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1. iXUic

EREBDOBENE - BRMEORHEDT-DITIE, BT XEHIZESW B ERFERSRD
bhd, S, REORZEEMOESIT LY | FUREIRER 2 ¥ OB 2557 AR
FERAPABINAIRT, INODERRLEIMNERBEICRET 5 2 L NERED
REL 2o TR BREMBEE L EOEAS# 2016 (FRk 28 45 6 A 2 HBEIFEIRE)
KBWTH, BEFHNERMEOHERAORBEHEEZRS L LI TN3,

FRERARFERNL, BRERACREE 0 7 7 A VRBGFEOERK R L AL MNICR
RBEZERHDB, Z0D, PR OEL2MICET 2 HEREI+H0ERT D L TOH,
UHEKMOBRE LB T LB/ INIBFICH LTERT L L bz, Bl
BB LB LB N E & 52 L RFRER— B0 EM 2T ERBE cHEA
THILENEETHD,

Lo T, RIAL FF7A4 Tk, BREMSLINE TIRELNTVWAEZEKEN -
BRI RMICES S UTOERGOBRERER 2 HET 2B A0 b NERER, X
FROBBRFRE T,

B, KTA RTA4 0%, MIEATBIEAERK G EREHRSEE, ARHEMEARER
RKEREFS, —BEEEA B RERARES., FEFEFNEEEAN R AHBRZSR N
—AEEVEAN B ARRBELS OB IO b LER LTz,

KR L RDERS AR ARRE 20mg. 7P —REFERE 100mg, 7Y
—REFEHE 120 mg, 7P REAFHFE240mg (—4% : =
AN<7 (B FHEERZ))

RELRAPEXIIHE  BIBRTRERET - BR OIS

NBERAPERVAE : BF., RARKIR=F"~7 BEFHE#EZ) L LT, 1H240mg

‘ % 2 WREFEIBRT 1 [B] 480 mg % 4 BRI CRIFFHFET S,
fh OFUBMEIEEA & AT 2 HEIE, BE. RALZ=RA <7
GlfzFHfz) & LT, 1[E240mg % 2 BRI XIX 1 [E 360
mg % 3 AFEER CRIEFFET 5.
BE R 7R O¥E ADBFERTIERISH




2. AHOKE. ERBF

F7O—R EEERE 20 mg, FAERRE 100 mg, FAABFE 120 mg & U AR RE
240 mg (—fk% : =ANL~7 (BEFHEBEZ). DT, [AHF LvWi,) X, AR
T¥BMRESE AT V72 GRTV ANV wL¥—X A7 A7 (BMS) %) »
BA% L7t b PD-1 (Programmed cell death-1) (254 % & FE IgG4 £ / 7 v —F A Hufk
THbH,

PD-11%, FEHEAL L2 Y 238k (T MR, BMRROTF 27 10F%5—THMiR) KOE
BERABMICREL T 5 CD28 7 7 X U — (T MROEMALZ MBIRICIE & AICHIET 55
TH) CBRTARARTHD, PD-1IIHIFRTMHIRICHEE TS PD-1 Y v F (PD-L1
BUPD-L2) ¢HEA L, VU BRITMEEY 7PV 2R L T /8 BROEE(LIRIE L
AICHAE LT3, PD-1 Y U RiZHURRRMIELSMC e b OfR4 IR IEGHABRIC T B
LTRY, EXEGERE»OYR L ZIEEERICKITS PD-L1 ORI LIFROLERF
BRI L ORICADREEBMER S B Z L RHRE SN TWA (Cancer 2010; 116: 1757-66) ,
£ BEMEAEAE CIHERIRE T MRSELT 24 v F—T7 =1 H < (IFN-y)
I2X > T PD-L1 OFEBENHE SN, BB LIZEEERICKIT 5 PD-L1 ORBLLATED
ATFHIR & OFICIEOHBEBRMEH 2 L 0L B H S (SciTransl Med 2012; 4: 127-37).
& 5z, PD-L1 Z%HIFRE S AFMIL, FURKFRM CD8 Btk T Ml MREE
EMEZEI S5, Hi PD-L1 HifAT PD-1 & PD-L1 L OfRAZMET 2 L T0HKE
BEEMNEE T ERNTENTVWS, D Z 75 PD-1/PD-1 U F Y FERKIX, 28
AFESTIRIEERN R T MR»L OWBE 2 ERET2MFO— L LTEXLRTY
5,

