9_ B 21 (102) 10 (49) _. 0.
uﬂEE AL Bl J.,-* Gt e e U _.._-,, ifyr e -‘ SN :.‘-'- :"'-- R e
22 (10.7) 0 ’ 0 25 (12.2) 0 0
‘F#ﬁ 33 (16.0) 2 (1.0) 0 32 (15.6) 1 (0:5) 0
Bl 34 (16.5) 0 0 85 (41.5) 0 0
L 13 (63) 1 (0.5) 0 43 (2100 1 (0.3) 0
R SRS R T RS RR ORI ENNEe G T Tk i

RIiE 21 (10:2) 0
B 41 (19.9) 0
—— . 5.
 § G A s G NS R < "’L‘f‘ i
11‘(53) . i

e i e Rl S ——
iﬂf&lﬂ&fﬁﬂﬁﬁﬁ SV ) ﬂ-“n“_.'.r-._;z.ﬁ‘.lk -'._.::-.t_m.r._ms.—-:-.un... ..,,..u__:-..-u !-:..x...ﬂﬁ...ﬂ.n_r\ i S J:

13 (6.3) 0 0 4 (2.0 0 0
)ﬁ:ﬁz@fm‘iﬁr 3 (1.5) 0 0 11 (5.4) 0 0
& 5 ERE 35 (17.0) 1 (0.5) ] 11 (5.4) 0 0
R 31 (15.0) 1 (0.5) 0 6 (2.9) 0 0
SEMOH 22 {10.7) 0 0 1 (0.5) 0 0

2B, AEBETBWCHIEMMER 361 (1.5%) . KEBK - EEDOTH 6 6 (2.9%) .
MREEE (FT7 2 - NU—ERBFE) 2861 (13.6%) | FFEREREE 761 (34%) . B
RERRE 4 6 (1.9%) . TEREWEREE 4 41 (1.9%) . FRIREERES 13 61 (6.3%) .
infusionreaction 15 %1 (7.3%) . 1 BUER® 1 B (0.5%) . EEOKMEE 3 4 (1.5%)
BROSLEIBER1H] (05%) BRD bz, T, BIBEE, Bk, EEHENE. N
% - BAIRR. DR, BR. TR, BEGHRERE/ I 243 F— R Otk /MRt
ERRIIRO bhizh oz, AEERRBRRIIBERFS (BAREEREEZED) %
BORHFERETRT,

11



@UESM BB (CA209037 FRBR) 2
BEELITAHBE 265268 5] (98.9%) ., {LFHRIERE 98/102 5 (96 1%) IZFE®
. BREL 0FRRBEENREE TE WA EERITAAIRE 199268 i (74.3%) . 4I:%
FRUERE 85/102 4] (83.3%) 1580 bivlz, WO TRERN 5% EORIERIX
TROEBY ThoTz,
#£4 VTRIOBTREENR 5% LOBER (CA209037 RK)

" FiE (%)
%“’fg%ﬁﬁ : AR R
(MedDRA/Y ver.17.1) 268 B 102 71
£ Grade Grade 3-4 Grade 5 4 Grade Grade 3-4
2RIER 199 (74 3} 33 (12 3) 0 . 85_ (83 3) 35 (343)
18 (67) 3 (1 1) 4 (23.5) 5 (49)
A Bk e 1 (0.4) 0 8 (7.8) 2 20
FHRERBDAE 0 0 20 (19.6) 16 (157
_ n’ndxtﬁﬁf)ﬁ . 1 (0 4) 1 (04) i

Eﬁmamaﬁm e )

-] 5% s e R e e e YRR PN
Eﬁ& 11 (4.1) 0 0 15 (147) 1 (1.0
T 42 (15.7) 1 (04) 0 16 (15.7) 2 (20) 0
=i 33 (12.3) 0 0 39 (38.2) 2 (2.0) 0
e 12 (43) 1 (04) 0 21 (206) 3 29) 0
14 (5.2) 0 7 (6.9) 0
82 (30.6)1_'1)3 (. 1} 0 41402 4 (3.9) 0

3 (L)

1 (52)

AST #80 15 (5.6) 2 (0.7
T REREORA 0 7 (6.9) 3 (2.9)
/MRS 0 8 (7.8) 3 (2.9

0 0 8(78) 2 (2.0)
ST B e

Sl r‘-%s.":i..b&si ‘ﬂ-é' S Al »ﬁo.‘h:’;,)L.. P 3&MHAm.JAm:3.I;‘... 8

:.\J-M

13 (127)""' NONE

'jemg_::—n}:%— 0 008 100
san 0l 1008 0

mmam REmEE “'1 ey ey

x‘ﬁlﬁim- R T A
PEEAE 2 (07 0 28 (275) 0
Z 5 EEE 51 (19.0) 0 0 2 (2.0) 0 0
RE 34 (1270 1 (04) 0 5 (4.9) 0 0
BER LB IRELS 16 (6.0) 0 0 2 (2.0 0 0
FEMEOH 24 (9.0) 0 0 0 0 0

B, AR BV CRIEMRER 8 6] 3.0%) . KBk - EEOTH 4 1 (1.5%) .
PIRFEE 33 6] (12.3%) . FFeEREE 22 i (8.2%) . BHeEREE (RMEMELEER
) 54 (1.9%) . FRIRIRIEREREE 23 4 (8.6%) . BIBFESE 1 #1 (0.4%) . infusion reaction

12



106 (3.7%) . EEOKRBEEE 1 6] (04%) . BEE 261 (0.7%) EORE 5K 3 4
(1.1%) BRRBHONTz, Fio, TEABERE, | SRR, BEHFENE, M- B
R, DR, Bk, T, BREUHRARIE/ I A4 F — R UM et i/ MRIR A M SR BENR
RO bR Tc, ARIEARBTRUIEERS (BRREERELZED) 280E
HERERT,

CEMNFE LA (ONO-4538-17:85)
AEFZRII2H) (100%) IR b, AH & ORRBERBBETERVWAEER L
B (100%) IZRBD Oz, HEREBNS%ULORERIZITRDOLBY Thot-,
£5 REXER S%LLEORHER (ONO-4538-17 BRK)

BERRSYE Figk (%)
HEAGE 30 &I
(MedDRA/J ver.20.0) 4 Grade Grade 3-4 Grade 5
ERIER 30 (100) 23 (75 7) 0
WQTM%‘F” L P I L e e oy
2 (67 0 0
e e 5.-‘;:;?.“5"“‘““‘:‘ ST TITIn
FRIRIRBERE T A 267 - o
B R B RRIE T 7 (23.3)

B 2 8.7)

5 (16.7) 1 (3.3) 0

TH 16 (53.3) 1 (33) 0
HILaRE 2 (6.7 0 0
B 4 (13.3) 0 0
A% 3 (10.0) 0 0
- j %ﬂﬁgﬁi o 6 (200)” ot (33)_____ 0

SEOE B A e D e S Y 2 B N e R

5 (16. 7) 0 0

1%@@ 7 (23.3) 1 (3.3) 0
AA P R 2 (6.7) 0 0
FEE 12 (40.0) 1 (3 3) 0

7 (233

4 (133) o

2 (6.7) 0
i L G e (R : e ]
'.&. ‘_‘.}h{..],"r‘id.—t.\__nn&. SRR e AR LY
11 (36.7) 3 (10.0) 0
5 (167 1 (33) 0
11 (36.7) 2 (6.7 0
v-GTP 3870 5 (16.7) 3 (10.0) 0
Y SS—EHM 12 (40.0) 7 (23.3) 0
BRI 2 (6.7) 0 0
mlﬂi=7mb)-rx775—t’tﬁﬂu T 4 (1 0 0
ity ﬁi@l@*ﬁﬁ nx:s SRR SERCEE _.A o LI {4
‘A Y v AnE 2 (6.7) 0
E7AT I VilnfE 2 (6.7 1 (33) 0
BF Y o AMEE 5 (16.7) 4 (13.3) 0
AR . 8 (267 1(33) 0
i ﬁﬁ;ﬁf&lvﬁfmﬁ 2 AL Ve AR R
0
%W s T
%ﬁﬁa 0
; . 0
E&ﬁm%miﬂﬁﬁﬁé“ Bt b SR B RS B i
FIE MR AR 0




BEBIKRSER FlEk (%)

EAE 30
(MedDRA/J ver.20.0) 4 Grade Grade 3-4 Grade 5
ELEEE 2 (6,7) . 0

R T T R S T i

% 5 FEiE 10 (33.3)

5 18 (60.0) 2 (6.7) 0

HREBRES 4 (13.3) 1 (33) 0

2B, HIREE (30.0%) . FFASAEREE 1461 (46.7%) . FUIRIREAERE 741 (23.3%) |
R MR B3 (10.0%) | KB Z% - BB O THI3H1 (10.0%) . EEE O B§EEE 361 (10.0%) |
TRAHAERED] (6.7%) . & & 5 BEL 161 (3.3%) | BREFFRAREE/ X A/ F—261 (6.7%)
RUOEBIRMBEREIS 3.3%) BB LI, T, BHEEE, BIEREES
PERIR, BEZe., EEMESRE, MK - BlE%. infusionreaction, [z, fisk. Rk
mldx*ﬁﬁ&%%ﬁfﬁ&t}ﬂ%& IIR® bR, ARBERRBRIIIEEESR (FRK
REBREZED) 28LEMERETT

@B EIMAERER (CA209067FE)

BEESIIAR+ A Y A< TEE31231360 (99.7%) . AAFIEE312/31341] (99.7%) . A
Y A= 7 BE308/31161 (99.0%) ([ZBH b, WREL OREBHENEGETERVES
EHBIIAR A B ) A< TBE3003134] (95.8%), AFIFE270/3136] (86.3%), A U A
< 7 E£268/31141 (86.2%) 1ZFRD bz, WTHd O THREARINS%I EORIFERIZT
EDOLEBY Thol, ‘

#£6 WTFNIOETRESEN 5% EOBWER (CA209067 B

14

= , i (%)
e AR AC) b T R I
o 313 4 313 4 311 %1
(MedDRA/J ver.19.0) -
4 Grade Grade3-4 Grade5 % Grade Grade3-4 Grade5 £ Grade Grade 3-4 Grade 5
LRIER 300 (95 s) 183 (58.5) 0 270 (86.3) 65 (20.8) 0 268 (86.2) 86 (2770 1 (0.3)
REE ' 7 R S i s e ch s TR oo A P B B o i o 0 Sl
ﬁ#‘cﬁﬁiﬁsmﬁﬁ 3 (1.0) 0 15 (4.8) 0 0 3 (1.0) 0 0
FRIRERRETE 51 (16 3) 1 (0.3) 0 32 (10.2) 0 0 14 (4.5) 0 0
FEMR 23 (73) 5(6 0 206 206 0 12 (__39) 5 (16) 0
W S R P e R e P R
s 28 (8 9) 18 (5.8) 0 0 28 (9_0) 2 (0.6) 0
K%k 40 (12.8) 0 7 (22) 3 (1.0) 0 35 (11.3) 24 (7.7) 0
L:F5S 12 (3.8) 0 19 (6.1). 0 ] 17 (5.5) 0 0
T 142 (45.4) 0 67 (214) 9 (2.9) 0 105 (33.8) 18 (5.8) 0
(ml)-251 19 (6.1) 0 13 (42) 0 0 7 (2.3) 0 0
B 88 (28.1) 0 41 (13.1) 0 0 51 (16.4) 2 (0.6) 0
g o 50 (16.0) 8 (2 6) 0 200 103 0 1 (0 3) 0
paz {?ég’ﬁ@j‘o JZL(&E-%{E@FE‘&WS o F3ER ;:_-:_..:;.--,‘—?.;-;" % T oy ._
®AE 31 (9.9) 1 (0.3) 0 25 (8.0) 1 (0.3) 0 0
B 22 (7.0) 0 0 12 (3.8) 0 0 10 (3.2) 0
] 118 (377) 13 (4.2) 0 111 (355) 3 (1.0) 0 89 (28.6) 3 (1.0) 0
i 60 (192) 2_(0,6) 0 21 (6.7) 0 0 21 (6.8) 1 (0.3) 0
ERRE ach R R IS SR R R S
ALT #/n 59 (1s 8) 27 (86) 0 12 (3.8) 3 (LO) 0 12 3.9) 5 (16) 0
7 I 5—¥Em 23 (7.3) 9 (2.9 0 17 (5.4) 5 (1.6) 0 15 (4.8) 4 (13) 0
AST #m 51 (163) 19 (6.1) 0 13 (4.2) 3 (1.0) 0 12 3.9) 2 (0.6) 0



. B (%)
ﬁgiyﬁ FA+AEY hv TR AR AC) heTHE
(MedDRA/Y ver.19.0) 313 61 313 4 311 4
_ £ Grade Grade34 Grade5 £ Grade Grade3:4 Grade5 4 Grade Grade 3-4 Grade 5
Y S—EEM 43 (13.7) 34 (109) 0 24 (77 12 3.8) 0 18 (5.8) 12 (3.9) 0
ML L SR — 0 0 403 103 0
@t *'*’w*“tﬁﬁ ,ﬁg@% R S R R LA L TR e AN E 2 IR A P

36 (11.9) 0 0 41 (132) 1 (03)

§ ROy ey e A T A SR S LR TR s . RSN,
5 42 (134) 1 (03) 0 29 (9.3) 1 (0.3) 0 21 (6 8) 0
_fERE 17 (54) 1(03) 0 15 (48 1 (0.3) 0 9 (29) 0 B
0 T R SHRIIN  O AG b KR EA R R R R R P R
EEED E W 17 (5.4) 0 0 15 (4.8) 0 0 n (3 5) 0 0
BRI RE 14 (4.5) 0 0 18 (5.8) 0 0 9 (2.9) 0 0
S - _34_(109) 206 0 24 (77) 0 0 25 (80) 1 (03) o
WK 2% (7 7 0 0 20 (6.4} 2 (06) 0 15 (4 8) 0 o
[22375] 3 36 (11.5) 3 (1.0) 0 20 (6.4) 1 (0.3) 0 12 (3.9) 0 0
Fibtig g% 21 (67) 3009 0 4 3y 1 (03)* 05 (15) 1 (03) 0

id 170 15 (4 8) 0 0 17 (54) 0 0 11 (3. 5)

% I EE 112 (35.8) 6 (1.9) 0 67 21.4) 1 (0.3) 0 113 (36.3) 1 (0,3) 0
REB 91 (29.1) 10 (3.2) 0 72 23.00 1 (0.3) 0 68 (21.9) 5 (1.6) 0
B RS 38 (12.1) 6 (1.9) 0 14 (4.5) 2 (0.6) 0 38 (12.2) 1 (0.3) 0
SEMEAK 27 (8.6) 0 0 28 (8.9) 1 (0.3) 0 16 (5.1) 0 0

BB, FH+A L) AT THICBWTHEESSH (27.5%) . FHEEEREE 10241
(32.6%) . FRIREAEREESTHI (27.8%) . BHEREREE214] (6.7%) . RIE MGG A5
Bl (8.0%) . K% - EEEDTHICON (19.2%) . EEDKEEE216] (6.7%) ., T&
RHEREEE276] (8.6%) | BIBHSRERE 1441 (4.5%) . BEZ3H] (1.0%) . X4 - BapE
K261 (0.6%) . infusion reaction 1361 (4.2%) . 3 & 5 B34 (1.0%) . F525341 (1.0%) .
BRECARRARAE/ X /3T —5081 (16.0%) | FF 251441 (4.5%) K UNERAR M A2 2242241 (0.6%)
DD bivrz, Fie, HFERRE, EEGEARE, LR ER OSREE f /MR 2T
TRITFBD B o o, RFIFHITI W TRRFEE 66 (21.1%) | FTEEREREE244 (7.7%) |
IR REREF 476 (15.0%) . BHEEEEM (1.0%) . FEHMEESHE (1.6%) .
Kigs - E)#@TJ? 16471 (5.1%) , EFE D B EIEESH] (2.6%) . T EMAHEREREZE3 M (1.0%) |
BIEHEREREE M (1.0%) | BEZ3H] (1.0%) . infusionreaction 146 (4.5%) , XS & 5 JE
P21 (0.6%) . FERUBRAARIE/ X AT 2801 (8.9%) . HF426 (0.6%) K UEHRIL
BREREIF (03%) BBOONE, T, 1BERRF, BEGENE. N - Bk,
DR R Ot f /MR RBERIEEE D bR o -, ARWERRBIRIIZ
FEFES (BAREEREZ2ED) 280EMERE TR

RIBTIRTREZ B EAEAE 2 HRICAH+ A EY AT BERRI LIS
I FERRER (CA209004 FRER) D R — b 81TV T, {LRIERIAHEAE 28 4] & L%
EERIRRAE B3l OM T, BEMICHEREZRIIFED LN -T2,
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D EREIER MR (ONO-4538-21/CA2092383X8%)

HEFRIIAAIRE38/4520] (96.9%) | A 'Y A~ TEE446/45301 (98.5%) IZTFBHH
. VBEBRIR L ORBEBBRBEBE TE RV EFRIIAAIRE385/45261 (852%) . A EY
I T BEA34/453 6] (95.8%) ICERD biLT, W TN DORE CREENRS%LL EORIERIX
TROLEBY ThoTe,

#7 WThPrORTRARR%I LOBIWER (ON0O-4538-21/CA209238FBR)

% (%)
BEBIKS
gzt%ﬁﬁ AHIRE ALY heTR’E
(MedDRA/J ver.20.0) 452 B 453 {7)
4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

_éﬂ!{’ﬁﬂi_ 3 65 208

._ o WO AR T SR 57 =5 ‘(2 6) ok l ( .:.. W ,-. LU TN L—:. . 10'8) 2 _--:-----.---_, '_ ="%
_ HAE 35 7.7) 1 ( ez) 0 19 ( 42) 1 (02 O
b= 1 ot s R OISR £ aP A e ]
B 68 (15:0) (02 © 91 0 0
s 29 ( 64) 0 46 1 (02 O
ngat 12 (27 (02 O 44 2 (04 O
m’ﬁzﬁ 24 ( 53) 0 14 o 0
( 200 3 0 75 0
i m&gﬁﬁ ’""’“ﬁmﬁfwﬁ 3 ’”"m.sr wwﬁ' SR
byt (12.6) 1 (02 O (11.7) 4 (09 O
W H 156 (34.5) 2 0 4
7 ( 15 0 0 2

FEE
ERETE
Y—EHhn
ALT &
AST 38/
. T\7~—-E1E71[I . 5 (5.

(174)

_(__9‘7)“ 1 79 7 )
S S »ﬂrﬁ»se;afs::‘ R RS e R
( 5.3) 0 50  (11.0) 9 ( 20) 0
%DEF 105 (23.2) 0 0 152 (33.6) 5 (L1 0
B 9% (199) 5 (Ly 0 133 (294) - 14 ( 31) 0 -
B SR S S RS
HREE Is ) T KL 1.,

Y 0 1 | A A e oo s = e, ST
31 ( 68) 2 ( 04) 0
18 ( 4.0) 1 ( 02) 0
48 (10.6) 11 ( 24) 0

ChgmseETE | 49 (108) 1 ( 02}‘ 0
RO IR AR U 36 ( 80) 1 (02
FEEL 7 (15 2 ( 04)

ks, AFIBCIBWCRIEMMER 11 61 (2.4%) . PRBEHRBAFAE/ I Z/3F—48 f
(10.6%) . FFAAERETE 40 4 (8.8%) . FHIRERIERERETE 91 61 (20.1%) | HHHERESE 83
Bl (18.4%) . BHEEREE 6 ] (13%) . RIBHMEREE 661 (13%) . TEAKKERES
8 % (1.8%) . infusion reactionll f (2.4%) . KiF% - BEDOTH 21 (4.6%) . B
EORBREE B (1.1%) . 1 EERE 161 (02%) . L3 6 (07%) . &EIER
25 (0.4%) . KF2e3 1 (0.7%) D@D b, o, BREFEIE, LHR. HRE.
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SeRME M/ MR ESRBER . B « BB, TRARMARZARIE R U LEIRE RITFED &
Niaholz, ARHERAREBERIIIEEFR BRREMEREZED) 250EMHERE
2

1) Robert C.et al. : N.Engl.J.Med., 372 : 320, 2015 (CA20906635%)
2) Weber J.S. etal. : Lancet Oncol., 16 : 375, 2015 (CA209037 25&)
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(R - f&)
AFOBERAEYBHREFAZAALZY I 2 b—Ya VXY AH 3 mgkg X
240 mg % 2 AR TRE L-BOAR OMEPRESRT Shiz, ZO/RR, &4l
240 mg B HE LEEOBREEIT, 2% 3 mgke 25 LZBEORER L LB L THE
PRTEFRSNEZHON, AAABECRVTAAEAER STV Ak AR 00
mg/kg % 2 BREERCRE) TEAZHE L BRORER L LK L CEEZRT & Tl
i (FHR), MA<, BEOBECEIT 57T —FILESE, A5 3mgkg it 240 mg
% 2 BRIRGCRE L BOAR ORER & AP IR L OBE LR D8
BRISEFAMEE I L., YZEEIZOWTRAMThbhER, LLoRE - HEO
B AR RS EIC R ER IRV E TR SN, £, BHERAEREICEIT
BF—Z Iz HS5% . AK 1 mghkg ik 80 mg & A Y'Y Av 7 3mgkg % 3 BREMRTE
ELUEBOASIORER L ZEM L OBEZRFTIRERSET NVIEE S, YUk
BRI OV TRAIT DI RER, EROME - AEOM CR A BRRERILR
TRl T,
%8 FAOEHBB T A —F

- Ae " Crmax Crind14 Cavgd14 Crnaxss Cminss Cavess
(ng/mL) (pg/mlL) (ng/mL) (pg/mL) (pg/mL) (ug/mL)
Smete (35~523 fO-S) ( 10.17?'264.5) (17.21‘,"333.9) (75.::3171) (27.612,'107') (42,717,527)
m ¥ | 6 1-712;'103) as -22?'3‘54.6) (25.3:.:7.8) (10;,5354) (41?5??58) (62.11(_.)9187)
10mglke QW (14;?;19) (512'39.2) (79.9(?,';4) (33::”5;32) (183,,1 213) (2337?86)

PRIE (5%, 95%R) . Q2W : LA, Cumax : MEFEHE QR B MFPMRE, Crinas : FIERER14
A BICKT B REMEDREE, Cogas : PIERE%148 B X COFHMFEFRE. Cuns: ERRBICE
T AR MIEPRE, Crins | EAREBIZET 2 RIEMIEPBRE, Cues : ERRBITEIT 5 FHMIEF

1. AR OREREYBEESNVEZRALLZY I 2 b —Ya iz X, FAl 480 mg
% 4 BRI RS XGIBEAR O AL - AR%E TRE LB OAK O miF T iR E S RE
iz, FORR. A% 480 mg % 4 AEFRCRE LB EFREBICET 2 ¥
BEPME (LITF. (Cugsl EVV9. ) i, AH 240 mg % 2 BREIFEIR TR E LIZERD Capgss
VERIT A EFRISNE (TH) . $7o. 4541480 mg & 4 BRERMR TRE LICBROE
FHRBICRIT ABEMEDEE CIT. MCuwsl VI, ) 13 FH240mg % 2 3B/
MG TG LBED Coes L KB L CEEZTT E FRISN OO0, AAABEICS
WTESHERER STV AL AR (10mgke % 2 BFERTHRE) THAAZERE
L7 BED Coaess & B L TIREZ R T L FRISNE (TR) . MA T, BROBEICE
57— ZicESE, AH 3mgkg (FE) E7013 240mg & 2 BRERRR, & L < IXAA]
480 mg % 4 WRIRIME CHRE LBOARF ORER L A2 UIL M & OBEZ R
FARBRIGETFNAPMEES L., YZEEICOVWTRFM TR, LROME -
AROBCHIMER CLEM I AR ERITZV E FRIS .,
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RK9 FHIOEDEB R FA—F

m ilf . }ﬂ E Crnax Crind2g Cnvgdzs Cmnx,ss Cmm,ss Cﬂvg,ss
(ng/mL) (pg/mL) (ug/mL) (ug/mlL) (ug/mL) (ug/mL)
3 mkg Q2W 51.6 27.2 310 113 62.1 71.6
(35.2,70.8) | (16.5,40.3) | (21.2,43.9) | (75.0,171) | (27.1,107) | (42.1,127)
240 mg Q2W 72.7 38.3 43.7 159 87.8 109
(51.1,103) | (23.3,59.0) | (30.8,60.9) | (102, 254) (41.5,158) | (62.1,187)
480 mg QAW 145 29.7 53.0 216 713 109
(102,207) | (15.5,47.4) | (37.0,74.8) | (145,336) (27.5,137) | (62.1,187)
- 193 99.6 116 396 214 275
Wmghg Q2W | (146,222) | (865, 132) | (101,148) | (329,525) | (184,303) | (236,377)

R (5%, 95%A) ., Q2W : BRI, Q4W : 4B, Cuax : FIEIHE 51 Ik ¥ M i R PR,
Cuinizs : FIEIFR 528 B B {1} 2 BIEMIEPREE, Copas: FIERE%288 B E COFEHMm S FREE.
Cuaxss : EFRBITET 2 BEMEPERE. Cuinss : EFIREICH T ZBIEMIEPIEE, Caess : EEIRIE
I 2 M E PR :
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4. HERIZHOWT

RIETR R EERAEREICEA T 2 HEIIE, ARAMR L L CHEARERE (241
TE) BB LN TNBZehd, YUEAEZ B ERTEI2BRTHILERDH D, T
O LT, BEERLY R ZEEFE RMP) CESE, FHIOERGZLMERES~OHNE
HRHBHRTH o T, ARORENEE 2 BHEEZZH - HEL. AROREICLVERR
BIWEA 2 RB U FBICHIET 5 2 L BURER D, UTOO~@D X TEiHk T Haxic
BWERTHIRETH D,

@ - MERRIZHOWT

@1 FED (1) ~ 5) OVThICHELTIHRTHE T L, :

(1) E4EBRERBET S ADEOEEIL RS FRERFR A BROEEILAR.
HIIE 28 A RS BB I AR, MU A AR HRRBER &)

() FFEHRERPT

(3) FEFRMERIEET 2 NADIEER (BABRESETREE. BSABRES

BAWEL. BSABREEEERBER L)

(4) SSEALERIEEAREB L, SSRIES L ERESRE 1 XIS RIES LR R
2 OWEREEICE S BHEIT> TV 5 HER

(5) FEMEEALS EEMEOREREETRLBHEZITo TV 5 HER

D2 EMREEO(CERER CBIVERRERF OIS +43 72505 & R 2 FoER
(FEOWTNNCEY T BEM) 2. Y2 RAOARICET 2IROREA L LT
BEIhTnasZ Lk,

*x

. ERGRFTRER 2 FOMBPHERET L% 5 FUEOBABROBRKIHES
ToTWnaZ e, 55, 2 FEL R, BARMREY £ LIRIRIESFOMELZ
fToTWBHZ L,

o  EfRFREA% 2 EOMMPHERZET LIRS 5 FLU oK ERIEEEZROR

FRBREBELTNDZ &,

@ BENOEXRBEREHROEMITONT

EXIEHEEIIEET A HEEENRE S, HECENLOFRED. AT - R
AMEELHBEROSAROCEMSICXT 5 EHiEE, AFEFRPRELZEEOHSE
e ERFRNITONDERPESTNE T L,
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@ BWERORBIT VT
@-1 BIERREBR: O ERH 12 BE+ 5 Bk

FMEMEMEREOEEZRIMERASRAE LRI, 24 BRIZEAH O T, YR
IOEHERRICREV T, R LUZBMERICE CTARETER U CT S 0RIHER DERIZ %
BERREOKERPL AFICBE O, EHITHE TGRS E TS L,

@2 EFREEEIZ L3 AFESMNCHET 5 EH

BABRICED 2 EMN MR E CEEEZE T 5 EREEENBIERT=2Y 7
EEDEERBDORAY ) —=r FEITOEIRE L ERPIE T 5 F — AEREH 3%
HENTNWBZ L, 2B, BHEAFHICOWVWT, PABEFLFORKEICHFSICAMShT
WwWaZ ek,

®@-3 BIfER OBUF-CIZBE LT

BITER (FIEMERRBICI 2, EEMENE, Offdk, . BEUHRRE, KBL.
NER. BEOTH., 1 BFERKR, BHEFA. FFre, s, FFk. mikitpgs
#, FIRIEREREE, TEAMERES, MREE, BHEE, BIBEE, Mk, EE0K
BREE., fHARMAEERAE, infusion reaction, EER MIKMEE, MEREBFEERE. .
eSS, BEEDRBERIG, IRIR IR, DIEREE (DERS) - RIR - DEMERIAGE) |
REFERE, BB, MEFLE) 1t LT, YRR S ULEBE RSB O E 2 T 5
EEmLEEL EBHEROBECHIGICE L THRERVIEEZZITONAEFIEHB T
). ELICHEERZAER TE ZEHIBSoTVWEZ L,
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5. REMBRLIRDBE

(Bahikic B3 25HE]

@ TROBFIZIBWTARDOFESENR RSN TND,
o (EFEERBRE UBEARORIGTR AR IS/ VA I FROEERARE

A&

o FELEBREOINbYC Z/IVER &0 oBENRAERBE IR T WRMHERE
723, BRAFEBGETFERZH T 5BAE 2BV Tit, BRAFFEEFRIC X AR b ERET
5T ¢, '

@ AHI+A VY Av T REIMMEERIERBROBIBORAELELRAERE 2R
L LAV ETIAERER (CA2090673RER) 2B W T, MR L ENA Y AT RE
KR LTEDERRIES N TVWS, ZEL, AF+A Y A TRE L AR HEME
B2 Wi LU RERRBRFHCBWV TR, PDLIEBRRRICEI VA Y AT D LR
BEIRERERDZERANTRINIBE/BLNA TS (7pBR) . TO7D, RIE
PRFEREEEAHEREIZBNT, AFEA Y AT LOHFRAREDAEZH
Wid 5354, PD-LIRIRE*ZRERTH I L HAEE LV, PD-LIRREN1%UETH
5 LBHERENREICBOTIER. RE, AREMR S 2ELET S, 2B, RE
YA ter ENBRAERE 2R L LS E [EER (CA20900475) D = FR—
FRIZRBWT, (LERIERIGREBE & (LBRIERRRBE L O TAA+ M vY A
< TR EDHEDECAMBRZREIRO LTV,

kAFOBWTE Y LT, BRFE4 : PD-L1 IHC 28-8 pharmDx [# =] BEBIhTW5,

(E1)  AJCC (American Joint Committee on Cancer) RIS (7R WCE-S<FHE
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(L&t 3 HB1E]

O TRIEZEYUTIAFICOVTRAKDORENERL IR TSI b, BEET
PRNT L,
o AFDOESITT LRBEDBEREEDH 5 BE

@ Y”“ﬁﬁﬁ@g‘ AHCB W T TRICE Y T3 BFIC OV T, AR OBREIHE IR 2N
v MMOERBREA 2WBARICRY . EEICARZFER T L 2EETE D,
 MEEMRBOSHUIBEEDOSH 5BE
 WREGRECHEEE mbf)5*%‘&()‘%@]&@&%%%5&%‘?@%@%5%
FOMICRIEMER R LN D BHE
_*  HOARERBOAG. Xﬁ@ﬁ%&%b(Hﬁ%ﬁwﬁaﬁﬁﬁéwﬁﬁﬁ®
HHBE
o [BHEBHEE CELSMRBEELSE) 0boRE
s WMEEORREXIIBEEERETLIAE
¢ ECOG Performance Status 3-4 &2 @B %

#2) BCOG ¢ Performance Status (PS)

Score | EZH

0 | 2<MEREHTES, FERATLRALAEEEIHBRRIITLS.

AERIZE LWIEBNIHIIR S 0B A8, BITARET, BMERCE > TORERMTI 2L R TE 3,
Bl BORE, FHIEE

[y

BONEHZOEDEIY O & LMTERY, BRD 0% EF Ry ROBRTTCEBTT,

AW

LBV, BFOHFORY DI LREL TN, BEAYy FAWBFTRTT,

23
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6. REIEBLTHEETREESR

D FAATEBS IO, BERFEEE MRS 2 BREICES S AR O R OB ERE
 HOEDICBERERETSCERLTALERTSZL,

YSIEBRLRIC Y B, BE I F DFRICADIER MEREE HABA L. AEZE
ThrbLEETRZ L,

BIBUIRAR L ERBAEREICBV T ARl A Y AT L OHAREORE
ZHIBT23BE. PD-L1 RERLHERT 5 Z L BEE LS, PD-L1 BERHHER
TERAVEESIZIE. AR L A EY A=T7 L OFROEE Z BN L ETRE
THZE,

EREWERD~X T AV MZOWT

@

®

RIESEER S bbNE Z RS BDT, AROREITH > TIX, BRRE
KPR, wk, REE) ORRBRUIE X RREOERES, BRL+o
TS Tk, ¥, MBS UTHE CT, MF~—V—%S0OREZEETD
ek

AR O EIXEED infusion reaction [ 2 THEARIC+ARREDOTE 21
BE1To 7 ECHAT 5 2 &, £72.2 BB LIBEOAR 57T infusion reaction
RHbbEZLbdHbDT, FFRGHROAFIRGETRIZ AL ZNTA
VERET A%, BEOREE+SICEERT 52 L, 723, infusionreaction &
RELHBAICIE, S TOMBERERSERICRE T 2 TRE L TA88
THZ L,

FRIB RIS, TEABEEERVBIBEES SOOI ZERHLDT,
AR D5 BAERT R O 5 4R P I E BT N W RERR A (TSH., B8 T3,
Wl T4, ACTH, I arFY —VEDRE) #FEHTHZ L,
AFRIOBEIC LY BEOHRBERIGICERT S &5 2 b dks REBCRE
BhobhsdZ 75?‘2% %, BERRDOLNEBAITIR, BRLEFRIIL L
B AR & RBR & O [ERT &8 U CEERERIR KT EITV. BEDRER
KiSic X 2BIERA R EDLN 3 BAITIE, AR OAREIPIE, RURIBERES
NEVRIOBRES2EBTHZ L, 7B, BIBREFRLVEOREZLVEIE
AOBERRD HNLRVERITIT, BIBRERNVE SO REISIF OBM
LERETDHZL,

BERTHR. ZAR» OBV ARB L THLRERRRRT I L BH D7D,
AR OBER TRICHEMERORRICTFICERETH T L,

1 BRI (BE 1 RUERB 2 ade) bbb, BEREES V7 F—v R
KEZZERHZOT, AE. B, BHEOERORERLOFEED EFIZ+
HEETHZ L, 1EERFESEDNEHECHREZTLEL, A2 ) VR
FHoOBEEOBEHNRLBEZITIZ L,
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o 1EEIRIR (BUE 1 BUERBZ &) Nbbbh, BREES TV F—U R
KELZZLBHHOT, OB, B, BHZOERORKBESSMEED EFIT+
FEBTHZ L, 1 BERAEREDNZBACRREZPIEL, £ R
HOBREEDOHEN2ABEITHZ L,

o BUERFR. FFRE, FrigseiEs,. FFR, BIEMEERRLobNEZ i DD
DT, EHHICFHEERE 2TV, BEOREBLZHOBERTIZ L,

® BREURTEABEHEGCERE CHEAT BT, AROBERRBRICEBNT, #5
BRLAD D 3 0 A B, ZHUAREE, REMMAD 1 ERIZ 6 BRI L icEME DT
BET> TV L BB, ARBEEPTEMOCHREORRBEIT> 2 &,

® TEUREOENEBAEERE~ONEMIEL L TERT 3B, AFI DK

RBEICRBWT, 12 BRI L CHEIEOTFMEZIT- Tz & 28E1C, FERE

TIIERNICDIROMRBEIT O T &, B, IR MBRE L LTEAT 88T,

AHOBREHEIXT 12 AT TETB T L,
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REEHEETA R4 v
=R (BEFEERZ)

(RFR4 : A7 PR EHEBE 20 mg, 37V —RREHE 100 mg, 7V
RAEBEBRE 120 mg, F 7P —RRIKFHE 240 mg)

~ RS ~

T2 943 H (4445 AT
A S



=}/

SRR S

XD

FRNORH, 1FRKAF
ERER AR

MEERIZ DUV T

BENR LD BE
BRECBRLTERTNEER

P2
P3
P4
P9
P11
P12



1. XLHIT

B DAY - BEHORROTDITIL R CESRRESWEERERNRD

bivd, S5IC. HEORERMOESIC LY, ARERS 2 L OEF 2B ERE
FEEARBRENSZD T, 2nLOEELZEICHERBEICRMET 5 2 L IRED
HEE L Ao TR VREMBEGEY L WEOEASEF 2016 (ERL 28 4 6 A 2 BERRE)
BWTYH, BEFMNERLSOERORELEEZREZ L LIhTW5,
C PHEEFFEERRLT. BERERAPESE T 7 s A VEBEFEOEREMR LA L NICE
BRBEILENRhB, DD, BIMERUCEEMICETIERNHOERT 5 E TOM.
WHERROBELBRZSIT L AF SN BE T L TERTS L &bz, BIfF
ARRBRLUEBICLERMGE & 52 ERURRA—EOESF 2= TEREE CEM
THIENEHETH D,

Lz oT, BKHA FFA TR, BBERLINE TRBLNTWSEZIEFM -
ﬂ%%ﬁﬂﬁ%dé‘uTwEﬁﬁmﬁﬁtﬁ%%ﬁﬁféﬁﬁmBME&E#\%i
FROEEFEEZTRT,

BB, KA FT4 03, MSHATEIEAER S EFRESHAGEE, ARHEEBEARE
MEEIEESS, —RAFEAAARBRANES, —EAEA B AR BERRZ2ET
AREHFEAN BARDEARER OB Db LFR LT,

WL BEER 470N AEHE 20mg, A7V RHEHE 100mg, ATV
— R AR 120 mg, AT VR AIREE 240 mg (—iR4 =
Ru~T7 (BlTHEEEZ))

e LhAPEIDE : BRUDERES 2 AT 2 HHEME

HErRABERVRE  @E, BRARIE=F" 1~ GlfaFH%z) L LT, 1[H240mg
% 2 AR IX 1 B 480 mg % 4 EEER CREHFET D,

B & R T EEDBELLERASH




2. AROKE. ERRF

7PN RFEFHE 20 mg, FAEHEHE 100 mg, FARRFE 120 mg Kk OR AEGHE
240 mg (—M4 : =AA~T GRIEFHHZ), BT, TAA] &Wv5,) id, DNEFRE
TERASHL ATV 7 R4 BTVR IV v ¥ —X AT 4T (BMS) ) 23
FA¥ L7t I PD-1 (Programmed cell death-1) IZ%9"5 & h&! 1gG4 &/ 7 u—F Ak
Tho,

PD-113, &ML LIZY 238k (THIR, BARER T F 2055 —THMIR) RUOE
BERMNRICHBLT 5 CD28 7 7 X U — (T MROFEMLZ MBI E L BIHHT 545
TR IR AXA/MECTH S, PD-1 IEHRIBFHMRICER TS PD-1 Y > F (PD-L1
KOPD-L2) LFEA L. VU BRICHGIES 7 A2 EEL TY VS EROTEMH(LIREE S
A LTV, PD-1" Y ¥V FIZHUREREIRIUMC E ~ Offkx 2 EEakic E
LTRY, BBABERENLURLZERERKIZIBITS PD-L1 ORALIFEOATRE
Hif & ORICADHBEGERH 5 Z L BHE SN TWS (Cancer 2010; 116: 1757-66)
o EBENRAEBE CIHABRRE THRAELT SIS v —TzuF < (IFN-y)
IZX > TPD-L1 OXBERFE I, &8 LEEEBICEIT5 PD-L1 OFEREFED
ATFHIR & ORICIEDOHBBIRYAH 5 & OME L H S (Sci Transl Med 2012; 4: 127-37),
S biT. PD-L1 ZIRMIFRI S &7 B3 AL, FURK R CDS Bt T Ml niilasE
EHEEZEE & 528, Hi PD-L1 AT PD-1 & PD-L1 & OfREZAET S L 20HR
EEEMENEET S Z LATERTWS, O Z 55 PD-1/PD-1 U v FEREIT, 28
ARRRATURRERN 2 T MR, O OKBEZEMT 2BFO—2 L LTEZ LR T
B,

AFNT EERAROKERD B PD-1 ORI (PD-1 ) T FiEAMER) I2/E4E L.
PD-1 &£ PD-1 VUV FEDOBEEZHETIZLICLY., BAFRBRKRENS T MBEOHE
PHEAER OB AR 2 MR EIEE 2 8T 3 2 & TN ANEBES R 27T
ZEPERIN TN,

INODMREND, ARNTEMEEIC T 25 RERECRVELI b0 L MESh,
FHEMEAE LR L L BRAREZ £ L. Ao, e R ORERRER S,

AR OB IC &S BEDRERINT L 2BWERERH b bh, BEEUIELTIC
ELARERD D, AFOREPRURERITIE, BEOBEL+/ITITV, REIH
W ONTEEITIE, BB LI FRITIE U PR 25050 & R A RO & 8 L T
@R ZITV., BEOCRERIGC X 2RIERANRDLIL 2 HAICIE, BIBRE RV
TR DRSS OFERNE AT LERD B, '



3. BREERE
B ULEIRES 24 3 5 EEIE ORI 21T » L ERBRRBRO KL
ﬁ_“—a—o

[FahiE]
ER RS MAARER (ONO-4538-11/CA2091413A8)