AFN, ERERBR OB R 5 PD-1 OISR (PD-1 Y F v FHEARED ITEE L.
PD-1 & PD-1 Y H > FLOBEEZMAETAZ LIZLY ., PATURFRRZ: T MIIOTE
AL R OV AFRRRIC X 2 AR FIEME 2 150 5 & L TR RTURE IR 2R
ZEDPHERINTVS,

INHDOMAEND, AFNTEREE T A RIBRRCIRVELI b0 L HfFS .,
FNBREERE TR L L BKRREERE L, A9, RE2MRUCBIMEI RS
nic,

ARIOIERFICESBEORERIGNC L 2BERENH bbh, EEXIIRTIZ
FELAREMENRD B, AFOBREFROBER I, BEOBEL ATV, BENR
D ONERAITIE. BB LUEFRICS U-EMR R L BR 2R OEM &EE L TFE
)22 EERIBWT ATV, BE DORIERIGIC X B RIER R RDN 256101, BIBRERV
LRI OB EE DR AEBEIT O BERD B,



3. ERARAR
EIRTFRERIEAT - BROH/MMILHE (RPLEBRUHRT LR ORBRICH

%17 - e E2BRKRRBROBRBEE =T,

(Fzhit]
(R LR

O ENFOHARR (ONO-4538-05 3ABk)

7T F T RE &L ERERE A T A YRR B HI/ IV IIERORFE LR
JEAAE (ECOG Performance Status 0 28 1) 35 Bl &Rz, AH) 3 mgkg % 2 BREIFIRE
TRIEEHE L7z, FEFHMEEE ThHEHHE (RECIST HA FFA v 11 RICESLH
RAHFEIZ KD CR XU PR) 1X25.7% (95%EMEIXMH : 14.2~42.1%) Thotz, 28, F
AMZERE L7 BMEIX 9.0% Th - 7z,

©® WS FEMFEBR (CA209017 385%) (N Engl J Med 2015; 373: 123-35)

77 F T RAE SO FREREZR T 5 URARERIB H/IVHXIIHERORF LK
A& (ECOG Performance Status 0 XUt 1) 272 &R, FeFFEAZRBEL
T AH 3 mg/kg % 2 B EIFIRE CHRIFEE Liz CRAIRE 135 61, K& & & ABE 137 F).
FEMHEE ThLL2EFHM AT, ToS) £vwd,) (PRME [95%EMEXM]) X,
AFIBET 9.23 [7.33~13.27] FH. FEFZFEABET6.01 [5.13~733] ZATHY.,
AFNE P& e Micst LS ENICEBRERZ TR L (0¥ — FLk 0.59 [96.85%18
FEXRE : 0.43~0.81], p=0.0002 [J&H log-rank B7E]).

1.0F

o
N

e
o

Probability of Survival
[~}
wn

0.4 Y -
L}
03 FesdeLs .
~ooa
0.21 N .
e e-g
0.1 ST @
0.0
T T T ¥ T T v 9 ¥ = T T
0 3 6 9 12 15 18 21 24
Overall Survival (Months)
Number of Subjects at Risk
FHI#
135 113 86 69 52 31 15 7 4]
R4V E
137 103 68 45 30 14 7 2 0

1 OS DHHEENT D Kaplan-Meier Bt (CA209017 RE) (MEEALEhi-4ER)
' 4



(FERF R w8
O BEANFIHARBRE (ONO-4538-06 FER)

75 FFEH S ERER 2 A T 2 URTEARNIB H/IVHXIIBRDOHFREL
BB E (ECOG Performance Status 0 R UN1) 76 P& *fHRIT, &K 3 mg/kg % 2 M
BCREHFE L, FEEEE THAE4E (RECIST H1 FJ7 A~ L1 fRIZES<
FgR)EIZ K B CR XX PR) 1% 19.7% (95%fSHEX M : 12.3~30.0%) Th o7, 2B,
FATICERE L2 BREIX 9.0% THh o Tz,

@ WS EIMERE (CA209057 3%k) (N EnglJ Med 2015; 373: 1627-39)

77 F R S LERER Y E T 2 URARERIIB B/ IV XIIFERDOIEREL
R RE (ECOG Performance Status 0 KT 1) 582 Bl XRIZ, FEZFEAZXRL
LT, A% 3 mg/kg % 2 REMBETREFELLE (RAFE292 6, FEX3E/AE 290
#) , EEFMHIEB T B 0S (PR [95%E WX M]) 1X, AFIFET 12.19[9.66~14.98]
HA. FEZZEABET36 [8.05~10.68] YA THY . AHX FEF FEMiTs Lk
HFEMICHEBRERZR LI (N — Fi0.73 [95.92%(E#E X [ : 0.59~0.89], p=0.0015

(/@5 log-rank #RZE]) .

1.0

0.91

0.81

0.7

0.6 1

0.51

0.4 1

Probability of Survival

0.3

0.2

0.11

0.0

Tt T o d = F ad © o a5 om A nw k2 b
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
KEeadwL 8
* 290 244 194 150 11 88 34 10 5 0

M2 OSDHREN DKaplan-Meieriiiff (CA2090578B) (BIERLEhHKE)



(PD-L1ZBUR LB DF 3R UV £ H)

WS EMFRRER (CA2090173VBR K TRCA2000573RER) ICHAANGNZBED S b,
JEBEARMRIZ IV TPD-L1 2 2B L= EEMRS 50 284 (LT, [PD-LIRHEE] L
9.) T HERVELNIE—FOBREDT —F |[ZE-S& | PD-LIFHAFERNTRENIZ
T BT o T BIMR VL2 DRRIZIUTO LB THo T,

BB LTI, RELEETIE, PD-LIOREBRRICI LT, FeEdFAELE
B U CAKIRBE COSHERT 2ERNBRBD bk,
FERE LB TIX, PD-LIEBRBI1%RMDBEEIC N & 2B L IIEREOR R

Thotz (TR,

2B, RELEE, ERFELEEBEE LIZ, PD-LIORRRBIZL 5T, AFloLeHETS
277 AMIRETH o7,

1.0 10
0.9 0.9 .
on) o8
= 0.7 ) .g 07
L 2]
§ 2
5 s
g 0.5 g 05
a
504 Foa4
B. B
L . H 03
L
0.2 o2
01 o1
0.0 T T T T T T T T 08 T T T T T T T T
o 3) 6 9 12 15 18 21 24 7 ] 3 6 9 12 15 18 21 24 27
Overall Survival (Months) Overall Survival (Monlhs)
Number of Subjects at Risk Number of Subjects at Risk
Nivolumab 3 mprkg Nivolumab 3 mg/kg
108 82 70 60 48 39 26 17 4 0 hrx] 93 86 77 73 65 27 3 s 0
Docetaxel Docetaxe|
0 87 69 53 38 30 13 5 2 0 123 102 a0 61 44 36 17 4 3 o
—" = Nivolumab 3 mg/kg (events : 77/108), median and 95% C] : 10.41 (7.29, 14.26) — Nivolumab 3 mg/kg (events : 68/123), median and 95% Cl : 17.15 (12.09, 20,63}
- € - Docelaxel (events : 75/101). median and 95% CJ : 10.09 (7.38, 11,93) =%~ Docetaxel (events : 93/123), median and 95% CI : 9.00 (7.10, 10.55) .
Hazard Ratio {NIvolumab 3 mg/kg over Docetaxel) and 95% Ci : 0.59 (0.43, 0.82)

Hazard Ratio (Nivolumab 3 mg/kg aver Docetaxel) and 95% C1 : 0.90 (0.66, 1.24)

B3 CA209057 BBt PD-L1 ZEERFTD 0S D WARHT D Kaplan-Meier B
(£X : PD-L1<1%0DBEHLM, HEX : PD-L1=1%0D B % HEM)

® ERERFEMFARER (ONO-4538-52 RER)

{LFERRIERIERD EGFR BIEFERRRM, ALK MEBEFRMER O ROSI A BEF
R DYIBRARE/REST - BR DR ¥ LB FE/MBAR it BE 550 41 (R ARANBE 371 41
REL,) BRBIT, I ERLRINV AT (BEFEEEZL) CLTF, (R XwT)
EWH,) RO TFHRRZETMLEREOHARE LR E LT, AH LAV X
v 7 ROT 7 F A E S DEFRE L OfFAKRSE (BT, INIVO/BV/Chemo] &5 ,)
DEHER NREMEZ BT L7- (NIVO/BV/Chemo™ B 275 5, xtBEE 275 #), TEFE
MIEE Th 2 EEEAGFHM (LT, TPFS] W 5,) (hRIE [95%EEXMI) 1%,
NIVO/BV/Chemo # T 12.12 [9.76~14.00] 7 A, XFREE T 8.11 [6.97~8.54] VA TH
Y. NIVO/BV/Chemo IX7 5 R & _NY Xv T RS T FF 8K % & e FREOH