75 FFHIEK B & e LREE TR T %0 564 H INICRZBET XIIBERABH N
7= ARIA B MO BEHREDEN & 72 & WIS/ VA O S R LR A& 36141 (A
AABE2IHI S te, AFEE2400], HREE1216]) ZREIC, 1BBE LEMNBIR L
BE (AP PUEY—F, FEZFEARTEY X V<T) xR E UTEAFB mgke®
ARG CAERE L & X 0AMRRUIEREEERF Lz, EEHHEE CH5E
AGHIRE AT, ToS] 2o, ) (FRE [95%EHEXE] ) OFEETHRIT. &
KIBET7.49 [5.49~9.10] T B, REBRETS5.06 [4.04~6.05] B ATH Y, AANIIARES
ERRASEIR L iaic st UREH I BB RER 2R L. (NP — FH0.70 [97.73%/F
X : 0.51~0.96] . p=0.0101 [/BHlog-rankiRE] ) »

*1 : ARYE B HSUIHE DL R BIRIE S BT,
2 : R L SN FEREAL, OEE, F - FHEERUWE,

1.0
o - FHE
0.8+
07{

0.61

Bt HE

0.5-
0.4+
0.3

0.2

0.1 1 A g g

oo ]
0 3 6 ‘9 12 15 18
at risk#t £EMM (A)

A#E 240 167 109 52 24 7 0
HERE 121 . 87 42 17 5 1 0

1 OS ® Kaplan-Meier Hi#t (ONO-4538-11/CA209141 3ER)




(PD-L1RILRTLR DB itk & N2 4ik)
EERLFRIFBIHEREE (ONO-4538-11/CA20914188%) ICHAAN BB FED S b,

FEZRMRIC ISV TPD-L1 2 38 L EEMAE S 5 2814 (MUF. TPD-LIRHEE] 2\
5.) BT 2HFRBBONE—HOBREDT — X THE-S%  PD-LIREZRNICERNIC
T 2T o To AR VT2 OB RIZLUTO LB Tho Tz,
AHEICEI L T, PD-LIRBRER 1%RB OB BRI SERBOBETh o (F
&),
23, PD-LIOFERARIZL LT, AFoZeET a7 A NVIFETH o T,

=
=]
=3

—Nivolumab 3 mg/kg —Nlvolumab 3 mg/kg
ol X e Investigator Choice o &% Investigator Choice
z F
g | g |
® 50 4 & 60
: g
B 20 =
i & 0
# #
* 20 “ 20
| i, LY
0 e i L ... i
0 3 6 9 12 15 18 21 24 27 30 33 36 39 e 3 6 9 12 15 18 21 24 27 30 33 36 39
2EFXM(A) S4EFNM(A)
at risk atrisk
Nivoumeb3mgkg 9¢ 74 59 42 30 25 22 19 16§ 11 & 5 1 0 Nivolumab3mgtkg 76 54 3% 32 20 20 19 17 15 11 5 4 3 0
InvestigatorCholce 63 45 24 14 10 6 4 3 2 2 [ ] () L[] Investigator Cholce 40 30 19 14 10 7 5 4 4 1 [ 0 ] 0
A Nivolumab 3mg/kg (cvents:B1/96), median 3od 95% CL: 8.1 (6.7,9.5) 28— MNivolurin 3mgkg (events:67/76), median ind 95% CE 6.5 4117
reeenelienr Ivectigator's Choics (events:60/63), niedian nnd 85% CT: 4.7 (3.8,6.2) e Investigator's Choice (events:39/40), medinn and 95% CL 5.5 (3.7,8.5)
Nivo vé INV Chnice « hazard ratio (95% CI): 0.55 (0.39,0,78) Nivo vs INV Choioc - hazard retio (95% CI): 0,73 (0.49,1.09)

ONO-4538-11/CA2091 41 B DPD-L1E R COOSDO PUIMITHR2UE 7 4+ 0 —T v FF—2 D
Kaplan-Meierh#f
o (BB PD-LI1Z1%DBAEEN. AN : PD-L1<1%0DBEHE)



[Z2ik] _
EREFEIARRAE (ONO-4538-11/CA209141385R)
A EERITAKIEE229/23661 (97.0%) K OREE109/1116] (98.2%) @D b, 18
BAR L O BB T ETE RVEEERIIAFEE139/23661 (58.9%) | xtFBRES6/111
Bl (77.5%) ZRD BTz, BREREP% U EOBERIITROLEBY Tholz,

#1 FEEMR5%LUEOBWER (ONO0-4538-11/CA209141 W)  (ZLMARITAHSRAER)

; Bi%% (%)
r=d | ya
BEAA AR : P XIHRE
(MedDRA/Jver.18.1) 236 B 111 4
% Grade Grade 3-4 Grade 5 £ Grade Grade 3-4 Grade 5
2BIER 139 (ss 9) 31 (13.1) 1 ( 04) 86 (77 5) 39 (35.1) 1 ( 0.9)
RO R B e 0 e s e o i S TP T e a2 N
=gl 12 ( 51) 3 (13 0 18 (162) 5 ( 4.5) 0

SERRIE o 0

16 ( 68) 0 0 s (135

2
20 ( 85 0 0 23 (207) 1 ( 09) 0
5 (21) 1 (04 0 10 (90 3 (27 0
( 34 0 8 (72 0
R R G R RS R
(42 1 (04 0 16 (144) 2 ( 1.8) 0
(140) 5 ( 21) 0 19 (171) 3 ( 27 0

______ *&iﬁ@j&ﬁ L
R
| wEES
,:f&MMﬁg;_. SRR
REBIR
ﬁ%ﬁ CRT RS
ﬁﬁ-ﬁf&?ﬁﬁﬁﬁ“ g2 SRR 242 ;
IREIE 0 0 14 (126) 3 (27) 0
i 12 7 ( 300 0 0 10 ( 90) 0
ZOFESE 17 (72 0 0 0 0 0
b3 18 ( 76) 0 0 5 (45 1

(12.6) ( 1.8)

\.0 . oy

cﬂiﬁcm :

ERTEBRE =
7 (63} o

PRI x SR

B, BEMERESR 76 3.0%) . BEUFRAEE/ I A F—5 81 (2.1%) . AFHRE
BEE 5 F] (2.1%) . FRIMESREREE 17 6] (7.2%) | REE 740 (3.0%) . BiER
T 1] (04%) . BIBREE 14 (04%) . TEAEHEERES 26 (0.8%) . #ikbieEk
iE 141 (0.4%) KU infusionreaction3 B (1.3%) MRSz, £, EEFHEIE,
DGR, Bk, KBk - BEO TR, 1 BIFERA, SEMEn/ MOBAOEEREN, TR,
B - BEREZ, EEOKERE, SEHIBREVCEEOKREESIIRD LNRN2T,
ABERRBRIIIEESFS (ﬁﬁbﬁﬁﬁﬁ% Bhat) reabEHERERT



(A% - i)

A OBEMBYEBETNEZABA LY I 22— itk v, &% 3 mgkg (i
H) i3 240 mg % 2 AR TR S L BEOAR O MEPRESRTT SNz, Z0%
R, KA 240 mg 2B E L2 BEORERIL, A5 3 mgkg 2RE LZBEORER L B
LTREZRTEFRSNZLOD, BAABRFCRWVWTASESER SN TS B
% - A& (10mgkg % 2 BRBRTHRE) TARZHE LI-BEOREE & HE L CRE
ZRTETFRISNE (TR M T, BROBEICBIT 357 —ZIcES3& . A% 3 mg/kg
(fRE) XiZ 240 mg % 2 BREKR TRE L-BOAKOREERE L A ITReM L
DEEEZ BRI 2 BRBRISETFANEES L, YHUEEIC SV TRENITh- R,
FREORE - FEOH TAMMROR &M ICHERZR IRV E FRIES I,

£2 FHORHME ST A—F

[ Cmax Cmind14 Cavga1s Crmaxss Cmin,ss Cavess
(pg/mlL) (ug/mL) (pg/mL) (pg/mL) (ng/mlL) (pg/mL)
gl (352.760-9 (10-17?'264-5) (17.21‘,‘?3.9) (75.3)33171) (27.612,'107) (42.717,'f27)
240 me W (51.712,'103) ( 15.22?'354.6) (25.31?:7.8) (10;,5 254) (41?57,11;58) (62.11(,]9187)
10 mg/kg QW (14;,9 ;19) (51.62}'739.2) (79.90(3.1:14) (33?,9232) (ltsi1 ;l 13) (2337286)

RRfE (5%, 95%/) . Q2W : BRI, Crax : FIEHRE% ORASMIFPRE, Crinas : FIEHREH14
B BT AREMBEFEE, Copds: FIERE5HE14H B E TOFHMBE PR, Coass | EEWRBICE
T oRBMIBEFRE, Cuinss 1 EFRBIZRBIT 5 REMBEHRE, Cogs | EFWREBICIIT 2 EHOIEP
BE

T, AR OBEREYBBET AV EFIALEY I 2 b—y 3 Uik b, AH 480 mg
% 4 BRIFERR TR EXIIBEARBORE - RS CRE LEBOXA O miFEHIRESHE
ST, EOFER. AK) 480 mg % 4 BEIER CTRE LE-BOEFREBIZRIT 5 Fym
EPRE LUT. [Cugel &5, ) &, AH|240mg % 2 BRABIFR TIRE L12EED Cavges
RS L FRISh: (TR) . ki, XAA1480 mg % 4 ARRIR TRE LI-BOE
ERBIZBIT2EEMBFPRE AT, Cuxs! EV3, ) 13, &% 240 mg % 2 58
FIFE TIRE L72BE D Craxss LB L TREZ T EFRIENTZH 0D, BARAABEITH
WTHABERHERINTWARE - AR (10mgkg % 2 BRIFIB THRE) TABI B 5
LTeBRD Coaess LB L TREZ R T & FHIS N (FR) . MA T, EHROEEICE
BT —FICESE, KA 3mgkg (KE) E7-13240mg & 2 BRI, &L < XA
480 mg % 4 BREMR TR E LIZBROAFI OREE L A3 dE et L o B % Rt
TORBRISETNAVPBE I, YHBEEIZSOWTRAMTbh R, FROoRE -
HAEOH THDMER N ELMICHMER ZRIT VW EFRIS N,



#£3 FHORHBENF A —F

Fﬁ& . }ﬁ g Cmax Cmind2g Cuvgd28 Cmss Cmin,ss Cavg,ss
(pg/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL)
3 mglkg QW 516 272 31.0 113 62.1 776
mg/kg Q (352,70.8) | (16.5,403) | (21.2,43.9) | (75.0,171) | (27.1,107) | (42.1,127)
727 383 437 159 87.8 109
240mg QW | (514 103) | (233,59.0) | (30.8,60.9) | (102,254) | (415,158) | (62.1,187)
145 297 53.0 216 713 109
480 mg Q4W (102,207) | (15.5,47.4) | (37.0,74.8) | (145,336) | (27.5,137) | (62.1,187)
193 99.6 116 396 214 275
10mghkg QW | (146 222) | (86.5,132) | (101,148) | (329,525) | (184,303) | (236,377

BRIE (5%, 95%4) . Q2W : 2RI, Q4W : 4BRIRIFE. Cuma : HIEHE 5% O R @ MIFFH#RE,
Cuingzs : FIERE%28 B BT3B 2 BARMEDEEE, Covears : FIEREH28 A B F TOEHMBFPRE,
Cmnx,ss 5 Eﬁ%%b:ﬁbjéﬁ%‘mﬁq:%g\ Cmin,ss 5 ﬁ#ﬁ%‘:ﬁbjé%ﬁm?ﬁm%g\ Cavg,ss 5 iﬁ%%
12380 B B M iE PR E



4, HERXIZOWT

AREG L LTHEABERE (26/E) SBREON TR I b, YkRE2E
MCEETE MR THEIMBERDH B, 20OLT, RROBRENE 2 BE LW -
L, FROBGICL ) EERBEEAZRBR L BICHST 5 2 L BNNERD, UT
DO~QDFTRTEMTHRICEVWTHEATIRETH 5,

@
®-1
(1)

©)
©))

4)
)

®-2

MRV T

PEED (1) ~ (5) OWVWFNNITHELTIEBRTHDIZ &,
FEFZBRESRET D0 ARRESLRES FRER R A BRREHEIL R,
HOIEEAS AR OE B HL AR, MRS A SRR &)
RF T RETI B
%EHEH$#%ET%@A$&@%W&(#A SHROEE TR ERPE. 2N A REYE
BAkE, 2 AR REEHEEREE 2 )
ARICERIERZRE L. SRR CRREBER 1 XUk kBB b iis 2 ieopt
2 DHEREEIR D BHEIT> T D HERR
JUBMEIERAL S B EMA OMREEICR I BHEIT > TV B HER

SO RS K OBHERTBII OIS |5 725000 & B DI

EEBHER (FROWTNMICEZY T3 EMUIEREM) 235, Y2 oAFIz B
THRROEEEL LTREBIShTWVWAZ L,

x

ERMRFRER 2 EOMBITHEZET LI2RIZ 5 £ EORAISEOBEIFHE Y
ToTWAZ L, 95, 240 Fit. BNAEWERYE 2.7 BERIBESOTEL
ToTNWBZ L,

ERMRFFERE 2 FOMPHELET LRI 4 F£L Lo B AFEEREIROEBRRK
MHEZIT-TEY, 55, 2FU LK, BARYREZ S UEASNESEEZRO
BARMHEZIT o CWNDH Z &,

EATSR R IS R ERM R EER OMEIBHME 2T Lz BIC, 5L Eo ks

DERFHEZT-oTRY, 95, 2FUER BARYREZEL IARORA

BROBRIHEEZITToTVE T &,

2B, FANC L DERICBVTCIIEHERS 02N ERLET 512, BHEDHRK
(Y72 2WAHEMIZ LORO VTSR T2 T EN (SR (LR

&&Uﬂﬁﬁ%ﬁﬁ@ﬁmh+ PIRAI L R EFFOER) & ORERELEDD &
CRET DL,




@ BENOERRFEBREBEOMEHITONT

ERDIERERICHEFT AEEENEBE SN, MEMENLOFRED., FHE L
AP FROBTEE CEMUTENEMSIC T 2 1ERRLE. AEFREREL
B DWMEEE, SRFEOHTITONIEHINE-S-TNE T L,

® BHER~DHBIZOWNT

@-1 ERERICET 2B H \
RIEMRREOBEERBNERASNRAE LZBIC, 249 FFRZRER OT, BREHHR

IREEERIC BT, BRLUEBIFERIOE U TAREERR O CT £0RI{ER &N

EHRAREOKENY APICELN, EHBICRISTFRERERNE>TWVDL I &,

@2 EFREEZICL3EFFERNGICETSES

RABEICED 2 EMN MR R OEEZA T IEREFENBWERE=4 ) v 7
REDEERORAY Y —= 2 T ETOERE L ERE A TE 35— AEREH IR
BENRTWAZ L, 2B, BHEEFICHOVWT, PABELZORECHFTAMENT
waZe, :

®-3 BIER ORIT-PHIGICBIL T

BIfER (BIEMARBICIN 2, EREMEAE, L%k, HR. BEEmARE, RBR.
NBS. BEOCTR. | BBERR, BUERFR, A2, FERE, TR, SuERy
g5, PIRiaiteiEE TERAEEREE, MREE, BEE. BIBEE. MK BEEOK
Jﬁl‘ﬁ%‘\ HARMAS MR, infusion reaction, EERMKES, MIREREREE. HE.
WS, BEORERG. BIBIREME, LEEE (LEMS - RIK - LEEHSMUES)
FREREE, EEN M, EL%) o LT, YR ILEBEREROFEMMER TS
EfLEEL @EROZHTHRICE L THRERVXBEZITONIEHICHEZ
L), EHICEYRLERTE ZERINE->TVDL I &,

10



5. RERNBLRIBE
(F2hEiIcB4 2 F1E]
O FI7FTRAEEBEREEDC D 5 BECBVTARHOEDIMEN RIS TS,
@ TREICERYT 2 BEFICHT 2 RFOHRE R O FEZOWTIL, A% 0F 3
MBLENTELT., AFOBERFBLERLR,
s TIFTHAE R EBERIECLDBREORVES
o IR RBNEE
o fioREHERAI AL TREShRE
@ AFNIEBRLRFIARBIZIBN T, 2EEMICE W THBRICH L THESMESHR
RESH TV, PD-L1 REFRIZ X Y AEDOERBRLRSD Z LSRR EN SR
BE/LILTNSZ &2 b, PDLL FHEEF bR LIz kL TAROHREAE DK%
THZEREE LY, PD-L1 REEN 1%RETHD 2 LAERINZBEITBY
T, AR OBERIRE L EE T 5,
* AR OBEIFEL LT, IR7%E4A : PD-L1 IHC 28-8 pharmDx # 2] REZIHh T3,

(LT 5 5E]
O TREZETIBEFC OV THAFORENER L SR TWVAEZ b, BERTT
DRrnwz &, \
o AADORSGTx CIRBUE DBEEREO H S BE
@ WBEAIOFHICB W T TFRICRY T2 BEICOVTIE, AROBEEIHE S AN
B, OEFBIIRD 2WEEITRY . HEICAFZERAT L2 EETE 5,
s MHHEMMRBOSHXIIBEECHZBE
© EEGRE CHER 2R 3 BE R UTEEIE D H R IR R %
E DRI IIEMEL S % &N b B ‘
¢ HORERBOAM, UIRHEAZE L IZFERMED B 2R ER0BERED
boHBRE
o BEBHEE GLRMRBEEEZES) ObsBRE
s BEORENIIBEEEZETLRE
e ECOG Performance Status 3-4 EV DR F

& ECOG ® Performance Status (PS)

Score | EEFE

0 | 2<MEe{EHTXs, BRiiLRLAREESHRRLITLA,

AEEICH L OEBNIRIR S D2, SITAHET, BIERECE - COERIIITS L RTx 3,
Bl BOEE, FEEE

J—

ROWTEESOFOEYVDOZ L LHTERY, BHO S0%UALEZRy FABTFGRST,

Blwin

LBV, BADFOEY O LIFLL TERW, 20y FOETF RS,
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BAFRECEDOFDOE Y DI LT _CAMEEREZITERY, BHRO 50%L i<y FA BT,




6.
@
@
®

BEZRELTHRETREER

WA SRS 2, RUERREE R YR B BRI 2D & ARKI 0 K R OV IEBE
A HERERE TSICEBL TILERTIZ &,

BRBEIECET D, BENIFOFRICAPEREREEZ +ABAL, AEER
ThboirETHIE,

PD-L1 RELLHER L L TAA ORGSR LHBT2 Z L AEE LW, PD-L1
RIFBHRHER TE RVBAITIEL, AR OFERAOBES 2 EENHWT L ETRET 2
ik,

FEREWERADOwRXT AL MZHONT

BEHRERN D Dbhd Z RS BEDT, AROBREICH Tz - Tid, BIRIE
B (PRIREEEE, ok, FEE) ORERERUHE X BRECERSE, BEE T
AT 2k, £, MEBIZEUTHE CT, E~—I—F0RELZERTS
Sl 8

AFOWEITEED infusion reaction (21 % CTREAMRFIC+ 225D TE %
a1 FCHEMET 5 Z &, %722 B B MO AHF# 5FFIT infusion reaction
BHLbNEZ L bb3 DT, AFERE PR OERFEGETRIIANA ZNTA
VERETAE, BEOREBEHSRBER TS &, 728, infusionreaction &
RE LB AICE. £ TOMBERERSZE2ICERT 2 TREL +oBR
THIE,

BN BSEEREE . TEABEBRZERVRIBEERSS bONEZ LA HDH DT,
AF) OB B BAAET R O S 4R I BRI NS ISR IR (TSH. ¥k T3,
¥%HE T4, ACTH, M aF Y —LVEDRE) #EET 5L,
AROBEIC LV . BEOCREBFIGICERT S LB 2 bndiks RRBLRER
NhobaZibd, RENBDONZHAICR, BRLEFRIIG LT
ERR ek b BB B B ERD LB L CRYIRENRK 21TV, MEDRE
Rz L 3RWERAREDN A BAITIE. AFIOREX TP, RUBRBEESR
NEVHEIOBREERZETHZ L, 2B, BIBEEFRNVEORET LY BUE
BAORENED bRRWBEITIE, BIBRESLE VSN OREMHIF OB
LERT 5,

BELRTE. AR OE I ARB L THSEERSRRT I L BH 2D,
AR OBERTRICHEWERAOREBRIH2ITERT 5,

1 R (B 1L BERAR e Bdbbh, BRAEES VTV F—V R
WELZLRHZOT, OB, B, BHZEOEROBHLMAFED ERIT+
SEETBHZ L., | BERBERAEDNEACHBEEEZPLEL, 1V R) VB
RoOBEZEOBEE LB EZITI Z L.

BIERTFZ. FFRE, FreREE, R, BLEBERRHLONDZ L BRH D
DT, EHEICIERERE LTV, BEOREBEZTLSITBIETH L,

12



® FADORKRBRIZEBWNC, BEBBE1D 9BE. Fhllgit, REBRBEND 14
ik 6 B & L ICASMEDOTFMEIT> TV Z L 2B EIT, AFRETITEHH
R OEREITO>Z &,
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REEHAEET A F T4 ¥
=R~ (RETHERZ)

GR74 : &7V —RRHEHIE 20 mg, 7V —RREHE 100 mg, 37V~
FEBHE 120 mg, F 7 V— R ATRHE 240 mg)

~ PR 0 e ~

A2 94 A (445 AYED)
BT BE



B

gy amcE SR 5

LI

AR ORI (ERBFF

B PR AR '
HEERIZ- DOV T
BRERNRLRDBE
BREICRLCERE T ~&FH

P2
P4
P5
P17
P19
P21



1. I ILHIT

EESOHIME - RERORBROT-DITIE, RATEZICE SV ZBIERERB KD
bRd, SbIT, IREORFREFOESIC LY, MAERR 2 & OEFHZRHHIERE
FEERLBERBINIPT, 2NObDEERZECKHERBEICREET 5 2 L EED
HEE L oo TR REMBOEE L O IAS & 2016 (FE 28 48 6 A 2 BHRRE)
WRWTH, FHMNERMEDERAOR@EIFEEZNLIZ L LTV,

SHEEFAFEER LT, BRERASESE T 7 7 A VERFEOERR LALNICE
RBEIENRDHD, ZOTH, ARV LEMICET 2ERNHLERT 5 £ TOR.
W EED OBEEZR ST LA SNABECH L TERT L L LT BIE
FANKE LB HERSGE & 52 RHURR—EOESF 2/ T EREE CEM
THLENEETH D,

LIz oT, BHAL FF4 0Tk, BABBEELINE TIRBLN TV SEZEFN -
R RMICESX | UTOEERORERFEHZHET 2BRNOMNERESR, X
FROBEFEEZTT,

BB, AHA KT A 003, MSATERIEAERSERESRREGHEE, ARHEIEARAR
BERIEESS . —REEEA B ABRARES R O—REHEA B RBRBRFZZOWH
HDb EERKR LT,

WY RBERE A7 O— R ARERE 20mg. 7Y — A RHEFHE 100mg, 7Y
— N AR 120 mg, A7 P — A RIREHE 240 mg (—iR4 - =

. AN<7 (BEFREZ))
L RAPRUINE | RIGURFEIEEBIE O BEHITE
HRLRABERCAR: B, RAKR=RV~7 (BEFHRRZ) L LT, 1E240mg
' % 2 WX 1 7 480 mg % 4 BRI CREFHET 2.

BRI F =T L AT IEAIT BE  BRARE=RLV- T (B
EFfE#HZ) L LT, 1[E240 mg % 2 WREIFMREE 1 [E 480 mg
% 4 BREIER CREFHET 5,
(LRIERIGEORIGUIR R e XIS O BRI L T
Ay rvT BTz AT 2HBE1 BF. BRAK
AR <s (fEFE#EZ) LT, 18240 mg % 3 @8HER |
FEC 4 EARSRET S, 20%. =Rr~<7 Bz &
LT, 1E 240 mg % 2 @REREFRIE 1 Bl 480 mg % 4 BRFRT
REEET 5,

% IR 7t ¥ E IMNFRLTERISHT

(&%)

BT B I RAT 4 7 ARG 20mg (— A ARFLF=T ) v IBR) 0%
BEXIIER. AERVAE
BEE ISR - ARIGUIBRARRESUIEBME O B HIREE




RERUAE : =AY ETEBRZ) AT 58010, BE. RACEY RS
vF=7LLTI1A 1 H40mg ZEEHFCRARET S, 2B, BED
RIBIC L 0 EERET 5,

BFHIRFRIC B S B ¥ — R A IR S0mg (—R4E - A ) =T (RETFHERZ))

DFRBXIIZR. RERCHRE

ZHEBSIIRH R  ARIGUIRRA R I IEB 4 O BHIAE B )

RERUVRE : =<7 (BETFHERZ) LofRIEBEVT, 8%, RARIRAY
VAaw7 (@EFETHEEZ) L LT1E1mgkg (EE) % 3 BRRBET
4 BRI T S,



2. FH O, 1ERBF

FFV—E RS 20 mg, FAREHE 100 mg, FARETFE 120 mg X ORRRFHFE
240 mg (—fE4 : =RA~T7 (BEFEBZ). T TEFD &vd.) i hERR
TEMRAHLAF VY7 R BTVA IV =L ¥—R A7 A7 (BMS) ) 2
B% L7zt k PD-1 (Programmed cell death-1) 59 % & M IgG4 €/ 7 a—FVHiE
Ths,

PD-1 1%, EHE(L LY L 58R (T HIRS, B HIRRR O T2 70% 7 —THR) ROE
B AR RELT % CD28 7 7 2 U — (T #BROE L2 MBI IE L RICHET 52
FE) CRTASEKRTHS, PD-1 AR THIRICRSET S PD-1 Y F (PD-L1
BIRPD-L2) LEEA L. VY SBRICHEEY 7 F A REEL TY V2 BRoEELRBZ
BICHEIL TV, PD-1 U F v FidFREFHRLIMNC & T Ok 4 2 IERHABIC RS
LTHY., BEMREAEHREN IR L EEERICIT 5 PDL1 ORBRLFEROLERF
B L ORI ADHBEBGRH S - L AHE S TS (Cancer 2010; 116: 1757-66).
i ENRAERE CITERSE T MRSEET A v F—T =aH < (IFN-y)
iz 5T PD-L1 OERERFE I, BB LEBEERIZKT 5 PD-L1 OB LHFTERO
AR & ORI IEOMEBREGENH S L OWE L H B (Sci Transl Med 2012; 4: 127-37).
X bz, PD-L1 2GR ST MR, FURSREN CD8 B T MR OMAES
EM2 S SE 5, i PDL1 HifkT PD-1 & PD-L1 & D& ZHEET 5 & 20
EEEEREIET S ZERRINTVAS, D Z L5 PD-1/PD-1 U F v FERIL,
AABRERHERREN T RN D ORBREZEM T 2HFO—D L LTELLRTY
Do

AT, KERABRORERH S PD-1 OHIFSMEIE (PD-1 U F v FREAHRED e L.
PD-1 & PD-1 VHY REORESZMETEZLICL Y, BANURRER R T MROHE
MALRONAMRIZSTT 2 MBREEELZIERT S Z L TRRNARNEEDR 2T
T EBHERINTND,

TREOERN S ARITEEEEIC T AFTRIBREIC RV B bo LIS,
AR RS AR b L= ERREBR A S L, AR, B R OB HER S,

AFOVEFRFICES OGBEDRBER I X 2BHERSER b b bh, ERIIFLLTIC
EATREERH B, AFOREFROUEEHRICIL, BEOBEL TV, REFR
H b HAICIL. B L FRITE U BP0 & RR 2B R & 8 L,'Cﬁ
R ERBW 2TV, BEORERIGIC L 2RIERARRDN S EEITIX. BIBRESV
EUHAOREE OB RVBEEIT I LEBDH D,



3. ERERRREE _
IRIAEIBR N RE I T BT M D B AR O AR RFIC Sl 21T o Te R B RR DO i &
/'—T_\‘-g—o

[Hzhi%]
" OEBRLERFE MR (ONO-4538-03/CA209025 FAER)

mEFAREER LA T 2REERBER (T F=F, R=F=7, /771__7‘
NINR=TE) RO CERIERE 2 B 5 & T TS 0 g B B S AR R s
821 ) (BANEFE 63 Fleate, AKIBE 410 ), =) hZEE4114]) Zxiz, —
N ) ARERRE UTAHA 3 mgkg % 2 BARERCRFEHFE L XOFSMEROE
e R U, TEVEEE TH 2 L4FHM AT, fos) w5, ) (FRiE [95%
EEEKM] ) X, AFBET 2500 [21.75~NE"] B A, =X Y ARFET 19.55 [17.64~
"23.06] WATHY, ARFII= N Y AR LEEHERICEBRREEZ R LE (N
P— K 0.73 [98.52%(E4RKA : 0.57~0.93] | p=0.0018 [JB3! log-rank #&TE] . 2015 &
6 A 1BRAT—XIy bAFT) ,

1.0-8]
0.9+
0.8
0.7
e 0.6+
77 0.5
# 0.4
0.3-
0.2
0.1+

0.0
6I -'.l’a é é I1[2I ‘1I5‘ .1'8‘ ‘2I1I ‘2I4- '217‘ I3I0' 3[3
at riskE S 7EHR (B)
ZAEIEE 410 389 359 337 305 275 213 139 73 20 3 0
INXAOVLIFE 411 366 324 287 265 241 187 115 61 20 2 ]

1 OS OHHARHTRFD Kaplan-Meier Bif# (ONO-4538-03/CA209025 2Ek)

—A— FHIBE
—O— INOULZE




E7o, RN 63 £l (AFIBE 37 4, == Y AL REE26 F) @ OS (FRIE [95%
EHERE] ) 13, AFBET 2737 [23.62~NE] # A, =0 AR TNE [NE~NE]

HATHoF (APF— FH 1.50 [95%EHEXRM : 0.49~4.54] ) .
L HEERE (T, BE) '

1.0 &
] e WP

0.9
0.8+ e COE -G ©
0.7 1
s 087 —A— KRR
77 0.5- S INAVLAIE
$('1.4-
0.3
0.2
0.1
0.0 T
0 3 6 9 12 15 18 21 24 27 30
at risk2¥ 7780 (B)

XMB 37 37 36 35 35 34 24 16 8 4 O
INAOYLAW 26 26 24 24 24 24 20 15 9 3 O

K2 BAAZLEFIZRITS 0S OHHEAENTERD Kaplan-Meier Bi#R
(ONO-4538-03/CA209025 3B




QHEERERFMABERE (ONO-4538-16/CA209214 HER)
EERRIEARTAR OEFTE UTEBIE ORI B B 1,096 61 (BAABRE
2 BlzEt, AED AT GEETRIZEX) A CIT. IFF+AE Y a<7] 20
5,) PRESS0 B, RA=F=TBE 546 ) ERBIC, A=F=TERBL LTRR+A &
Y b= 7 DEERVEREM 2R LT, FE{EB T 5 International Metastatic RCC
Database Consortium (BATF. TIMDCJ] &V 5, ) VY R 7 43¥F" D Intermediate } 1% Poor V
A7 DBEE FE+A VY hwTHE 4256, R=F =78 422 Fl) 12BIF5 08 (FRfE
[95%fEMXM] ) 13, AFl+A Y'Y A<v/BEC NE [28.16~NE] WA, A=F=7%
T 2595 [22.08~NE] ZATHY, A&+ A LY A~ THIIRA=F =7 BT LFEEHF
FNICHRRERER L (N — FH 0.63 [99.8%{5EIX M : 0.44~0.89] . p<0.0001 [J&
Bl log-rank #RZE] | 20174E8 HT AT —F by b7 7) ,
1 BRRBICRHT 2 2L ORRERRVAE, L, UTOBSIRYRBERCSD 2,
SELYIRTRE2 BHEMICR LT 1 MEOMAT IS mEIRE (R L, hENERERT
(BIF. TVEGFI &5, ) XiX VEGF ZHKZEN L LeRHZ2BRL] RETEN, HoMf
B % BBEE ORI E D D 6 0 A Y HE BB ICER LB
*2: AA 3mgkg (KE) LA Y A< 1mgkeg (KE) 2R H I 3 BRFRBT 4 BARSE L2,
AH 3 mgkg (FE) % 2 BRIBBCREHE L, SARERICEN T, AHZENICRS
L. A BY AT T AROBRERT 55 30 2 LORBE BV TRES B L,
3 . UTFOO~@DV iz bi%Y L2V A1TIX Favorable U 27, 1 XUt 2 THA #8410
Intermediate Y 22 | 3B L2 THEICIX Poor V 27 & &tz
OF MR & 2 S hTh LARROEIES BT £ T 1 £55 . DKamofsky —ARIREE 80%:A.
ONES w EEREEETIRAN, OREROIN VY AMER 10 mg/dl B2 5. OfF PERE
EAEE FRAEL 5, OI/MEESEEE EREB2 5

éo; \.-m
i

0.4
0.3 )
—_— AR Y AT
0.2 m——am RASF=TR
% ORUA : fTWID
olo L] L] L L L] Ll Ll L] L] L]
o 3 ° ® 12 1S 18 29 24 27 so 33
Oversil Survival (Months)

EM+AETA=TH 428 399 I72 4B 332 I8 300 241 119 44 2

F=r=7 422 387 352 31s 208 253 2% 179 [ ) 34 3 o

3 0S OYEAENTRED Kaplan-Meier Hi#R (ONO-4538-16/CA209214 3RER)
MR REM : Intermediate R U Poor U X 7 B

,1 7



2B, BERLRSIAERS (ONO-4538-16/CA209214 3BR) 2B\ T, IMDC J A7
4¥873 Favorable V) 2 7 O BE I X EIHE B OMITHRER L Shizhofz, HER
B2 TS AN B AL Favorable U 27 DRFEDFT —FITESE, RENICHEITZITo 12
R AH A Y A THEEB L TASF=THTRFRERRGELLTNS (T
&),

%

[~
(")
P PP PP P P P T L L

©
S

Probability of Overall Survival
[-] (=]
n o

021 AW EYLATTH
----- rA=F=7 B
0.1 OEUA : TG
0.0
L L] T 1 L] ) 1 1] i LK
0 3 .6 9 12 15 18 21 24 27 30
Overal Survival (Months)
MLV A-TB2s 124 120 116 111 108 104 98 78 27 2 0

Z=F=78 124 M9 19 M7 114 110 109 104 &84 32 3 0

4 OS DOHEIEENTEFD Kaplan-Meier fi#it (ONO-4538-16/CA209214 BR)
FRATAHBRSEM : Favorable U X7 8%

GEELFEMARR (ONO-4538-81/CA2099ER FAHHR)

(R ATARE" DT U O AR B IREAE 651 61 (BANEE
46 Bl Ete, IRV VF=THA GUTF. TRXF+IRFF=T] &0 5,) 2323
Fl. R=F=TEE328 Fl) ERBIC, A=F=TERMBL LTARE+ IR F=TD
R OESE PR L, TEFEEE b 5 EEEATFNR (PRIE [95%E8
K] i, AF+ DB F =TT 16.59 [12.45~24.94] W R, A=F =T7FH T 831

[6.97~9.69] H B THY . AFI+HRYF L F=THIIA =F =T HIH LEFHFRIC



EERERZTRLE (A F— FH 051 [95%{EH#RIX : 0.41~0.64]. p<0.0001 [JE3! log-

rank BRE], 2020462 B 12 A5 —F H v hA 7).,

*1: BRBEIC AT 5 S FEORKRERZVEAE, L, UTOBAITYZRERBCE DR,

SERYIBRTTAR 2 BABAHE I 5 L C 1 AR ORI S WiBhEiE [7=7° L. VEGF Xii VEGF &
BEREEN & LB 2R <] BBT X, D offgi Ui @EhiE o %iEN D 6 1 A L,

ERBRICERE LBE

*2 A 18 240 mg % 2 BEREBCARBEL, IR Yo FoS40mg® 1 A 1EERORE LT,

1.0?3\_
ool o —A— PRYLFo T
) D AZF=TH
0.8
0.7
i 0.6
& o5
¥,
77 04
* 0.3
0.2 .0
0.1 o
0'0|-|"|'|'|--|'u T T
0 3 6 9 12 15 18 21 24 27
\|IAESFHR(A)
at rislcid
hRYFUFTJHA% 323 279 234 196 144 77 35 11 4 0
1 0

A=F=TJ#H 328 228 159 122 79 31 10 4

5 #EERAERNL (BICRYE) © Kaplan-Meier ﬂaﬁ
(ONO-4538-81/CA2099ER 3RB)

Na]



[Z2tk]
OEELRISMHERE (ONO-4538-03/CA20902573 8%)

HEBEHIIAKIEE 397/406 61 (97.8%) . =Xl AXFE 386/397 B (97.2%) IZR®
b, WRE L ORREFRABTETE RVATERIIAAIRE 319/406 1 (78.6%) . =~
7 ) NAEE349/397 B (87.9%) 1Z3R% biz, WL DOFETHREEN 5% EORIE
AIETROERBY THoT,

#1 WPThhORCREEN 5% EOBHER (ON0O-4538-03/CA209025 BB

BiE (%)
=gl
%%ggiz;ﬁ:}ﬁ AR z_al) KRR
) 406 ﬁ 397 @J
(MedDRA/J ver.18.0) % Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

319 (78.6)
-

349 (37.9)

145 (36 5) 2(0.5

- 32(7 9)

24 (s 9} 1(0.2) : }
.»sné‘;"%f T e e R (B
24.(5.9) T 1(0.2) 0 21(5.3) 0 0
50 (12.3) 5(1.2) 0 84 (21.2) 5(1.3) 0
57 (14.0) 1(02) 0 66 (16.6) 3(0.8) 0
8 (2.0) o 0 117 (29.5) 17(4.3) 0
) 24 (5.9) 0 3601 0
S T O R SR R RS T
18 (4.4) 1(0.2) 0 33(8.3) 0
134 (33.0) 10(2.5) 0 134 (33.8) 11 (2.8) 0
FEIBEL D JAE 11 2.7) 0 "0 75 (18.9) 12 (3.0) 0
FHRAEVETRIE 17 (4.2) 0 0 56 (14.1) 2(0.5) 0
0

9_3} 203

34{84) B

24 (6 0) 1(0.3) 0
33(3.3) 0 0
29(73)  1(03) 0

s jﬁ,ﬁmﬁw-ii

- Jiikz=] :IV%T u—/lxiﬁjju n
m:py 1/77-_-/1EJJD 27_(57)

ﬁ@?&é&lz‘é@%_ﬁw

BaLAFn—VIE b

2(0.5) - 29(7.3)

=ik 9(22) 46 (11.6) 15 (3 8) o
BhY VY FliE 51.2) 64 (16.1) 20 (5.0) 0
RHMIE 43(118) 82(20.7)  4(10) 0
ﬁﬁ&ﬁ.ﬁlﬁﬁﬁmﬁﬁi AT RRENAL T R R A N
ﬁ%ﬂr e _ S
R T R R N R R R RS R
Ekﬁiﬁ, 0 0 51(12 8) 0 0
) 9 0 0 19(48)  1(03) 0o
.?'FFM“ R R T RN R R B
0 0 77 (19.4) 00 0
Wlﬂ%lﬁ% 3(0.7) 0 51(12.8) 2(0.5) 0
Sl 0 0 41(10.3) 0 0
e 16 6Ll o s8(4e 1128 0
EMREUET AR s e C R Ol R ST Al
EHERBI 7 0 0 20 (5.0) 0 0.
il 17 0 0 33(8.3) 0 0
F¥ - RERFNRFDIEGR 0 0 22 (5.5) 0 0
% 5 HEAE 57(14.0) - 0 0 39 (9.8) 0 0
b33 41 (10.1) 2(0.5) 0 79 (19.9) 3(0.8) 0

e, BIEMERER 1961 (4.7%) . BHE 16 (0.2%) . BREFFRARE/ X A3 —56

10



Bl (13.8%) . K% - EEOTH 1061 (2.5%) . 1 BUEERE 161 (02%) . FFiaERE
Fixa6 61 (11.3%) . FFE 16 (02%) . FIRIREEEEREE 34 41 (8.4%) . #HRREEE 55
Bl (13.5%) . BHEEST (RETREEERAS) 28 4 (6.9%) . BIBHEREE 6 4]
(1.5%) . infusion reaction 21 # (5.2%) . EEDOKMEEE 441 (1.0%) . TEMAHLE
BBEE 261 (05%) . BER 161 (02%) RUEEIRK 146 (02%) BRDONT, *
o, EEEFESRE., LHKR, SN/ MR HEEEIR, Bk - B R O IRMAEE
BIERD bhizhofz, ARBEARBRRZEEES (BEREEREEZSD) 28
DEERERT,

QOEBILRFMiERALS (ONO-4538-16/CA209214585k) ,
BEBERIIAF+ A B Y A~ TBE 544/547 511 (99.5%) . A =F =7 BE 532/535 {4 (99.4%)

RO, BRELORRBEERBETCERVWEAZTERIIAZ A ) A~ T8
509/547 B (93.1%) . R=F =7 521/535 B (97.4%) TBDH LNz, WTFhhORf
TRAED 5%ULOBERIITROLBY Thotz,

#2 WThhHORTRREEN 5% EOBHER (ONO-4538-16/CA209214 BABR)

- B (%)
ﬁazu_*ﬁﬁ AR+ A Y Ao TR R=F=TH
g(ﬁfnkm 20.0) AT H ——— SuA_
ver=o- % Grade  Grade34  Grade5 4 Grade  Grade3-4  Grades
£ZRER 509 (93 _} 250(45 7) 0 521(974) 335(52 6) 2( 04}
(MR KUY SR AR i EOREE % L
#Hif 34( 6.2) 2( 04) 0 s3(155) 24( 45) 0
B BRI 1( 02) 0 0 30( 56) 3( 06) 0
PR 3( 0.5) 1( 02) 0 69(12.9) 32( 6.0) 0
| UMREAE ....2( 04) o 0 95(178) 25( 47) 0
R N S R R R R S e T
BIER TS 28( 51) 11( 2.0) 0 0 0 p
IR AR i T e 59(108)  2( 04 0 12( 22) 0 0
, mkﬂﬂﬁﬁg@?ﬁ . _ 85(155) 2( 04) 0 134(250) 1( 02) "0
W AR S R RS R S S SR N
[ 38( 6.9) 2( 04) 0 38( 7.1) 1( 02) 0
LR 9( .16) 0 0 30( 56) 0 0
&5 35( 64) 0 0 39( 7.3) 0 0
T 145(26.5) 21( 3.8) 0 278(52.0) 28( 52) 0
nER 31( 5.7) 0 0 32( 6.0) 0 0
HERR 15¢ 2.7 0 0 96 (11.9) 0 0
=5 3( 0.5) 0 0 27( 5.0) 0 0
ﬁﬁiﬁ:@m&aﬁﬁ 6( L. 1( 02 0 55(10.3) 0 0
B 109(199) 8( 15) 0 202(378) 6( L1 0
R 23( 42) 0 0 149(279) 14( 26) 0
W 590108 4( 0% 0 110(206) 10( 1.9) 0
ERCRAMES LOREROWRE T T
|AIE 72 (13.2) 8( 15) 0 91(17.0) 12( 22) 0
st 202 (369) 23( 42) 0 264(493) 49( 9.2) 0
FBEORIE 13( 24) 0 0 152(284) 14( 26) 0
AUV RE 25( 46) 1( 02) 0 29( 54) 0 0
I o 9(144  2( 04) 0 33( 62 1( 02) 0.
R A s R R R R R T
ALT #&im 60(11.0)  27( 49) 0 50( 9.3) 8( 15)», 0
7 I7—EEm 71(13.0) 31( 57) 0 41( 777 17( 32) 0
AST 1#§/m 58(10.6) 19( 3.5) 0 49( 92) 7( 13) 0
w7 VT F=8Em 35( 64 1( 02) 0 35( 65 2( 04) 0
A ER R BRI R V£ 80 11( 20) 0 0 30( 5.6) 0 0
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B (%)

ke FHAC) hv T R=F =78
E(ﬁ u;'DRA/J 20.0) 547 5 b
) VR 2 Grade  Grade3-4  Grade5 % Grade  Grade3-4  Grades
T I 90 (16.5)  56(10.2) 0 58(10.8) 35( 6.5) 0
T EkEuRD 3( 0.5) 1( 02) 0 40( 75) 23( 43) 0
MR 1( 02) 0 73(136) 36( 6.7) 0
E¥D 0 28( 52) 0
AR - .
R T R A B N R T I R D
7 10( 19) 0 0
ARRMGE WSRO £ 249] 5( 09) 0
EM@Q&%,F Jcé t.ﬁt&.m.r_’r:f\-' 3 s - -.- '-.- - ; '{ o > ".';_.‘7
76 (13.9) 5( 09) 0 39( 73) 0 0
m&]ﬁ 49( 90) 3( 05) o 26( 49) "0 0
0
31( 57) 0 0 179(335) 1( oz) 0
53( 97 4( 07) 0 65 (12.1) 1( 02) 0
DRt T AR e e St T e e T e e
45( 82) 0 0 31( 5.8) 0 0
31( 57 1( 02) 0 33( 62) 2( 04) 0
0 0 0 55(103)  3( 06) 0
0
B RBEOETE e S R R R e A R R T
B 0 46( 86) 0 0
EEELE 0 29( 54) 0 0
FE - RERFMETSERER 5( 09) 0 0 231(432) 49( 92) 0
€ 5 EE 154(282) 3( 0.5) 0 49( 92) 0 0
R 118(21.6) 8( 15) 0 67 (12.5) 0 0
EZi N 2N 42 50( 9.1) 8( 15) 0 22( 41) 1( 02) 0
ERER 2( 04) 0 0 27( 5.0) 0 0
mexwm 0 0 J 43(_89) 0 .U
377 & Ao ST S R TSR SRR Vi AchRs
7 i E 12( 22) 4 09 0 .