6



B Gk LR FRICEBREEZ R L (NYF—FH 0.56 [96.37%EMEX : 0.43
~0.71], p<0.0001 [/&%! log-rank IRE]).
*1: AH) 360 mg ROMLEAMES 3 UMM CABRE L, LPREL, IARTSFr, <2
FXENVRORAY X< T %, 3BME 1 FA 20 LTRK 6 FA 2 VERL, 6 %1 710
TLBREERB AR R O Xv 7 OFRREIC X DHERED EHTEE Lk,

100
,'é 80
A
60 NIVO/BV/Chemol¥
E o
-]
i 40 - /
& g0 R
0- T 1 T L 1 1 T T T
0 4 8 12 16 20 24 28 32
Time from Randomization (Months)
Number at risk
NIVO/BV/Chemoff 275 231 163 88 48 16 6 0 0
BB 275 225 127 53 27 S 2 0 0

4 PFS OFEARATRED Kaplan-Meier #i# (ONO-4538-52 #AB)
(EVEAIL S hie4EH, NIVO/BV/Chemo Bf & 3} FR#E & D LLl)

(PD-L1ZBLUR LB DA Shitk K 22 1)
ERIERIFMABRR (ONO-4538-52F8R) I[CHAANDNTZBEDT —FITEI X,
PD-LIRBRINTIEROICEIT 2T o AR OEL2EORRIILUTO LB ThH

Y

A LTI, R1IOLBY THoT, -
7233, PD-LIORBRRICL 6T, AROREME TS0 7 7 4L VIIRETH -7z,

32 1 PD-L1 EH R0 OS BNRTROEE (ONO-4538-52 RR)

0S
PD-L1 53, B Blg PR{E [95%CI] NP — KR
(#A) [95%CI]
NIVO/BV/Chemo 115 31.01 [23.13, —]
0, )
1% BV/Chemo 115 22.60 [18.63, 29.44] 0.76 [0.52,1.10]
NIVO/BV/Chemo 155 30.78 [25.99, —]
0, Al b .
142 E BV/Chemo 155 24.67 [19.09, 29.34] 0.69 [0.50, 0.95]

— HEEREE, ¢ REMPIERL Lk Cox HBINYF— FRBET NV



(R L BURA J O3 - BT )
O HEEERFMAERE (ONO-4538-77/CA2099LAFRER)

{LZRIERIBIR D EGFREIEFE R MR VALK B 5T B O YIBR R A2 ST -
BROEINEREEETIN (RAABREGIEEL,) 2R, 77FT/HAZE
TMEFERIEOHRABREEZRMBL LT, AR A ) AvT (BaTFEMBRZ) CUTF. 1
Y AT L)) ROTFIF MR ZELFRIEL OHFARE (UT.

[NIVO/IPUChemo| &VV5,) DAZMER NREMZRET L (NIVO/IPI/Chemo''#361
Bl >t FR"EE35861) . EEFFAMIE B T 508 (P RAE[95%EHEX 1) 1X. NIVO/IPI/Chemo
BT14.13[13.24~16.16] 7 A . X BH#ET10.74[9.46~12.45] 7 A T3 Y . NIVO/IPI/Chemo
1377 F K Z ST L RRIEOH ARSI LREHENICABRREREZR Lz (N
— FE60.69 [96.71%{S#AX R : 0.55~0.87]. p=0.0006 [J&Hlog-rankiRE]),

2B, BRENRBITRRTH DM, HEEBIONIVO/IPYChemo#¥ & xtHBRFEDOSD /N
P— Fib [95%E X RE] 13, R T0.65 [0.46~0.93], FERFE_L B T0.72 [0.55
~0.93] Tholz,

*1: A 360 mg # 3 ERIMME, vV A< Imgkg % 6 REBBERMLPEES 3 BRMBTRE
B L, (LRSI, SR (RELERXUIFERELERE) RSV ks (RELE
B INVRTZFURUNRIY XN, ERELBE  INVRTFFVRATVARATFFVRT
RRARMLFER) 2, 3BAEZ1IYAI7NVELT2YAINVER L, 294 2V TH, &5
RO Y AT & REHELE,