B, AFFA EY AvTBETRBNT, HRIEE 136 41 (24.9%) | RS 98 fi
(17.9%) . FIRBRISEEREE 147 6] (26.9%) . BHSREREE 46 B (8.4%) . MIEMERR
B354 (6.4%) . KIBZE - EED THI6 61 (6.6%) . BEEDKMEREE 20 4] (3.7%) .
TRAMEEREE 24 #] (4.4%) . BIBHSIEREE 3261 (5.9%) | 1 ZUREIRIS 5 61 (0.9%) |
BEd 761 (1.3%) . BEREFFENE 16 (02%) . M4k - 8% 2 B (0.4%) . infusion
reaction 22 Bl (4.0%) . 2 ¥ 5% 2 ] (0.4%) . LfF% 161 (02%) | fF2% 2 B (0.4%) .
MRS TRAREE/ S A/ SF—102 B (18.6%) . FF 71 (13%) ROEIRIME ZERAE 2 B

(0.4%) BFBH BN, Fiz, ﬁa&ﬁmd\*ﬁm/yr&%wﬁ&wﬁmrétﬂﬂﬂﬁ RHLH
Rholr, AEMEARBERRIEEESR (BRREEEEZED) 23 DEHERETR

—g‘o

GERLFRE MRS (ONO-4538-81/CA2099ER RER)
BHEBELHIIAR+ IR F =78 319320 Bl (99.7%) . R=F =78 317/320 fi
(99.1%) IR D BN, BRELDORBRERENBTE TERVWEFTERIIFA+ VRS
F =B 309/320 B (96.6%) . A=F=T7E£298/320 Bl (93.1%) WD LI, VT
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NDRETHREEDN SUULDOBERIZTERDO LB Tholz,
£3 WThPORCHBEEN 5% EORIER (ONO-4538-81/CA2099ER BB

IS Bl (%)
e Sk I ARF L FoTR Y=
%ﬁ::DRA/J ver22.1) 320 ) 320 )
i 4 Grade  Grade 3-4 Grade 5 4 Grade  Grade 3-4 Grade 5
£RI{EH 309 (96. s) ; 0 298 931 _162 506 0.3
IS TR s 7 AT LA-'\- ..: ; T oY = "-_:'_ - 5 R PR T T ]
32(10 0) 3( 09) 0 61(19.1) 8( 2.5) 0
A M 2R AE 4( 13) 0 0 23( 712) 1( 03) 0
FPRBAE 14( 4.4) 2( 0.6) 0 47(147)  11( 34) 0
__ mm\wwr 5.9) 0.3) 0 - 61(19.1) 0
% @&ﬂﬂﬁhﬂk 73 IR S i U AN
'?*R‘Em‘émgﬁ 29¢ 91)  2( O, 6) 0 6( 19)

PARBEETE

0 90;28.1) _1(o _
:m _!;?J 3 il “‘._ T L__‘x

i .5 ~ e iy T x !:.'.:.I-“ -.-:I"‘ i '. h
I 27¢ 84) 3( 09) 0 14( 44) 0
TH 182(56.9) 18( 5.6) 0 136 (425) 14( 4.4) 0
HWERR 18( 5.6) 0 0 32 (10.0) 1( 03) 0
BRENTERR 15( 47 0 0 29( 9.1) 0 0
B 68 (21.3) 2( 06) 0 81(25.3) 0 0
A% 50 ( 15.6) 7( 22) 0 74(231) 7( 22) 0
g 36 (11.3) 4( 0 163) 0
AR E S FUEESND ek R 7"v“““‘*«?§_‘; '@?ﬁ s D
57(17.8) 10( 31) 0 48(150) 7( 22) 0
86 (26.9) 8( 2.5) 0 97(30.3) 12( 3.8)
10¢ 3.1)  1( 03) 0 16 (- 5.0)
61(19.1) 0

L2

3
BT N RO
A T AT 2

'T*‘“J-_ﬁ,;u 5

e
; il
[

80 (25.0) 0 0
7 X7 —¥Em 39(122) 8( 25) 0 0
AST #n 75(234) 10( 3.1) -0 0
NSl =) I 2 2 ) 16( 5.0) 1( 0.3) 0 11( 34) 1( 03) 0
A7 V7 F=8m 200 63)  2( 06) 0 20( 6.3) 0 0
ﬂurFEFWMIJ%tTW%/iEJJD 23( 72) 0 0 19( 5.9) 0 0
Y S—EHgm 48(15.0) 17( 5.3) 0 35(109) - 15( 47) 0
R EREAR 12( 3.8) 1( 0.3) 0 27( 84) 16( 5.0) 0
I /MFRERD 17( 5.3) 0 0 59(184)  14( 4.4) 0
kBRI 23( 72) 2( 06) 0 8( 25) 0 0
B Bk &k 5( 16) 0 0 17( 53) 2( 06) 0
FTVE ) RAT 7 Z—EHIM  29( 9.1 ) 0 21(_66) 2( 06) 0
it (03683 1T E IO e R SR S e G A T A R
&= 3> 0 AEE 32 (10.0) 0 9( 28) 0 0
£ R Y T A miE 38(119) 22( 6.9) 0 19¢ 59) 14( 44) 0
R BRiE 38 (11.9) 17( 5.3) 0 15( 47 3( 0.9) 0
BERERE 65 (20.3) 0 53(1&5) 2( 06 0
EERESLORAEREE T T s pA A e S
B s 0 12( 38) 0 0
L . 0. 2(08 0 e
R TNy R N S e R IR
[ e 69 (21.6) 0 0 65(20.3) 0 0
L _20( 63) 0 0
(RISEURERE AT i TR

e e g
L3N Lipai e
SR

1(“'0 3)

37'( 11.6)
L 13( 41

.1 .
MR

16(. 5‘0)‘ 2K 0 R T s _11(34) 0.: SENET S LO



% (%)

BEAKRSER

-~ AEI+H RV F TR A=F=T#
E(ﬁngDRA/J r.22.1) 320 64 320 &4
© VeSS % Grade  Grade34  Grade5 2 Grade  Grade3-4  Grade5
FE - EERF A B EIE G 122(38.1) 24( 15) 0 129 (40.3) 24( 75) 0
EHEE . 52 (16.3) 1( 03) 0 13( 4.1) 0 0
R 62 (19.4) 5( 1.6) 0 22( 69) 0 0
R EBIRES 24( 75 1( 03) 0 4( 13) 0 0
CBep® o 0 0 _ 21(66 0 0
i R B R e o T T R S S O T N e TR
i i E 97 (30.3) 35(10.9) 0 107(334) 39(122 0

7B, AR+ IR F=THBN T, FIRIRERERE 135 4] (42.2%) . FFEE
RS2 128 ] (40.0%) . #HRBEE 115 6] (35.9%) . AEBUGRIAERE 5761 (17.8%) . EE
DEWEE3I7TH (11.6%) . BHEREREE 31 6] (9.7%) « KBK - PB% - EEOTH
22 il (6.9%) . FIVEMERRER 1761 (53%) . BRMASZERE 1561 (4.7%) . BIEHE
BERSZE 12 %1 (3.8%) . Infusionreaction8 5 (2.5%) . FF# 8 #l (2.5%) . PLMgRESE 7 41
(2.2%) . FREHAEREE 2 4] (0.6%) . S & IBK 16 (03%) . EEHEE 161
(0.3%) . LfHZE 141 (03%) . FMZs - BEESR 141 (03%) . EFL 141 (03%) . BOY
BEd 1 (03%) ARSIz, £, Bk, 1 BERRE. BUERFE, FrE, @ik
fRE e, EELMKEE, MEREREERN, B, RFHRERVBESFHMIIFED oniz
Do, ARWERSRRIIEEES BRREEER 2 30) 280EHERETT.
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[F - Ai] :
FROBERRDEBEFNVEZFRA LV Iz —vaic kv, &% 3 mgke (&
H) Xit240 mg % 2 BREER TERE LEZBEOAR O mEPRESRN SN, O
Ry AH| 240 mg A BRE LBEOBRERIL, A5 3 mghkg 2B’ E LZEBEOBRER &
LTHREZRTETFRENZL OO, AARAABHIZBOW TEEENERENTWSH
%« HE (10mgkg % 2 AFEFERCHRE) TARIZRES LZBOBRER L L CEE
ZARTEFREN (TR), MA T, BROBEICRT 57— F T EI&, A% 3 mgke
(fRE) 0% 240 mg % 2 BB CRE L2 BOAF OBRER & G2 L L
DEEZ BT 2 BBRISTTABRBES L, YEEEIC OV TR TR,
FROBE - FREOB CTASMERVREHICHARRER IRV E TR SN, E72, B
MIREBREICRIT ST —#IHES&, AH 3mgkg XiX240mg & 1 &) A<7 1mgkg
% 3 BHEERTRE LEBROFKOBRER L 22t b OBEZRFNT IBRBERIGEST
BRI, YRBEEIC OV TRABMTON I ER, LRROFE - HEORt&ek
AR RERIIARAWE FRIE I,
' R4 FRAOERHWIB T A—H

A - HE Crnax Chrind14 Covgdra Crmax ss Crinss Cavg,ss
(ng/mL) (ng/mlL) (pg/mL) (pg/mL) (ug/mL) (pg/mL)
3 mgkeg QAW (35.;,1'760.8) (10.17?'264.5) (17.21‘,"333.9) (75.:)1,3171) (27.612,.;07) (42.717,«'(;27)
i I C 1712,.303) : (15.22?';4.6) (25.3;?:7.8) (103,5;54) (41?57,'?58) (62.11(,)91 87)
10 mgkg Q2W ( 14;,9;19) (51.62}'739.2) (79.90(311;14) (33?,9 §32) (-lsi,1 ;13) (23?7?86)

HUfE (5%, 95%M) . Q2W : 2B, Cux : MEHERORBMTEPEE, Cuad : FEREE14
A BIZHIT 2 REMBETRE, Cogars: FIEREH140 B £ TOFHMIFPEE, Cons : BRI
1B EEMEFRE, Cnins : EERBIEBITEREMETEE, Cups | EXRBICRIT 5 EHMmiE
BE

Eio, AR ORBEFAEDFBETAEZFIALEZYI 2 b—v 3 2 kY KK 480 mg
% 4 BERHIREIRR TR G UIBEAFE O Bk - RS CRE L 2B AH O ik ke 23 st
ENTc, TORER. &K 480 mg & 4 BREIMR TR E L-BoEEIREBIZB T 3 M

TEPRE (LT, MCugel EVVI,) 1, AHK| 240mg % 2 BRI THRE L72BED Cavgas
EHPT D ETFRIENT. (TR). £, KK 480mg % 4 REMR TRELEBOER
WRICRB T D REMBFFTRE (UUT. [Camssl EVV5.) X, &K 240 mg % 2 BRI
TIRE LTCBED Coass LB L TRAZ R T LETFRISHIZLOD, AAABREITBNT
ABEEPBERINTVWEAE - AR (10mgkg % 2 BRIME CRE) CEARIZBEE L
BROD Craxes L LB U CIREZ AT & TSR (FR), MA T, BHROBEITEITS
T —ZICESE ] KA 3mgkg (RE) XX 240 mg % 2 BREIRIME, & L < i34%) 480 mg
% 4 AEERTRE LI BEOARROBRER L AMEUIRESM L OB 2R 2R
BENET VRBEIN, YHBEEIZSOWTRHEBMTbh KR, FRoRE - Ao
M CAMER VCREMICHBERZRIIAVWE TSN, 2, BHEEREIZBITS
TR ESE AT F =T ARRCAH 240 mg % 2 WEIHFE % 480 ng % 4
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RIFIRG T 5 LB o AR OB SR & At X3 et L OBEEZ R T 2 WENL
EFAPHES N, YHBEIC SOV TRABToh R, RO - HEOCHTH
iR OEEMICARRERIIRV EFRIS .,

R5 FHOEHGE T A —F

Fﬁ ? f . }Eﬁ i Cruax Comind2g Cuvgdzs Cmnx,ss Cmin,ss Cuvg,ss
(pg/mL) (pg/mL) (ng/mL) (pg/mL) (pg/mL) (ng/mL)
516 272 31.0 113 62.1 776
3mgkg 2W | (355 708) | (16.5,40.3) | (21.2,439) | (750,171) | (27.1,107) | (42.1,127)
727 383 37 159 87.8 109
240mg Q2W | (591 103) | (23.3,59.0) | (30.8,60.9) | (102,254) | (41.5,158) | (62.1,187)
PN 145 297 53.0 216 713 109
mg Q (102,207) | (15.5,47.4) | (37.0,74.8) | (145,336) (27.5,137) | (62.1,187)
193 99.6 116 396 214 275
10mgkg QW | (146 222) | (86.5,132) | (101,148) | (329,525) | (i84,303) | (236,377)

PRIE (5%, 95%5) . Q2W : 2ERIEIME. QAW : 4BRKIRIFR. Cuma : FIER 55 ORmMmiFPRE,
Cuinzs : FIEHR 5428 A B I3V B RATMIEFIEE, Cavgazs : PIEHR 5-#28F B F TOFHMIFFRE,
Comaxss : Eﬁ%%‘zﬁkjéﬁﬁmﬁqzﬁg\ len,ss : Eﬁ'ﬁﬁkﬂ’sﬁé%ﬁlﬂlﬁqﬂﬁg\ Cavg,ss: H/J:’ﬁ‘vﬂﬁﬁ&
BT AR mEFIRE :
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4, HERIZOWT

{EFEIESLTA R ORIGEIR AR S B O BHIRE B I AT 2 B AT, &SR
FiFE LTHABERE (SFIfRE) ABRELNTVE I Ehnd, ¥EHRE» B E
WTZOMRTHIVERND S, £DOLT, EERY X7 SHEE RMP) I2H3%,
AHNDEZENZEMEERIZE~DOBHEHR b 5 MR Th - T, AR 0BRGN EEI 728
BEDW - BEL, AFOREC IV EBREER 2R LERRRHST 3 2 LB 0E
27D, UTOO~@DTRTCEHITHRICBVWTERT IR THS,

@ HWRIZOWT

@1 TRED (1) ~ (5) PVWThILHELETIHRTHS Z &,

(1) EAXBMRENIEET S5 A DFOEEILARIS (EERRADZ %@%Mﬁr&\
IS AR BCE YL ARl . HUS A IR &)

(2) FrEHEERiT

() WERRAEXIRBET 2BADFREERE (BSADREERERR, NADEREYE
W I19RBE. B AREOEEEHEE R R &)

(4 SRACFRIERZRE L. S RIEB RS2 | U kB b SRk s
2 DIERREEICR D BHEI T TV SRR

(5) NEBHEEALSEEMEOREEITESBHEIT> TV Sk

®-2 %‘%ﬂiﬂﬂ‘r0)1[:?‘%?2%&0“@”@9%%5#@%? W7 b BB FoOEM (T
ROWTNDITEL T HERM) 2, YDA OFKICET 2 BROBEE & LChE
ShTnsz i,

&

o EENRFFIEE 2 FOMMMERZET L7=BIZ 5 FULORAISROEEFES
ToTWBZ L, 96, 24ELEIX, PARMREZ XL L-BEREBEZOMES
ToTWBZ &,

. ERRFEEER 2 FEOTMTHERET LRI 4 ELL EDOIWRBRIZE DO RRKRIHE
EToTEY, 55, 2R, BHARE DA RYREZ &1 ATRIROIER
MERZIToTWAHZ &,

© BRROERSFREROERIZOVT

EEMLFREHIEFTI2EEENEB SN, MESENLLDFERED, HHME &
EMFEFNFROFHER NEME KT 3 1EHRIRM, AEERNRBE LEBA0HE
FH. ERESHIITOR A EHINE->TNWEZ L,
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® BMER~DHRISIZOVT

®-1 MR 3 E4 ~
RIEHARBEDEERBWERANRA LBIC, 24 BHZREH O T, H%HERX
PEERERICBV T, BRLZBEWERICE CTARERRE O CT £ ORI{EA D&

ERREORENY APICE L., EbICHIGRRGRHAE-TWEZ L,

@2 BRUEBEIZ L 5FFFSNGICETES

NABIICED 2 EMMN MR R OEREZET 2 EREEEVNEERT=4 V7
REOEERDR Y ) —=v BTV ERE & FREHE TE 37— AEREHIE
BERTWBZ L, B, BEAHIZHOVWT, BABELZOFRICHSICAIENT
WAz ¢,

@-3 BEROBETORRICBI LT

BIVER (MEMMRBICI ., BEGESRE., Lk, B, REUFRARE, KBX.
B, BEOCTH., 1 BUERKR. BUETL. A2, FgmEsE. e, BeERe
Jo. FRIBHEAEREE . TERAKIERE, MREE, BEE. sIBEE. Mk, EEOK
MEE, FIRMmRZERAE. infusion reaction, BELMKEE, MERAREER, B,
Mg, BEORERG. WIBREE, LEES (LEHB) - RIR - LEMEAGES) |
FREFRE. EEH M, ML) R LT, BHER LM ERSBOEMEERT S
EMiCEEL @EROBERLRSICE L THRERUXELZ T ONAEHCHE T
L), EHICESRAEBR TE EHBIESTNE I L,
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5. REMNZFLIRDBE
(BZhtEICBE§ 2 F1E]
O TROBHFIZBWTARDOEMERRIESh TV,

« MEHEREERLZETINEREER (TxvF=7, X=F=7, Y77
==T | NUR=TE) BEDCRRIERRE T 5 IRIBTRRRE IS0
BAlERE (RAEmRE)

o [EFEEERIBRDPIMDC Y R 7 43§ Intermediate X iXPoor ¥ 2 7 &V DiRI&H]
FRABSIIEBMEOBHREEE (1 v) A~T L ofARE)

o RFERERIGROBIGUBRTE IIEBHEOBMESRE (WRFrF=TL
OHRKE) :

@ TFRICHKST B BEICHT 5 ARORER EAFEIC OV TIE, AFOHRE
RRLSNTEL T, FAORERE L 252,
o ERREREEBER UV A UL VRAORORREY HT 5 BB
BAHIEMB S
. RS

1) EpedFSMARRR (ONO-4538-16/CA209214 B 1BV T, UTFOD~@DWNFhic by LA
VST Favorable ) 22, 1 Xid 2 B 2 W72 §45-81C1% Intermediate ¥ 27, 3HAM L2 W THE
IZiX Poor U A7 & EnT, (6 _—VBR)
FHE - 2 S T L ARROEFESEHTE T 1 £R5E
Karnofsky — %IR8 80%T
~NES B VU ENREEETIRRE
WEHRDOAN VY AMEDR 10 mg/dl ZHZ 3
FHPRBENEEELREELD :
/MRS EERE FRE8B X 5

CISICISACRS)
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[Z&EicBT 23 H]

D TRIRHEYTIEFICOVWTIHAROBRENBER L S TWRZ Enb, REZTT

branz &,

o AFIDOREESITH LBBREDCKEERO H 5 BE

@ TBREFTOTHEICI VT FRICES T 2 BE LSV TIR, AR ORFIHER S 2
A, HOBFRERBENRVEEICRY, HECARNZERT2ZL2ERTED,

s BEMHRBOSHFUIBED D S BE
o BIEEGRE CEEE 2R D 5 BE R UTEEIE O R RIS R A
SO IIERELBH DN D BE
o HOABRBROSHR UTBMANRE L IIERED 8 CRBERBOBERD

b5 BE

. [EBRBHEE GGLHMRBHEELZES0) OH5BHE
« REROBRBEIIKFEETLIBRE
+  Karnofsky Performance Status 70%iw &2 O BHE

(#2  Kamofsky Performance Status (PS)

Score

£

EEOIEBINTRE, SR EERHBHERY,

100

EX, RARICKT 2BFOHRAB RV, RKERZ L.

90

BEVEBRRERIISD D2, IEXTESRIE

80

DY BRRERE D B, BH L TEROEBAE

PETAHZ LIIA TR, BB TERETET. F
HDTLACRAANRERICEZBDOTH D,
%ktﬁ&@ﬁ%&ﬁ%t?éo

70

BABFOMEIITE S, EROES - ¥#52
LIEARTRE

60

BACKERILIITERN, L LENBIMLE

50

AREFER L EEB L UEHNRZERTAPBE

EOEY DI LEBARTTERN, BRHDIWV
RO BHE L RAENEEHELZLEL TS, KA
NEFITHETLTWAAEREERD S,

40

B3, HORERE L CEESLE

30

ST T. AERBKBEFERTBITE LEEo TN

20

FECEE. ANEALETEANRIBROLE

10

FEEANRB- TS

3t
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6. BREIZERL THETREHIHE

O WTXEFICTNL. BEERFTES NIRRT 28R T 55 & AH 0 e K U8 E4E
RADIeDIHBEREREZTDIEB L CHrLERTR L,

@ WHIRBASRICES D, BEXRZZOFRICEDER ERIERZ+AHAL, AE2A
ThboRETEZ L,

- @ ERBMEADORI AL MZOWNT

MEMERRBERHOPNDZ L RHED T, AROREICH T - Thk, BRI
W (PRRREE, Pk, FEE) ORRBER UM X REDEmS, Blgr+4
WCITS5 2k, iz, BER U THEE CI, miF~—7—%0mELERT S
&,

AR OEEIXEE D infusion reaction (218 2 CTRAKIZ SISO T a1
BEITo LCRtAT 5 Z &, £z, 2 B B UK OAK#E 51T infusion reaction
BHLONDZELHDOT, FFFRE DR OAKIRELTHRIZSNA Z LAY A
YEBETAE, BEOREBESICHETH 2L, 3. infusionreaction %
B LIZHRITIE, @ TCOBBERERNZRICEET 5 £ TAE L oM
TBHE,

FRIRERERE S . TRAMERERVBIBEERHbDNE 2L RHEDT,
AAN DB E-BRIART R O 5- 2 P I3 @RI N WS EERR AT (TSH., ¥ T3,
Wl T4, ACTH. m¢:w%}—w%@@E)%%m¢é &,
FRIOBEEIZLY, @EWﬁEEEutliétﬁthéﬁﬁﬁﬁﬁ%FE
BHLONDHZENRHD, RENRED LNZHEAITIE. BHR Lt?%km'} 5/2
BEFR) 225078 & IRBR 2 R0 E AT & EE U CESIRERIBW ATV, BEORE
RIS & BRIERABEDN B EA1TIT. AROEREIPIE, RUBIBRE &
NEVHRIOBRESEEEZEERTAHZ L, 2B, BIBREFRLVELOBREIZ L EIE
ROWERRD b2 WERITIE. BIBRERIVE USSR o
bEET D, .
BEETER. ZERIOEIARB LTI LEERARRRATAZ LR H 510,
FHRIOERER TRIZHEIWERAORRICHIICERT 5,

1 BERA (BIUE 1 BIER R 2 ate) Kb bbh, BRFEEY F 7 F—v X
KELILBHZLOT, OB, B, EHEORERORFCOMEED LFiz+
FEBTHZ &, 1 BERBAREDNBAITITREZPIEL, S22 i
ROBREZEOBEYRNBEZITH &

BUERTZE. RS, FPHSEEREE. AFA. BLMBBE AR D bbhd 2 Liih 3
DT, EFICFREREZITV., BEOREBER+YICBET2 - L,

@ FHIOBRKRBRIZBVT, bFREBRRAREICR T 2 BB E IR 58
b 14RIT 8RB Z &\m;ﬁ%*%ﬁﬁﬁkkﬁé4t)Av7mmﬁﬁfﬂ
BERGE»D 1 FERIZ 6 BRI (NI 12 8/I%) . (b3RERGERBEICE
FBHRY U F T HRARECIIEERA1O 60 BB ETIX6 BRICTE (FIEIX
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12 BE%) CADEOEMEIT-> TV o & 25E I, AFKREDITEHICHEH
BRE CHROMREITOZ &,

22



REEAEET A KT A
=hN=7 (BiaTHEEZ)

(74 : 47— R ERESIE 20 mg, 47— R AT 100 mg, 47—
WARTEHE 120 mg, Z 7P —RETEHE 240 mg)

~EHHEE VXY VNE~

TR 2 94E4H (A4S AKED)
BRI



Bk

XL HIT

FRIDORE. FREF

i PR AR ‘
HEERIZDUWT
BEMR LR DBE
BEICBRLUTERTNEFER

AN S o

P2

P4

P11
P13
P14



1. Ui :
EEMLOFNE - REMORBEOT-DITIT, TR TESICESWEERERI KD
bhd, b, BFEOREEMOESIT LY, HAEER 2 & OBHA 2 5135 /E
FEERPEBINIHPT, INLOEERZEICHERBEICTRET 2 2 L BNEED
WA & 2o TR BREMEBCEE L DA #2016 (ERL 28 426 A 2 BHZRE)
KEWTH, EFNEERSEOFERAORBHELRS - L L Sh T3,

PRERBFERR L, REEASZEME T 0 7 7 A VBRBEFEOERS LB 5 1R
BRBZLVBHB, TORD, AR UREEICET A ERI+OEET S ETOR.
UHEERLOBELBS BT L AMBSNSBECH L THERTS L &bz, BlIfE
RBREBR LT BRICHERSINE L 52 & BARER—E OB & /- T E R o
TEHLLBEETHSD,

LB oT AAA R4 TR, BIREERLINE TRELN TV B ERIREN -
AEORMICESE | UTFOERROREAEALIBET 38R DLERER, £2
FROEEEELRT,

1B KTA FIA 0%, MATEIEAER N EREISAAME, ARHEEARAR
WBRIER S —RAEFEAN R ABEANRES, —R4EFEA B RDIKRF S R O —t
HENBANRIME - BAEREOBHDS EERR LT,

KR & IR DERG ATV — R REEHE 20mg, 47— R AREE 100mg, A7V
— R ARIEERE 120 mg, A7V —RREHE 240 mg (—34 - =
A< (BfsTFiHEz))

RELRAPRUINRE : BRIUIEEEOHMA R DX ) L JE

HRERDMERVRE  @%. RAKII=F~7 (BEFHHKRLZ) & LT, 1E240mg
Z 2 BRI 1[5 480 mg % 4 AREER TARBHET 5,
B, MNRZE=Fr~7 (@EFHE%EZ) & LT, 18 3mgke

(AHE) %2 BRFRECARBEET S, 2B, KE0kg LD

MRIZE, =R N~7 (BaFEsmz) LT, 18 240mg % 2
BREIMREXIT 1 [F 480 mg % 4 BREMRB CRBEHRET S22 T
x5,

B & R O5E ¥ F NFRETENSH

[\



2. AF O, (ERBF

F 7 O— R ST 20 mg, FATEEHE 100 mg, FAEFE 120 mg & ORLRERHE
240 mg (—if4 : =A< 7 (BETFHRHEZ). ST, TEAL 2nd.) ik NEFESR
TEBKRASH L AF VY72 ATV R I v ¥—X 2747 (BMS) &) &
B% L7t b PD-1 (Programmed celldeath-1) 12%9 5 b M [gG4 £/ 7 v —F LAk
Th s,

PD-1 X, AL L2V %8k (THERR, B HRRER O F2740%5—THR) RUOF
BERMBIZFIRT 5 CD28 7 7 2 U — (T MM OEHAL 2 #MBIANICE L RICHIE§ 52
FH) WBRTAZEKTHD, PD-1 THRRBRMIRICRER TS PD-1 Y > F (PD-L1
BOPD-L2) LEEE L. VU BRicHfES 7TV 2 RE L TY 3 koiEE iR E %
BTG L TWB, PD-1 U F Y FIZREIR RSN e b Ok x 2 IEREHRICHER
LCRY., BHEAERE) UL EFHESRICRIT S PDL1 OXHR LIHROET
iR & ORICAOHBEGRNH D Z L AME SN TS (Cancer 2010; 116: 1757-66).
T EMEAEARE CITEREE THRAEET A Vv F—T = F < (IFN-y)
2t > T PD-Ll OXKBENFE SN, BB LIEEHARICET 5 PD-L1 ORRLIFRO
AR & ORICIEOMEBIBGR RS 5 & O@E b H D (Sci Transl Med 2012; 4: 127-37).
&5z, PD-L1 ZHIFHER S w8 AMIRIK, JURERR CDS Bk T MR oMiRESE
EMEZIEE S0, B PD-L1 HifkT PD-1 & PD-L1 & OfEEZAET 5 L2 0OMi
EEEENREET S Z EARENTWS, EDOZ & h 5 PD-I/PD-1 U V> FREEIZ, 2
AR RFEA R T MR b ORBEZERET 2FO—D L LTELXLRTY
Do
AF i, EERBROFE RS 5 PD-1 OHIISMEEE (PD-1 U 2 AR [2/4 L,
PD-1 & PD-1 U H v FLOBAZEETHILICLY, BATURRENZR T MROTE
AL R O AR 3 5 MBS EEE 2 58T 5 2 & TR UBESIR 27T
ZERHERINTVS,

IhB DR ARNTEMERICAT A F T RIRREICRVEDS b LS,
HHOF DIV URERE RS E LZBRRREER L. A2, ZEMRUBR
MR STz,

AFNOERABEIFICES  BEDRERNC L 2BWERSERH b b, BERIIFETIC
FELARER D B, FFOHREFRCRERICIT, BEOBRELT2ITTV, BERFR
H BB AT, BB L BFRI0E U BN & RBR & B oER & EEE LTl
FRERZE 2TV, BEDEERIGIC L 3BIIEABRDLN 2 HEITIX. BIBRERV
EUHOHRELOBEN LB LTI LERD S,



3. BREKHRER
HREXIBAMOEHRIG X 0 ) VR EOARRICTEME 1T - = E R BERBRO
R ERT,

[F%hi]
O ENFIHARE (ONO-4538-15 35k)

BREOSRMEBER N T LY X <7 XNFy (BEFHEBRZ) CLF, 7L
YYXVRT W5 ) ICERMIIRIE D 20 M EOBR X ITEERME O e S
VELY U ERE (ECOG Performance Status 0 BN 1) 17 Bl 5P, A#) 3 mg/kg
% 2 BRI TRREE L, TEWNGER THhHEE (LET IWG criteria (2007)
(2S5 FRHIEIZ L B complete remission (BATF, TCRJ & V)5 ,) XiX partial remission

(BAF. PRI & 5.) OFIE) 1175.0% (9S%EHEEM : 47.6~92.7%) Tholz, 7
B, FRNTRE LB 200% Tho Tz,

@ MWABIHAB (CA209205 RER) (Lancet Oncol 2016; 17: 1283-94)

B R MRS EREITRIC T Lo YR oIt L 31REEZ T 18 U EOESR
TR D LAY AR Y Sy VR fEB#HE (=— bk B, ECOG Performance Status 0 &
1) 80 Bl BRIz, AFK| 3 mg/kg % 2 BREIFER CREHE L, TEFHMHEBCHS
Z55h% (BLRT IWG criteria (2007) 1235 < ¥ 712 kX 5 CR Xi PR OEIS) 13 66.3%

(95%IEREIXIH] : 54.8~76.4%) Th o7, ind, FANTRE L= BEIX 20.0% Th o 7,

@ EWE I AR (NCCHI1606 R5k)
2UVAVULDOHREERZE L. HoRESLSHRBEIC L 5ERECR (BF
& MBS DB REIIRFA) . 1 B L 24 BUT 0RO R X0 ) iR
R0/ NREEBREIEERE 23 RI2. A 3 mgkg % 2 BREIRIE CARSE L,
ARBRICBEFZEINT 266105 B, HHMKRIF ) T L HIEZARLON., 20
REBEZIR (UET IWG criteria (2007) IZE-S3< IEREFAEMUE) 1 CR Tho7z,

[Z4tk] \
®© EAFZIHARR (ONO-4538-15 3k)
AEFRIEPIBDO O AF L OREPRBER TERVEEESR L LHICHED
bivie, BEEN %Y LOBWERIITERD LB ThoTr,



#£1 FEHEHNS%LLEOBWER (ONO-4538-15 RBY)  (Z2MEMITXRIMNE)

BEINXPE FlE (%)
EAGE 17 i
(MedDRA/T ver.18.1) 4 Grade Grade3-4  Grade$

ﬁ% e L o SRR RS B e S Dt AL AL L 2(11.)

0 0
BESHRAL RIS 159 0 0
Bk 2 (11.8) 0 0
%?t 7(41.2) 0 0

0 0

R ERE 1(5.9) 0 0
/R EED ! 0 0
REHEM ! 0 0
BB , 0
&5 Y 7 A MfE 1(5.9) 0 0
il WRZFSN b3 1.9 1(5.9) 0

wﬁlmbiw 1(5.9) 0 0
GEbES 1(5.9) 0 0
_ EEH&——:-—D/\?— 0 .




e, FIEMEMER 6] (5.9%) | BEEEHMARE/ I A/ 3F—2 G (11.8%) . KBk -
BEOTH 14 (5.9%) . FFEREREE 1 61 (5.9%) . FRIMSERES 3 61 (17.6%) |
PRRMEE 3 il (17.6%) K& infusion reaction 1 1 (5.9%) #33% bBﬂtoit\Er%
BAIE, DR, k. 1 BUBERG. SaEtbm/ MR VESRBER, k. B
BIBHEE. MK - Bk, EEORBEE, HIRDRERE, TEAREES H’t ﬁ&
Vs &) BEIGRO b2 o o, ARIERARRRRIIEESSR BRREEEEZS
) ZEULEFHERETT,

@ MEAETHEAR (CA209205 R5)

HEFLRIT 238243 § (97.9%) RO b, K& L OREBESRBTE TS 2VWERE
BRIE 185243 B (76.1%) 12 RD bivi-, RKEHEN S5%U EDRIERITTRDO LB T
Hote,

22 REEN 5% EOBHEA (CA209205 BAB)  (All Treated Subjects)

HEAKRSE B3 (%)
EXFE 243 B
(MedDRA/J ver.18.1) % Grade Grade3-4  Grade 5
2EIVER 185 (76.1) 48 (19.8) 0
T e A R s R e e ke

N o 13653 6
- “’W""WSFT"*"' 5

& 14 (5.8) 2(0.8)
TH 34 (14.0) 2 (0.8)
B 24 (9.9) 0

L L — T 19(78) 1(0.4)

0(20.6)  2(0.8)
21 (s 6) B q__ .

- 1(04)

ALT igjm -' A A S R T T PSR -.-13 (5 3) .-.-'.. 7.(79..; L
AST & 14 (5.8) 5@2.1)

 Uos—eEn 1468 96T
L. 19 (7 3)
ERRE SRR e
-, = S _14(58) ,
WP EORCTREE T
RZ 28 (11 5) 2 (0.8)

2B, FEMEMER 1561 (6.2%) |, HEFGBAE/ I 3 3F—19 6 (7.8%) . KB
K-BEOTH6H (25%) . FFHEERE 246 9.1%) . FFE 56 (2.1%) | Bk

(@)



HBaEREE 28 ] (11.5%) . MEEEE 4061 (16.5%) . BHEERESE 461 (1.6%) . Bk -
BREZs 141 (0.4%) . BEEOREESE 3 6] (1.2%) . SRMRERE 1 6] (0.4%) .
infusion reaction 38 B (15.6%) . B 241 (0.8%) RU&E 5Bk 241 (0.8%) 23:8®
b, k7o, BEREGEAE, OFK. HiK. | BERR, St/ Mg ER3ER .
BIBEER O TRAKEBEEIIRD b ol ARIEARTURIUIBEESS (BRIK
BREMEEEZAD) ZE8LEHRRETT

® ENE IR (NCCH1606 3R)
HEHESIT 25126 fl (96.2%) TR D b, KK DRRBEREETE m\a%‘i?

113 23/26 4 (88.5%) ITRD biz, HEEN %LU ELORBERAITROLEBY THo
Tro ToB. 26005 b, WHEFRT XY L SEREN 16, NREHERERERE N
25 B THo T,

23 BIEERS%WALOBER (NCCH1606 3B (RSEAFATHBMM) .

BEINKSE B (%)
EATE 26 41
(MedDRA/T ver.22.1) 4 Grade Grade 3-4°
£BIEA 23 (88. 5) 10 (33 5)
T3 vt R ) B e e SRS R0 S eyt
] /z\%&m) 14 (53. s) 6 (23 1)
AST 3§/ 6(23.1) 1(3.8)
B BRkEEs 8 (30.8) 1(3.8)
/MRS 8 (30.8) 0
PRk 6(23.1) 2011
fF ey AE8EMm 2017 1(3.8)
y—TAEINNTRT =T PN 2(1.7) 1(3.8)
ALT M 3 (1L.5) 0
M7 V7 F = 2(77) 0
-_-"ﬁg'-‘-'i THRERTORERMORE R e e
5 (19 2

rﬁ'ﬁ"&w&ﬂ_ﬂ.ﬁﬁﬁ% 2 Rl e A8 S TN s AL 1) i
B B RS 6 (23.1) 2017
EOERE 3341l 0
mi{ﬁeﬁ{ww%ﬁ% A S o R
f&ﬁgvﬁiﬁ% P e S S
7 A7 I e 5(19.2) 1(3.8)
Ry 20D 0

5 RN o 1 e S SRR S e

 bEew 207 0

B R R S e T BRI 1SS s A IS G i
[}

WRuEE



- BERIXRSR Pz (%)

HAGE 26 B
(MedDRA/J ver.22.1) 4 Grade Grade 3-4°
TR R 207 0
R AR AR T 2(7.7) 0
*: AABRCIX Grade 5 DA EERIT Grade 4 & UTEHIHEE (CRP) 1278
FE i,

ks, FFHEREREE 761 (26.9%) ., PHREEE 4 4] (15.4%). WESUTRARIE/ I A /3 F—
361 (11.5%) . FIRIEREREE 3 6 (11.5%), EEOKEEE 2 61 (7.7%) ROV
BE2H (7.7%) PR DB, -, 1 BUERA. infusion reaction, S & 5L, F
ERMREEE. FFge, BUERTA., FFA4e., RIEMMREA, 2, i, MRaAEGERE.
MR J¢, MEEEH N, BEAEMENRE, B8R mkHEE, LK, DEEE, BIR0
BRERIE, KIBK - B - BEEOTHL, Mk - BiELk, BIHEERE, FREmng, &
LR UBERITRD bhiah o Tz, ABIVERFRRRIZBEEES (GRREERE 231T)
R B DEERERT, |



(R - Af#]

AFORMEMEYESBES A ZFIALEY I 2 L—a Tk, AHI 3 mgkg (&
BH) Xii240 mg & 2 BERKE THRE L BOARK o mFFRESB Shic, 0K
B AF 240 mg B E L-EOREEIX, FH 3 mgke 2H 5 LLBEORER & L
LCBEEFRT L FRESAEbO0, BAABFICEV TRAEARR S T2
% AE (10mgkg % 2 BRIBBCTRE) TAFIZHRE LzBEORER L ik L CTEE
ERTETFRESNE (TR), M2 T, BHOBBRCRIT 27 —#ICEIE, A% 3mgke
(KE) it 240 mg % 2 BRIEB CHRE LIZBEOAR OBRER L AMEXIREEL
DEE BRI ABRERGEFNVIEESN, YHEEIC W TRIIMTbhIZRER,
FRoBE - BEORITADERUEZEMICHRRERITI RV L TR SN,

#£3 FHOEWBE AT A —F

- R Comax Chmind14 Cavgdi4 Cruax,ss Crin,ss  Cavgss
(pg/mL) (pg/mL) (pg/mlL) (pg/mL) {ug/mL) (pg/mL)
3 megkg Q2W (35.52f'760.s) (10.17?'264.5) (17.21‘,";’3.9) (75.&3171) (27?12,'107) (42.717,'$27)
240 mg Q2W (51.712,'103) ( 15.22?§4.6) (25.31‘,1-:7.8) (102,5254) (41.857,-::58) (62.11(,)9187)
10 mg/kg Q2W (14;,9;19) (51.62?9.2) (79?(?,',:14) (33???32) (lsi,1 ;13) (233,7286)

hRfE (5%, 95%4) . Q2W : 2EMIRIME. Cua : AEHREE OB MEPERE, Cuoas : FIERERE14
B BICHIT 5 REDNIEPRE, Copas: EREZ14E BE TOFHMBEPRE, Cons : EFRBICE
A REMEDRE. Cons - EEKEICHT BREMEFBRE, Cops | EFRRBIZRIT 2 FHMFD
BE

T AR OBEREYHBETNAEZFA LY I 2 b—Ta LTk Y, &H 480 mg
% 4 BREIRE TR S IIEARD Rk - ARZ TRE UBROARK O ME PR ESRE
Entz, TORR, &K 480 mg % 4 BRERER TR E LBEOERIRBITER T 5 510
EHRE (BLT. [Cags) £V 9. ) 1, &K 240 mg % 2 BRERIRTERES LIZIRD Cagss
LYEET S EFRISHE (TR) . £, AH 480 mg & 4 BREIFR TRE LIZBROE
HREBICB T ARENETERE CLT. (Cuxsl &I, ) i3, &K 240mg Z 28R
R CIEE LoD Conss B L THEZRT L TR0, BAABRELCE
WTARERER SN TV RE - AR (omgke 2 2 BRHRTRE) THAIZERE
LT BED Coaxss & B L TIREZ R T & FRIESNT (TR) . M2 T, BHROEEICEK
F BT — IS, A% 3mgkg (KE) 720X 240mg % 2 WM., &L I3FA
480 mg % 4 BRI THRE LB OAF ORER & AT et L OE 2R
T ABRBERETNAAEBEI L, YISOV TR TN R, ERORE -
AEOBTAEMMER MZ 2R EZRITRV ETFRIS



R4 FHOERDBBR AT 2 —F

Fﬁf’f . m i Crnax Crind28 Cnvgdzs Cmax,ss Cmi.n,ss Cavg,ss
(pg/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL).
3 gk AW 516 272 31.0 113 62.1 776
E (35.2,70.8) | (16.5,40.3) | (21.2,43.9) | (75.0,171) | (27.1,107) | (42.1,127)
] 77 383 37 159 8738 109
M0mg QW | (511 "103) | (233, 59.0) (30.8,60.9) | (102,254) | (41.5,158) | (62.1,187)
480 g QAW 145 297 - 53.0 216 713 109
£ (102,207) | (15.5,47.4) | (37.0,74.8) | (145,336) | (27.5,137) | (62.1,187)
) 193 996 116 396 214 275
10mglke QW | (146 222) | (865, 132) | (101, 148) | (329,525) | (184,303) | (236,377)

PRI (5%, 95%2) . Q2W : 23ERMIE. Q4W : 4BEIRIME. Cumex : AEEES OB B M5 PR,
Cuinazs : FNEHR 528 H B384} B RARMIE FIREE, Covpazs : FIER 54280 B = TOEMIFEPRE,
Conaxss - EFIRBICEI S BBEMIEFRE, Coins ¢ EXRIBICHIT 2 BEREPERE. Cogss : EE KL
B2 FHmETRE



4. HERRIZOWT

AR LCHEABRERE (&FIRZ) ABELNTVWEZEhb, YKRELE
PICEMTE DB THILERD S, TOLET, AHOBRE I EN2BE LY -
E L., AFOREIC LV EERBIERAZRER LBICHET 2 Z L BRBRERTD, UF
DO~@DTRTEMETHRICEWTERT & TH S,

@ HRIzoNT

D1 FED (1) ~ B) OWVWTNLICEETIHRTHD I &,

(1) EAEFMKERIRET 58 ABREEIRRBES GRER IR A ZREEL AR,
Hidk A% A D REEHEILAURRE . HURAS A BB, NRB AR, NRAS AEEE
Rbeie &)

(2) FeEMERERDT

() FEFRME/IBET INADFEERR (BABREERERE. 2 ABREDR
Bhwmke, BNABRESHEERDR )

(4) S LSBRIEE L RE L. SSREELRRIERREE | XIS RIEFH AR RR
2 DHEREAEITIR D BB EIT > TV S HEER

(5) FIEMEERNS EEMEORRERECR D EHEIT > TV

@D-2 WHEKRDF V) U REORERER OCRIVERARBREFO R I+ Rk & &
B pEESEM (FEOWTRMNCHYTAEM) 25, Yk oAFICBET 28RO
EEEL LTEBESLTVWSZ L, '

*®

. E%ﬁ%ﬁ%ﬁzﬁmM%ﬁﬁ%ﬁTbtﬁw5%&L®ﬁb%%@ﬁ%ﬁ@%
[FoTWAZ &, 5b, 2L, BARYRESEL LEBREFEZEOWELZ
fToTWVWBZ &,

o  EMRIFRER 2 EONBFERZET LBIC 4 FULEOBREREZFELTVDS
L. 5bh, 3R, EEEMERE DN AEYR R & RRLIRFEOTHE
P{T-oTWAZ &,

.  ERiGRFIEE% 2 FONPFEZET LRI 5 EUEO/MNEMERVNEB A
REt/NRBRRBEREZATDH I L,

@ BRAOEXRMBHREROEMHICONT

EESERERICAET A EEENRE S h, MWEAE, D OERER., AE - &
SIS HIEROBER CEMSICHT 5 HHRM, FEFERNRE LLESORE
S ERELLIITONAEEBE-TVNB T L,

11




@ BUER~DRIFIZOVWT

@-1 HERRHHlIZ B3 5 B
FESMRBEOEEREMERNRA LB, 24 BRERREHIO T, YUikisk X
FOEEEERRITR W T, BB LUZEWERICE U TAREER N CT £ ORWER DERNT &

ELRBEOHERPYHPFIZELGh. BELICRIGTRERKHIE-TVE T &,

@®-2 ERHEFHICL 5 EERYRICET 3 ES

BAZRICED 2 EFAN AR E R AT 3EREETERAHERE=2Y
ERDICERDOAY ) —= U T EITWERE L ERELE TE 27— AERKH N
S TWBEZ &, 2B, BEiEFllcoOVWT, BAREEZORKICHFINCAMENT
WwWaz k.

©-3 BIfER OB L T

BIfEA (REMERRBICIN A, EEMENE, DK, fik, BEGHRARLE. X%,
MER. BEOTH. 1 UERA. BHERFL. FFRE, IFiERE,. Fk, BEBY
R, FRBERERREE, TREKEEE, pREE, BEE,. BIBREE. Mk, BEEOK
MRS, BIRMASEARE, infusion reaction, B MIKMEE, MERABAEGREE, R,
BER, BEORBRIE, FERIREE, DBEE (LEMD - 3RIR - LRSS |
RIFEE. ERmMm, A% I8 LT, YHERULEBEFRSEOEMEZE TS
EfRiCEEL EIEROZE-CXNICE L THRERVXELZZITONEE&MH4ICH S Z
&), ELICHENZLERTE HEHNIBESsTVE T L,

12



5. ENBRLRBBE
[ B9 5 FE]
O TFTROBECBWTIAROESUENIRINH TN,

« BAFELHMRBHEEOT LYY F U TICERE I RME OB R 38
BHEOEHROE DTV Y VEORNBE '

o 2LV RAVHLEOEBEEEZA L, oREELSMRBEEIC X SIRREORN
(A FENRMIABHEOERREILS) . BEIEAMEOHRNKYOF )
VREO/NRBE

@ FRICHEYT3EECHT BAFORER ORI EI OV TIX, FFIOH RS

R ENTELT, FAOREFRL LR,

o ALBRERBROBE
o fhoRBHEEREAL TRESWSBE

[Z&ticET 5 5H]
)

FTRICHEYTZBE OV TIAROBRENERE ENTVE I L 1b, BHEZETT

bhwnwz L,
o AFNORESTH LAEEOBRERED H 5 BE

WBERTOMEIZ BV C FRICK Y T 5 BF IOV T, ARl oR SR S 2

. OBERERRERRVESICRY , EECAREERTSZL2EEBTE S,

o FEMMRBOAMFIIBEENH S BHE

. RERRE CHEYERD 5 BEROTEBIMEO BT R G5
LD RIERELRH LN 5 BE

o HOABRBOASH. UTEMRNLE L IXEREO B CRERBOBEERD
HHBE

o EEBEE (ShRMRBEELZED) OHLBE

o BEEOREIRAZAETIAE

e ECOG Performance Status 3-4 &V O BH

(D BCOG D Performance Status (PS)

Score

&

0

S MERLEDHTE 5, BRAE AU ABEESHIRZ TS,

AR E LWEBNTHIR S h B 28, HITAIEE T, BIERECE - TOMERIITI 2B TE S,
7 : VR, TR

B CERNHORE Y D= T ~TABESMERITITEARY, BPROD S0%HU LI~y FATEI T,

RoNEBESOFDOEY O LHTERY, AFD S0%UEEy AR+ CEIT,

HlwN —

2B, BROFOEY 0 Lidel TERY, T2y FPRFTEI T,

13




6. BEITEELTHEETREIIE

O HAXBFCMZ, BERFERPIRMET 5 BRHE IT 5 S & AR 05 R OSE IEE
RADIEDTHERERZ D CER L THhLERTSZ L,

RRBAIRIZSEL D, BEIIZ ORRICAMER VEREZ 23 L. RE®SB
ThrbRETHL,

FREWERO<R Y AV MZoWT

)

®

BIEMREERS b bhd 2 2250 T, ARORECHT>Tik. BEE
W (PIREREE, Wk, RBZ) ORBRUME X HREOEMS. BEsr+o
AT 2k, 72, BB UTHEE CT. Lfi~—F—S0RESEHET 5
e,

AR OB EIXEED infusion reaction 1218 % TEABHC 72D T % %
BZ1T> 7= ETRRMHT B Z &, £7=. 2 BB B OAKE 5T infusion reaction
BHobhbdI b HDDT, ARBREFREOFKBER TR AL ZAVA

-EBETZ%E, BEOREBEZHSICHET A L, /21, infusionreaction &

RO LI HE T, @ TOBBERERSEEICEE T 5 E TRE L ol
TBHIE,

FOIRIREEERE S, TEARERERVRIBEERH bbh 5 LRHIDT,
AFN O 1% 5 BRART K O 5-B 0 I3 @ IR NI BRI EE (TSH., Wk T3.
TR T4, ACTH, MHaVF Y — NV E0RIE) 2B &,
FRIOHEEFIZ LY | BEORERIGICEET 5 &£ 2 b3 Ex RRASTE
BHobNDZ b, BEPRD DNIEAITIE, BRLEERIISE LR
BEME R & AR E F O EAD &8 U CEEIRERZ I ATV, BEORE
FISIC X B BIfEABN DN D HEITIE, AR OKREIPIE, RUBIBKRE R
NERIORESEEZERTIZ L, 2B, BIBRESNLVECDREIC LY BIE
ROBERBD bRRVBEITI, BIBRERNVE Y USO4EMmEIR 0B M
LEETDZ L,

RERTHR, BBEE» LBV AZB L TrLEHERNRRT A e 8h 7D,
AHROEERTRIZOEWER ORI+ EETHZ &,

1 BUBELRA (BIE 1 EERB 2 E8T) RNbobh, BREES P 7V F—3 X
KELHIERHDOT, A\, Bl IBHEZEOER ORI MEED LRI+
SEBTAZ L, 1 BBERBREPNEEGICIIRELPIEL, AR 8
ROBREEOBETDRMEBEEITH Z &,

BUERTR., FFA2. IS, L. RS ARLLbNAZ LRNH S
DT, EHEICIERELZITV. BEORBE+oIC@BET2 2L,

FRIDBERBRIZEBNT, BEBE1S 6 VAN S BREIZ Lz, FhllEiT,
RERSEO 1ERE TR RARIZ & ICEEDTMET o TV EZ L 2B EID,

14



ARG PLESRNCERIRE THROMERBZITI T L,
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BEfFEHHEETA R4 v
=ReT (BizFHE#z)

(B5e4 : 7 O—RRFEHE 20 mg, F 7V —REAFBE 100 mg, F7P—
RRFEEHE 120 mg, F 7 P—RRE#HE 240 mg)

~E S~

R 2 949 A (4445 AKET)
B A BE



B

XL OIT

AFI ORI 1EREF

=97 3585

ik 4 el ANE
BEXRERDBE
BEELTEETREEH

OB W =

P2

P4

P18
P20
P22



1. IIC»IT

EIRMOBENE - TLEHOHBEDT-DITIL, T TEZCESWEEERERIFRD
b5, ToIT, IFEORZEROESIZL Y, MEERR 2 ¥ OBEFHE 7 53 /ES
FEESBERBSINATT, Th b 0ERRZEICHERBFICRET S 2 L B3RED
WA & 2o TEY RIFMEGEE L EOEAF #2016 (FERL 28 4E 6 A 2 HEZHRE)
KEWTH, EFMEERREDFERORBILEELRE - L LI TV 5,

FREEARFERRL, BBERARPE2M 0 7 7 A VBBEGFEOERR LB L Mhic kR
BRBZZELWBHB, ZOD, AYHMROEEMICETAFERI+ERET S T TOM.
UREEMOREB LR ZIT A LB ShABBFICH LCHERTR L L bic, BUE
RADREBR LT BRI BRERS IS & & 5 2 & S — RO BEM 2 -+ E R o A
THZENEETHD,

Lo T, AL BS54 T, BSBESZNE TIOB LTV B EFIKEH -
PR R ESE UTOERSHOFERERLHET 2B b NEREG, B
FROEEFEZRT,

BB ARKTA FTA 0%, BMIITEIEAERRERERR AR, ASHAEABRA
BARERES. —RAEAEAN B ABEANRESR O—BREAEA B ATEEESOHH O
b EERR LTz,

HRERDERR : 7P — R RRHE20mg. 27 P— R REEFE 100mg, + 7Y
— R ERTE 120 mg, A7 U—R AT 240 mg (—B4 : =
AN~7 GRiEFHREZ)) ‘

HELROPEXIDE - BRI RAEREST - BROEH

HELRHBERVRE : BH, BAICE=®L~T (BEFERL) & LT, 1[H240mg
% 2 ERIRIR XX 1 15 480 mg % 4 BRI CAREET 3,
thOEMIEER & AT 2841, BE. RAKIZ= L~ T

(BT Z) & LT, 16 240 mg % 2 BEREIBBXT 1 H

360 mg % 3 BE IR CRWFHET 5.

B R TR ENBESTERAAH




2. AAIOKH, FRABF

F 7 O— B EIEEE 20 mg. [FATEEE 100 mg, FAREEE 120 mg &K O RRFHE
240 mg (—4 : =R ~<7 (BETFERL). BT, [AF &2vo,) ik /MEFRE
TEHISL AT Ly s 24 BTV R LT —X RA7A47 (BMS) ) 5
Bi% L7zt b PD-1 (Programmed cell death-1) {2395 b Rl 1gG4 €/ 7 = —FAHE
Th b,

PD-1 . EME LY v 58k (THIKE, BMREYTF2I740% 7 —THIR) RUE
BERMIIQICT B35 CD28 7 7 2V — (T RO 2 MBIANCIE L RITHITET 2557
T BT ASEMETH S, PD-1 IFHAERTHRICESR TS PD-1 Y V> F (PD-L1
BROVPD-L2) LiEA L, VU BRICHEEY 7T 2 EEL TY 3 EROEREIREZ
BICHE LT3, PD-1 VU FiIZAERFARLUIMC E b 0ofka ZRIEGHEBRICHES
LTHY ., BEREGIEREY LR L EEREICEIT5 PDL1 ORR L HEOERF
B & ORICADHBEGRRH S Z L BHE S TWS (Cancer 2010; 116: 1757-66).
- BMEAERE CIVEBRE THIRNELE TS v F—T=r < (IFN-y)
Iz X oC PD-L1 ORBERFE S, &% LEEARKICIIT S PD-L1 ORRLITERD
AETERIR L ORI EOCHBEENR D S & 0®ELH D (Sci Transl Med 2012; 4: 127-37),
& 5iz, PD-L1 #M&IRE SR AMIRIE, FURGEM CDS Bt T MiROMRES
EMEEE S50, B PD-L1 HifkT PD-1 & PD-L1 ¢ OfFEAZAET S L2 DM
EEFEENEET D ZERFRINTVS, £OZ &5 5 PD-1/PD-1 U T FEEIZ, 2

AR HRAS R T MRS b OKBREZERT HFO— L LTEZLNTY
B

AFKNL, FEABROFE RN b PD-1 OISR (PD-1 U H v FREGHRED ITHE L.
PD-1 & PD-1 Y WV FL DFEEGEMET 2 LIk v, BPARRKERNZ T MROTE
MR O AMIRRIC ST 2 MBEERE R T 2 Z & ThENZREGHIR 2T
T EBHERIN TV S,

TR DERND | AFNIEMERIC T A RERECR VB b0 LB SN,
HERELRRE L-ERARZER L. Ao, TEEROEFENHER Shi

AR OERBFICESCBEORERIC L 5BHERSER D bbh, BEEXIRLI
ELAEMENR D B, AROBETRORERIZIX, BEOBEL TV, REFR
D B EAITIE. BB LUAESICS U B2 mk & R % Fr 0B & E# LTl
B2 ERIBE 21TV . BEORERISIC X 2EHERN LI S HAITIE, BIBRREFRLV
ELHIOBEEDOBEYRMBEITO BERD B,



3. BRPRRR#%
TAEBEIBRTRE 2 AT - BR O BB ORI TN 21T - = E R BRRAROKEE T T,

[B2hiE]

OEBERFIHERR (ONO-4538-123A8)

200l EDALSRIERE 2 A A REER RIS IR O 6B IR R RE /2 1T - B8
DEEXIIREFEATE EEOPLAREFTESHE Y LTS cmPRICAIE T 5 B
) BEAG (BANBE2RHIZETe, AFBEIZ06], 7T ERBEI630) &xt&iT,
TR ERRE LTAA mgkeZ 2 BRMB CRRHELZE 2 0AMER UGS
MHERN Uiz, TEFEEE THE25FHM AT, Tos] &V, ) (FRiE [95%
ERRKRE] ) 1x. AR T5.26 [4.60~6.37] B A, 75 REET4.14 [3.42~4.86] H A
THY, AR T T ERICH LR ENICEBRREREZ TR LE (Y — FH0.63 [95%
fEHRX : 0.51~0.78] |, p<0.0001 [J&3log-rank #E] ) ,

1.0 -

0.9

0.8 1

0.7 +

R
o
<

0.2

0.1

0.0

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

at risk & £HEMMA :
AHIBFF 330 275 192 141 94 56 38 19 10 5 3 0
FJS5tR®% 163 121 82 83 32 16 10 4 3 3 1 0

X 1 0S @ Kaplan-Meier fi#t (ONO-4538-12 3B)

QEERILFIFEMFERER (ONO-4538-44/CA209649 FEk)

{LRBIER D2V e M ERERFZAAE (LT, THER2] L\ 5,) BEOEBE
DI ETT - BROBEXIIREREATE (BT LARETESS LY LT
S5cmPAPNICALE T 2 BR0) BE1,5818) (AAANBRE10961% 2T, AF+Lepenk e

4



78941, (LFHEZEET20]) ZRBIT. (LFEREEXRE LT, FAHEFREDORS
MR RS E RS Lz, EEFMEE R THh 5 combined positive score™ (AT,  [CPS]
L5, ) ZSEMICET B EREAGHE (BT, [PFS] &1 5,) RUCPSZ5&EMIC
BT B0SIZoOWVT, AR HLRREIMCRFEICS LB ZRICAERRERZR LT
(#1. M2) . Sbiz, BACRESHREFIER AR KEOE Y TITHE > TRE
NfFbni-fR. BIRFEMER & Sh-CPSZIEMRMITTERIZBIT 508SIZ5NT
b, AFHEFREIM LR LR EMICA R RERE R Lz (R, K3) .
*1 :HER2 HIERBEXIIRAE 0 BE, RURECERFO LR H 2 RBOBE bEANEL L.
2 DT Ol (ARENERNER) 285 L [(OFFFY 755 1 H 130 mgm? (k&
i) & 3 BHERERTRFEHEL, H2F B 1000 mg/m? (AREH) % 18 2E., 2:8@&
AREHIC 1 BBARE, V3@AXH4Y 755 1 H 85 mg/m? (FRERK) . &Y F—hovy
2 A 1 [H 400 mgm? (FEREHE) RUO7AA 17T/ 1 E 400mgm? (GRER) % 2 BREMER
TREBEL, 740U 520 2400mgm? (BREH) % 2 BELT THRIRNERERFRIC 12
ARIAIR] . &K +H{bERERE I, A% (D1 B 360mg % 3 BRABBXIEO! | 240mg % 2 8
R CARMRE) 2 EhFh LEOX Qo FRE L A L.
*3 ; FESARMRIC 31T 5 PD-L1 2 BB LMl (BB, <7 a7 7 —VRUY »/35k) 2RiEE
FRIECTER L, 100 2R Ui fE,

2 1 EYMERE (ONO-4538-44/CA209649 BB

FRE
BHELEM TRIREE Bl [95%(EFE X 4] NP R
(#A)
AAI+ 7.69
o 473 o 0.68
PFS™ CPS=5 fLsptiRRr [7‘036 059'17] [98%{ERRK ] -
{LEFRRERE 482 [5.55~6.90] - 0.56~0.81]
FAH+ 14.39
i 473 - 0.71
CPS=5 feFARikRe [13'1111 136'23] [98.4%fE#E X -
RS 82 [1900~12.00] o= osgl
AH+ 13.96
RN 641 = 0.77
¥ 0§ CPS=1 {eoRaRaE [12.5; 3134'98] [99.3%fE8X [ :
(CFRER 655 [1064~1225] piss=pel
- AA+ 13.83
el 789 0.80
pr (EERER [’2'5151 5‘64'55] [99.3%{EHX M :
(EFRER T2 [1087~1248] i

*1: EEAATEOT— ¥, 2 : PHATEOT—F, *3 : &3 Cox BN — FET N
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Probability of Progression Free Survival

e
¥

=
—

0.01

I NN DELNLARE B R e o i e Bt L P B
0 3 6 9 12 15 18 21 24 27 30 33 36
At risk ¥ EEBEMTHAS O/ (B)
FH+bFEgEsspE 473 384 258 181 132 89 60 39 23 10 8 1 0
fLFaErERE 482 325 200 109 72 41 25 18 12 7 4 0 0

(X 2 PFS @ Kaplan-Meier Hi#t (ONO-4538-44/CA209649 3E) (CPS=5 M)

o
N

L
o

AH| L RRIERE

Probability of Overall Survival
o (=] o
Ww » W

ot
N

=
-

0.0
T L= i T LEESST LB B PSS S T T T
0 3 6 9 -12 15 18 21 24 27 30 33 36 39
At risk % EEAEWTT»O0HM ()
AR+ cEgER 789 731 621 506 420 308 226 147 100 49 34 14 2 0
{LERERE 792 697 586 469 359 239.160 94 59 35 15 7 2 0

B 3 OS @ Kaplan-Meier Hif# (ONO-4538-44/CA209649 3B) (ITT 4H)
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(PD-L1 IR LB D ZhHE)

EE RS MRS (ONO-4538-44/CA209649 RR) ICHMAANLNZBEDT —F
I ES& | PD-L1 ORBURIRAICHRNT 21T - iAo (RRALRETZ &) RUKE
HEORRIIUTDOLEBY Tholz,

A+ LFEEO B LML, CPS 28 5 K (CPS<1 KM 1=CPS<5) DBELMT
i, LERELFERE THho Rz (K2, K4), '

723, PD-L1 OFBRICL ST, AFOEZLET v 7 74 MIRKRTH -7

3% 2 PD-L1 ORBLRIBIDOAZIE (ONO-4538-44/CA209649 FABR)

thfE 5 =
PD-L1 " . vl Y- R XEAEH
%53 R PR [95’;‘5*5')2'5'5] [oSU(EMEM] o piE
AH+ 140 8.67
CPS<1 [ #=ar 3 [6.93,9.69] 0.93
o ‘ 8.11 (0.69~1.26]
fLpsss 125 [6.87,9.82]
zﬁiﬁ!H 168 7.16
PFS"  1=CPS<5 fLspRisRe [6.83, 8.38] e 0.0257
P s 173 8.15 [0.73~1.20]
i [7.03, 9.07]
AHKI+ e 7.69
{LERRRIRRE [7.03,9.17] 0.69
S (CmaE 482 6.05 [0.59~0.80]
El [5.55, 6.90]
AA+ 5 13.08
cPsS<1 {LEEERIERE [9.82, 16.66] 0.92
- 12.48 [0.70~1.23]
fespsie 125 [10.12, 13.83]
zgiﬁH s 12.29
0s" 1< CPS<5 (LR [9.63, 14.26] 0.97 0.0345
{t#ﬁ&# 173 11.99 [076~124]
{10.87, 13.90]
#AH+ 473 14.39
CPSZ5 {LEEREERE : [13.11, 16.23] 0.70
- 11.10 [0.60~0.81]

{LSERERE 482 [10.02, 12.09]
N EERNROT—F. 2 PRMIROT — 5. *3 : JFa Cox LBINT— FEF/V




10
- CPS<1
a8 4 oS
ED.?
A :
|23 -
gﬂ.s
-]
204
=
go.s
oz
a1
0o T T T T T T T T L T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Atrisk 3% JIERES T2 b OMB (A)

AFE/ICRE 140 129112 89 72 51 40 29 20 9 6 3 1 0
ICH 125110 92 77 61 41 27 15 13 9 4 3 2 O

1.0

]
o - 0S
2o

L

gn.s
§ o4 A+ PR

éD.B

0.2

:; L3RR e :

O 3 6 9 1215 18 21 24 27 3 35 36 33
At risk ¥ EEXZFIG TR L0HM (B)

AFE/ICHE 168 157 125 99 83 56 34 22 15 7 6 2 0 O
IC# 173 154 133 112 81 56 33 21 11 6 2 1 0 0

1.0
- "-_,": CPS=5
E o8 -“‘n OS
07 k
L. 0.6 ‘3"
£ - AF -+ sRE
g as L
;‘ 04 X /
% 03 "ﬁ%_
S % ‘ 7 h\"'--m“ —
&= s R WA
ﬂ.n 1 L] LI T LI L L} T L] L] T T L} L}
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Atrisk 3% EERFIGTAL OB (A)

AIE/ICHE 473 438 377 313 261 198 149 9% 65 33 22 9 1 0
ICRE 482 421 350 271 211 138 98 56 34 19 8 2 0 0

-
o

CPS<1

PFS

g
i

-
IQO

s p
-3

o
o

4
n

N, AR
s /

& L2 PRI

o0

a e
W

Protability of Progression Free Survival
g

-

) T ) T T L] L) ¥ L) L) L L) T
0 3 .6 9 12 15 18 21 24 27 30 33 3
JIEREIGHTHDLOME (A)

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

1.0
\\ 1<CPS<5
08 "
Y PFS
ﬁu.:
g
iﬂ.ﬁ
]
§O.S
Los AF + (LR
203
gﬂ.?
U fcmisR T s
en- T v T T Ll Ll T T T '-I- ----i-“-.l
0 3 6 9 12 15 18 21 24 27 30 33 3
BAEAEI 2L OB (7)
168 138 93 53 35 24 11 7 4 3 2 0 0
173 127 91 58 27 12 6 3 1 1 0 0 1}
1.0
a9 CPS=5
Fos PFS
"oz
&
;as
gus 5
£ AA+ PRI
%ﬂ.‘
203
1., _
R it IR
O.D' T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36

FAEBRSGT B OMB (F)
473 384 258 181 132 89 '60 39 23 10 8 1 O
482 325 200 109 72 41 25 18 12 7 4 0 O

B 4 PD-L1 OFBRIA D 0S B PFS O Kaplan-Meier fi# (ONO-4538-
44/CA209649 )

(0s (£7)) : kX cps<1, $HK 1SCPS<5, FE CPS=5)
(PFS (£7%)) : LR CcPs<1, HRE 1=<CPS<5, FK CPS=5)



@HEEERE I/MHHFAER (ONO-4538-37 FAER)

(L22FRIERE D 72\ HER2 RatE" OISR U R REA2 ST - BR O BB ITREFH#SH
B (BEOHRLABEFTESE LY LTS om URICAE T 2 508 BE 724461 (BE
NBHE 395 Bl ate, AFIHLERREZRE 62 6], 77 R HLERE?#H 362 4) &
Bz, IR HEFREREL AR E LT, A HEBREO B IR Z 2 2R
Liz. FEHMBEE D—oTh 5 PFS (FRIE [95%EBXM]) 1x. A&+ (LiEHER
T 1045 [8.44~14.75]1 B A. TR HLRBIERT 8.34 [6.97~9.40] WATHY,
AFHLFEEIT T 72 R LB LRI B RERE R LI (N —F
t 0.68 [98.51%fE#EX R ¢ 0.51~0.90], p=0.0007 [/&H| log-rank HRxE]).

Eh. b9 —OOFEHER TH S 0S (TRME [95%EEXMI) X, AH+HLFE
FEIERET 1745 [15.67~20.83] B, 77 R HLFEIERET 17.15 [15.18~19.65] 4
HTH 0 AR HEFEERT T 2R HESEFREC R L ZNICARRERZRER
Modz (ANPF— R 0.90 [95%fE#KR : 0.75~1.08], p=0.257 [J&3 log-rank #RE]).

*] : HER2 $IE R UTRAE D BE I RHN & Lk,

*2 . &K (1B 360mg % 3 BRI CAMRE) X7 TRL, UTOLFRE RRAYERM
B EPEALE (%9 7550 1 130 mem? (ARG % 3 MRIRIRCANSE L,
FHT =N ERASUN-FT5AH Y 7 AREGH 40 mg/m? (EREH) XX~ F 2 1000
mg/m? (EFREH #1028, 2:8HE0REZIC 1ERKE] .

1.0 &
0.8 —2— %M. FHHITSFVRY
s S-IRBFARVEE AR
-o-75tM ( AXHIIFFIRY
0.7 S-1RIEHRI A BRAE
E 0.6 |
x L3 BT ey
£ 05 W ey
# . s
* 04 - %-.%
0.3 - '"%_
i
02 1 b
0.1 €
0.0 . — . . -
0 3 6 9 12 15 18
at riskdl RINEEFMA)
IR se2 214 & - - = g
T e 362 259 L N 3° s ’

5 PFS @ Kaplan-Meier Ei##t (ONO-4538-37 #HIR)
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09 -
—A R ARHUTFFORY
08 1 SHIREARLSEL SR
07 -G TR AR IIVTSFIRY
SHRIEHR SRR
i 06 -
E 05 A
04
03 1
0.2 1
01 4
00 T T T T + - g T T T T
0 3 6 9 12 15 18 21 24 21 30 33
EHFMMAA)
at riskk
IMASLoTaRS 362 346 318 269 232 193 169 150 102 58 23 2
TEGESLIT RS 362 342 301 259 . 219 192 167 141 97 48 16 5

B 6 OS @ Kaplan-Meier fi#t (ONO-4538-37 3B
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[Z2t]
OEANFMAERER (ONO-4538-12 RER)

A EESIIAFIEE 300/330 41 (90.9%) . 7T EREE 135/161 #1 (83.9%) i[ZFR D b,
BEBEK L DRBEBERTETE VA EELIIAKEE 141330 61 (427%) . 7R
B 43/161 B (26.7%) WTRD bz, WTNAOH TREERDR s%UEORIEAIXTR
DEBY ThoT, :

#3 WThh OB THBREN S%IUEOBEWER (ONO-4538-12 K

- Bl (%)
il F=r SEETST
%ﬁ:ZDRA/J ¢r.19.0) 330 4 : 161 71
' b % Grade  Grade 34 Grade5 2 Grade  Grade3-4  Grade$
£RIER 141 (42.7) 4 (12) 43 (267)

2 (12)

ey

23 (7.0)

T
EREHRER SOREHIL
¥

18
RS CETRRRE
5 e
5

i AFIBEC BV CRIEMERIER 76 (2.1%) AREEGRARE/ I 4 /3F—9 61 (2.7%)
KB - BEEDO TR 4 41 (12%) . 1 BUKEIRYE 3 B (0.9%) | fFitaEIESE 18 #1 (5.5%) .
BT 161 (0.3%) . FURRRESAEREE 13 41 (3.9%) . MEEEE 10 B (3.0%) . Bikael
2= 1) (0.3%) . FEAKAREREE 141 (03%) . FIRMARZERSE 1 41 (0.3%) XU infusion
reaction1 1] (0.3%) BB bz, Fi-. BEMFESE, LK. HR, SRR
BV, BISEE, BEEORGEE., Bk - SR, BRARUSE ) BERITRED
bhihot, AREARRRRIEBEER (BHEREERELED) 2B 0EFRR
R,

QEEILFMEMIERER (ONO-4538-44/CA209649 FAER)

HEBRIIAK+HLEEIERE 776/782 B (99.2%) . {LERFRIERE 752/767 i (98.0%)
TR b, AFIUIEFIRE & ORRBRAEE TE RV AFFRIIAA HLFRE
B 7387782 ] (94.4%) . {LFIREEEE 679/767 ] (88.5%) =R bhiz, WTh» 0
TREARN %A LOBHWERIXITERNO LBV ThoTz,

11



4 WThPOBRCRARE 5% LOBIER (ONO-4538-44/CA209649 RE)

T Btk (%)
Lt A ICERER CERERE
Exm 78241 767451
(MedDRA/T ver. 23.0)
4Grade Grade3-4 GradeS 4Grade Grade3-4 Grades
éﬁllﬂtm 738(944) 462(59 1) 4( 0.5) 679(88 5) 341(445) 0
Bi ‘ 323(413) 20( 26) 0 292(381) 19 ( 25) 0
TR 253(32.4) 35( 4.5) 0 206 (26.9) 24 ( 3.1) 0
R 195(24.9) 17( 22) 0 166 (21.6) 24 ( 3.1) 0
Lk O 73( 93) 2( 03) 0 61( 8.0 0 0
‘DVW& ' 57( 73) 7( 09) 0 47( 61) 1( 01) 0
ﬂsﬁéjﬁ_:x_—nz\a'-—- C 21(283)31( 40) 0 190(248) 22( 29) 0
REMERER = = — o F— 137(17.5) 16 ( 2.0) 0 119 (15.5) 14( 1.8) 0
SRIER 59( 7.5 2( 0.3) 0 61( 80) 1( 0.1) 0
HREALE s 2( 549 0 0 38( 5.0) 0 0
E‘fﬁ 40( 5.1) 2( 03) 0 17( 2.2) 1( 0.1) 0
BRI BRE ka..::;,ﬁrﬁ IR A R e e i S R
ﬁ?qﬂﬂtmﬁf) 158 (20.2) 83 (10.6) 0 118(154) 67( 87) 0
/AR 156 (19.9) 20 ( 2.6) 0 115 (15.0) 19( 2.5 0

TARGHUBY I/ AT 2T 122(156) 12( 15 0 69( 9.0) 5( 0.7) 0
—PHIm

A1 BRI 112(14.3) 23( 2.9) 0 77(10.0) 13( 1.7) 0
To5=VFI)RNTrRT75—PH 89(114) 6( 08) -0 50( 6.5) 5( 07) 0
m

Y S—EHm 89 (11.4) 45( 5.8) 0 34( 44) 16( 2.1 0
75— 71( 9.1) 21( 2.7) 0 22( 29) 2( 03) 0
AT Y RRT 72— 52( 6.6) 5( 0.6) 0 34( 44) 2( 03) 0
M EY LM 48( 6.1) 4( 0.5) 0 32( 42) 2( 03) 0
HERD : 45( 5.8) 2( 0.3) 0 33( 43) 1( 0.1 0
=411 203 (26.0) 47( 6.0) 0 171(22.3) 21 ( 2.7
SFHERIA E 191 (24.4) 118 (15.1) 0 181 (23.6) 93 (12.1)

M /NRIiD FE 157 (20.1) 19( 2.4) 0 145(18.9) 13( 1.7)
Emma/)r 63( 8.1) 5¢( 06) 0 55( 72) 11( 14)

6 A Ry S s S e N e e

Y ©202(25.8) 30( 3.8) 0 173 (22.6) 17( 22)

S SIHE 73( 93) 7( 0.9) 0 81(10.6) 10( 13)
gz 64( 82) 4( 0.5) 0 22( 29 1( 0.1
62( 7.9) 6( 0.8) 0 45( 59 5( 0.7
2( 54 2( 0

0
0
0
0

MR
0
0
0
0
0

94( 2.0) 11( 14) 0 ;81(106) 6( 0"
®% 74( 9.5) 7( 0.9) 0 12( 16) 0
54,_(_.6'_9_)__1(_ 0.1) 0 8( 10) o 0

REHE U IsT(200) 14 18 o0 139(13 1) BC 1) o
12



SEERIASE e PR ) —
Ry AR+ R U ds-3v 5 5
- 782451 76761

(MedDRA/T ver. 23.0) -
éGrade Grade 3-4 Grade 5 éGrade Grade 3-4 Grade 5

0

mﬁ?’i{iﬁ%"?« R
48( 61) 4( 05) 0 10( 13) 2( 03)

7233 2K HLAERRERAIC 15\ TR I 466 B (59.6%) | FFHAERRE 203 1 (26.0%) |
infusion reaction 111 ] (14.2%) . FIRIRERERESE 96 B (12.3%) . BRAFHRAARAE 68 £
(8.7%) . KEB% - INB% - EEDTHIS2 41 (6.6%) . FEMEMER 4261 (54%) |
EE OB NREE 28 61 (3.6%) . THBEHEE 26 B (33%) . DWE 1561 (19%) .
BARMASZERAE 13 61 (17%) . FFR 7 (0.9%) . TEARRERE 6 f (08%) . Al
RRHREEREEE 4 B (0.5%) . BESS 3 B (0.4%) . LB 2 B (03%) . 1 BUHERSS 1 4
0.1%) . BEIEHE1H (0.1%) | FkE 161 (0.1%) RUHETL 141 (0.1%) BBH L
N, %7, BEGEAE, Bl - ML, Bk, SCHREE, ER2LEEE. B
FERFde. BFRA. FRHEOS, MRARERR R CIEBHMIIED biahoi, FEIE

ARBRRIBETSR ERREMREZ L) 2 BUEHERETT,

G@HEEEIFSE /MR (ONO-4538-37 RER)
HEBESIIARA +LFHRIERE 358/359 6 (99.7%) . 7T &R +HLFEHRIERE 357/358 1
(99.7%) IKFAD B, AF. 7F B RMEERE L ORRBRBEETERVAEF
BAITAHK) HLEFERE 351/359 411 (97.8%) . 7T & A +{LEHRIERE 349/358 B (97.5%)
RO LNz, WTNOrOBETRARN 5%ULOBIERIXITRDO LB ThoT,
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£5 WP OBCRIARN 5% EORBIER (ONO-4538-37 BB

% Fizk (%)
9,
%%gfégﬁﬁ AA+ L RERE 77 e R HUF R
g 359 45 358
(MedDRA/J ver.22.1) % Grade  Grade 3-4 _ Grade5 2 Grade  Grade 34 Grade 5
205(571) 3( 08) HILTH

é@]{’ﬁfﬁ 351(97.8) 174 (43.6) 2 (. 06) :

i e iR ALE
R v

**m@ﬁ““‘_”"* 201(56.0) 14( 3.9) 0 189(s28) 8( 22 0

HREALE 57 (15.9) 0 0 52(145 0 0
K= 2 — 1 F— 51(142) 3( 0.8) 0 47(13.1) 10( 2.8) 0
i 0 12( 34) 2( 06) _ 0

B 181(504) 10( 2.8) 0 180(50.3) 12( 34) 0
T®H 125(348) 16( 4.5) 0 110(30.7) 14( 3.9 0
B 72(20.1)  5( 14 . 0 66(184) 3( 0.8) 0
R 64(178) 6( 17 0 46(12.8) 4( L1 0
& 44(123)  1( 03) 0 26( 13) 0 0
_ yﬁ: _ 19( 53) 0 0 17( 47 1¢( 0.3) 0
;z;cqzskmﬁg 157(43.7)  71(19. s) 0 134 (37 4) 57 15 9) 0
/R 144 (40.1) 34( 9.5) 0 157 (43.9) 33( 9.2) 0
BmERERL 77(214) 10( 2.8) 0 60(16.8) 9( 2.5) 0
TARANRZEUCBT I N 54(150)  4( 1)) 0 44(123)  2( 0.6) 0
F AT =7 —ERm