*2: AARRE (R¥ LR X I3FERFE L) 1cE-3&, NIVO/IPY/Chemo B & R UL EL . 3EMH
E1HAINELTAYA I NVERL, FRELEBICONTIL, 494 7 VOB REE%
IR b L3t MIC X ZHERSRIE b AR L L,



NIVO/IPI/Chemo#¥

2
:,E 0.7
£
[<}
&£ 06
g
Eas
w2 0.4 "...
E '(t'm-;-q-ma
5 0.3
0.2
0.1
0'0 T 1 L] Ll T 1l T T
0 3 6 9 12 15 18 21 24
‘Number at risk Time from Randomization (Months)
NIVO/IPYChemof§ 361 325 292 230 129 46 16 1 0
pogiich:sd 358 318 259 183 94 . 39 12 0 0

X5 OS®DhEARHT (DKaplan-Meierfhi#t (ONO-4538-77/CA2099LARRER)
 (BAERL SN 4£H)

@ ERRERZEIAERE (ONO-4538-27/CA209227 3RER) (N Engl JMed 2019; 381:2020-31)
(Part 1a)

{LZEFREARTAHE T PD-L1 FHER 1%LL Lo EGFR B FERBMR N ALK @A
BT RREOYIRREEZ2EST - BROFE/NEIIERE 793 61 (BANBRE 89 HlzE
e,) EXRIC, TI7FTRAZEREREOHAREEZRBL LT, AF LAY
A7 LoffREE (BT, INIVOIPL] L\W5,) OFHIERVTEZ2EEZRIT L

(NIVO/IPT" # 396 B, xtRB" & 397 #l), ARBROEEFHIEL THS 08 (FRIE
[95%fERRIXE]) 13, NIVO/IPI & T 17.08 [14.95~20.07] 7 A, xR T 14.88 [12.71
~16.72] Z A TH Y, NIVO/IPI iX7F F R % & et FERIEIT LR ERNICEER
RIERER LT (ANYF— FH0.79 [97.72%E#E XM : 0.65~0.96]. - p=0.0066 (/&3 log-
rank #RE])
*1 : AF 3 mgkeg & 2 BREIMR, (Y A~7 1 mgkg % 6 BRIER CRIEHFEL -,
2 AR (RF R XIIHRT L) [CE SRS (RELAE - VRS 5 F Ui
VRATPSGFUVRRT ALY ERELER : INVATFTF VRV AT FFURERA b
FER) &, 3BRZ 1Y AN LTAFAI7AVERL, FERFERBIZOWTIE, 4947
NOILEBEERBIT <A D L Xt NiC X DHERRIA L EHATEEE L,



10
0.9
0.8
0.7
0.6
0.5

[
NS
W -
0.4 -t 5o
0.3 LT o A S B ey ey

R T g

g [ TP
0.2 " M A

Overall Survival Probability

0.1
0.0

T LI AL LT - | L B LI | R L T T T L
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Number at risk Time from Randomization (Months)
NIvO/PIEE 396 341 295 264 244 212 190 165 153 145 129 91 41 9 1 0
*HRBE 397 358 306 250 218 190 166 141 126 112 93 57 22 6 1 0

6 OS ? Kaplan-Meier gh#f (ONO-4538-27/CA209227 A%k Part 1a)
(EEAIL SN T=4H)

(Part 1b)

L3RRSI PD-L1 BELED 1%:KiH > EGFR B TFERBRMR O ALK Ba
B TR O TR ER2ETT - BROE/NMBRMERE 550 6 (RAANBRE 1962 E
e.) ERRIT, ST FTRELEOLFEREOHARELIRLE LT, FRETF5F
FRF 2 ST bBRE L OFRRS (BUF, INIVO/Chemo] &V)5,) KT NIVO/IPI D
AR RS EZRET L7z (NIVO/Chemo™ Bf 177 4. NIVO/IPI B 187 i, XfFRE¥ 186
B) . ARBROBWKFHIEE O—2>Th ) BRI RIREDKR T 5 NIVO/Chemo # &
XTFRBED PFS (FRAE [95%E#EXRE]) X, NIVO/Chemo B T 5.55 [4.63~6.90] 7 A,
RREET 4.70 [4.21~5.59] B A TH Y, NIVO/Chemo 117 T F 8K & & to b FHRIE
izt LR PRI A B RER ZR L (0T — FH 0.73[97.72%(E 8 X : 0.56~0.95].
p=0.0070 [J&H! log-rank }RE]).