TI=UTFI I 0Ax 41(114)  2( 0.6) 0 36(10.1)  6( 17) 0
7 =7 —¥ M

mH e ) e 88m 34( 95 6( 1.7 0 22( 61) 2( 06 0
K EW 22( 6.1) 0 0 19( 5.3) 0 0

y— 7}1/57 VBT R 21 58  6( L7) 0 9( 25) 5( .1.49) 0

1AL qcr ERTr e 5 ;---_ 0 D il S
72(201) 5( 1.4) 72(201) 2( -06) 0
59 (16.4) 0 62(17.3) 1( 03) 0
32( 89 2( 06) 14( 39 1( 03) 0
27( 7.5) 4C 1y 26¢( 73) 5( 14) 0
O BE A ﬁah%}\:;?& _\:"‘u'___-(d_k__'c' :;_..;.,.‘ '.-f'_ R e S e T A
aeg Eg%ﬁﬂﬁxé 53(14.8) 5( 14) 0 48(134) 4( 1.1) 0
REERE
b33 45(125) 2( 0.6) 0 14( 3.9 0 0
75 42 (11.7) 0 0 14( 3.9) 0 0
REAEER 20( 5.6) 0 0 21( 5.9 0 0
=437 14( 39 3( 0.8) 0 5( 14) 0 0
BRLEES 13 ( 36) 0 0 0 0
@WM&E}?& % e R T PP ey R N R
68(18.9) 27( 7.5) 0 66(184) 19( 5.3) 0
mljdrﬁﬁwr 23( 64) 8( 22) 0 16( 45 4( 11 0
ﬁ?ﬂFfﬁm&‘r 19( 53) 8( 22 0 20( 56)  9( 25) 0
3 A i i - :f’-,;ﬁ’ r:}.af “"‘ﬁuf_\,;‘:;

dasl

: 'ﬁﬁl@ﬁﬁﬁ% s

10( 28) 0 0
2 um a@f:m&yﬁxfz =
0

16 ( 5)




FI% (%)

@fﬁgﬁﬁ AF R TSR+ {LERERE
(MedDRA/J ver.22.1) 359 B 358 {5

_ 4 Grade: Grade3-4°  Grade5 4= Grade  Grade 3-4 Grade 5
T RREETE A 67 1( 03) 7 20)
%_:'L e Uﬁ &_{E -K W{Lk_g‘g&_}: 3.,_:\'-_':__-'_*!""- 1':_,},,_5!_-,._':,‘_1

» &N;ﬁéoﬁm__’.‘__?___ﬂ_’s_‘g(___. 89 SCLO 0 16 AD |

£

3'( os} ‘ "9('25) 1(' 03)

) 14'( 39)

A2 35 AH (LRI BBV VORI E 282 1 (78.6%) | T AEREE 83 1(23.1%) .
infusion reaction 48 1 (13.4%) . HRIGHAEREE 30 I (8.4%) . PREUHRMAREE 24 £
(6.7%) . KIB% « INBE - EEDOTHRI24 51 (6.7%) . BIEHERRR 15 # (4.2%) .
EEOREHEE 1461 (3.9%) . BHIEEE ol (2.5%) . BIBHEEE 6 (17%) .
AR mASZERE 3 61 (0.8%) . 1 BUBERFE 34 (0.8%) . A& 241 (0.6%) . EERM
REEE 2 B (0.6%) . FFRE 261 (0.6%) . LIEEEE 2 61 (0.6%) ROFEEBERS
161 (03%) D S, £, EEMGESE, Ok, Bk, Mk - BERE. BUE
Frge., B{biEing e, MERRAEGER, k. RERE, BENHMn, £, BREKTS
YO BERITED bR ARb o T, ABERFRERAIIEEFS (BRREEREZED)

FEDEHERET T
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(R - HE]

AR OGEMAEDEBRET NV ERA LY I 21— a2k, &% 3 mgkeg (&
H) Xid240 mg % 2 BRIFR CRE LBEOAR O MEFRENRN SN, TOk
F AAH 240 mg ZHRE LBEOBRERIZ, A5 3 mgkeg ZRE L-BOBREER L 8k
LTREZTTETFRSIAZLO0, AARAABEFCBVTIAAEIERSATWS A
- BE (10mgkg % 2 BEIFRCHRE) TARZRE L-BEOBRER & ik L &
Ry ETFRISh (TR M2 T, BEOBRBICEIT 557 —F IcE5%, A% 3 mgkg
(KE) X% 240 mg % 2 BB TRE LI BOAK OREE L B3 ITLeM
DEEZRFTT 2BERISETNVBIHBE S, YEBEEIC SOV TRIBMIThNI-EE.
LFRORE - REOMTANMER R 2MICHRRZERIIR VW E TR SN,

£ 6 FHOEWBIE NS A —F

}Eﬁff . FH E Crnax Craind14 szgd14 Cmax,ss Cmin,ss Cavg,ss
(pg/mL) (ug/mL) (ng/mlL) (ng/mL) (pg/ml) (ng/mL)
3 mg/kg Q2W 51.6 16.6 243 113 62.1 77.6
(35.2,70.8) | (10.7,24.5) | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)
240 mg Q2W 72.7 23.5 34.1 159 87.8 109
(51.1,103) | (15.2,34.6) | (25.1,47.8) | (102,254) (415,158) | (62.1,187)
191 61.3 90.8 398 217 278
W0mehkg QW | (147 919) | (s12,792) | (19.0,118) | (331, 532) (184,313) | (237, 386)

PRAE (5%AR,95%3) . Q2W : 2BMIREIMR, Coax - FIEREE OB MIEFRE, Cuinara - FIEREH14
A BICRIT DRASMIEPBRE, Copara : MEHREH14H B E COEHMBPBRE, Cons : EERBIZE
g ;%r%‘ﬂnﬁqﬂ#& Cuinss : EEFRIBICE T 2 RABMEPBRE, Conss 1 EFRIBICI T 2 FHMIED
Rle, AR OBEREDHRETNZFIALZY I 2 —v 3 U2k b A% 480 mg
Zz 4 BREAR TREXIBEAR O AL - AR%E TRE L2BOARK O Mg e %t
EfTc, EORR. K480 mg & 4 BRI TRE LB EFREICI T 2 ES M
BHRE (AT, MCagssl £V, ) 13 A4 240mg % 2 BRAMIFE CTHEE L7EEED Cages
BT D ETRENE (TR) . £, A5 480 mg % 4 AR CRE Lo E
ERBICBT5HBEMEPRE AT, Cuxsl EVV5, ) X, &K 240 mg % 2 B
FIFR CHRE L7BRD Craxss LB L CEMEZ T T ETFRIS =00, BAAREICE
WTRBERHER IN TV AL - AR (10mgke % 2 BRI THRE) T2 RS
L7BRD Chaxss L R L TIEEZRT & RIS (THR) . 2T, BHEOBEICR
Fo7—FIcES&, AR 3mgkeg (KE) F72i3 240mg % 2 BRI, 3L < 1A
480 mg % 4 WHEIFER TR E LR OAFI OREE & AT LeM & o BEE 2 ket
TORBRIGETNVBIBREIN, YZBEICOWTHREMTOREER, FRoRE -
REORTHAIMR U REMICHBRZR T2V FRISE,

16



%7 FAOKBBBATA—F

)Eﬁ?‘(f . Fﬁ é Cmax Cumind2g Cnvgdzs Cmmgss Cmin,ss Cavg,ss
(ug/mL) (ug/mL) {ug/mL) (pg/mL) (pg/mL) (pg/mL)
3 mglkg QZW 51.6 272 31.0 113 62.1 77.6
g (352,70.8) | (165,403) | (21.2,439) | (75.0,171) | (27.1,107) | (42.1,127)
727 383 437 159 87.8 109
240mg QW | (511 103) | (233,59.0) | (30.8,609) | (102,254) | (41.5,158) | (62.1,187)
145 29.7 53.0 216 723 109
S0/ QW (102, 207) (15.5,47.4) | (37.0,74.8) (145, 336) (27.5,137) (62.1,187)
193 99.6 116 396 214 275
10mglkg Q2W | (146 292) | (86.5,132) | (101,148) | (329,525) | (184,303) | (236,377

FR(E (5%4, 95%/) . Q2W : 2 IBRIRIFE. Q4W : 4 BRIRIRR. Crax: FIEIR EH OB MIEPRE, Cuinas ©
PERES 28 A BICRIT 2 BIRMIE PIEE. Coveuws : FIER 5% 28 A B TOVHMBFRE. Conss
EEREIC BT A EENEFRE. Cuns  EFREICET ZRIEMEPRE,. Cops : EHRBITEITHF
35 ifn 7 e BE

17



4. HEFIZHOWNT

ERRY 27 EEEE RMP) ICESE, AFIDERRZLMERIZS~0HHkH
B BMR TH> Ty ARORENFEERBE LD - BHEL, AFOBREIZLYEE
REWERZRER LEBICRIET 2 2 L BRUERED, U FOO~@DF+ T &=+
RICBWTHERT 23X Th 5., |

O mRizcoNT :

@1 TRED (1) ~ 5) DWPFIhPITELT IR THLZ L,

(1) BEFBRESEET 28 ADREEINRFES EREF RS A BROEEIL R,
HIAS AR HREIEHL IR FRE. MU A IRR R &)

(2) FrEMERERRY

() FWEFRAMESRRET 2DADEELE R (B ARREEEERRE., SARREE
BIRBE. A BECEENERRR E)

(4) IRILFFIEREZRE L. SRERLEREDRE 1 U SRIEE AR ok
2 DIERIEEEICHR D BHEEIT> T 5 sk

(5) PEMEREALS ERMEOMRELEIIR D BHETT> TV B HER

O-2 BEROCFERERVRERARRRORGIC o2 L BREESEM (TRD
WTNDIZEEYS T B EM) 23, YR ERAOARICET AREOEEEL LTEBSHh
TW3Z &,

*

o [ERMSEFERER 2 FOPHHEZET L7cRIC 5 FEULDOB AIBROBRFES
ToTWAHZ L, 56, 2L LR, BARDRELY XL L-BEREESOWES
ToTWBZ L,

©  EERITEURR 2 FOMHTHELET LeBIZ, MEBRBOBARYREL ST S
FUEOHLSIBZDOEREZIToTNB 2 &,

o EMARFTFRER 2 FOMMIHEZET LERIC 4 EL ELOBRERBREZAEL TN S
&, 96, 3L EIX, THLEE OB AEYERE LSO LEREOBRE %
ToTWBZ &,

@ BREADERMFREHOEHIZONT

EXLERERCRETIEEEIREESN, WESENSOBRED., A%k - &
EMERFIFROEEROEMSEICXT 5 FHRM. AEESNRKE LB 0HE
B, ERESCHIITDbRULA KRR TNBEZ &,

18




® BMERA~DORIGITOWNT
@-1 HEgRHIZE3 2B

MEMEREOEERRERANTE LZEIC, 24 FFEZRERIOT., LR
IREERERICBV T, BRRELEBERICE U CABREEE OV CT £0ORIER OERNITL
BERREOKENY APICELN, EHICHHETTRERERNE - TND T L,

®-2 ERUEHEHIC X 5AEFRNRCETIESR

BADRCED A EMMRABRROEREA T IEREEENEERE=2 Y 7
BEDEERORZ ) —= v T ETWERE & E#RE LA T 37— AEREKHIPE
BIhTwWaz l, 2B, BiEfHEc VT, PABE L ZOFREIC T EMENT
Wwaz e,

@-3 BIEROREr-XNICE LT

BIVER (RIEMERRRABITIN 2., EEGENE, LK. Sk, BEUFRAE. KIBX.
NP, BEOTRL, | BERE. BUEFA. A2, FgeeEE, iFk. @mieRe
. FIRBAEREE, TEMREEES, MREE, BEE. BITEE. MR, EEOX
JEREE, WIRMMLZERAE, infusion reaction, ERRMIKMRE, MIRETRIERRF. .
BEde. MEORER G, BRREE, LEEE (LEMB) - RIR - DEEISES) |
FRIERREE. EEMMm, ML) O LT, YR LA ERBEOFMELF TS
Effi &EE L FEHEROZEC S L THRERVXEEZZITONAEHKIZHDH T
L), BEHIETRAENRTE 2RHIES-TNDH I &,

19



5. BExHLRBBE

(B%hikic B 2 FH]

O TROBEZBWTARRDOASENKRIES LT3, i
o 22D EOCFERIEREO b B IEREIBRTREREST - BREBRAE (RABmER

5.

o [EFREREO /20 HER2 B O IGYIBR R RE R ETT - BREEAE (bR
L O E)
*: (1) AFXFYTSFVRBIRVELY, (i) AFFVTITFL, KUF—bIAL T

ARPTZAa TN, ik (i) AF PV TT7FVRRATHTT7—N - FRAZIN - FF
FIni Y U LABREA

@ EELRFMHERR (ONO-4538-44/CA209649585k) K ONEEEIFE I /MR BR
(ONO0-4538-37308%) 128\ T, FBE (LEFENIIT TR +H{LBRE) Lk
BLT, AEHEBEREOEDEINREN TS, ZEL, AFDOLERFIZIVE
EERORBERFL REEMRRBD BN (pl1~1588) | 72, PD-LIZTRKR

" (CPS) Tk ARD LRUBHERER BEANTRENTND . (pT~8BH) . &
Al LT, 2hbZBE 2, PD-LIREE R5%RM (CPSSEKM) Th oo L MR

INTEBEFICBV T, (LRREEMIC X BRIV THLER TS,
* . KFORZETE L LT, R5E4 : PD-L1 IHC 28-8 pharmDX (4 =] REBEIh T3,

@ TRICZET2BEFIXT 2F5F0RERCERFIEC OV T, KEOFHHE
PREILENTELT, AAORERERR LB,
o —RBERVCCKRBELZZT TOARVARFZEITHT A AR o BhE 5
* HER2 BtE0BE s 2 bFRE L OGRS
. ®T$ﬁ®ﬁ@&#rénrw&wm®#ﬁﬁﬁﬁﬁ&@ﬁmﬁﬁ
o RFEEEE LToRE

(L& 5 HIE]

O TREZYTIBFIZOVTIEHAKDOBRERERL SNTWEZ 0D, #E551T
blrnz &,
o  AHDOEIITH VIRBIEDBEEREDOH 5 BE

@ WRAIOFHHIZIH VT FRICRY TS BEIC >V TR AR OB GRS LW
B, MOBFEFREA2VEEICRY  HECAKEERT I L2BETE 3,
o FMHEMMRBOESHIIIBEDH D BE
¢ WHEGRRE CHERZ LR bé%%&ﬁﬁﬁﬁwmﬁﬁﬁmﬁ%@%ﬁ%ﬁ
FEOMICHRIEREI L DD BE
*  BHORERBOASH, XiTEBMRZRE L IXEREO B EAEKREDOEERD
HoHBE

20



o ERBHEE (EhRERBEEZEST) ObLBE
o BEEOBRRNIIKEEATLIAE
s ECOG Performance Status 3-4 ZP D B4

(ED  ECOG 0 Performance Status (PS)

Score

T

0

2 RERKEDTE 3, ZRAL AL ABEBSHRZTZS,

-t

AERIOHE LV IEBNIRIRE WA 2, SITATET, BIEECE- TOERRITI 2P TE S,
Bl : EOFRE, WEER

HEAAHRETEAOFOEY O Z L iX X CRBEMERITERY, E*@m%uLmA/b%T@“T

alwiN

RohEEAOEORY D b LATERY, AR 50%ULEEy FOAEFTAIT,

Z2ET RV, BAOHOREY O L2 TERY, BERAy FIBFTEIT,
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6. BREICBRLTHETR&EIH

O WXEFICMZ, BIERFEER PRUET 2 EEHE 1T 5 & AR 0 Bt K OSE 6
RO DI HERERETDICBB L THrLERTAZ L,

@ IRRBIRICET D, BE NI T ORRICEDER ERER+ATHL. AE2E
TrbiRETHZ L,

@ AFH LCERIEL OBRABREONE KT 2354, PDLI RERLRERT - &
DEE LA, PD-L1 ZBENRHERE TERVIBAITIEL, &K L bFEEL 0tA®
BEZEIICH L ETRETA D L,

@ FEREWERO<=ZT AL FooWnT
© FMEERRBELLONDZ LD D DT, AROREITH > TiL, BHKE

W (FRREEE, o, BEE) ORBRUIN X BREOERE, BEr+5
ATS5 2k, ¥, BERBE L THE CT, IE~—V—S0RELEHT 5
z &,

s AFOBEIXEED infusion reaction 12 2 CHRAKICFOARRIED TX A%
HEAT o7 ECHEAT 5 &, E72.2 [ B LI OAHR ST infusion reaction
BHobbhdZlbdHd0T, ARREPRUVAHFBRERTHII AL ZAYA
YERETHE, BEOREBEROICBET S L, 728, infusionreaction %
EBRLIZBRITE, S TOMERWNERREZELICEE T 5 TREL o
THIE, _

«  HRBEERE, TEABEEERVRIBREERHLDLNEZ LR HEDT,
AF| D% 5 BRI R O 5-H1 B I BRI NS W Re R 2T (TSH., Wl T3,
TEHE T4, ACTH, P VFY — AV EORIE) 2ERTI L,

o AFOREICLY, BEORBERISICERT % &EZ DAL 2R BORE
BHobhdZeBdHs, RERRD bhEHEAICIE. RALEASRIISLE
HE R & RR A O ER LB U CETRERZE 2T, BEORE
BISZ K 2RHER R EON 2 HEITIE., FFNOAREXEPIE, RUBIBKRE R
NEVRIDREEEERTHZ L, B, BIBRESNEOBREIZ L EIE
ADBEERRD b NBRWEEITIX, BIBRERVE VLSO SEmER 0B
bEERT 3,

¢« RERTE SUEM»LEIARRBLTHLEERRRET I L B850,
FHRIOHBE-RTHRICHLEER ORI ST EET 5,

o 1ERERE BUE 1 BERFZED) BNbbbh, BRFEES 7Y F—Y X
WKEDZENHDDT, AE, Bl BEHEOEROEBECMEES LRic+
DEBTIZ L, 1 BBERARELNIZEACIIREEZPIEL, £ 2 ) V8
ROBREZDOBEYZRABEEZITH Z &,

o BMERTR. FFR2, FFgEEER, Tk, BB ARS bR - L 2h 3
DT, EHOIIFEEREZITV. BEOREBEZTOCBETE L,
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® AFIOHEKRARICIENT, RERHEHOH 1 FERIX6 BRI . ZhIREX, 12
BRI L ICE DD ZITo TV Z L E2BEI, ARRENIEFNICER
RETHROMRBZITI Z L,
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REERHEETA FT4

=RNeT (BEFHEEEZ)

(RFE4 : A7V —RERBE 20 mg, 70— R ERBE 100 mg, 37—
_ WREEHE 120 mg, 37D — R KHHE 240 mg)

~ BRI AR B fE ~

YR 3 08 H (ffn44E5 A%ED)
BB



B

1. IZC®IC ‘ P2
2. AFNOFH. 1ERBF P3
3. ERERRENAR P4
4. FEERIZOWT P10
5. ERIRE2BBE P12
6. BEIZBELTEETREER P13



1. EILHIT

B DRHE - ELIEDTROT DI, TR TR LSV ISHE R AR
bhd, E6IT, WFEORZEMOESIC L Y, FAERER R & OREH TR ERS
FEERMBEABINIF T, ZhbDEXRGK Y BICHERBEICEMT 3 2 L BBEED
PR L 72 o TR Y (REMEBOEE L skE DA #F 2016 CERL 28 42 6 A 2 HEZBRE)
RBWTH, EFNERRZOERAORBEIEELZRSZ L L ST\,

FAEFRSFERRT, BREAPREM T 0 77 A VRBEHFEOERS LB L Mc R
BRBZENRDHD, O, BMERTCEESMIZE T3 HERI+0EET 5 o/,
YUREERMOBBELZBZITIZZ LB HFSNIBFICH LTHERTS L L bic, BIfE
RAPBERE LB UNERRNE L D2 L BARER—BOEG L7 T E R o
THZENEETH S,

L7eBioT, KA RTA Tk, EREESLCINLE TRBLATVWAERIKEY -
RENRMICESE, UTORERORKBERFERZHET ZBANOSLERESE, EX
FROCEEREE T, , '

BB, AHA FTA 0%, MSATEIE NE R R EREBR SRS, ARHEEARL
BRIRER S, —RILEEA B ABRARIES, BEXREFFBEHEA A AMEREEEN
— AR B AR ORI OG LER L.

RRERDERES : A7 V- AR RERE 20mg. A7 P — R AT 100mg, + 7Y
' — AN REEE 120 mg, A7 O—REAFHE 240 mg (—R% : =
: N7 (BIETFHEBRZ))

HEERDPRETIIHE : YIBRTREREST - FROEM Bk IE

HRLRBMERVAR  B%, RAIKIR=Ar~7 (BaF##z) L LT, 1H240mg

Z 2 EMEREXIX 1B 480 mg % 4 BREIER CTRIEFHET 5,
AE) a=7 (BETHE$RZ) LRATIHEAIR. BF. BA
=R ~<7 BETFHE#EZ) & LT, 13240 mg % 2 @8RBI
PR X1 181360 mg % 3 BRIFIMRE CAaFEHET 5,

B R T ¥ E SIBERTERSH
(&%)

EERR D RIEIC BT 2 Y — R A R ER S0mg (—iR4 - A ¥V AvT (BETH

¥iz)) OPRENIIHR,. AERVAER

BIRE IR R - CIBRTRE/RMEST - R OB & E

RERVCRRE : =<7 (BIcFHR#Z) oftRicBN T, 8%, BAKIR Y

LAv7 (BETHREZ) & LT1EI mgkg (KE) % 6 BRIBRTA

HEET 5,




2. ARIORH, 1ERBF

F 7O — R ETEERE 20 mg, FIATEHE 100 mg, RAREFE 120 mg X O RARFHFE
240 mg (—#4 : =HRA~7 (BEFRHELZ). LT, [FF] &0v5,) . /MR
TEMBEMHL AT Ly 7 R4 ETVR M - =¥ =X X747 (BMS) #) »°
BE% L7t k PD-1 (Programmed celldeath-1) IZx9° % & Ml IgG4 £/ 7 m—F Ak
Th s,

PD-1 1%, {EMAL LY 288k (THIB, BHRE T F 25 4% 7 —THR) RUE
BRI RELT 5 CD28 77 X U — (T MREOEMLZ MBI E L AICHET 5%
FB) WRTAZANKTH S, PD-1 BHUFRTHRICHKET 5 PD-1 YV 4 F (PD-LI
BUNPDL2) LA L. VU v BRICHEE Y 7 245E L T Y U BROEME(IRBE
BIZHE L T35, PD-1 U F Y FFRR RN b b DiRL ZREEERIC RS
LTy, ENBAEREN LUK LZIESERKICKITS PD-L1 OFRLITEROLEF
HiR L O ADHBBER DS Z LBRE ST TW5 (Cancer 2010; 116: 1757-66),
e EMEAERE CITERRE THRBSELET B V¥ —Z=ua v (IFN)
12t 5T PD-L1 OFENRFE S, &8 LEEMRBICIIT 5 PD-L1 ORI LIFERO
AR & ORNCIEDHBEBERH 5 & OHmE L H S (Sci Transl Med 2012; 4: 127-37)
X5z, PD-L1 #MBIFR IR M. FURERM CD8 Bt T Mt oM E
EMEE2EEE S ¥ 52, H PDL1 HifAT PD-1 & PD-L1 & DS ZAET S &2 OHMIR
EEFEENREET S 2 EBRRENTNS, B Z 225 PD-1/PD-1 U ¥ FRREKIL, 23
AMBRANRHRSRNR T ME»DORBEEZERET 2HFO— L LTEX LT
5o

AFL, EERBROFE RS D PD-1 O/ 8L (PD-1 U ¥V FFEEHIER) IZfEE L.
PD-1 & PD-1 U H YV FLOEAEZMAETHZ LICLY, BATURSGRRN T MROE
AL R OV AR ST 2 MRS ETEM 2R T 5 2 & TRRN2ZNERHIR 2~ T
ZERERINTVD,

THBOMBM G AFNIEMEEEICTT A HTRERECR VG b0 LS,
Ei T R ERE TSl L RERRE M L. A, REER ORI #HERE
iz,

AR OVERBECES BEORERSC X 2BIFR%S H bbh, BEEXIIFRLEIC
ELAREER DB, AFOBREPFRUEERICIT. BFOBEL THTTV, EFFRE
B HIVEEAITIE, R L FRITE C-BEMN R & R OEM & EE LGl
GIRENBI TV, BECRERC X 5BHERS RPN 3 BEICIE, BIRRERV
EVROBREEZDBEE LB EZITOIBERD D,



3. BRPRAEA :
BIER RE/RAEAT - 536 O MR B RE DA RIS FEAN %47 - 7o E/R BRRAUR D BAR
75_’/7—'\“9—0 ’

[F2hik] :
© EWNFEDHEABR (ONO-4538-41388%) (Clin Cancer Res 2019; 25: 5485-92)
TI7FFTREERA MU X R Y T akfng & O RRE IR IAR O )
BRARERETT - BROBMREGEERE (ECOG Performance Status 0 & Of 1) 34 4%
RRITAA] 240 mg % 2 FEIFIFRECREFEE Uiz, T EFHEE B T 5 245 (Modified
RECIST criteria (2004)1225-3 < FRHFEIZ L B CR XiL PR) 1% 29.4% (95%IEHX R :
16.8~46.2) Tholz, 2B, FRNIRE LRMEIZ 5.0%ThH -7z,

© HEPRRELEFRFBMAERR (ONO-4538-48/CA209743388%)  (Lancet 2021; 397: 375—-86)
{EERIERIEROUIRT R EST - BROEMREDRIERF605H] (BARANBE6
Pleate, ARILAYY AT (BETHERZ) EOHA CIT, INHBFH] £015,) 1
30340, {bFEiE (F7F A RTFFTFURIIINVRTSF) LR PLF
¥ FF Y UaKki L OOFR) BE30261) ZXIBRIC, (LBRIEHE SR E LT, NHEF
RBOAIER R ERF L, TEHMEER Ch 224700 (PRIE [95%(E
BXME]D X, N+IBFHBET18.07 [16.82~21.45] 4 B | {bLFHRIERE T14.09 [12.45~16.23]
FATHY ., NHEFRABREIHMERREC S LR R R REREZRLE (NF—F
£R0.74 [96.6% 58X fE : 0.60~0.91], p=0.0020 [JEFlog-rank#E]. 20204E3H25HF
—&Hv vE7),
1 : 4K 1 B 3mghkg (HhE) % 2 BRIRM. A ©) Avr (ERETERZ) 1H Imgks (KB % 638
MIRIR CRIRHE L7z, BHARERICRO TR, KFERMCRE L, YY) AvT (BETER
x) EAROBREET A5 30 U EOBRE BV CHREZ B L,



Probability of Overall Survival

0.0

Overall Survival (Months)
Number of Subjects at Risk

N+ISfF2E 303 273 251 226 200 173 143 124 101 65 30 11 2

{L2peEEE 302 268 233 190 162 136 113 95 62 38 20 11 1
E1 247500 Kaplan-Meier Bift (ONO-4538-48/CA209743 FAR)
’ (EHB LS h =)



[R4iE]
OENFE DHAFE (ONO-4538-4138R)

BEEZII32346) (94.1%) KRBH LN, FHE ORRBRBEETCERVWAETER
132373481 (67.6%) \Z5B® bz, RERISUNULDEHWERIZIFTROLBY ThHhot,

1 BHEBP5%LL EOBIER (ONO-4538-41FR8) (R HARYT 848 F)

BEXSE B (%)
FEAGE - 34 {5
(MedDRA/J ver.19.0) £ Grade Grade 3-4 Grade 5

(205_) n

éEIH’EFH_ — 23 (67.6) _

:'-if.'i,- -3

J_ﬂtrmﬁaﬁTr
ggﬁ"%‘ s e

DV\H%
LB,
MR N
B AR S O R
BER
S

‘-“__._ R .. '; J‘?E;:'?SJih-q r.s«—ev B}'}
Y /\—“lfiEJJIJ

75 —¥HEm

- //\ﬂ@ﬁcﬁd‘

Camwer

WERED LUK SRR E £ B s v ey
RS _ (8 0
050, PSIKEI g it 1 % e o SRRk e Ao S o e e
BE 0
SN TR NGRS 0

7B, MREREE 2 B (5.9%) | FFHSREIESE 1 61 (2.9%) . FLURIREEEREE 4 ) (11.8%) .
MEMEMESR 26 (5.9%) . KB - BEO TR 241 (5.9%) . 1 BIEERRS 1 61 (2.9%)
PROLNT, o, BHRERS. EEOREEE, TERAMERE, BITgEEE,
BEf. EIEMIEAGE, MMt - BEIEA. infusionreaction, S & 9 L. DSk, 4. A
HAFARIE/ X Z /3T —, B/ MR HERBER, T4, #RMQERE R Ok
HREERIIRD DRdolz, REWERRBRRIIEESES (BHRREEREZST)
FEUEERE T,

QHEELRFIMABAE (ONO-4538-48/CA209743 RBR)

BEEZII N GFREE 299300 B (99.7%) | LZPHEIERE 277/284 ] (97.5%) I3
b, 1GBRIE & ORREMRMBEE TE VWA EFRIT NH GFREE 240/300 4 (80.0%) .
LRI 233/284 6] (82.0%) RO BTz, WTFNADRETREEN 5% EDOBIfE
HAIITRODERBY THhoTz,

(@)Y



E) u\—g’nmoﬁ'@&&ﬁmbss%uhoiﬂﬂifﬁ (ONO- 4538-48/CA209743ﬁlt)

(REHART X SIRE)
B (%)
HEMXSE N+IGFAIBE {LZEpREERE
X 30041 28441
(MedDRA/T ver. 22.1) 4£Grade Grade 3-4 Grade 5 £ Grade Grade 3-4 Grade 5
2BHER 240(80.0) 91 ( 30.3) 1 ( 03) 233 ( 82. 0) 91 ( 3. 0) 1 ( 0.4)

0163 3(
$30143) 3¢ 10)
i6( 53 1( 03 _

62(20.7)  10( 33) 0 21( 74) 2( 07) 0
30(10.0) 1'( 03) 0 104(366)  7( 2.5) 0
12( 4.0) 0 0 42(148)  1( 04) 0

0 41(144)  6( 21) 0

i S FRen it S wRh e Sl
3 : a(137)  3( L0y 0 55(194)  5( 18)
WHE 25( 83) 0 0 44(155)  12( 42)
P 16( 53) 0 0 5( 18)  1( 04 0
yR—Em T 20( 67) 13( 4.3) 0 T1( 04) 1( 04 0
73 S—Fiam S17( 5T 7(-23) 0 1¢ 04) 0 0
75=v7I) FFvRT=  16( 53) 2( 07) 0 0

PR 15( 50) _ 0

(==

837

3 o ¥
o o

] ‘"*‘Imﬁhﬁ@ .E’Eﬁ@?@"’*

6( 20) 0 102(359)  32(113)
FHPEREAE 2( 07 2( 07 0 71(25.0)  43(15.)) 0
/RIS 2( 07) 2( 07) 0 26( 92) 10( 3.5) 0
B BRI E 0 0 0 22( 17 8( 28) 0

B NH RV T, FRIREREREE 43 51 (14.3%) | AFHREREE 36 61 (12.0%) |

infusion reaction36 il (12.0%) . BERUFARAARAE 34 B (11.3%) . #HREESE 22 # (7.3%) .
RV MERR SR 20 41 (6.7%) . KIB% - /MBK - EEOTHI 1961 (6.3%) . BHEEREE
15 6] (5.0%) . FR{KHEAEREE 12 4] (4.0%) . EEOREREE 104 33%) . Fx
76 (23%) . BIBMAEREE 6 61 (2.0%) . DIEEEE 46 (1.3%) . R34 (1.0%) .
BEGEAE2H 07%) . SESEL 26 (0.7%) . FHR26 (07%) . FIRMRE
5 2 6 (07%) . 4% - BEIEZ 141 (03%) ROVDLEEA 161 (0.3%) 2o bz,

7



Eiz, 1 BUERR. BUERA. R4, thﬂ%‘% HEELMEES. MIRERAERE
B, . RERE., EEHOLEEILIIR® bhikd o, ABWERRBRIIIEE
% (BAREERELED) 280 E2TT,



(R - FE]

AE O BEMEYBEESNVEZAR LIZY Iab—Ya izl b, AF 480 mg 2 4
B RRIR GRS XIBAR O B - ARETRE LEZBOARK O mETRESKRI S
Fr, ZFOFER. AK| 480 mg & 4 BRI THRE LB O EEIREBICIIT 5 FEMmFT
BE (LT, TCagsl £V 5,) 1%, A 240 mg % 2 BERIR TRE LICBRD Cagss &
BT 5 TR (FR), 7. A% 480mg % 4 BEIRER TR S LizBEOERR
BICB2RENEPRE CUIT. (Cuxsl &9, ) X, A 240mg % 2 BRFR
THE LT BED Coness & B L THEIEZTRT TSR bOD, AARABRFICENT
BRMERFEER S TCVWA AL - AR (10mgkg % 2 BRFER TRE) THRAZERS L
BED Craxss & B L TREE AT ETFRIEHE (TR) M T, BHEOERICRBITS
F—F K-S KK 3mgkeg (KE) Xid 240 mg % 2 BRI, & L < i34A| 480 mg
% 4 BB CERE LEBEoAR OBREE L AP IIREMN L OBEXRFT DR
BRISETFAMMEL SN, YZBEEIZOW TR Toh R, LREORE - AED
B CHMER AR EZRII 2V e FRISh T, £, ENREPREREIC
BIFEF—F I ESEBELEBERIGEFNVEFALT, A% 3 mgkg 2 BRERT
#5), 240 mg 2 BRIFRTHRE) Xt 360 mg G ARERTRE) LAY oaeT

(=T Z) 1mgke (6 BB THRE) 20HA LEZBEORDMEROZEEZRE
LicfEsR, FEROMAE . BROB AR OCESMICARRZERII 2V L TRIS I,

£3 FHORHRMR NG A —F

- B Crnax Cqmdzs Cavgd2e Crnax,ss Crmin,ss Cavgss
(ng/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL) (ug/mL)
3 mgfkg Q2W (35.52}760.8) (16.25’,7-:0.3) (21.3231(1)3.9) (75})33171) (27.612,'107) (42.717,'?27)
240 mg Q2W (51.712,'103) (23.333'29.0) (30.‘2'20.9) (10;,5;54) (41?57,1;53) (62.11(,)9187)
480 mg Q4W (10;?;07) (15.25?17.4) (37.?)?';)4.8) (142,1 gas) (27.751,'i37) (62.11?9187)
10 mg/kg Q2W (142,9;22) (86.959,.?32) (101,1 ?48) (323,9 225) (1842t,1 gos) (232,7277)

U (5%, 95%44) « Q2W : 2 BRIRIRE, Q4W : 4 BRI, Cou: FIEREHR OB MIEFIRE, Crinas :
FERE% 28 A BICRT 2 REMETERE, Cuges : IEIRS% 28 B B TOFEHMIEFRE, Cruxs
RERBIZE T ARBLETERE. Cuns 1 EFRIBIZBIT 2 REMEPRE, Cues : EFREBICBIT DT
By i i iR AL



4. HERRITOWT
ERam ) A7 EEHE RMP) IE3%, AFOERMLZEMERTE~DWHAH
BHDLMRTH> T, AR OBRENEE2BELZZH - HFEL. AFORECLVES
REWERZRBR LRI 2 2 EBRBEREZD, UTFTOO~BDT T &+
IBWTERT5X&EThH S,

@ mERIzoOVWT

@1 T?ﬂ@ (1) ~ 5) DWPTHMLITEYTEIERTHEL,

() BAFZBRENEET 208ADREEILSRRS GOEFRSADREEN SRR,
ﬂﬁim:/u SR EEIL AR, HURAS AR )

(2) HEHRERDT .

() FEFERMEIIEET 5 BALEEEREE (Z’)lb%ﬁ:@%ﬁaﬁ:’f‘ BE, 2SARHGE
1wk, BARBREERERER )

(4) SRILBRERERE L, SSRIES L EREZ R | IS RIEE L REDRE
2 DREFREEITR B BHEIT-> TV B R

() TUEBRMEEANGEENMEOHREER L BHEIT-o T\ AR

@2 FEMBT R EOLFRER ORIEA R ORI +H53 2 ki & RBRE -
il (FROWTIPICEYS T 2IE/) 23, YR RAOFKCET 2 BROBES L
LTEEShTWa Z &,

&

o [EENEFTFEEE 2 FOMPIMEEZET LRIC 5 FULORAISROERIHE %
ToTWBIZ L, 56, 2FEMU R, PAEMRELZT L LEBKREESOWFES
THoTWBARZ &,

o ERMEFREE 2 FOFTHEZET L2BIZ 4 FEULOBREBRFF LTS
&, 96, 3G X, BB EED R AKYIRE RS T R SRS O
THEZIT-oTWAZ &,

@ BENOERRFRERDOKHIZOWVWT

EXMLEFRERICRFT2EEEN B SN, WESENOOERED., A - %
EMERZHFEROBTHR NEMEICHT A IERIEM®. 5 $$%ﬁ=§é$ Li=BEaomE
£, SRESHIZITbRBEHNE->TNEZ L,

10




® BWER~DOFISIZDWT

®-1 MR 284
MERERZEOEERBWERANRAE LZEIT, 24 RFEBRERIOT, LR

PRBERRIC W T, R LEEHER D CTABREERK U CT Z£ORWEM OERIZ L

BERREOKENY APB LN, EbICHGWRZERIE-TWE I L,

Q-2 EREEHIC LI EBERNSCHETIER

BABECHED 2 EMN MR ECREL BT 5 EREEE SEWERE=4 Y v 7
EEDEERDOAY V=V FRITOERE L 58 % 1A T 55— L EREHINE
BEhTWBZE, 2B, BEEEICHOWT, PABELZOFRICTSICAmMEINT
WwWaz &, : '

@3 BHERORBFCRRICE LT |
BIER (RIEMEIRRBICI ., EEMFEE, LK. R, BREBUFRARE. KER.
NS, BEOTR, | BUERA. BUERFL. AL, RS, k. @ bEpy
Zo. FRIRMEAEIEE . TRMAKRMEREE, MREE, BEE. BITEE. M. EEOK
EREE, #HARMAZERE, infusion reaction, EERMKEE, MRERERHE. B,
Bede. BEORERIG, WRIREME, DEES (LEME - R - LEEHMRNES) .
FRIERRES, MM, ML) TR LT, YR ULEMEREREOEMMEE TS
EMLEEL EHEROZHCINCE L TRERVXEZZITON2RHFITHEZ

), BEHICEYRABN TE SERINEBoTNDH T L,

11



5. REXRBRLRDBE
(AahEICBE+ 5 FE]
O TROBECBWIAROFESEIRENTVS,
o (UERIEREE A T D UIRRRR AR ELT - R O BRI R RS (AHIEm S
o (EERRERIBR OIS EST - BROBMEPRIERE (fv) AT Gl
=% z) & OBER)

@ TRICEYT AR ORERHAFECOWTIL, FROFEDHERRLEINT
BT, ARDREXHRL 2L,
o (EFERERIGREE O 2 A B S
o FOmMBRE

[Z2tizB+ 5 FE]

O TRIEERYTIBREIL OV TRAFORENERL ShTWBZ b, BERTT
Planz b,
o AFIORESTITK LIBBUEDBEERED H 5 BE

@ WBERIOFMIZIS VT TRICKY T2 BHICOVTIE, AFoRE#HE S 2
B, MOBKBRRE A RVBEICRY , BEICAFZERATIZL2EBTE 5,
c MEMMRBOAHUIBEFEOH 5 BE
C o IEMERRE CTHER 2R D 5 BE R UNEBIE O BN R il gt i 2
LD RIFHRLB S b2 BHE
HORERBOSH, UTBMRLE L IXFERED A CABERADEERED
HHRBE
o [EESHEE (GLBMRBREELZESD) ObsaE
s WEOBREIIREEZATIAE
«  ECOG Performance Status 3-4 0 D g3

&1 BCOG O Performance Status (PS)

Score | B

0 | &<HBERIEHTES, BFEATL FLEBBAEESHRZITLS,

AKRICE LV EBZHR SN X, HITAREC, BIEECE-> T OIRIIT S - LA TE B,
Bl BOEE, BHEE

RONWECEHOHEOEY DI L LATERY, BFOD S0%UEERy FARFTEIT,

W (N =

28TV, BOOHDOEY D= L& TERN, B2~y RMVKRTF TR,

12

BT CESOFOED O L BT _THREEMMEZIITERY, BFD 50%U EiZ<y FA TR T,




6. REIZELTHETN&EEH

D FFTEZIONL ., BERFELE DSRMT 5 BREICE- S & A H O R R OBEIEE
RO DITHEREREHDICEBL TOrLERTLHZ L,

BEBIICEST D, BEXIFORBECADERVERIEEL HARAL. RELZE
ThboRETRZ L,

ERBERAOR AL FZHOWT

@

®

BIEHEEERR D bbhd 2 ERHEDT, AFDOBRECH Tk, BRIKE
IR (PEIRPREE. Wk, HEE) ORSRERUIE X BREOCERS, BlEL 1+
WAT5 2L, ¥, MERIGUTHRE CT. IE~— v —%F0REEZEMT S
ZE,

AF| D EIXEED infusion reaction 12 2 TRARKIC oIS OTE HHE
BxIT-o7= ECHEET 5 2 &, 7.2 E B LD AHFFE 58F1T infusion reaction
NhHobdZEbbdDT, KFREDRORAEELTHRII A ZNVTA
VERET A%, BEOREE OIS TS 2L, 2B, infusionreaction Z
EELEARIT. 2 TOBBERVERNESICEIET 5 £ TRE L +olg
T35 L,

R EEREE, TERBERERVRIBEERS bDOND LA HDLDT,
AF| O 5 BRERTR O SRR I ERIC N WS RERRE (TSH. R T3,
WElE T4, ACTH, M=o vFY — AV EORIE) EEBTDHZ L,
AFIOBEIT LY | BEORERMCERT 3 L5 2 bhdiks REBORE
Bhobhaitibsd, BERBDENHAICE, BRALEFLRIIG LK
%W%&ﬂ%kﬁ%%ﬁo@ﬁaﬁ%bfﬁ@&ﬁﬂ%%%ﬁV\@EDﬁE
R L2 EIEAREDN S BATIE, AFIOEREZHIE, RURIERER
NEVRIOBREELFEETHZ L, 2B, BIBREFRNVEVOREICXVEIE
FOBENED HLNRVEAIZIE, BIRKEFNVE S OREMFIR OEM
LERET 5,

BEERTER. BCAR» OB ARB LU THrLENERBRRE T B H 57D,
AR OB EHKTHICHBERAORBCHICERT 2, ‘

1 B (BIE 1 BIBERBEEZESL) bbb, BREES P T F—V R
KELZERHZOT, OB, B, BHEOEROREHRSMEFED EFIZ+
SEBETAHZ L, | HERBRRDN-BAICITREEZHEL, AR ) VH
HoOBEZOBINBROEZITI Z &,

BUERTZ. FFARE. FHgeerEE, i, BEERERRH b I e BH D
DT, EHCITRERE 2TV, BEOREL HYCEBETSZ L,

AFOBRRRBICBN T, UTFD¥ A IV 7 TEMDEDFMEIT-o TVl L &S
iz, AFREPITEHNICEBRE THROBEREITI Z &

ONO-4538-41 Bk : 6 BRI Z &
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*  ONO-4538-48/CA209743 Bk : ®E5BA L 1 FEMIL 6 BT &, T UEIX
12ERZ &
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BEEREETA R4V
=R<T CBEFHEEEZ)

(R4 : A7 —FRERE 20 mg, F7V—RRRKE 100 mg, F7P—
A AR 120 mg, F 7V — R RHHTE 240 mg)

~BREE~A 7 YT 74 PARELEM (MSI-High)
EHET D% - ERE~

ST2E2H (fFf445 AWET)
B4 EE



B &K

R

IXE®IT

AR DR, TERBAF

B PR AR

TEERIZ DWW T
BEXBRLRDEBE
BREELTEETREEHE

P2
P3
P4
P10
P12
P13



1. Ui

EER R OFDME « BREMORRDOT DT, HRASTEZSCESWIEIERER KD
Bib, SbIT, HEOHRZEEOERIZ LY, TiRERR 2 & OEFRIRFTRIERR
FEEBREKRINZP T, THDEXRRZEICKHERBE ICRET 2 2 L BAEED
L 2o TRV BREMBOEE & SCEDEA LS 2016 (FEL 28 4 6 A 2 B HERE)
ZRBWThH . BEFMNEEREOFERORBELHEEZRLZ LN TV,

FHREFARFEE ML, BRERRCREN T 7 7 A VERFEOERL AL MR
RBEZERNHB, ZOD, BYIMRURESHICETA2ERB+SERT 5 E TOR.
W EERROBEL B ZITR I LBNHFSNIBECH L TERT S L & bIT, BIE
FAMRRB LB nE e g & 32 L NTRER— B0 EM 2 T EREE TR
TEZLEREETH S,

LEERNoT, BHA FFAL 0 Tid, BREERLINE TE/LN TV DEFFHEFH -
BRI ESE . UTOEEMORERERAZHEET 2BRN O LERESR, X
FROBEFEEZTFT,

B, AHA KT A %, MSTTBIEAE RS ERSRRAIEE, AStHEARK
WGERIEESS . — R EEA B ABRARES R O—REAEA B ARBBRRES OB
Db EER LT,

Rt R BERKS AT U— R AT 20 mg, A7 YV—RAEFE 100 mg, 7
D— R AEBE 120 mg. A7 V— R AREE 240 mg (—RA ¢
—RN<7 (GlETHERZ) )

B L RBPRENIDE : BALPIERICHE LRI ET - BROEHRES

A r7uYTF T4 MNREEMK (MSL-High) 28T 5% - ERE
HRLEABERVEE  BE. RACII =R <7 (T z) & LT, 1E240mg
. ¥ 2 BRI 1 [ 480 mg % 4 BRI CARSET 5. 1

Y aes GREFHREZ) LHRATIHEIL. BE. BRAIZR
=ARAN<7 (BfFE#z) & LT, 16240 mg % 3 BEEHER
TAEABRET S, TO%, =R~ T (BETFHREZ) L1
. 16 240 mg % 2 AR XIL 1 F 480 mg % 4 BEFR TR
BWHET 5.

B R R X E DEFERTERSH

(&%)

MSI-High # 8 3 2% 8 - EBEICET 27—/ [EFHER S0mg (—R4% : Y A

<7 (BEFEHRZ) ) OPEXIIHE. AERUCHE

B he XX 5 B BACERIERICHEE LAY RE R ETT - BROEHRES A
radss4 NAREEM (MSIHHigh) 283 555 - EBE

AEROHE: =FfALrey (MEFRRZ) OFRICBWYT, 8%, AKX
ALY AT (BETFHEKERZ) LLT1E Ingks (KE) #3818
RIRIRE < 4 BLARERHET 5.

2



2. FRIOREE. (ERBE g

ZF7 V=R RTEFHE 20 mg, RRMEFHE 100 mg, FARMREHE 120 mg R ORARST
240mg (—MR4 : =RV ~T (BEFREZ) . LT, TEH] 205, ) ik, MNEFE
mIERARILE ATV 72 BTV RV -~ ¥—X X747 (BMS) #h)
MBpAFE L7zt b PD-1 (Programmed cell death-1) {23 % & FIgG4 &/ 7 n—F Vi
Heh s,

PD-1 i, &M L L72Y "Bk (T AR, BMIRE O F 2 7 0% 7 —T fifR) ROVE
PERAINRIC RIS 5 CD28 7 7 I U — (T MR OEME L 2 REBIANICIE & AICHIET 54>
T BT 32EARTH B, PD-1 3R TMAEICREST 5 PD-1 Y ¥ K (PDL1
KEUPD-L2) &¢HREA L, Vo SBRICHBIMEY I Z2EELTY U NBROEELIRE S
AIHE LTS, PD-1 UV ¥y FRAURB TR E F O RIEEERICRER
LTy, BIERAERE N LEIRR L ZEEM&ICIIT S PD-L1 ORRALTEROLERF
M & ORMICADHBRBGRSH 5 Z L BHE S TWS (Cancer 2010; 116: 1757-66)
Tl EHERAERE CIHERBREE THRA/EAT IS V¥ —T = H < (IFN-y)
L > TPD-Ll ORAXFEIN., & LI EEHRICBIT S PD-L1 OB LFED
AR & ORICIEDMHBERE N H 5 & OG5 (SciTransl Med 2012; 4: 127-37) ,
S HIZ, PD-L1 ZiAHIRHE S8 AMBIL, FURGRR CDS8 Bk T MM OMAEE
EEZWE S ¥ 58, Hi PD-L1 HifkT PD-1 & PD-L1 & OfAFHET S L Z0HIE
GEEEREET I ZENRENTVS, 2O Z 255 PD-1/PD-1 U Hv FREI, A
AAIRRTURFFRA: T MRS OREEE 2 ERET FDO—o L LTEZ LT
5,

AFNT EERBR ORI O PD-1 OHRSMER (PD-1 U 7 FRESHEER) 124 L.
PD-1 & PD-1 YAV FLEOFBAEBEETIZLICLY., BAREARAS T MIROTE
HAER OB AKRIC K3 2 MIREEEEZ BT 5 2 & TRENRTEED R 27T
ZEBERINLTNS,

:anﬁﬁﬁ%u$ﬂm%ﬁﬁ%ﬁﬁ?5%t&%ﬁ%&&U%é%wkﬁﬁéh\
TG - EIBBAE LR L LBRKRREY £l L. A9, BeMR OEAMESHES
i,

FANOIERBAFIZES BEDORERIGIC X 2BIERASRH bbh, EEXIIFETIC
BOARERD D, FHOREPRURERITIL, BEOBEL +/ITTV., REIR
B OIFAFEITIE, BE LU ICBERITE U BPIR2 R & R & R ER &8s L (il
SR ERIRHT 21TV, BEDRERINC L 2BIEAR DN D BAICIE, BIBRESL
TR OBREFEOENRVBE LT O BLERD B,



3. EREERAR

BIALFRIERITBE L BRI ET - BROBHE~/ 7 uYT 714 bR
ZEME (BT, MSHHighl &5, ) 28T 5580 « EREOARRICHHEZ1T -7
ERBEERRRORERE T,

723, TMSHHigh T 58%] CBEL T, [PCRIEIZX Y MSI-High &S hic
B 2BRT 3854 $&E) 12i% TMSI-High (PCR k) #FT58%F ] LRiL. DNA
IRT Y FEERERTRE L TCWS L PR INBEYERT 256 (B&) . ¢
72bH [PCR IEIC L W MSIH-High L ¥E S vz B ids@Eimdkibs® (UUT. [HC]

LS, ) Bzl IRy FEEEEXRE CIF. TdMMR] &5, ) LHESH
7BE ZERT 5BAIIX IMSIBigh #8732 8% ] &KL LT, HCILIZ L 5 MMR
K7 L PCR EIC L 2 MSI RED—EEIT 96.6~98.7% FV. ThHHZ LER@EINT
W5,

(F%hit]
WS TAERER (CA200142 ) @2

(AF|BAM 5

{L2ERERED 3 5™ G EIR R ST - B3RO dIMMR ®¥ XjX MSI-High (PCR
®) O 2HT AR - BEREAE 74 fleRIT, AF 3 mgke % 2 BRI TAR
%L, TEHMHEE THAEMER RECIST A4 F7A 2V 11 RIZESSBRERE
ERREIC L 555258 (CR) XiIESER (PR) ) ORRIX. 31.1% (95%EHEKEH :
20.8~42.9%) Th o,

(E1 1 indor Naralane M et al.: J Clin Oncol. 2002; 20: 1043-8, Bertagnoli Monica M. et al.: J Clin Oncol. 2009; 27:
1814-21, Ferguson Sarah E. et al,: Cancer. 2014; 120: 3932-9, Wang Yang et al.: J Mol Diagn. 2017; 19: 57-64,
Smyth Elizabeth C. et al,: JAMA Oncol. 2017; 3: 1197-203

(2 04209142 REROBIKD 28— kD 5 b, LEIERED 5 MSHHigh 2 AT 5608 - BB HR &
Liras— MNeBI 2 ARIERBERRUAR L ALY AT (HEEFHRRL) LOFRARSHEORERIC
DNWTEEL

@) D7 oL Y I VVRABHEFARVOF XYY 7IF U XidA Y ) 7 v EREARSE S 1
U EDIWEREROHZBERRR L I,

(4) gy rhiz B3\ C, THC I L Y I R~ v FEHE S /37 T 5 MLHL, MSH2, MSH6 Xi% PMS2
DOWTNAORERED LRARVBEIC AMMR LHEENT,

(&5) pEgen st 1 bR Sz DNA KEBWTC, S RO~ 7 ¥F 54 hv—b—2fixts L T4
AT, 2BEU LD —H—2onWT, 6BEU LD A s YT T4 hv—h—EEFRNERLTIEE
121 30%L LD~ —F—izoWW T, PCR IEIC L 0 ¥4 O BEBRE &n/3FE61C MSHHigh L HESH
7



R1 BERAUHRRUEDR (CA209142 BB
(RECIST ver.1.1, HZMAMIToHSMRE,. BERTEMYE, 2016E88 10 B5F—¥ v h27)

- Bl (%)
HERER A Y
5% (CR) 0 0
wWaEs (PR) 23 (31.1) 19 (35.8)
®  E (SD) 29 (39.2) 21 (39.6)
® 1T (PD) 18 (24.3) 10 (18.9).
A RE 4 (5.4) 3 (5.7)
Z=%h (CR+PR) 23 19

(ZhE [95%EERERZ] (%) ) (31.1 [20.8,42.9] ) (35.8 [23:1,50.2] )

1 AZMERTRIRER. %2 AOMEMATHRER O 5 H, FRREIC X Y MSFHigh (PCR) 275
Z EHFER XN B, *3 : Clopper-Pearsonit

(FHE LAY AvT (BIzTFHEHL) & OGHRS)

LFRER DO H 5 &) IHBEIBRTFREARELT - FH O IMMR ®4 i3 MSI-High (PCR
W) ®9 /T ERERE 119 flEdRic, K 3mgkg RO Y AvT Gt
EFHEZ) 1 mgkg %R BIC 3 BRERT 4 BREFELZE, A% 3 mgkg % 28
FFRCARRBEE L, ZEFMER THHEME (RECIST 1 FT4 2 1.1 FUCE
SLIBRBEEEMHEEI & 2582584 (CR) idHaoED (PR) ) DFERIT. 54.6% (95%
R : 45.2~63.8%) Thol,

®2 BEROHRRUZEND®E (CA209142 BRK)
(RECIST ver.1.1, HMEARNTHSME, BRIEEMHE, 2017£ 78 6 BF~Fh v b37)

N Bl (%)

REEAZR 119 4" 62 151"
5E2R% (CR) 4 (3.4) 2 32)
=z (PR) 61 (51.3) 37 (59.7)
‘ & (Sb) 37 (31.1) 15.(24.2)
¥ 17 (PD) 14 (11.8) 6 (9.7)
A BE 3 (2.5) 2 (3.2)

#=%h (CR+PR) ' 65 39

(ZZhE [95%EHEE/Z] (%) ) (54.6 [452,63.8] ) (62.9 [49.7,74.8] )

*1 : AMEMATRRER, <2 - HOHMEITHZRER D 5 b, PRREIC L Y MSI-High (PCR) #HT 5
ZEBHERINZBE, *3 : Clopper-Pearsoni:




[ZZ&] -
WA TR (CA209142388) @2

(AFN MR E)

HEESIT 71/74 B (95.9%) CRDHIL. BREL ODREBRNEETERVEE
=X 51/74 Bl (68.9%) IZFRD BTz, BEER S%HULOBRHERIITRNOLBY T
HoT,

#23 SBEEBR %L LOBER (CA209142 RER) (LT REH)

BERASE Bl (%)
HAE 74 %1
(MedDRA/J ver.19.0) 4 Grade Grade 3-4 Grade 5
éElH’Eﬂi 51 (689) 15 1 ( 14

31‘.9*‘&1 -dh*?;—d ﬁl;%:k ?:&ZIL;L ) ‘ff.J
16 (21.6)
_ﬁu l
AT EERES FORER ORI
I 17 (23.0)
BIE " 68) 0

Y S—EHh
AST 80
ALT #5/0
7 7—f$m

S5

Bk RSk 2 5
d A 4

B, SRR/ I A 5F—6 B (8.1%) . FFHEREREE 6 4] (8.1%) . fXEES
Bl (6.8%) . FLRIRKEEEESE 5 ) (6.8%) . infusionreaction3 ] (4.1%) . BHEREREE
361 (4.1%) . KIgZ - /NBK - BEOTH 3 F (4.1%) . EEORBESE 1 4] (1.4%) |
BB HEEREE 1 4] (1.4%) ROUBELR 16 (1.4%) B3R b, -, FEEMERA,
ERGEARE. LHE. B, 1 ERA, FREa, k. EEBER, TRAHEE
B BMZS - BEPEA . BMRMARZERE, EERMKES, MRERERE. X, 5&
5. DIEREE, EEH DR OELIIED bhviaho T, ARWEARFRRIIFEES
& (MAREEREEZED) 2e0EERERT.

(AR A ) AT (BEFHREZ) &OfHRE)

HEESLIT 118/119 1l (99. 2%) WD L, IBREE ODRRBRBRESETERWVE
EEHIT 87/119 F (73.1%) RO bhiz, FEEN 5% LOBERIITROEEY
ThoT-,



R4 RBEER5%UEOBHER (CA209142 RBY)  (R2AERRHT 3 K4 H)

HEIARSER BlE (%)
AR 11949
(MedDRA/J ver.20.0) £ Grade Grade 3-4 Grade 5

éﬁ'”’ﬁfﬁ _ - 87 (73 l)_ 38 (31 9) 0

..... 3 :m**m
0
:ﬁm AT IS “. e e ..::_-'-. "__i.:.‘:_f‘.-,»,‘.i"v‘-,. SeElnE ;,__w“ F ﬂ
Fﬁﬂtﬁﬂﬁﬁﬁ?ﬁ 16 (13.4) 1 ( os) o
.__wmmefu@r N ‘rr_lgw (10.9) 0

R S R

(21.8) 2 ( 1.7 0

15 (12.6) 1 ( 0.8) 0

s 8 ( 6.7 2 ( 1.7 0
1 0

0 0

‘"Tﬂan o T (143) )

ALTHEN 14 (11.8)
Y z\—t’iﬁbu — - ﬁ r.(ﬂ 8.4

3 34)'"‘ 1

“,"‘I S N SRRy

TN a
‘m‘:;"}.“_i;&f- St e .}' m"’:ﬁ;“ ﬁmﬁ =

Fifigae ( 50) 1 ( 03)
T A NS I T —
T HEE 20 (168) 2 (1D 0
b 13 (10.9) 2 ( LD 0
bid 17 8 ( 67 0 0

B, FUIRIREEREREE 24 #1 (20.2%) . FFEREEREE 23 6] (19.3%) . MR REE 16
Bl (13.4%) | HEECFHRAARAE/ I A /XF—13 B (10.9%) . REMERERER 7 6 (5.9%) .
BHRREREE 6 B (5.0%) . BIRHEREREE 6 B (5.0%) . EEDOKMEE 56 (4.2%) .
infusionreaction4 B (3.4%) . KBE&K - MEK - BEOTH 461 (3.4%) . TEMAHAE
REE 3 4 (2.5%) . FFZ 3 61 (2.5%) | DR 1 41 0.8%) | Bge - BiBESE 1 61 (0.8%)
ROWESE 161 (0.8%) BEwb bivie, E70. B JHE, DEFR. k. 1 BURERA.
FARE, BIAGEEER, FIRMRERE, EELNLKEE, MREREER., B, 8
EOBK., BEEHMm, EALIRD b o, REIERRTRIEESES (BRR
EERAEEEL) 2 30EHERETRT,



(R - AE]

AR OBEMAEDBEETNZHA LY I 2 b—va Vit kY, &4 3 mgkg (&
B) XX 240 mg % 2 BEAR TRE LBEORK o MFEFRES R Shic, 0%
B AH 240 mg G L-BEOBRBERIT, AF 3 mgkg 25 LIZEOBRER & LK
LTHEEZRTETFHSNbO0, BAABECBW TAERARASN TV
- A (10mgkeg % 2 BREFR CRE) TABIZES LEEORER L ik L TKE
ERTETFRENT (TR) . MAT, BROBEICKIT LT —FILESE, KA
Img/kg (FRE) Xid240mg % 2 BRI TRE LIZBEORF OBREE L AT
4t L OEBEZRRT ARBERIST T ABEEI N, YRBEEIC OV TR B Tbh
R, LRRoRE - AROH TAMMERUOCRSMICHERZRIIRVWE TFRIE N, X
7-. MSI-High % B+ 2% - EERE 0T —F 250 - BEMEYEEET V. Bl
BREOTF—FICESEBESNEBRBERGETNVERVWCRE TR E 2. KA
3 mghkg (RE) i 240mg LA V'Y A~ 1 mgkg (KE) % 3 BHEMBTRE L
BEOLEVEICHBZREZERITAE LRV EHAI Sz,

#5 FAOEHBE T A —F

M - AR ’ Comax Chmind14 Cavedi4 Crnax,ss Chin,ss Cavg,ss
(ug/mL) (pg/mL) (pg/mL) (ug/mL) (ng/mL) (ug/mL)
3 mg/kg Q2W (35.523"‘750.8) (10.17?.264.5) (17.21‘,"333.9) (75.1){317i) (27?12,.107) (42.717,'?27)
i sl TG 1-712,';/03) (15.22?.354.6) (25.31‘,‘.:7.8) (10;,5354) (41?57,.{;58) (62.11(,)9187)
10 mg/kg Q2W (14;,9;19) (51.623.739.2) (79?(;),'?14) (33??232) (182,1 ;13) (233;7286)

FRfE (5%, 95%40 . QoW : 2RI, Cumax : FIEHREH ORBMIE PERE, Cuinaa : PIEHESE
148 BioH T 3 RAEMIEFIEE, Covgars : FIE 5% 140 B £ TOFMIBFPFIRE, Coass : EFRIRIC
BT BRAEMIEFERE, Cuinss 1 EFRBICIIT 2 RIEMBEPRE, Cope : EFRBICEIT 2 FHOTF
iR E

iz, AFOBEAEYBEETTAZAALEYI 2 b—va itk KA
480 mg % 4 B RERIE TR A SUIBEARO A - RS TS LB o Mg ik
ERRST SN, ZORE. A% 480 mg % 4 BREIMRE TRE LizBEOEFREBIZIT
HEHMBEBPIE CLF. (Cagsl &5, ) X, &Kl 240mig % 2 BRIFRTHREL
FBED Cavges LT B L FHRISHE (TR) . £, A% 480mg % 4 BRHFRTRE
LEBEOEEREBICBITZRENFETERE (LT, [Cuxsl &£V, ) i, AH| 240mg
Z 2 BRI CTHRE LB O Coxs & B L TEREZ TR EFRIESNTZbOD, BAA
BEICBWTESENERENTWS A - AR (10mgkg % 2 BHERMRTRE) TX
FZBE LT BED Cuaxe & B L CKEZRT L FRIEINE (TR) . MR T, BHEO
BEICBTAF—ZIcES%, XA 3mgkg (RE) XiX240mg % 2 BHEFER. HLL<
FIAK 480 mg % 4 WREIKIR TS L ZBOARK ORI & & FME IR 2M & DRE
PRETABRESETNVMER SN, YZBECOWTRFAMTOI AR, LRRO
Y - AROBTAEDMROREHICHERZR TRV E TR,



#£6 FHOEMBNR T 2 —F

Fﬁ?ﬁ . FH E Crnax Crind2s Cnvgdzs Cmax,ss Cmm,ss Cavg,ss
(pg/mL) (pg/mL) (pg/mL) {pug/mL) (pg/mL) (pg/mL)
3 mgkg QW 516 272 31.0 113 62.1 776
£ (35.2,70.8) | (16.5,40.3) | (21.2,43.9) | (75.0,171) | (27.1,107) | (42.1,127)
_ 727 383 37 159 87.8 109
Momg Q2W | (511 103) | (233,59.0) | (30.8,60.9) | (102.254) | (a15,158) | (62.1,187)
480 mg QAW 145 297 53.0 216 713 109
08 (102,207) | (15.5,47.4) | €37.0,74.8) | (145,336) (27.5,137) | (62.1,187)
193 99.6 116 396 214 275
10 mglkg Q2W (146,222) | (86.5,132) | (101,148) | (329,525) | (184,303) | (236,377)

PR (5%, 95%R) . QW : 2BMRIME. QAW : HBEMIMIME, Cuax : FIEHSH 0 Reilh fif PIREE,
Cuinazs : FIER5-%28 A B2 1) 2 HABMIEFRE, Capes : PIEIES5#28A B E TOPHLFPRE,
Crncss 1 ERRIRIZI 5 BFBMFPRE, Cuines : EFRIBIZHT DRIEMIFPIRE, Covess 1 EHRIB

23811 B miE IR E



4. HgRITHOWT

AR DBENENRBELRH - BEL, AFOREICL YV EERBIEREZRER LT
BT 2 2 E BARERED, BTOO~@DTRTCEMITHERICEBWTHEMATS
RETHD,

@ HRIZHONT

@1 FRED (1) ~ B5) OWTHNTEHETIHRTHDLZ &,

() EAEFBHREIIEET S BADEEELRES (ERER R A BROEEEILRIRE.
WIS A B ROEEE L RARE, B A RBRREE R )

(2) HREHERERPE

() FEREMENIEET 5BADEEERE (BABRESEERR. BADRES
BHRbE. BARREEHERR L)

@) AIALFRIERLZRE L. JREELERIEDRE | JUISSRIER L FRIEZ R
2 DREFREEAR D BHEIT> TV B R

(5) MEMEEALS ERMEOKREREICR D BHEIT> TV D MER

@2 & < EBEOLERIERCEWERRREOMNIC 5372 mE s @Rz OB
i (FROWTNDICES T HEM) 2, YEZRBOAFCHET DIBROREEL L
TEREEINTWSZ &,

R

.  ERGRIRER 2 FEONSTHEERET LicBIC 5 £ EORARBROBRTHERZ
ToTWVBIZ L, 5b, 24E Lk, PAEYEEEZ L LEBREEFZOWER
ToTWBZ &, \

o EMGRHFREES 2 EONEHERET LRIZ, HILSHBEORARYRIEEZRT S
FEP EOHLBARZOEREIT-oTVDH T L,

o«  ERiRITBER% 2 EONSTHERET LRBIC 4 FLUEOBEREREFLTND
Zr. abh. 3L R, BEEEONAEMREESDIHIERRZEOBRRME L
ToTWBRZ L,

@ BEHOERRFEREROERIZOVWT

EXRRLERERIIETIEEENEB SN, NESENLOFRED, A&
S ELHEROTEE VEMEIC AT 5 EHREME, AEFRNRAE LB OWE
H, ERFLPITITONAEKFHINESTND L,
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® BMER~DOIRITONT

®-1 MR kR B+ 3 Bl
FEMEMEREOERRBERANRA LT, 24 BRIZEREH O T, UikHR X
IBEEERICB VT, BB LUZBIERICE U TABRSER O CT Z0RIFER &I
ERREORENPY BPIZBE LN, BELICHSTRERER BB TWE I L,

@-2 EREFFICL 28 FBSNGET 5 EHik 5

BABRICED 2EMN 2B E U2 AT IEREEENRVERE=Z ) v 7
EEOIERDRAY Y —= v T EITVERE LR E I TE 5 F— AERKHI I E
fESsh T3z L, 28, BEEFICONT, BABRE L ZFZOFKRICHDITEAMENT
WaZ &,

@-3 BIfEA ORIFeRSIcBE LT

BMER (REMEMREIC ., EEGENLE, D%, Bk, METRMARE. KBk,
B, BEOTRA, | BUERE, BUERFA. RS, FFSeRE, ik, BLitng
%, FRIMSREREE, TRAOKERS, MREBE, BEE IBES. M. BEOK
JEREE, #FARMARZEIRE, infusion reaction, EEZ MIKIEE, MEREAEERE. K.
Bk, BEEDRBERG, I REE, OBEE (LB - RIR - DEMESGREE) |
FREFERES, MESINM . MEALE) (X LC. SRR LT MERSE oM 5
B EEL EUEHOBE R GICE L TSR OKIES ST bh s & h 5 =

&) | ELICHENZAER TE EHNESTHWEZ L,
\

11



5. REMELROBE
[Bzhikic B3 5 FE]

@

TROBFICRVTAFEMBERVAH & A LY A~T BETRIEZ) L OB

AREOEDERT STV,

o BACEBERICHE LSRR TR EST - BROBEEA 7 uYT T
A "RZEM  (MSI-High) AT 24 - EHBEAE

723, MSI-High #8345 Z LI 2oV TiK, =R+ 7 (B FEBZ) o =
Frlik (R7E4 - MSIREF v b (FALCO) ) ZAVWTHERET 52 &,

mwﬁﬁ?&%%;ﬂfé$ﬁ@&$&0ﬁﬁﬁ&_omrm:$ﬁ@ﬁm&#
M EINTRBLT., AADBRERRLRL2R,
o TtV IVURMEMEEH., XYV TIFURVCL Y )T h UEBE
KFPIZ X BIERBORVEBE
o IiRREBIERTE
. 4t)Av7<@r%ﬁmz)u%@ HEEEES AL TERESNBE

(ZeticB3 55 E]

@

TRICEHY T ABRBZICOVWTIHEHAFORENRER L INTVWAEZ b, #EETT
bhrnwz b,
o FAHIORSR kﬁb@ﬂf@%&ﬁ@%&%ﬁ

BERTOFEMIZB O T TRIEES T BB IOV TIL, AFORGFITHREI L2

A, MMOBFRINEN 2 WBEICRY , EEICAREZERT LI 2EETE S,

o FEEMEMREOSHXIIBIED H S BE

o MEEGRE CEIER D 5 BE R OTEEE O BB IR R G bk
ZOMICRIEMEB AL D BE

o HCRERBOASH. TRBENRE L IXHERED B CRERBOBERD
HoBRE

o [EEBHEE (EhSERBHEELET) ObSEE

o RBRORBBEIIEAEZAETHBE

»  ECOG Performance Status 3-4#6 0 B3

(Z6) ECOG @ Performance Status (PS)

Score

B

0

2L EETE 5, B LA A BEESHIRR< 125,

AR LVIEBRIBR S h D43, SITARET, BEECE > TORERIIITS 2R TE S,
il : BVWFEE, EBIEX

N |

BT CASOFOE Y O & T~ CHREEAEERITZTERY., BP0 50%LL EiI~<y FATRIT,

w

BRBEREESOEDOED DL LHATERY, AR S0%AEEy FABFTRIT.

B

£Ehitn, BROFOREY DI LiTe TERY, By FIWTTRIT,
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6. REICBELTHETREHH '

O WAXEFITMZ, BERTESRNRET 2 BRSICESE AR ORFER EEMF
RAO=DIZlLBERERE +LICHEB L THLERTZ L, ’

@ HERBICELL, BENIZORKRICEDIHEROEREZ oA L. AEE2E
ThoRETHZ L,

@ ERBMERD<RXTY AV Mo T

MEMMRBRDLONDZ B EDT, FRDOBREIZHT- - Tik, BEKIE
W (FERREE, Wk, RBEA%) ORRBRUBWET X BREOERS., B82%2 4
ZIT5 2k, ¥, HEICSCTHE CT. mF~—V—S0RELZEKT D
a7 , ‘

AR EIXEE D infusion reaction 122 CTRAFICH NGO TX 5 Y%
& 1To7 L CHtET 5 Z L. E72.2 B B LD AR 5-H1Z infusion reaction
BHLONDZ L bHDDT, FFEEPFRUOAREEKRTRIINA Z AT A
vERET 2%, BEOREEHOICBET AL, 7238, infusionreaction %
HER LB, ETOBBERCERSZERICEIET 5 £ TRE +o 82
THZ L, ‘

FRIREERES., TEABEREERVRIBEERSbONDZEBHEDT,
AR D125 B ART R O 5-#1 M I3 ERIRIC N IS RE R A (TSH, b8 T3,
e T4, ACTH, I anFY —VEoRE) 2EhT52 L,
AROEEIZL Y, BEORERIGICERT 5 LB 2 b Hx REBORER
BHOLOLNAZ LD D, BEBPBEDONZHAICE, RRALEBRIZG LR
HRH R & RR 2RO ERD &8 U CESIRERNRZE 21TV, BEDRE
B KB RIERAREON A HEITIE, AR OKREIPIE, RURIBERE S
NVNEVRIOBREEZEBEBTHZ L, 2B, BIBRRESNVEVOREIZLVENE
RAOBEBRED bNRWEAICIE. BB RERNVE LA OmEmEHEIF OB
bEET S,

BREKTE, ZER»OBEIABEB L THhOEERRRERETAIZ L BB,
AHI OB ERK TRIZHRIERORKBIZ+HITEET 2, . .
1 BpERIA (BE 1 BIERB 2 ad) B bbh, EBRFEES R 7Y F—o X
KEZZEBHHOT, OE. B, BHEOEROFELMMEHED LR+
SEBETHZ L, 1 BERRIGELh-GAICITREEZRIEL, 12V 8
HRoBEZEOEYRABEITH Z L, : ,
BIERTH. FR<, FFEREREE. Tk, BILEREAR S LDbNEZ LAH S
DT, EHMHICFBERELZITV. BEOREBEL+MCHETSZ L,

@ FHOBEKARICBWT, BERHEMG 24 BEIZ BRI . #RUEIL, 128
BZ B MEDOTEMEIT - TV Z L 2BEC, AFBRERITESENICHEBRE
THROEREITH> Z &,
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EEERHEEST A RFA v
=R~ 7 (BinFr#Z)

(BR5E4 « A7V — A RFEFHE 20 mg, 7P —RRHFEHE 100 mg, A7 P—
AR ERE 120 mg, A7V — R K EE 240 mg)

~ BRI~

S22 A8 (Ff445 AUET)
JBAFEE



ER/N

1. IZU I P2
2. AANOFE. (FRET P3
3. ERIRRUE P4
4. JigklzoWT P14
5. H&EGXREMDEE P16
6. WHIZEL THETNEHH P18



1. IILBIC

RIS DOF M « ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEM ORI L0 | FURESR G 72 & OFH0 72 5L E R
FPEIRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
R & 72 o TR Y RRIFMBGE S & YR O B TTEE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L L ShTnd,

BORVE AR ERR L, KEERASCL ST 0 7 7 A VBBEEOEIRSL & B D i
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
VHEIMOREZMLZIT 5 2 EnHIFF SN BT I LTERT S & &bz, mIfE
RN FBL L 7B I B 2t & & D 2 & AN AHE /e — 1 O B i 7= 3 R S BE i A
THZEREETHD,

L7eRoT, KA T A4 Tlid, BARBERELZNE TICHELN TV D EFITH) -
BEE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EERE R~ T,

I, RIA BT A 3, MSIATBAE N EIE N EREIR OIS, A4 HENRR
BRI o . —AXFEENE N B R IRNBHE S, FrEFEEFNEENE N B REE T2 O W
Job EERR LT,

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

REERDPMEIEER - ARTEUIBRARGE AT « FEFE D RIERE
RIEFEC BT DI AEBLR L

REERDMEROHE . <ARIGUIBRREEHEST - FFORIEN >

W, RACIE=Ar~T BB Z2) & LT, 1[\240mg

Z 2 BRGSO 1B 480 mg % 4 3 IR CAGE T 5,

L OFEEMIEEA & O 25613, @, A=A 1r~7

(Bl z) & LT, 1H240mg % 2 AFIFENE. 118 360 mg

% 3 B FEIEIRR S 1 ] 480 mg % 4 3 [ R CRim it 5,

< BRI BT DIFE BRI >

HWE, KAZE=Rr~T7 (B #iz) & LT, 1[E 240mg

% 2 W R RE ST 1B 480 mg % 4 ARG CARERET 5, 7o

L. BEHMT R VAMETET S,

L /INBPSERL TR US4

et
3
=
Sl
M
o




2. AHN DR, VERBF

A7 — AR R EHE 20 mg, R EE 100 mg,  [FLAGREERE 120 mg K OVRLRE
FE240mg (—f4 : =R ~7 BB LT, TRAL Evo) id, /NEE
MTEMASHEAF LYy 7 24 BTV AL =AY —X 2747 (BMS) )
235PA%E L7 & b PD-1 (Programmed cell death-1) (ZX%t3 5 & Ml IgG4 £/ 7 v —F /L4
KTh s,

PD-1 1%, &M L L72Y 38k (T A, B MR N F 2 7% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i Bh I IE & BUZHIEET 2 2
T ICERT 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U K (PD-LI1
K OVPD-L2) EfEA L, U SERICMEINES 7L R LTV o REROIEE L IRREZ
BIZHRET L TW5d, PD-1 U W RIFHURE SN B b O & 22 G/ 588
LTk, BMERAMEEE) LU LB TS PD-L1 OFEBLLIEDELF
HM & OMICADHEBEBFR & 5 Z & HE I TWs (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFHEEI N, BB L EEMAHRIZI T D PD-L1 ORI LI O
ALEWIR & ORI EDOFBARRN 5 & O#HE S & % (Sci Transl Med 2012; 4: 127-37)
X 51T, PD-L1 Z 3Rl RE S B8 AT, FURRRA CDS B5PE T Mmoo Hifa &
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
GEEIGEREIE T 5 Z ENRENTWND, DI &2 H PD-1/PD-1 U 72 RERE&IE, 23
AR TURRF A 72 T ML OWEBEEZ BT 5HFD—> L LTEZX LT
Do

AFNZ, FEHRBROFE R S PD-1 OMfasEE (PD-1 U 7 o RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X D, BATURFFRN e T kDI
PEA K O AABIRNE k9 2 ARIRE TG M 2 58 T~ 5 2 & TR e PuiEgsh iR 4 o~ 9
ZENHERR STV D,

IS O AN | AFNTEMEIER )T 2 B 2R EIC R0 55 b0 L MIfF S,
BiEmEE NG L UBRRBRZ B L, A, Btk OERERHER I N,

AHNOVEREFZ LS < B DORE N L DEWERZ%N S 5 b, EEXIIETIC
BLHAREMEN D D, AFNOEG-H R OEEG#ITIE, BFOBELZ 01470, BEDR
D BTG AITIE, BB LT FRICIE U= MR 722 ek & 88k 2 R DR Al & s L Ciil
GIZRBERIR W 21TV, IBE OERIGIC K D EWERANSEDN 2551213, BIBRE RV
T UHIOEEEDOTEY)RE Z1T O LERH D,



3. HRIRPGE

O AACFPRIER I\ ZHEE U - ARIGYIBR R REZR YT - BRSO RER ., OREBICBIT 5
WML, kOO L HRIERIGIE ORIRUIRARE /2 T « R ORIEE O7KGRREC
I 2 AT o 72 B2 EERRER O g 2 T,

(0]
O [EERLFEZE IR (ONO-4538-24/BMS CA209473785%)

7 oAb BV 2 VU RPUEMIEE A N OV T T 8E 2 G e O RAL SRR IR ISR S X
AN OARTEEIRANRE 72 AT ST FF78 D A FR 3881 (A AR N B 27401 % & e, AH|
RE193M . SHRAELOSH) At BRIT. # ¥ RPUEMEIEER ( F& & vk ik
R U HAXRI) Rt E L CARHI240 mg 4 238 B RIS CAEEE LT & 2 oA
Otz et Uiz, EEFEEE ©H 2 24 MM LR, ToS) twvw)H, ) (i
i [95%(EHEX[H] ) 1%, AFIFET11.17 [9.99~13.73] & H . %I HE#E8.54 [7.20~9.89]
HATHY | REFEIRPRECR LG FERICERERIEEZ R LT (% — KE0.79

[95%E#E X 1] : 0.63~0.99] . p=0.0381 [JE@%llog-rankiE] )
¥ NE XX LKIPIT OV TIXTS mg/m? & BRI R TERRN LG, X7 U Z BT D0 T,
100 mg/m? & 7R 2194 7 L L LT, %1, 8, 15, 22, 20K U36H HIZEHRNFZGT5 2 L & &R

776
1.0
0.9
0.8 —a— A
0.7
_O-- Y88
G o-- JEREE
% 0.5
0.4
0.3
0.2 Shmea
--oeooe - 5
T @eng 2R RS R oy
0.1 .
e L 5}
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
at riski E7FEARI(A)
A 193 170 158 139 120 105 89 77 65 55 38 20 13 10 6 4 3 0 0
POzt 195 182 157 116 100 79 66 55 48 39 26 16 11 6 2 1 1 1 0

K1 OS ® Kaplan-Meier Bt (ONO-4538-24/BMS CA209473 FRER)



@ [EEIEFEE MR (ONO-4538-43/CA20957774 k)

TR L PR FERET I K 0 IR PR5E 2282 (LU, TpCRY W 9H,) @D L
TR T2 B O BE794 5 (HARNBE 63 Bz Ede, AKIRE 532 i, 77
YAREE 262 Bl) EXRHRIC, TR ERRE LTARHK] 240 mg & 2 BHEFE T8 A (16
), 20% 9 BIH @ EIHELGO 2 EFEZ) 206 480 mg & 4 IR A E

(&K 12 WAM) L& 20FIMEROL LB Lz, FEFHMIEE Th 5 HH
AAFHIR] (PR [95%(EHIXH D) 13, AAIRET 22.41 [16.62~34.00] WA, 77 &R
HET 11.04 [834~1432] WA THY . AAMHIT 7 VAREEH LA FRICAH B IE
FExRLE (A — R 0.69 [96.4%(E#E XM : 0.56~0.86]. p=0.0003 [J&5!| log-rank f5#
£ o

*1 ALEFRIEDO LY A VR OV BR#E1E1L. National Comprehensive Cancer Network (NCCN) X &
European Society for Medical Oncology (ESMO) D H A KT A LAZHE U 7= AR ER 0 3 i [E] 3 13 sk
BT DIEMEIRIR AT O 2 & & &hiz, T L, (FREITASRUERESEAZ 5 LY A v
st

*) ¢ 1% OB TR TS C. American Joint Committee on Cancer (UL T, [TAICC) &5 ,) RS
H (B TR 12ESL ypTl LEX T ypNI BLETH D Z & EEFR I,

*3: MIEIZWIRE S AJCC o8 (B8 7 b)) 12353 < BRPRI A D # SO I o £l (S AE A2 FR<)

T EE B A& I &3 DR LR XTI S AN Tz,
4 FIRIC LY ERS E RIS U BESHAAN ST,

09 { 1 —— K HI#
08 { ™ -o-FS5uRE

Bt HF S0

0.2 -

0.1 -

0.0 T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

AFIEE 532 430 364 306 249 212 181 147 92 68 41 22 8 4 3 0
77t REE 262 214 163 126 96 80 65 53 38 28 17 12 5 2 1 0

X 2 ERAEFLIE O Kaplan-Meier HifR (ONO-4538-43/CA209577 3BR)




® [ERILFRSIAERE (ONO-4538-50/CA209648745R)

(L FIERTE IR ORIRYIBR AR RE /2 EAT - A O RIEREEFT970 ] (HARANESE 394
lzgte, KF+A Y L~72 (LT, INIVO/IPL] &9, ) #3256, AHKI+~7
AT T TNV RN AT T T Gl RES (LU, TNIVO/Chemo) &9, )
FE32L M, AT VN ATTF o rwai b5 E (LLF, [Chemol &\
9e ) BE324 ) Z 4T, Chemo Z X E LT, NIVO/IPI 2T NIVO/Chemo DA%
PR OVZ e A Et Uz, EEFHMIE B X, tumor proportion score™ (LA N, [TPS) &
VWD, ) ZI%ERICE T D EEEA M (LI, IPFS) &9, ) KR0S TH Y |
BIREHMMEE & S ITT £ 5 PFS KON 0S st &Sz, FDfE5. TPS=
L%ERA KL ONITT £ 1T 5 0S 122V T, NIVO/IPI B K T NIVO/Chemo #£13% Chemo
FEZRE L. WA BRERE 2R LTz,

1 PR IR A 1T B\ CRAE B RS IR B (IR R ME) LBk S,
KEIWR, RES~OH LA EEERED R VEE NS & S,

¥ . AFI1[E 3 mghkg (KE) % 2 BEIBIE. (VU A~7 GHfETH#Z) 18 1mgky (AE) %
6 WM CAREE Lz, DHRRERICBO TR, AREENICELS L, AU A~ (GG
TAHURZ) IEAFI OB EHTH S 30 5 EORIEE BV TR 5% Bits L7,

*3: 438 AE 1V A 7 vE LT, AAILIE 240mg % 2 BN, 74 v Z 20 800 mg/m¥ H %4
PA VDL HENS5HEET GHM) . VAT TF 80 mgimE & A 7D 1 HEIZE
IR G- LTz, AHI AL PRIEE R B ISR ST 2581 AR 2 BN 5 L, 74ty Tl
B AT T F NIARFNOEERK T 236 30 5L ERIRZ B\ TG 2B LT,

4 JEIBHLERIC 1T B PD-L1 2 %81 L7 A a8 5 i 5514 & Shi,

1 APHEOKE Q021 1A 18HF—FH > b47)

TPS= 1%*E ] ITT 4£H
NIVO/IPI #f NIVO/Chemo #f Chemo # NIVO/IPI # NIVO/Chemo #f Chemo
(158 #1) (158 1) (157 #51)) (325 #) (321 f) (324 )
?j;;f 4.04 6.93 4.44 2.92 5.82 5.59
[2.40, 4.93] [5.68, 8.34] [2.89, 5.82] [2.66,4.17] [5.55,7.00] [4.27,5.88]
[95%C1]
prs Y RK 1.02 0.65 o 1.26 0.81
[95%CI] ™! [0.78,1.34] *2 [0.49,0.86] * [1.04, 1.52] [0.67,0.99] *
p fi" 0.8958 0.0023 0.0355
(7 K (0.015) (0.015) - - (0.015) -
(i{al)) ' ' '
T;ﬁf 13.70 15.44 9.07 12.75 13.21 10.71
[11.24, 17.02] [11.93, 19.52] [7.69,9.95] [11.27, 15.47] [11.14, 15.70] [9.40, 11.93]
[95%CI]
os PR 0.64 0.54 o 0.78 0.74 -
[95%CI] *! [0.49,0.84] *¢ [0.41,0.71] *7 [0.65,0.95] *8 [0.61,0.90] *
*5
(giﬁ Kt 0.0010 <0.0001 o 0.0110 0.0021 -
= (0.014) 0.005 (0.018) (0.009)
(W) (0005

Cl: fEHXM, *1 : TPSZ 1%HEM Tix ECOGPS (0, 1) KUMs#hgas@s (1 LT, 2@l L) ZEHIE T & L7z @Al Cox tfi N
P— RET /L, ITT £ TILECOGPS (0, 1), #xhEasE (1 ELLT, 2 @S L) RO PD-L1 FEEURIL (TPS= 1%, TPS<1% ik
HIEARE) &R & LERI Cox B NY — RET /L, %2 0 HEAKMEIKHE L7z 98.5%CI X [0.73,1.43] Thotz, *3: FEK
LT L7z 98.5%CL 1% [0.46,0.92] Th o7z, *4 : HEKEITKIS L7z 98.5%CLix [0.64,1.04] Tho7z, *5: J@5I log-rank f&E
(Cox Hfl Ay — RET IV EREROBRIKT) . *6 : FRMITIZI T 2 BEKEICKIG LTz 98.6%CI 1% [0.46, 0.90] Th-oiz, *7:
H AT (2 381 B A B K MBI L7z 99.5%CT 13 [0.37,0.80] T o 7=, *8: FHEIMRNTICIS T DA B KHEICHIE L7z 98.2%CI 1% [0.62,
0.98] Th otz *9: FRENTIZIS T 5 H BAKEICKHE L7z 99.1%CLI% [0.58,0.96] ThH o7z
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0.0 0.0 L
T T T T T T T T T T T T T T T T T T T T T T T T T v
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
Bl i A 0] 2 i b
Number of Subjects at Risk RIEBBIHTHOOBE () Number of Subjects at Risk REREFIRLOHE ()
NIVO/IPIE NIVO/Chemo#f
IFB 136 116 98 89 63 50 40 3 20 1 9 4 0 158 143 129 105 88 70 53 36 22 16 a4 2 0 0
Chemo®% Chemo®f
157 135 105 72 52 36 21 12 8 4 2 1 3 0 157 135 105 72 52 36 21 12 8 a 2 1 1 0

X3

OS?DKaplan-Meier#if (ONO-4538-50/CA209648345%)

(TPS=1%%£M)
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0.9 Y
»
: £ o7
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s = 06
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3 3 os
s s
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3 3
203 203
3 iz I3
% 02 Chemolff ©ioio
0.1 0.1
0.0 0.0
T T T T T T T T - T T . —T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
e (14 25 2 (D REE FiF AL

Number of Subjects at Risk RIERBITITLE0OHM () Number of Subjects at Risk E\IEABIM T L ORA (B)
NIVO/IPIE: NIVO/Chemo#%

325 274 232 191 166 129 97 77 55 33 22 12 6 0 321 293 253 203 163 133 92 60 40 26 12 4 1 1 0
ChemoZf Chemo#¥

324 281 229 171 131 93 56 a 23 9 5 2 1 0 324 281 229 171 131 93 56 41 23 9 5 2 1 0 0

X4 OS®DKaplan-MeieriifR (ONO-4538-50/CA20964875%)
(ITT4£H)
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= o
1 1

Probability of Overall Survival
5
1 1

0.04

(PD-L1 FEBLR IR D A %0 1H)
[E B[R 255 AR FRER (ONO-4538-50/CA209648 iRER) ICHLA AN HI-BEDT — 4
(ZHS & | PD-L1 OFBURIABINCIAT 24T > T A ME RRAI 7B 2 G de) N OVZE4A

PEDOFERIZILTO LB TH-o T,

NIVO/IPI } O NIVO/Chemo (2B L T, PFS KT OS DWW FHIZE W TH TPS<1%D

FEF M Tl Chemo & bb#g U 72 IERAHEIIFERD Lo 72 (3% 2, 5),

723, PD-L1 OFBLRMIZ L BT, KFlOLZ2MET v 7 7 A VITFREETH > 7,

F 2 TPS<1%DAHEEDRI (ONO-4538-50/CA209648 #ER)

TPS < 1%£E "1
NIVO/IPI Bf NIVO/Chemo Ef Chemo #%
(164 1) (163 1) (166 %)
Tﬁf 2.83 5.55 5.75
1.68, 4.1 4.44,6. ) .
PES [95%CI] [1.68,4.17] [4.44, 6.93] [5.39, 6.97]
NP — Kk 1.45 0.95
[95%CI] *2 [1.13, 1.88] [0.73, 1.24]
?jﬁf 11.96 11.96 12.16
10.09, 16.03 9.86, 15.54 10.71, 14.00
oS [95%CI] : ’ ] [9:86, J [ ’ J
NP — Kk 0.96 0.98
[95%CI] *2 [0.74, 1.25] [0.76, 1.28]

Cl: {EfEXH. *1: PD-L1 HIEREETH - = BEIIRI ST, *2 : JE=EHI Cox

N — FET L

Chemoltf = 77

NIVO/IPIFE

3]

Wl

0.4

NIVO/Chemo#¥

Probability of Overall Survival
1

0.0

T T
0 3

6 9 12 15 18 21 24 27 30 33 36 39 42

Number of Subjects at Risk MEVE A 5 MR ()
NIvorriE 164 136 114 91 75 64 45 35 22 13 11 3
ChemoBt 166 145 123 99 79 57 35 29 15 5 3 1

5 OS ® Kaplan-Meier Hi#R (ON0-4538-50/CA209648 X5%)

T T T T T T T T T T T T T
0 3 6 9 121518 21 24 27 30 33 36 39 42
Number of Subjects at Risk AR s o ()
2 0 0 NIVO/Chemol¥ 163 150 124 98 75 63 39 24 18 10 8 2 1 | 0
0o 0 0 Chemolf 166 145 123 99 79 57 35 29 15 5§ 3 1 0 0 O

(TPS<1%%H)



[Z4tE]

O [EHEEILFEEMFEFE (ONO-4538-24/BMS CA209473 7 5k)

BEREGIIARAIRE 172/192 1] (89.6%) . *FHARE 192/194 5] (99.0%) (258 Hiv, iR
BRIE & ORFBIRNEE T X WA FHGITAFIRE 129/192 41 (67.2%) | <t HEEE 185/194
B (95.4%) IZFBD HAVTZ, WTIDORETHILEN 5% L, EORIERIZFRI D LB T
HoT,

F 3 WTNHDOFETRIEEN 5%, LOBIEA (ONO-4538-24/BMS CA209473 7AER)

%k (%)

SISR=d YA
el AT TR
- 192 {3 194 {51

(MedDRA/Jver.21.1) 4> Grade Grade 3-4 Grade5 4 Grade Grade 3-4 Grade 5
2EIEA 129 (67.2) 33 (17.2) 0 185 (95.4) 127 (655 2 (1.0)
K RER X OV MRk =

FIB 23 (12.0) 1 (0.5 0 27 (13.9) 2 (1.0) 0

% ) FERE 17 (8.9) 0 0 9 (4.6) 0 0

B E 3 (1.6) 0 0 97 (50.0) 0 0
— % - REEER L OSSN OIREE

FEER 15 (7.8) 1 (0.5) 0 16 (8.2) 0 0

95 97 14 (7.3) 1 (0.5) 0 42 (21.6) 9 (4.6) 0

s 2Rk 9 (4.7) 0 0 44 (22.7) 0 0
ERER R AT

U > SEREOR D 4 (2.1) 2 (1.0 0 18 (9.3) 12 (6.2) 0

I HRERER D 3 (1.6) 1 (0.5) 0 75 (38.7) 58 (29.9) 0

H i EBRE R 2 (1.0 1 (0.5) 0 72 (37.1) 46 (23.7) 0
H ke

T 20 (10.4) 1 (0.5) 0 17 (8.8) 2 (1.0) 0

PN 5 (2.6) 1 (0.5) 0 24 (12.4) 1 (0.5) 0

{50 4 (2.1) 0 0 16 (8.2) 0

TN 4 (2.1) 0 0 31 (16.0) 1 (0.5) 0

i - 1 (0.5) 0 0 13 (6.7) 1 (0.5) 0
o WABE

FOIR BRFEREAS T 1E 17 (8.9) 0 0 1 (0.5) 0 0
JEYSE B X OV A HUE

Pt g 3 (1.6) 1 (0.5) 0 11 (5.7) 6 (3.1) 0
R L OseklEE

RARIHER 15 (7.8) 2 (1.0) 0 52 (26.8) 9 (4.6) 0
MiRE LY o REE

2 ifi 4 (2.1) 4 (2.1) 0 47 (24.2) 19 (9.8) 0

I H BRI E 1 (0.5) 0 0 36 (18.6) 27 (13.9) 0

FEEWE L BR R i 0 0 0 20 (10.3) 20 (10.3) 0

H i EBRJg A iE 0 0 0 16 (8.2) 14 (7.2) 0
EE R B L O ARk E

R &R 2 (1.0) 0 0 21 (10.8) 1 (0.5) 0

5 P9 2 (1.0) 0 0 17 (8.8) 1 (0.5) 0
SR IR E

R B 3 (1.6) 0 0 14 (7.2) 0 0

R = 2 —r T — 1 (0.5) 0 0 47 (24.2) 1 (0.5) 0

K= 2 —a RF— 0 0 0 21 (10.8) 1 (0.5) 0

7RI, AFBEC IS T FURIEAEREE 22 1 (11.5%) | BRECREMRIE/ I A4/ $F—15
B (7.8%) . JFHRERET 13 6] (6.8%) . FVEIMEMGZE 12§ (6.3%) . #RERETE 8 fi



(4.2%) . EEOREREE 4 4] (2.1%) . HEE LW 34 (1.6%) . B 241 (1.0%) .
g RelEE 2 1] (1.0%) | 4 161 (0.5%) . RABZ - /MBS - HEED T 1 4 (0.5%) .
TEABEEEREE 1651 (0.5%) K ONinfusionreactionl ] (0.5%) M bhiz, £7-. &E
FEMEESNE, (DA, Mk, VAUBEIRI, T A4, i LPERRE 2k, RIEHERERE= . Mk -
BERE S, FRARMARZERE, AR, MERE RIEMRE, kL, R, SE 5K
K OVLEREE TR Do 7o, AREWERIFEBLRDUIEE S S (RRIR AR 23
o) ZBUEERETRT,

@ [EFEILFES MRS (ONO-4538-43/CA209577 R5R)

HEREGIARFIRE 510/532 1] (95.9%) . 77 & AHE 243/260 ] (93.5%) (28 HiL,
TR & OREBIR NG E T E WA FHGIIARAIRE 376/532 5] (70.7%) . 7 7&K
¥ 119/260 ] (45.8%) (2R3 HALIZ, WL DRETHELRD 5% Ll EDORIERIEE 4
DEBY THoT,

K4 WTNHORETHREED 5%LL LORIEA (ONO-4538-43/CA209577 3RER)

pi1%% (%)

NN |

R, zliﬁﬂfiﬁ 77 ’z{n“i‘ iEd
" 532 15 260 4

(MedDRA/Jver.23.0) % Grade  Grade3-4  Grade5 4 Grade  Grade3-4  Grade 5
2EIEH 376 (70.7) 71 (13.3) 1 (02) 119 (458) 15 (5.8) 0
H kS

T 88 (16.5) 2 (04) 0 39 (15.0) 2 (0.8) 0

L 47 (8.8) 0 0 13 (5.0) 0 0
FERGH KOV Lk

9 FENE 53 (10.0) 2 (0.4) 0 9 (3.5 0 0

K95 52 (9.8) 4 (0.8) 0 10 (3.8) 1 (0.4) 0
—i% - B EEL LOR5H
NEDIREE

99 7 90 (16.9) 6 (1.1) 0 29 (11.2) 1 (04) 0

0 ) hE 28 (5.3) 0 0 4 (1.5) 0 0
R AR AR A

TARGEURT I b 29 (55) 2 (0.4) 0 10 (3.8) 0 0

TR T =T —BHM
o WA 5

PR IR REA T 50 (9.4) 0 0 4 (1.5) 0 0

FROIR B BE RE T ESE 35 (6.6) 0 0 1 (0.4) 0 0
B R B & O SRRk E

RAA 30 (5.6) 1 (0.2) 0 4 (1.5) 0 0

I, ARAIFHZ IV CRR I RERR T 89 i (16.7%) . FFHEREREZ 49 B (9.2%) . #
PRBETE 35 41 (6.6%) . BEAUAHRAMARAE 33 61 (6.2%) | [IEMENGYEE 26 151 (4.9%) . Lok
PR 11 5] (2.1%) . infusionreaction10 5 (1.9%) . EEOREREE 8 i (1.5%) . &
BERERE 7 61 (1.3%) . KRiGZk - /MG - EEO NHI7 61 (1.3%) | iT% 4 41 (0.8%) .
D 361 (0.6%) . FIFHEREREE 3 651 (0.6%) . 17AUBEIR 141 (0.2%) . HRimAe
FERRIE 1451 (0.2%) . AL 161 (0.2%) KOMWER 141 (0.2%) ARD LN, £, 5
E MRS, TRRMAHERERES . BUEFR, RS, ik, %, LEREEIEER, bk
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NRAE G JRIFERYS, RECG I, SEORERRME ) E, B 2 i e &U\H%ﬁ% - BRI ITER 0
Siieno T, ARWERFEIURDLIBEE SR (RARAEMRE 25T) 23 RatA
%‘fﬂ—_\“j‘o

@ [EERIELFEEIFEEAER (ONO-4538-50/CA209648 7X5R)

HEFGIT NIVO/IPI B 316/322 5] (98.1%) . NIVO/Chemo #¥ 308/310 {3 (99.4%) .
Chemo #¥ 301/304 5l (99.0%) (258 Hav, JRBRIE & ORERBNEE TE W aESR
413 NIVO/IPI £ 256/322 15 (79.5%) . NIVO/Chemo #F 297/310 f4 (95.8%) . Chemo
B 275/304 1] (90.5%) IZFBH LTz, ks, EEAHFFHLIL NIVO/IPI BE 214/322

(66.5%) . NIVO/Chemo #¥ 180/310 4] (58.1%) . Chemo #¥ 128/304 il (42.1%) 1238
Sy g

WD DOFETHELFEN 5%LL EORIERIZRS DLk ThoTo,

£5 DWTNLOOBHETEIEN 5%LL EOBIER (ON0O-4538-50/CA209648 3R5R)

B (%)

%z% Gk NIVO/IPIFE NIVO/Chemo# Chemo#

(je JDRA/Ver. 23.1) 32214 3104 30444

“4Grade  Grade 3-4 Grade 5 “4Grade  Grade 3-4 Grade 5 “4>Grade  Grade 3-4 Grade 5

2FIVEA 256 (79.5) 102 (31.7) 2 (0.6) 297 (95.8) 147 (47.4) 1 (0.3) 275 (90.5) 108 (355) 3 (1.0)
MigE LY > REE

i, 12 (37) 2 (0.6) 0 93 (3000 30 (9.7 0 67 (22.0) 17 (5.6) 0

L AR 0 0 0 29 (9.4) 8 (2.6) 0 20 (6.6) 7 (23) 0
P53 A R

LR R HE TUMESE 20 (62) 2 (0.6) 0 7 (23) 0 0 0 0 0

FR IR RE A T E 43 (13.4) 0 0 18 (5.8) 0 0 0 0 0
B Wk

5% 7 (22 1 (0.3) 0 59 (19.0) 2 (0.6) 0 66 (21.7) 1 (0.3) 0

T 32 (99 2 (06) 0 60 (19.4) 3 (1.0) 0 46 (151) 6 (2.0 0

L 26 (8.1) 1 (0.3 0 182 (58.7) 11 (3.5) 0 158 (52.0) 8 (2.6) 0

R P 14 (4.3) 0 0 98 (31.6) 20 (6.5) 0 71 (234) 5 (1.6) 0

A 18 (5.6) 4 (1.2) 0 56 (18.1) 7 (2.3) 0 49 (161 9 (3.0 0
—f% - EHREER X UG OREE

ST 7 (22 1 (0.3) 0 20 (65 2 (0.6) 0 17 (5.6) 2 (0.7) 0

5 29 (9.00 4 (1.2 0 61 (19.7) 7 (2.3) 0 50 (16.4) 11 (3.6) 0

ek 12 (3.7) 0 0 50 (16.1) 1 (0.3) 0 45 (14.8) 0 0

IO 285 4 (1.2) 0 0 33 (106) 8 (2.6) 0 26 (86) 4 (1.3) 0

ARV 0 0 0 17 (5.5) 0 0 12 (3.9) 0 0

N 26 (8.1) 1 (0.3) 0 8 (2.6) 0 0 10 (3.3) 0 0
TR p

Z;i;i‘zt{%f/ 25 (78) 7 (2.2) 0 18 (58 2 (0.6) 0 8 (26) 0 0

T ARG RUERT I

FFvA7-7—8H 29 (90) 4 (12) 0 16 (5.2) 2 (0.6) 0 6 (2.0) 1 (0.3) 0

n

L7 L7 F = 8 5 (1.6) 0 0 39 (126) 1 (0.3) 0 32 (10.5) 1 (0.3) 0

E;i:g;/ 79 0 0 0 19 (6.1) 0 0 9 (30) 1 (0.3) 0

1 R ERE D 2 (0.6) 0 0 65 (21.0) 25 (8.1) 0 52 (17.1) 24 (7.9) 0

iR A 6 (1.9) 0 0 36 (11.6) 3 (1.0 0 32 (105) 5 (1.6) 0

= i BRI 3 (0.9) 0 0 43 (13.9) 11 (35) 0 28 (9.2) 6 (2.0) 0
Riits L OseaRlEE

&)~ U U AlfE 9 (2.8) 8 (2.5 0 29 (9.4) 17 (5.5) 0 19 (6.3) 9 (3.0 0

11



Bi% (%)

A BIR A

B NIVO/IPI#E NIVO/Chemo# Chemof
(M;;DR Adver. 23.1) 322431 31041 304451
“4Grade  Grade 3-4 Grade 5 4=Grade  Grade 3-4 Grade 5 “>Grade  Grade 3-4 Grade 5

AHIEER 19 (5.9) 5 (1.6) 0 132 (42.6) 13 (4.2) 0 130 (42.8) 9 (3.0) 0
e S PR

R4 4 (1.2) 0 0 19 (6.1) 0 0 17 (5.6) 0 0

K= 2 —m X — 1 (0.3) 0 0 20 (65 2 (0.6) 0 15 (490 1 (0.3) 0

ﬂ;ﬁ*ﬁ@%:lﬂm\ 103 0 0 2 (84) 1 (03) 0 16 53 1 (03) 0
Bk L R REE

BB RERE 1 (0.3) 0 0 9 (2.9) 0 0 17 (5.6) 0 0
MR, OEREs L ORI

Leo< Y 2 (0.6) 0 0 42 (13.5) 0 0 53 (17.4) 0 0

Jitifi 2% 20 (6.2) 7 (2.2) 0 15 (4.8) 1 (0.3) 0 0 0 0
FER I £ OV T Rk

Jit S 2 (0.6) 0 0 31 (10.0) 0 0 32 (10.5) 0 0

Z O FEIE 43 (13.4) 3 (0.9 0 23 (7.4) 0 2 (0.7) 0 0

% 55 (17.1) 7 (2.2) 0 24 (7.7) 1 (0.3) 0 5 (1.6) 0 0

7235 NIVO/IPI BEIZ 35\ T HLIR I RERRE 5 70 41 (21.7%) | JIFR§RER 3 42 51 (13.0%) |
PR AR 26 Bl (8.1%) | ARAUFIALARIE, I A xF—23 ffl (7.1%) . T E{LHERER
#2141 (6.5%) . FIFEHEREREE 17 6 (5.3%) | fhRefEsE 16 4] (5.0%) . HEDKE
& 14 5] (4.3%) . KIGK - /MG - EEO T 10 5] (3.1%) . infusion reaction 9 il
(2.8%) . BHgAEREE 8 B (2.5%) . T 661 (1.9%) | LEkEE 6 # (1.9%) . 174
BRI 4 61 (1.2%) . BER 461 (1.2%) | iz 2 61 (0.6%) . Loz 2 6 (0.6%) . J&
L2 (0.6%) . 5& Mk 14 (0.3%) . BEALMEARE 2 161 (0.3%) . JEES MW 1 41

(0.3%) . EERMEEE 146 (0.3%) . FRlRmARZERSE 1 6] (0.3%) KOS - BEE
% 1B (0.3%) NBRD BN, £io, EEMEE, BUEZE, A2, mERERER
B FERE M ORIFERBEIIFR O B 720> o 72, NIVO/Chemo FEIZ 35\ CTHERUT BRIE 2
A 3F—03 5] (30.0%) . FhiEREE 83 5] (26.8%) . FEHEAEREE 74 1 (23.9%) . AFHE
REFESE 32 51 (10.3%) . HLRAREERERE 30 5] (9.7%) . MVEMEME A 18 4] (5.8%) .
KIG « /MG - BEEEO THI 8 il (2.6%) | RIEHEEERE 6 61 (1.9%) . infusion reaction
6% (1.9%) . HERMIERED 5 F (1.6%) . LIEFEE 461 (1.3%) | R ZERE
3% (1.0%) . FEMAHERERE 2 4] (0.6%) . 1HUHER 2 6] (0.6%) . 5 & 9K 2
Bl (0.6%) . HEEDREREE 141 (0.3%) KOYESL 1] (0.3%) 2358 HiLz, £z,
EIEFERE, OR., Tk, BIERFSR, AL, IFZ, (LMEARE K, Nk - B,
MEREAFEWERE, M. B, IRIFEREE K OMEE M G0 H e o 7o, REIWER%E
BURPLIIEESES: (BRMAEERTY 2 51) 2B OEHERE =T,

12



[t - HE]

AFNOREMARYEEET LV EZFIHA LY I 2b—2 g 2k, KKl 480 mg % 4
MR CTE G LIZBEOARA O MG R IREDPRET S, OS5, &K 480 mg % 4
TR TG L EROEFIREBICR T 2 FMEFIRE LT, TCags) &V 9, )
1%, ARHI240mg % 2 IR TG L72BRD Cagss & FRIT 5 & TRIS N (FR)
F7o. KK 480 mg % 4 HFEIEIRE THE G L 7-BROEFIREIZB T 2 emiiig FiRE (B
Ty [Crmaxss] &V, ) X, KK 240mg % 2 EFFRE THEG L7ZBRD Craxss & HEE L
TEEZRTETFRISNIZEDOD, ARNEZ IO TEREMER R STV D HE -
M (10mg/kg % 2 BRHIHIE THRE) TARAIZEKEG LTZERD Craxss & Hl U TR A2 7R
FTeTHlEn (FFR) . MAT, EHOEEICKIT 527 —2I12HE5&, KK 3 mgkg

(AHE) £72iL240mg % 2 HEFERIFE, & L <A 480 mg 4 4 @ IR T G- L 72 BR
DAF DUk iE & & AN UL M & OB Z Mt 2 BEE ST T VDR S L, Y
BEZ OV TREIDM TR R, BRI - 2O TH R L VL 2MEIC
7RI E RIS, F2, BIEBEBEICBIT ST — XD L T-REN
JSET VAR LT, AAI3mgkg (2 HFMBTERS) . 240 mg (2 @ HI[#IFE T 5-)
1% 360mg (BEMIMMETHRE) LAY A~vT (BEFHEEEZ) 1mgkg (6 FH[H MR
TE) ZO0FH LA IMER Ve 2 et L7c bR, ERio Mk - RO TH
R e OVZ VIR R IT e & TRIES N2, S 51T, A 240mg (2 @R T
$eh) X% 480mg (4 MMM TR E) LLFRIEZ DR L7CBERO A ME R O Z %
FRES L7 R, ERCo E - 'O TH DK O Z 2R ZRIT RV & PRIS
e,

K6 FHAOEMEENT A—F

v - Cmax Chnind28 Caved2s Crnax.ss Cin,ss Cavg,ss
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ng/mL) (ug/mL)
3 ke Q2W (35-521 .760-8) <16-§?§0-3) (21.321 ?(1)3.9) (75.1){3171) (27.612,'107) (42.717,'?27)
240 mg Q2W (51.712,'103) (23.33?.539.0) (302&?.670.9) (10;,5254) (41 .857,.}1358) (62.11(,)91 87)
480 mg Q4w (10;?207) (15.25?27.4) (37.?)3,.;)4.8) (14§,1 g36) (27.751,.?37) (62.11(,)91 87)
10 mefkg Q2W (14é,9;22) (86.959,.?32) (101,1 ?48) (323,9;5) (18421,1 Z3‘03) (232,7377)

i (5%, 95%,5) . Q2W : 2 EMIMIFGE, QAW : 4 EMIHING. Cmax @ PIEIHE 514 O fe s L7 R
Chrindzs : PIEIH5-1% 28 H BIZI1T 2 R ARMIE P IR, Cavgazs : FIEIFE1% 28 H H £ TOXEMIE PR

FE. Crmaxss 1 EFIRBEICIS U 2 e i RS . Cinss + & HIRERIC IS 2 I AR IE PHEEE, Cavgss 1 EHIR
BEIT IS 1T 2 -4 AL 37 i

13



4. FEFRIZOUWT

AR OB 50300 Y) 72 g 272 W - F5E L, AR O#H| ’;@i’%ff TERZFBL LT
BRIZHRHET 2 Z ERMER 7D, LFOO~Q@DFT X T &= Tl W THEHAT
RETh D,

O MEFRITHOWVT

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

(1) JEAEFBRENEET 503 A BHEEEILS RS BRE RS A SRR I SRR
Hiek A3 A B2 L RURBE . MUY A BB IR 7R &)

(2) FrEREREIRIbL

(3) HBENTEAEDEE T 2 0 APHEEEHPT (03 AR ERibT, 23 AR
W 1IREBE, DA EEREER e &)

(4) IARALFHERE AR E L, SOREE LA RIER2RE | XIS RIES b kR i
Bl 2 ORfiEg AAEITAR D | H 21T > T D itk

(5) PUEEMEREEE AL & BN OO i g L HE AR B B H 21T > T B fitiak

D2 EEB ORI ORI RBIR ORI 1572 & e SO (TR
DTN ST D) 75, HLBHFOAFNC BT 5 IEOHES & L CRES
RTVBZ L,

#

o [EEMFFESE 2 FOUMINHEZE T L7212 5 FELL LD D AUTRE DB IRIHE 2
ITHoTWBHZ L, 96, 2L RIX, BDAZEMEEZ £ & UEERIES S OHE 2
IToTCWVWHZ L,

o [ERIRFFEASE 2 FEOWBPIHHEZE T LI2&IZ, Wbam O ASMREZ ST 5
FELUEOELEIB ZOEM 2T o TN D Z L,

o [ERNEFFEUSH% 2 FOYHHEZIE T L7-&IC 4 FLLEDOKKEREZAG LT\ D
Z &, OB, 3FELLEIE., TEIbESEE O D A SRYPRTE & G e E b g T OB IR AHE &
IToTCWVWBHZ L,

@ BENOEXKMFHREHOKHIZOWNT

PR S A PRI 2 BEE AR E S, RGN OFmAE D, A - &7
Ar“%i%%ﬁ@%ﬁﬁwcm“’ﬂﬁéﬁﬁ%ﬁ:ﬁﬁiﬁﬁ%ébt HOWE
EH, ENHCNITITON D IEHINE-STWE Z L,

@ BIEA~DORIEIZONT

@-1 MR AHIZBE S 5Bl
PV MM B O BHE R BIE 2L L72BRIT, 24 FFRIEZIEIKTHI O T, 2i%iiax X
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TEHERI R I BV T, B LZAIERIZS U TARRE L O CT 0 ITER ORI 4
FERREOEENY HRIZEON, EHIZHIGTEERERNES> WD I L&,

@2 EERFEF L 2AFBLMMNICET L EM:

ARSI HE D D B 2 gk K O e 2 BT BRI FEENEIERHT =21V v 7/
EHEOIERDOAY ) —= T EHATOEIRE EFHZ G TE 5 F— AERIKH 23V
ESNTWDZ L, B, BIFEHIZHOWT, NABRE EZOFBEICHDITEAmMmENT
WhHZ L,

@-3 BIEA DB ISIZBI LT

BIVEA (MEMEMZEEIZIN 2 EEAEEDAE, Ok, Tk, BT RARE ., KX,
NS, BEEO TR, 1 BBERA, BUEATK. ITAE, ITisneRasE . Tk, i bminse
K. HARMRARRERE S . TEMABERBREE, MRt BEE. BIRREE. MRk, EEDK
JEREE, HARMARIEIRAE, infusion reaction, EFEZR MRS, MERERIEGERE, .
e . BE OB ROR, IR, OlEREE (OEMED - IRIK - =AM ) |
PREFEREE, IS ML, BEALE) 1Tk LT, YikhEak U B R O F P2 AT 5
R & EE L (BHWERA ORI L THREM O EEZ TN &M H D =
E) . EBICET)RALED TE HIEH D ->TWNWD Z &,
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5. B##ExIBLierBE
[B2h I BE 3 % 1]
O TROBEICBONTABOFEIENBRIES N TN D,
o T btV I VURHEMEEAINL N T T H & G e LR RICR
&SR OIRIEYIBRARE 2R HES T AT R OB B E  ORAIFM 5.
o INAMESIEHRREIEIC LD pCR 233D IR T il Otk B (ORHA
Hpe 5.
o ALFEIERIGE ORIGUIBRAGE /R HELT - B OREEEE (NIVO/IPI 5300
NIVO/Chemo #% 5-)

@ [EFRHLFEFH MRS (ONO-4538-50/CA2096485-5%) 128\ T, MR & SN b2t
1% (Chemo) Hifft & ki LT, NIVO/IPIH 5 3L IENIVO/Chemo % 5- DB A /R S
TUW5, 7272 L. NIVO/IPIE-SUEINIVO/Chemo & G- DWW Uz B8V T b | LA
B & i U CEERAERFRORIENE L 2HEANRBD LI (p11EH) | F
7-PD-LIFEBLRIL (TPS) 2k 0, AMWENERDEAIVRIBEIN TS Z & (pb~
8 M) M5, PD-LIFBR LR L7z L CAAIBR GO RGO 5 2 ENEE L
VN, PD-LIFEELHE 1% A (TPS<1%) ThHd I & DR SN BEITB VT,

AFIAS DOIEFEEIRE BT D,
*REFNOBWH L LT, 524 : PD-L1IHC 28-8 pharmDX 4 =] 2NERBEN TN 5,

® TRICHUST 5 BE KT D AA OB 5 ORI SO Tk, AR O

et SNTH P, AFOBERS L5 R0,

o IR AR TV ARVRIB TR AR AT UL IS O BT R B A
g

o TR L L TRy

o HFETHBNRIEIC K 0 pCR BSER BV BET R DB & LT
E

o BB & LT OMOERIEEA L oS

(22 B4 2 F ]
O TRICHEYT H2EFIZOVTIEIAROR GNP EZE SNTWDH Z b, %217
bipnz b,
o KRHIDRSTI KT LIBUE OB ERE D & % i

@ HERTOFHMIZIB VT RIS T 2 BREIZ OV TE, ARG ITHELE S uZe
D, MOTEFRFE N e WIGEICRY | HEICAREZEH T2 L 2BETE 5,
o MEMMEEOAIXIIMEDOH 5 EBE
o g AR A CHIE R 258D D B K ONE B M 0 KU Bl 2 <o R ME fiti 2%
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FE DM RIEMEZ LD R B 5 B

o HACOREEROAOE XUHEMERE L < IXERMEO B R B OB ERE D
b oEE

o JEsBME (EMm&MRBHEL ST Ob b EE

o BB IIBEEEE T HRE

*  ECOG Performance Status 3-4 /"0 D H&

(ED  ECOG 0 Performance Status (PS)

Score | EFE

0 | &<MERIEE TS5, BT LlFE U HEAERNHRZR AT D,

PREIZI LUEBNIHIR S 225, BTAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

BATRARETH A O OEY O Z LT F N THEEIZBERTTE 2V, HHPD 50%Lh Eid~y R Tild 25

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+l Zd,

AW

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

O WASCEZFITIN 2, MEREEE DR 5 GRS 1T -5 & ARHF O Frit M OV 1Efi
RO DI LEIMERE T3 ICEM L T+ s 2 L,

@ TBRIEBRIAICHENI G, A T Z DFEIETH IR a2 453 L. FE 4215
ThoEEGET5HZ L,

@ ALFFRIERIGHR ORIGUIBR R A2 AT - RO BIEREIZIHB UV TIEL, PD-L1 FEELE L
B Lo L CAR 2 S0 BEO A B2 W25 2 & E L3, PD-L1 JEHL
FEPERTE RWIGAIZIE, AAZ S Ot HRE OGS 2@l L EC& b
THZ L,

@ FEREWEHO~RT AL MTOWNT

MEMEMEER D LOND ZERHDHDT, AFOEGIZH > Tik, HIKE
R (PRI RIS, ik, FEENE) OfER &L O X i dE o s, Bl5% +5
179 2 &, Fo, BLEIZSUTHEE CT, MG~ —h —E0OMAEL EMT 5
Z &,

AFN DO EILEE D infusion reaction (22 TEEAFFIZ 72 %D TE 5 UE
i aAT>7c L ChMT 5 2 &, £72.2 [ B LI OAFHI % 5-FFIZ infusion reaction
BHHLOLNDZ L HHDHDT, KAE M OARAE G TRIT AL Z YA
CERET 5%, BEOWREBEL BRI 52 L, 723, infusionreaction &
FHLLI2E 121, B TOMEE R OYERA ERICEE T 5 ThREZ +oils
T5Z &,

FORIRBERERR S . T EMAEREREE R ORIBFRERH 5 iLd 2 &03H 5D T,
ARFN DF5-BRAART M O G-I TR I 3E RO Ny B RERR & (TSH., 1 T3,
FERE T4, ACTH, M=oY —VEORIE) #FEhEd 52 &,
AFNOEGAIZ X0 | WEOREFOSTENT 5 && 2 B D ERk % R REIHRE
DHLOLNDZENRNDHDL, BENROOLNTGAEITIE, BELL-ELIIS U
B 72 ek & R 2 e O Al & i U Ci bl A BRI W 21TV B o
FOST X 2 BWER 2N g0 2551213, ARFIORFES TP 1L K OEIE BB 7R
NEHOBRGELBET D L, 2B, BBRERLVEOREIZEYETE
R OYGEERFRD IR WIGEITIL, B BB AR VE LSO gz fil o8 0
HLEET D,

B TR, BOAR N OH I ARE L CHORIERREBLT A2 Z XD 570D,
AFNOEEFETZICSRIER OB 2B T D,

1 RUBE IR (BE | BUBEIR 2 5 de) bbb, BERWEES 7 R—U &
IZEDZENRHDLDT, Ae, El, MEIEEDFEROF B M E O &2+
SEETDHZ L, 1 BREREN DS EICIE &G ERIEL, AR
FOFGFEDHE) R EZITH Z &,

BIERTIE, P4, IFHEREREE . TR, B{ELMERE RPN HHbND Z & ndH D
DT, EHIIITERERE LTV, BEOREZ H3ICBET 52 &,

18



® ARIGUIFRABE /AT - FRORIEREBE ITMHE AT 2813, AR ORKRRERIZHB W
T, H&GEG 1V FEMIZ 6 BRI &, ZALIFRIE 12 B Z &A%
T TN Z EESEIC, RFEGRIXEMIICEGRAE CHROHEREZITH Z &,

® ‘BB AMBRMEE L UTERT 21T, AFIOBRKRRBRICBW T, #
HBRMED G 2 FRIZ 12 B Z L ZRLREIL 6~12 7 A Z & IO 2
IToTWZ & &2BEBIZ, REIBGHILEINICEBRE CHROMREITO 2 &,
7ol WtRAIBELE E LTHERT 2561213, ARG 12 ZAME L
THZ L,
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BEERHEET A FI A v
=®~wT (BEFHEBRZ)

(R4 : 7 V—RERHHE 20 mg, 7V —RERBE 100 mg, 7Y
— R EATEEE 120 mg, F7P— R AHEE 240mg)

~RFERA R~

SF3E12H (445 AWET)
BAEFBE



SA-U

SR/

T C®IZ

AHI DR, 1ERBAF
ERPRARAE

RERRIZOWT

BER LI BBE
BEICELTEETR&EHE

P2
P3
P4
P7
P9
P10



1 RU®IZ

EEGOFME - RRMOHEREOTDITIE, TFMITESCESWBEERFEARRD LR
%, EbiT, IEOREEMOBSIT IV, PUKEERR & ORFNRFHIERAEFERR
BEARENBZPT, TNHOEERPEIVNERBEFICRIT 2 Z L PRBEOREL 2> T
BV, BREMBOEE L KEOEATE 2016 (FRK 28 4 6 A 2 AMERE) KBV TH, #&
FHOERMNESOERORHHERZNS Z L & Sh TV,

FRERBFERS, EREAPRAMT v 7 7 A VEREFOERGB LALNICRRD
ZeBhB, 20D, HEPERCREHICET RRA+2EET 2 ETOM, SEER
MOBEERS ST A LRI IBEICH L TERTS L & biC, BIFRABRETR L
B BER R & D 2 E R AREAR—BOEG 2 M TERBETERT S Z L AEETH
%, '

LizdioT, BHA RTA T, BREEELIAETICELN TV I EREEN - 7%
BRMICESE, UTOERRORERERZIET 2BRANOLERENR, BXHRUE
BFEERT,

BB, KHA KT i, BIATBIEAEE R ERERQ SR, AT B ARRR
EE¥S, —RERMEARBFRRANESROC—REREA B ABIBRESOBAIOb L1
L7z,

WNBLHRBIEES A7 O—RAEHE 20mg, A7 V—RREFHE 100mg, F7V—R
AEEE 120 mg, A7V —RAHREE 240 mg (—RE : =R~
(B{=TFHE#Z) )

MR ERDPENIDR : RIELHE

HELRARERVAE : BF. RARR=ALV~T (BETFHEfz) ¥ LT, 1E240mg % 2
IR 1 | 480 mg % 4 AFFER CREFHFET 5.

B % R R O¥ A NEFRHTERISH




2 AR, EREF

7V — R RIERE 20 mg, FARFEHHE 100 mg, FARFEEE 120 mg R ORRIEEE 240 mg

(R4 . =FN<7 BIEETFHEEZ) . BT, (AH] LvH, ) ik MEFRETEKRRS
HEAFVY I RH BTV RX PV wf¥—X R747 (BMS) ) BBEELEZE b PD-
1 (Programmed cell death-1) {Zx4 5t M IgG4 £/ 7 u—FAHEKTH B,

PD-1 i3, AL LY 38k (T HilE, BAIRRR U F2 7 0% 5T Miln) ROBHER
MRRIZFEHT 5 CD28 77 XV — (T MlROBHEZHBMICEL AICHET 3078 I
BT 3RENRTH S, PD-1 ITHRIBFHIICHEIE TS PD-1 Y H> F (PD-L1 RO PD-L2)
EREE L. U SBRICHIIMEY 7N B RE L T U VS BROTEM LI 2 RICHREI LT 5,
PD-1 U A FidHURIBTFHRRLIAMC b b O RIBBEHABICRER L TRV, BlERalmRE
25 BBk L7 BESHARIC 3517 5 PD-L1 OFT L itk AN & ORlicADHEEESH 5
T EDBREZN TS (Cancer 2010; 116: 1757-66) , ¥£7-. EMEAEAE CITBEHRRET
HMRRPBEET DA v F—Tzr < (FNwy) IZX>TPD-Ll OREAXFEEN, BBEL
T BRI 31T % PD-L1 OFE L itk AR & ORICEOMHBBEGER S 5 & ORED
%5 (SciTransl Med2012;4:127-37) , & 5IZ, PD-L1 ZHHIFRBR S =N AM, PR
£/ CDS B T MBEOMIEEEEZBTE I T508, A PD-L1I HUATPD-1 & PD-L1 D
MEZEET 2 L ZOMIREEBRHREETS Z LR ENTWS, SOOI & 75 PD-1/PD-
1 DY PR, BDAMBRSIURSRNZ T MR b 0RBE LR 3FO—D & L
TEZLNTNS,

AN, HEAROFERD G PD-1 OMRSMEIR (PD-1 U F > MEAHEER) f4 L. PD-
1 &PD-1 YAV FEORBEMETSZ LICX V., BAFFERNR T HMIEOEMLE U
ARBRT XS 2 MRE BTG 2T 2 Z L CRIENZFEEDEEZ T T L3RR ShT
W3,

:nB@ﬂE#B\¢ﬁm%ﬁﬁ%m%?5%t&%ﬁ%m&D%é%pk%ﬁén\E
RTAAEBRE LR L LEBRARTER L., A9, REERUESEIRE S,

AHI OIS GREDRERISIC L 2BIERSRS bbn, BEEXHEECIKES
AREERD S, AFOREFRORERICIT, BEOBEL ATV, REXRDLIE
BAIIE, BERLZFRITIE U HMR R & R e RO EM L L OB ERR
2TV, BEORERGI X 3EWERARREDI 2 HAITL. BIBRESLVELVAOREED
B RAEB AT 5 BERD B,



3 ERPRARMK
R AR O AR M 21T » T2 EREBRRROE L R~ T,

(F5hik]

EPE DB (NM-K2002 FRER)

JRRARERET  (EBEORE - ABAZICE S TR SN BRIED H 5 8E 115k
sh&hdc) 56 Blaxigic, 454 240mg % 2 WERR TREHE Lz, EEHIRA TH L
SRR DD B BE (45 §1) DEHHE RECIST A4 KT A4 > L1 RICES PRbEIc LB
CR X PR) 1%222% (95%E#EIKM : 11.2~37.1%) Thotz, ¥, FHNTRE LIBHE
1% 5.0%Th-oT,

X, EBREEOZVEE (11 4) ORZFIL, 182% (95%EMXME : 2.3~51.8%) T
Hole, '

*: EENEBE TS D 2 L ERFIORE CRB S, »OMIEHER CT. FDGPET, LTFHWMLE

NRSRES OBRRRROBRECS UL FMORBR (LB RAR. BRERRUEAR) I
LY. +HREERFEEE L ETORBRPRES Wb o ERMBMIES (BIERAE, &
B ANERCAIEIRS) BE, 2B, LPREEOHECINDLTHERL S,

*2 : FROWThPCHRST58E,

BB v EHEROH R T D RO BRERE

- SR (A OBEFHT BRMEORERE

) A MEAOHEET B R LEERE

- BRI A EEAO S B HT B R LR RE

- FERBARNEE S RN Y WES O R 5 BE

- FEEEOREBOZ2H L, MEXRBEAOTIERTR (PSA) AHEZFTHEEH



(Z2]
ERS THERAR (NM-K2002 RE)
HEFRIT 53/56 B (94.6%) IKROH BN, FHl L ORRBERPEETERVEEERIT
35/56 Bl (62.5%) IZRD bz, RBREN s%U LOBWERIITRDO LB Tholz,
R2 BEBY 5% LOBIEH (NM-K2002 BE) (R2EEMTS4)

HBRIXSE . g (%)
EARE 56 B
(MedDRA/T ver.22.1) £ Grade Grade3-4  Grade5

éE‘H’FFﬂ _ _35(625)_ 11_(195) 0

E?., B ettt 3 B 057
@Jﬁﬁﬁ&‘ﬁﬁmﬁfi
) wmmﬁaﬁr

T7= /7 /F7/z7:7—f$m 36®
7zﬂ7¥/@7 /F7/§7:7—€%m _4Un B
" S TR TR l:.-?‘.r“-" o -,.:: g

. I ._3(54) WL
AR R R U ST SRR
6 (10.7) 0 0
9 (16.1) 0 0
PO kB2 3(5.4) 0 0

2R, RIRIRSAEREE o B (16.1%) . FFHEAEREEE 5 B (8.9%) . RIEMERIRE 3 4 (5.4%) |
BB BARIE/ X /3T —3 ] (5.4%) | BHEREIEE 3 6 (5.4%) . EE D KEREE 2 4 3.6%) |
THREEE 2 ] (3.6%) . infusion reaction 11 (1.8%) . FFR4 141 (1.8%) KUK - /)
B BEOTH 1A (18% SRBOONE, e, BEHEAE. LHK %, | HER
7. BMERFZE. IF%. BLERRE %, TRAHERE, RIBKERE. M - 6Bk, BIRM
MRERIE, BERROKREE, DRAERE, Bk KL SCOBE. DBEE. KRR
%, B MR OEILIIEED Do o, AREHREURIUIEESS REREEESR
YD) REUENRRETRT,



(R - AE]

AR OBEREYBEESNVEZFA LY I 2 b— 3 2LV AH| 480 mg % 4 EHEH
R CREIBEARO AL - HRZSTRE LEBEOXKOFERRES R Sz, £0fk
B A 480 mg % 4 BRI TR E L BOERREBIZIT 5 FHMBE FRE CLTF. Cagss]
EV5, ) 1k, AH 240 mg % 2 BREIFERTERE LTZEED Cags EBRIT 2 & FRIS N (F
) o . KK 480 mg % 4 BRERR TRE LEZEOEFHRBICBIT 2 &E LETRE (X
Fo Comal EVV5, ) 13, A 240 mg % 2 BRI TERE LIBED Crucss & WBL T
EEFTETFRHINZbDOD, BAABBECBWTEEEIERESL T HE - AR

(10 mg/kg % 2 BREIBIRE CRE) TARZEE L72BEO Cuuxs & B L TREZR T & FH)
Ehiz (TR) . WA T, BROBRBICRT 57 —# CESE. A4 3 mgke (KE) X3
240 mg % 2 BRI, 3L < I13AH] 480 mg % 4 BREIER CTRE LIZROAA OREELH
ik X ii et Lk OEEZ BT ABRERISET APEE SN, YEEEIC OV TRIMT
bil#R, ERORE - BEOB AR VEZEMEICHERZRIIZ2VW L FRIS .

#£3 FHORHEME ST A —F

m:ﬁg }Eﬁﬁ Crnax Chnind28 Cﬂ\gdls Cmax,s Cmin,s Cavgs
(ng/mL) (ng/mL) (ng/mL) (ug/mL) (pg/mL) (ug/mL)
51.6 272 31.0 113 62.1 77.6
3 mg/kg Q2W
(352,70.8) | (16.5,403) | (212,439) | (75.0,171) | (27.1,107) | (42.1,127)
72.7 38.3 43.7 159 87.8 109
240 mg Q2W
(51.1,103) | (23.3,59.0) | (30.8,60.9) | (102,254) | (41.5,158) | (62.1,187)
145 29.7 53.0 216 713 109
480 mg Q4W
(102,207) | (15.5,474) | (37.0,74.8) | (145,336) | (27.5,137) | (62.1,187)
193 99.6 116 396 214 275
10 mg/kg Q2W
(146,222) | (86.5,132) | (101,148) | (329,525) | (184,303) | (236,377)

R fE (5%, 95%) . Q2W : 2 BRI, Q4W : 4 BREIEIME. Crn: MR EH OREMIFFIRE. Crinas :
*)JE&‘%‘& 28 E E L:Hbjéﬁﬁm%ang\ CavgdZB M EEE‘E‘{& 28 E E E'@@q&gm?ﬁq’?ﬁfﬁ\ Cmax,ss N Hl:t:
BRI BT A EBMIETRE., Cuns: EFREBCRBIT 2REMFEFBRE., Cups: EFKBIZRIT 280
BEPRE



4  HERRIZOWT

ERMY A7 EHEE RMP) CESE, FHOEXREZEEERE~DH K
BHLERTH> T, AROREFEGRBEZDH - HEL., FHORFITLY ER
REVERZREA LRI T2 Z LBUERED, UTOO~@DT XTI
RICBWTHERTRETH S,

@ mmRzoWT
@-1 T%@ (1) ~ (5) PWFThMTEYTHHER THIZL,

() EEFMREIEET 2 RADFOEHNAFRS GFHETIR A BROEEILA
rﬁ HOIE 23 A SRS I AR, MBI AS A BRI 72 &)

(2) FrEMRERRE

() FENRMEFLIEET 2B ADRELEREE (B ABREER TR, SABEE
B IREE. A REEEHERRR R &)

(4) AREFRERZRE L, SREELBREDRE | IS kRER LPRES
Ok 2 ORERREYEICR D B Z 1T TV 5 sk

(5) EMEEALS EEMEOMBREREICAEZBHEEITo TV 5 R

©O-2 FERAAEOBHRUZR (3% B ABKEBEREZSR. FRTABRABERT A
FZ 42 SETH 2 iR.2018.) 2R L. {bPHRER CBHERARBRRE ORI
SRR E BREFOEM (FTROWTNNICHY T 5 ERM) 23, YUkeis
DAFICETHRROBEE L LTRESL TV Z &,

o ERRFRGE 2 FOPMMFHELET L72%IC 5 L EOBAIBROBRIME 21T
S2TWEHZ L, 55, 2FUER, PARYERELEL L e BRI OBHE 21T -
TWBHZ e,

o  ERARFREHE 2 FOMMHELZET L2BIC 4 FULLOBERRBREFALTNSE D
Lo O b, 3FEU EIX, RERABICRT 2 BAEWEREZ 100 ATBR O BRIKRTHE
EToTWBZ &,

@ BENOERBFHREBRDKHIZOVT

ERMFREBICEFTIEEENEBIN, HELGENDOBRED, A - 24
HEEENFROFHERCEMFICHT 2 HHRIEMN, AEFRRRE L BAOREE
B, EVRESCHITITOR S EHBRES>TWEZ L,




@ BWERA~DHIRIZ2WT

®@-1 Mk ekHlic B8 5B :
BEEMREREDOEELBWERAMRRE LIBRIT, 24 FFHEIZRER O T, YMiRUX

BEMRRICBWT, BRLZBWERAIIS U TAREERR T CT F0RHERAOENICHE

RBREOHKENY BFIE LN, EbICHGFTRERERH BB TVD T L,

@2 ERUEFEIC L HAFESRNIGICET 52K ﬂ
NDATECED BN IR ECERZAT 2EREEARRIERE=2V 7%
EDTERBDA T Y —=2 I EITVERE L B2 {F TE 3 F— AEREHIDNER =
nTWnWsZ e, 2B, BiEkiliconT, BARE L ZOFRKRICHFICAMENLTNS
&,

@-3 BHER oI ITE LT

BIVER (REMMRBICIN L, BEEMESE., OHE. FR. BMEHRMBE, KIBX.
NGBS, BEEOTHL, 1 BERE. BIRERTR., FFRE., TSRS, TR, mEmEER,
FORIRISRERE S, TRABEREE. HWREE. BEE. BIBEE. ML EEORNESE.
HIRMA2ZEIRAE, infusionreaction, EERMIRMEE, mMEREARIEGERE. Bk, BX. BE
DHRERIG, IEREE., LEEE (LEME) - HRIR - DEEHIMNGES) | FREFRE,
FEEHm, EILE) [ox LT, YR DI E RSB O EMM 2 T 5 EM & B
L (BIER ORI L THRERUVIELZZ T ONLEHIZHE L) | EBHK
BEIRLER CTEDRHBE-TND I L,



5 HEFRLRDIBE
[F2httiz B8 2 FH]
O TROBHFIZBOWTAROEDNMERRENTNS, :
o [RETHABALBERIA P74 v (AFRBKIERFR) K5, BUREHR
RETREARORE 2 M Uie 1T, RIS B2 LB TR, & BT S,
230, EBEORTE - MEASICE W THE I W AIRRIEDORVEE

@ TRIZZRYTIARFAOEER MFERAFEIZOVTIX, AROFNERHEL I TE
57, AFNOBREXRE B2,
o fhOGUBMEIEEA L OFARS

(Z2ticBET2%H]

@ TRIEZRETIBECOVWTHEHAROBRENER L INTWEZ b, BEEZIT
blanz e,
o FADORIITR LIBBIEOBEROH 5 BE

@ BERAIOFMEIZB W T TRICEYS T2 BEICOVTIE, AFlOFREITHERI RN
B, OGEBIRERZWESICRY , HEICAFEZER T2 L 2BETE S,
» MEMEMRBOSHXIIBEOHZBE
o IEEBRRE CTHER LR D 3 BE R UTEBEO KN BRI SRR A %S
DRI RIEMBR AN BE
 HEORERBOA., XIXEBMHNL2E L XBRED B CRERBOBEEED
- hBBE
o [BRBHERE ELBHMRBERLZIL) 0bsBE
s REOBRNIREERETIRE
*  BCOG Performance Status 3-4 ®P 0 8%

-

@D ECOGDPerformance Status (PS)

Score T

0 2L B2 EBTE 5, FBRALACEEEENHRBRRITLS,

1 AT LWEBNIHR S22, PITARET, BIFERE > TOERIIT I Z LB TE B,
Bl BWRE, BHEX

HITRIETELZOFOE Y O Z L3 TXTAEMELIRXTE 2V, AFD50%L Lid~<y RFATHB
S-a_o

3 RONZBLSOEOEIY DI L LATERY, BPD50%U EEFRy FABEFTRETT,

4 L WiTev, BHOFEDEY DI LI TERY, By FMFFTRIT.




BECRLTHETREHER

B CES T2, RERFEEENRET 2EREITE S & KRR OFER CEIESE
RO DI VERFER2HOICEF L ThoERTAZ L,

BRBALAIZSESL D, BEXIIZORKBICADEREREZ+ABHA L. RELZH
ThoRETHZ L,

FERBEMERAD<R YA MZ2WT

MEMERERERD bbb Z & RH 50T, FAOEREITH T - Tk, BEKRER
(PR PREE, uk, RE%) OBARURE X #RECERSE, BEE2 T4
175 Z &, ko, BB CTHE CT, ME~—b —SOREZRR TS Z &,
AFN DO EIIEE O infusion reaction (Z{# 2. TEREAFHZ T2 O TE 2 ¥fH
Z{T-7z ECRREET 5 Z &, £, 2 B H ORI ERFIC infusion reaction 23
HhobohdZebbHbDT, AFREDTROCFAREKTRITAL ZNTA
BRET 5%, BEORESL HHCHERT 5 2 L, 2%, infusionreaction %35
L7=BEIiE,. ETOBERWNERNPZEICEET S ETHREL THRETD
g2, ,

FARIRERERE . TEABREEERVBIBEEERHODLNDIZERHDIDT, K
A OB ERMAEIR CREHM DI ESRICN I RERZ (TSH, ¥ T3, &
B T4, ACTH, M=y —VEORIE) 2EET5Z L,

AR OBEFIZLY . BEOCKBEFINCERET 2 EEZ LN HFLx REBLOHE
BHOOIDEZERDHD, BEVRBO DNEHEITE, FRLEBERIIS LR

- IR L BB R OERD LB U CEY RERI 2T 21TV BMEDREKX

I X 2EWERB RO 2 5A T, AROREIFIE, RCRIBRESRVE
VRIOBREEEEBRTHZ L, BB, BIBREFRNVEOREIZL Y BHER DK
EHRED DNRVERITIE, BIBRERVE VLSO aE s 0B b E &
T B

BEERTE, AR OEIAREL T LRIERABRITAZ L BH B0,
AR OEEHRTRICHEERAORBIC TR T %,

1 BUBERR (BIE 1 BUBIRAZET) B bbh, BRAES M T F—vRiZ
ERZLBHBHOT, OB, Bl IBRHFOEROFHECMBEED RT3
BTz e, 1BERBRRDNZHEAICEESEHIEL, AR ) VEAIOR
EEDOHUIRDBEEZITI Z &,

BIRERFS, FFR4, FFdeerES. R, BEEREREH LI EBH B D
T, EERICIFEERELTV. BEOREBEZ+LITHBETIZ L,
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. FAOERRBRICENT, 6 BEC L CAREOR Mo T\ ED L 285
(o, AHIR G A E R E CHROMBEIT) 2 L.
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2% 11

-BEEREETA FFA
=RN=T (BFHE#EZ)

(R4 « 70— REHFHE 20 mg, F 7V —FRRHE100mg, F7V—
RATEHE 120 mg, F 70— RHBE 240 mg)

~ R LR~

I%m4¢3H(%ﬁ4$5H&ﬂ)
BA B EE



Bk

R N

ZE®IT

AHNORER, 1EREAE

B R AR

HERIZ oW T
BREXRLIRDEBE
BEICBR L TEETREHEE

P2

P4
P9
P11
P13



1. XU®IZ
B DO « B OREOZDITIX., BN TEFICESWEERERSRD
bid, EHIT, EEORERINOESIZ XV, FUREIRRZ & OEFRFTHIERE
FEEGNERENEHT, ChbOEEXERZHICHERBEICRET S 2 L BSRED
BB L 2o TRV REMBOEY L WEDOEAFE 2016 (Fik 28 45 6 A 2 B MIFERE)
EWTYH, EHNEEGNEOFERORELHEEZRZZ LI TVS,

FRERARTEEERR L. BERERASREM T u 7 7 A VRBEFEOERR AL NICE
RBEILBHB, ZDkH, AHERTEZEMICET BRI +AERT 5 E TOM,
UHERLOBELBMSZITEZLBPHFINIBEFICH L THEAT D L L b, BIfE
ARRBE LB NER N E L 52 L B —EOBEM % Wi T EREE T
TAHILELBREETH S,

LMo T, BKHA RF4 Tk, BREESLCINE T/ LN TV SEFIEEN -
BEHRHIICESE, UTOERGRORERERZHET 28N O LERER, BX
FRUOBEEELTRT,

BB ATA FIA4 ik MIATEIEABER S ERERR S, AaEEARE
BRIEEYS, —REMEA B ABEKARES R O—EAEEA B ABRBEFEROH
F1D b & ERR LTz,

XL R AEESR AR AT 20mg, 7 V— R AREE 100mg, 7Y
— R RREE 120 mg, AT V—RRIEHE 240 mg (—A =

_ A< (BEETHE#ERZ))

X&ERHMEXIHE « FREE BRI IT DR RB R

HELRAMERCEE : B, RACR=FAL<7 (#EFEHBL) L LT, 168 240mg
% 2 WEIRFRIT 1 [E] 480 mg % 4 BRIHER CTREHET 5. &
L., 512 VA@ETELET B,

B % R RO F o NEBERSTERASH




2. AFIOKE. 1EREFRE

ZF7V—R RIEEETE 20 mg, [FAREEE 100 mg, FLAREEE 120 mg R OEARERE
240 mg (—f&% : =RV ~7 (BaFHRBZ), AT, T&H] 2v3,) ik, NEFEE
TERRESE AT VY 7 2 BTV R PV ¥—X ZA27 47 (BMS) #) 2
FA% L7t b PD-1 (Programmed cell death-1) 12335 & M IgG4 £/ 7 u—JFLHik
THd, \

PD-1 %, #EMHAL L2V 33k (THIME, BHRE QT F 274057 —THR) RKOF
BERMIICRBLT S CD28 7 7 I U — (T HIRROEMIL 2 HMBIMICIE L AICHIET 54y
TH#) CRT2ZBEMETH 5. PD-1 BHURIETHMIRICREHA TS PD-1 U > K (PD-L1
BOYPD-L2) L#ES L. U U BRiCifiiE s A2 L TV U SEROTEME(LIREE %
AIZHAFHH LTS, PD-1 U REFER TR E b O % 2 IEEERIC KR
LTy, BHBRAEEE UL ZEEEGKICRITS PD-L1 ORBRLIFEOAF
HiM & OMICADOHBEREH D Z & BHEIN TS (Cancer 2010; 116: 1757-66) ,
T BEHRAERE CIASRE TMRAELET I A v F—T z2a v H < (IFNYy)
IZX->TPD-Ll OREANFEIN., BB L2 EEARKICIIT 5 PDL1 OFRBRLHFHRD
AR & OMICIEDCHREEERH S & OB H D (Sci Transl Med 2012; 4: 127-37),
S bIZ, PD-L1 ZRHFER S E= B AMEIX, BURRERS CDS Bt T MIROMBESE
TEMZHEE S ¥ 528, #i PD-L1 HifkT PD-1 & PD-L1 L OfEAZIETS L+l
EEFEERRIE TS ZEAREINTWS, EOZ 225 PD-1/PD-1 U Hv FREIL, 28
AR TURAF R T MR L ORBE R EEET ABFO—2L LTELLATY
B

AHNL, FEERBR O R 5 PD-1 OMFRSMAEL (PD-1 ) H FREAFIR) IT/E L.
PD-1 & PD-1 VAWV FEOEAEHETIZLIZLY., PARBEREN T Mi0TE
AL R O AMBRIZ T3 2 MRS EEE 2 BT 5 2 & CTHREN BRI R 2RT
T EPERINTINA,

FANDOIEREFICES CIBEDORERIGC X 2BIERSERSD bbh, BERUIELIC
ELAEERH D, AFOREFRURERITIL, BEOBEL+LITITV. BERR
W ONIZGEITIE, BB LU FRITS USSP 0508 & R & R0 =R &8s Ui
D2ERIZET 21TV, BEORERISICE 2EIEARERDLON 2 HE I, BIBEESRV
TAOREZEDOEY OB EITILERD D,



3. ERERARR
R RIS 1T A TR BN TE DA GERRIC M 21T - = R BRRR O BE L =
—g—o

[BE2hi)
EREL RIS MATRABR (ONO-4538-33/CA209274 FAER) |
BRI RK LB OB BEE709 5] (AANEHE 49 FleEte, AHF 353 f,
7Y REE 356 B) ERBIC. TTERERELE L TAH 240 mg % 2 BHEFER TR
BT (BRRE 12 7AR) Lzt EoAEROCEEHERE L, TRFMEETHD
HRATFHIE (LT, DFS] &\ 95,) (PRIE [95%EMEXM]) 1%, AHBET 2076
[16.49~27.63] B A. 7T ARBET 10.84 [8.25~13.86] VA THV ., AFBIIT 7 &
REEC T L2 ERREEZR Lie (O — R 0.70 [98.22%fERRX ] :0.55~

0.90], p=0.0008 [J&5 log-rank BR7E], 20204E8 H 27 BT — &% Uy b4 7),

1 M. BEXIRETEEEL L, UTOWTMICEY T2 BENGRE Shis, 2B, X7 V—
=V TR TIRY A 7 HEIEREEERE AR D b BEITEANEE Shi,
o YRFTFFL (UUF. [CDDP] &\ 5,) & STciiardbiis2 2, g oRRagkEnBl
2% ypT2-ypT4a Xik ypN+ D RBHE,
o CDDP #&ToilpimBhREE 2T T b ¥, B ORBERFAZHIERS pT3-pT4a-id pN+
TH Y., 70 CDDP 25 iR MRESREE XX Y ZEIERZES LT\ 584,
1.0

0.91
0.8
0.7

0.61 AFRE

05 Ty
h—g_‘_%

04 e 8 e
/ T e L 2L, s 6 s e e -b

0.31 7R

Probability of Disease Free Survival

0.21

0.11

0.0

0 3 6 O 12 15 18 21 24 27 30 33 36 39 42 45 48 51
At risk %% EEABTT L 08E (B)
AFIBE 353 296 244 212 178 154 126 106 85 68 57 51 36 23 20 3 1 0
7SR 356 248 198 157 134 121 105 94 80 65 54 50 37 22 19 10 2 0

1 DFS @ Kaplan-Meier Bi## (ONO-4538-33/CA209274 BER)



(FRFEEALBI DA EhE) .
EFRERIFMAERSR (ONO-4538-33/CA209274 3RER) ITHAAN DI BEDT —Z (T
FH-S% | DFS I oW TR NIRRT 2 To B RIITRO LB Y Tho e,

#1 JIRIBAIRID DFS O#ERE (ONO-4538-33/CA209274 BAEY)

mom o R TR ERR v

M Svim s on s Daney 00 De0w

RS RE Sl o sy mepes o  MB 0623
BE L ovem n  buew  subey eDbmse”

— HEEAREE, *1 WEREAYD SRS (N4, NO UTLRBA -8 U /33 10 Bz, No 2o Y o <%k 10 B
BLE) | PD-L1 BRI (21%. <1%XiZREFREE) . CODP & TeiliNiMBRiEE (. &) 2EBUEFL L-BY Cox

HH AP — T

1.0

0.9 1

0.7 1

0.6

0.5 1

0.4

0.3

0.2 H

Probability of Disease Free Survival

0.1

0.0

e "

&

T REE

AFIEE

= A S A A~ AV - -A M- A

At risk 2

0 3 6 9

12 15

L Ll L 1 I 1 L] L L] 1 L

21 24 27 30 33 36 39 42 45 48 5

EERBIGIT 2088 (A)
AFBE 281 195 150 118 98 8 71 61 49 38 32 30 23 15 12 7 2 O
ZZEREE 279 238 199 173 146 124 97 80 63 47 38 34 27 17 14 3 1 0

2 BEREABEMEIZIIT B DFS ® Kaplan-Meier Bk (ONO-4538-33/CA209274 BER)



1.0

TSR

AFE

0.9 -
=
.E 0.8 -
7] 0.7 1
L
(D]
St
=) 0.6 -
Q
3
g 0.5
&
=) 04 -
iy
ig 0.3 4
]
13 0.2
&
C 014
0.0 5
At risk ¢
AFIEE
TS5 REE

T T T T T T T T T T T T T T T T T T
0 a 6 9 12 15 18 21 24 27 30 33 36 32 42 45 48 351

FAEBHEIHT 25 ORI ()
52 36 34 29 26 25 24 24 22 18 14 14 9 3 3 2 0 0
4 34 28 25 21 20 19 1715 14 13 11 6 4 4 0 0 O

X3 WDEBREMREI BT 5 DFS ® Kaplan-Meier i (ONO-4538-33/CA209274 A

1.0
0.9 -
e
.E; 0.8
) 0.7
)
o
P 0.6
2
<
.2 0.5
=
8 04
&
= 03
2
<] 0.2
&
0.1
0.0
At risk £
AFIRE

7T e REE

—

T T T T T L T T T T T T T T T T T T
0 3 [ 9 12 15 18 2 24 27 30 33 36 39 42 45 48 51

EEREUTT 2008 (R)
23 17 14 1010 10 10 9 9 9 8 65 4 4 1 0 0
30 24 17 1411 10 10 9 7 7 6 63 2 2 0 0 O

4 REWBEMFIIZEIT S DES © Kaplan-Meier Bi#f (ONO-4538-33/CA209274 )



[Z2et])
EHRARFEIERR (ONO-4538-33/CA209274 FRER)

B EFERIIAKIFE 347/351 B (98.9%) ., 77 AREE 332/348 Bl (95.4%) IZRBD L,
BBR L ORRBRBBEECTE RWEEERIIAHEE 272351 61 (71.5%), 77 B XEE
193/348 f5il (55.5%) IZ@DH LN, WTFNr OB THERIARN 5% LOBERIXTERD
LBV Thol,

F#2 WPhhOBTRIARE 5% EOBWER (ONO-4538-33/CA209274 RER)

I3 (%)
=g
%gi;;ﬁﬁ AR S —

(MedDRA/J ver. 23.0) Sl i
4= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
2RIER

T L
FRR MR AE L
BRI RE IR T A

AL e STy

CEERE

59 (16;)“' 3 (0.9)' ) 0
. I——. )} L L
R SRR L UE SR ORIE ST . 5 A

EE 24(6.8) 2(0.6) o ;'0

o o M

X 61 (17.4)

CERREE i
7 I 5—¥Hm 33 (94) 5(1.4)
¥y L7 5= 20(5.7) 1(0.3) 0 11(32) 0

JJos—ewEm [2005.7) 9@26)
L DR
D EWBEORE T ameE T

o o o iy

58 21231) 0 o a0als)
33 53(15.1) 2 (0.6) 0 19 (5.5) 0 0
R EBIRES 19(5.4) 2 (0.6) 0 4(1.1) 0 0

2B, AFIFEITB T, FRIRHEEEREE 65 61 (18.5%) | HEEUHRARSE 44 B (12.5%) .
FFERRERESE 29 ] (8.3%) . #HRIEE 29 6 (8.3%) . BMEEEE 2541 (7.1%) . WHE
MR 19 B (5.4%) . infusionreaction 16 5] (4.6%) . K%K - /NBK - EEOTH
11 41 (3.1%) . DRSS 7 61 (2.0%) . EE DK EEE 6 4 (1.7%) « D% 3 1 (0.9%) .
ERERENE 2 61 (0.6%) . BIBHBEREE 24 (0.6%) . &k 1461 (03%) . 1 BEER
w181 (03%) . FFR2 16 (03%) . R 1F (03%) RS E S %161 (03%)
BRD bz, £z, BHEFFR, Ak, B{LERE R, TREBEESE, Bk - Bk,
PR ERIE, EERNEES, MREAREGER. ik, RIERE, EEH Mm% OYE
LIEBD DN o Tz, ARHWERRBFRRIIBEESES (BEREEREZED) 25
ERHEREZTT,



(A - A& .

AR OREAEYBEETAEZFIALEZY S 2 b—1a itk b, KH| 480 mg % 4
R CREIFEARDOAE - AESE TRE LEBEOARRO MEPRENRSN S
oo FOFER, &K 480 mg % 4 BRIRR TR E LEZBEOBEIREBICET 5 FHmEF
BE CUT. Cugsl £V 5, ) iX, AH| 240 mg % 2 BEIFR THRE L72BRD Cops &
B35 e TFRIERE (FR) . £z, AH 480 mg & 4 BEFB TRE LBROER
WEBIEBITAEBMETRE CUAT. (Cuxsl £V, ) 1. &# 240 mg % 2 BREF
FRCERELEED Cons L KB L TEEZRT ETRISRE OO0, BAABEIZED
TARENEREIN TS AL - AR (10mgke % 2 BEMRETHRE) THRAZEREL
ToBED Coaxss & B L TIKMEZ R T L FRIS N (TR) . WA T, BROBEICET
AF—2IZESE, AH 3mgkeg (KE) FL1X240mg % 2 BRI, SUGIAA 480
mg % 4 BREER TS LIZBROAR OBRER L FEIREE L OBEZRATS
RERSEFAPEEI N, YZEEICOWTRENMThNE#R, LEofE - Al
ORI TAYER EESEICARRERIIRVE TFRIS I,

#3 FHORHBBNZ A—F

)EH Yf . FH E Cmax Chind28 Cavgdzs Cmmgss Cmin,ss Cavg,ss
(pg/mL) (ug/mL) (pg/mL) (ug/mlL) (pg/mL) (pg/mL)
516 272 31.0 113 62.1 776
3mgkg QW | (355 708) | (16.5,40.3) | (212,43.9) | (750,170 | @7.1,10m) | (42.1,127)
27 383 437 159 878 109
240mg Q2W | (557 103) | (233,59.0) | (30.8,60.9) | (102,254) | (415,158) | (62.1,187)
S 145 297 53.0 216 73 ~ 109
mg Q (102,207 | (155,47.4) | (37.0,748) | (145,336) | (275,137 | (62.1,187)
193 99.6 116 396 214 275
10mg/kg Q2W | (146 929) | (865,132) | (101,148) | (329,525) | (184,303) | (236,377)

hRfE (5%, 95%&8) . Q2W : 2MRIRIME. Q4W : 4B, Come : FIEHEE & ORKEMIEFRE,
Crmingzs : FIE 5428 5 BITI61T 2 RAKMEPBEE. Cogas : PIEHR 514288 B F TOFHMBFHRE,
Coaxss : EAIRBBIZISIT BB MIE PIRE, Coins 1 EFRBICIT 2 RAEMBEFBRE, Cavess : EFRIE
IZBIT 5 MmiE PRE



4, HERRITOWT

AR OB G EERBEZZE - BEL. $ﬂ®&5ﬂlbi%&ﬂ¢mé%ﬁbt
B e s 2 Z L BB ERED, LTFOO~@DTRT 2T RRICBWTHEAT S
RETH 5,

O mRiz-onT
®-1 T%w()“~6)®th#K$%?5M$T%5’&
(1) EEFMKREPIBET 2 B ABFEEL RS GROERIRS A EOEEL SR,

ﬂﬁ#h%ﬁﬁﬁmmrh\ﬂﬁmhﬁﬁfﬁ&k)

(2) FFEHSRERBE

() HENRMEIEET 2 BABRELERB (BADFREER R, 1S A D
W I1RBE. B ABEEEHEERB )

(4) ASRIEFREZELRE L. SREE LR EZRE | U RIEE LR fok
2 DMEREEIZER D R 21T > TV 5 ek

(5) TMUEMEEEALGEEME ORRERICE S BHET> TV B HER

@-2 REEEREO(LERIER ORI ARBRE O IC+ 5072 ik & RR 2 FH O E
(FROVWTPICEY T HEM) B, BEBRBOAFCET 2 EROBEEL LT
EEShTnsZL,

=

o  [EMMATERSE 2 FEOMBTHERET LRI 5 EU LB ABEOBERES
ToTWBZ e, 5b, 24U, PARYWEELZT L L-BRBEEZOVES
TToTWVWBZ &,

ERMRFRER 2 FOMHPFERET L2BIC 4 £ LOWREBREOBETHE
EiToTn5aZL, 56, 26U LR, REEEBEONARYEREL ELRATEE
DERFHEEIToTWVB Z &,

@ BREHNOEXRMLFEREROEHIZONT

ERMFRERICUETFEESRE S h, RESENLOERER, ARME - &
SHFEZNEROETER OEMSEICHT 5 ERIZ M, AEESNRE LS 0O®E
EE., ERELPITONEERHEHBRE-TVWB I L,

® BUMERAORISIZoNWT

@1 BIERRBIRF O I BT 5 B
FMEMEMEBREOEEREIERANRA L-BIZ, 24 BREZERERO T, YR
IBEEEMRRICBV T, BE LAZBWERICE CTARERE O CT £0BIER D& &%




BEARREOKENY AFICE LIV, ELICHEAREREHSE-THWD I L,

Q-2 BEREFE L 5AFERAILICE TSRS

NASRCED I EMNLRABROEREE T IEREFEVRBIFAE=F) 7
EEDIERDAI Y —=r P E2ITVERE L FRELEE TE 27— LAERFHIVE
BEhTWBZ L, 2B, BHEASICOWVWT, PARBE L ZOFRKRIZHSITAMSNT
WwWanZk,

©®-3 BHERIOBETFLRRICE LT

BIVER (RUEMRREICIN % . BRI, D%, 7. ROSHBARIE, K.
ANBJ, BEOTH, | BHERRE, BUEFFE, FPRe. FgeEs, k. Bupeg
S, FIRIRISAEIEE . TERAREEE . MREE, BEE, AIBEES. Mk SEOR
e, BIRMARZERE, infusion reaction, EE/RMIEEE. mMERARFERERE. HK.
Beds . BEE DRI, FEWGIREE, DIEEE (BB - 40K - LEERIGES)
SREHE . B, AL TR LT, YRR IDEREREEoEMEEE TS
ER L EHE L EUEROZECHMIE L TIRERUZEL ST b A& H B Z
L), EHICHETRAENTE 3ERRNESTNEZ L,

10



5. BEXNBLRHBE

(B2l BB+ A H1H]

O HEREMERE EEBONEBEICEWT, AROFDESRIESH TS (BBEK
RRICBWTHR L INBEOHEMILps B2R), 72721, BRI X W AFID
FOURBRRZBERNRFRENTVWS (p5~6BR) b, B - REBRE
EWTIX, WRIHEBIRIEREZ M E 2 . BN ORFRIRE L EET 5, iz,
CDDP % & LeilTRIMBIRIEE D RV BB RIT 2 BEFIAR & B L= AR OF %)
HIIFAATH D Z L2, CDDP £ 0 A& A MBMIEEANC X 5 16BN THEREA
WiXZh b DIRREEET 5,

@ TRICEAT2BEICHT2AFORERERAFEICOVTIL, AFOFLHHER
BLESNTEL T, FROBRERRE 2LV,
o fhoREMEER L OFRRE
o IiTRIMBIRIEL LTS
o RIBEIBRTRERBEICHT 3RS

[Z4&tkicBEd 5 FE]

O TREZLTIBEFROVWTEAFIOBRENEBRL ESNTWEZ b, B#E5EET
bianwz &,
o ARIORSFITR LIBBUEDBEER D H 5 BE

@ ERATOFHEICI O TFERICH ST 2 BF IOV TL, AFOBEIHER SR

B, MOWEFERRERRVBAITRY . BEICARZHERATL - L 2R TE 5,

. MEMMEROAHIEEDD 2B

© BEHEGRE CHEE LR 5 BE R OIEEIE O K IS Ry i
ZOMICREMER L b5 B

+  HERSERAROAD. UTBHARE L IXERMED B B RS REOBERD
HHARE

« BRLHEE (EhLSMRBEELED) 0bhs8E

© REOBLEXIBELETBRE

11



*  ECOG Performance Status 3-4 &V D BE

& ECOG ? Performance Status (PS)

Score | ‘EE

0 | 2<RHBERLESTES, BHRLALAFEAFERHRE ITX5,

PRI LWEBNIRIIR S h B85, HMITATRET, BAFECE > TOERIIITI ZEBTE S,
Bl : T, HEER

BITTRTHELSDEDE Y OZ LT T TAREEMEERITERY, APD 50%LL EiE~Xy FATRIY,

BLNAEESOEOERYOZE LNTERY, BP0 S0%U EEZy FARF RIS,

lwd

BTV, BAOEOEY O L TEARD, BEEy FIRFTBIT,

12




6. BREITBRLTHEETREIR

O WEXEZICMZ, BERGEEENEETIERSICESERF OB R SEES
ADIDITHERERZ+DICEBRL CTrOERTI L,

@ BIRBRICEN D, BEXIIZORIECESERMEREEZ +ATHA L, REE2E
ThbgRET 5L,

® FERBIERAD=XI AL MTHOWT

BEEMEBRESELONB I L BHHDT, FRNOREIZH - TiX., BEAE
W (PR, 2, R ORBRUOEE X SREOCERS, BiEx -4
WZIT5 2k, ¥, BERZGUTHE CT. ME~—bI—ZS0RELERT S
e PN

AR EZEE D infusion reaction IZ4f 2 TRAFIC+HS RS0 TX A4
BE2ITo7- L CHSET 2 Z &, F72.2 Bl B UBEOARRIR 5FFIZ infusion reaction
BoHbbhdZbdHd0T, FEIBREFROARRERTBIZAAL F VYA
YERET A%, BEOREE &+ BET 5 Z &, 728, infusionreaction %
FE LB EICH, 2 TOMBERMERNESICTET 5 E CAE Y FoRE
TBHIE,

RRIREEERREE ., TEABEBRERVBIBEERLODLNEZ ERBHHDT,
A Oz 5 BRLARI K OB S5-I P IX EEIMIC NS WS EERZE (TSH, 8k T3,
VEHE T4, ACTH, A avF ' —AVEDRIE) 2EE TS5 L,
AHRNOBEIZLY | MEORBRIGICRET S L EX b DX R BRRKE
BHOLNDZEBHD, BERRBDONZHAITIR. RALEZFRIIG L
B2 55 L R 2RO ERD LB L CEHERENIZM TV, BEDOAKE
FOSIZ K 2 BWER R RDN 2 BT, AFIOKREZRIE, R OB RE &
NEVRIDREZERERTH L, 2B, BIBEERAVEOREIC LY EHE
FAOBERBD bN2WVEEITIE, BIBRERVE VLSO S%EmER o8 M
bERTHZL,

BRERT®. AR OB IHABB L TrLBIERRRRETAZ LB H B,
FRIOBRERTRICHBEERAORBR I+ ER TSI L,
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