7B, BROBRBIBRETH DA, BRI ONIVO/Chemo®t & i FREE DPFSD Y
— Kb [95%fEHERM] 1t R LR 094 [0.56~1.56], FERF LRI T0.66 [0.49°
~0.90] Tholz,

*1 : AH| 360 mg % 3 MHIMRE CMLPREL 3 BRI CARRE L, L8iEid, ass (R
¥ LR IR L) [CESWILERE (RELRS : AIVRTIF U XIIV AT T F
VEOFAVEEV ERELERBANRT FF ORI VAT TFURVRA M FE R) &,
3EBE 1L FAINLLTAYAIAVERL, ERFLERBZOVTI, 4 Y41 7 VOLFERE
ERBICARIRORA L X FIC L SRS b ERTRE L,

10



NIVO/Chemo#¥

0 3 6 9 12 15 18 21 24 27 30 33 36 39
Number at risk Time from Randomization (Months)
NIVO/ChemoB$177 135 73 48 37 29 19 15 10 10 7 4 1 0
*FRRE 186 121 57 22 18 13 8 6 5 3 0 0 0 0

7 PFS DBAMAENTRFD Kaplan-Meier Bhf (ONO-4538-27/CA209227 #ABR Part 1b)
(#EfER{L Sh -4, NIVO/Chemo 8 & x}FRBE & D L)

FEn, MEHERRRENRLIZISN22o72b DD, PD-L1 BEREN 1%KRHDBE
23V T NIVO/IPI 3 & X RBE D OS (P RAE [95%EMXH]) 1&. NIVO/IPI# T 17.15

[12.85~22.05] 7 A, XFR#E T 12.19 [9.17~14.32] H A TH Y, NIVO/IPL X7 T FF
BH 2 St L PRECY LEREmZ R Lz (N — Kb 0.62 [95%E#EKX M : 0.48~
0.78]), BRERHZMITHER).

11



[Z2ik])
(R L)
OENE TR (ONO-4538-0538k)
BEFERIL 33/35 6 (943%) KRDBH, FH L ORRBERBEETERVWEESF
213 24/35 B (68.6%) ITR® biviz, BHBN 5% LORBERIITROLEBY ThH-o
77

£2 REENRS%IULOBIVER (ONO-4538-05H8)

BEBAIE ' B (%)
G 35 B
(MedDRA/T ver.17.1) 4 Grade Grade 3-4 Grade 5

QEM’IEFE 4 (686) 2 (57 0

M7zn7¥/@}ﬁ/ﬁ7/£7;7~€$ﬁ*
Ifl].q:'ﬁ V7 F R AR EF—PHEm
: /Aﬁﬁ#ﬁb

& ﬁﬁ&ﬂ ﬁ%
HLEE
5
HER B REE

i, WEMMRR 26 (5.7%) . KIBK - EEOTH 2461 (5.7%) | #iREE (¥
Z v NU—EEHE) 361 (8.6%) . ATHEEEEEE 2 41 (5.7%) . FORAREREREE 3 #)
(8.6%) . BIBFHERERESE 1 61 (2.9%) . BHiEEE (RMEMEMETELRSE) 16 (2.9%)
KO infusion reaction 2 5 (5.7%) Z’J“:%Ebb bz, £, EEOREEE (FERERE
R, ZA. |AEAES) | TEEMERE. 1| BERKE. B, EEHENE.

12



ik - BRI, 5 &5 BARODLHRITIBD bived o7, ARERRBZRRIIBES
% (BRREMEEEZED) 2EDEMRFRRETT,

OEs FMAERABR (CA20901738%) (N Engl J Med 2015; 373: 123-35)

BEERIIAKIFE 127131 6 (96.9%), Fi & X&/VEE 125/129 B (96.9%) IZFBH 5
. AHEORRERBEETERWVEETFRIL76/131 41 (58.0%) IZRBD b, F
BRN 5%LL EORIERIZTRO LBV Thotz,

23 FBHREN 5% LEORHER (CA209017 BB

FEIKDER .
JeLiees i AFIRE
& 131 %1
(MedDRA/JT ver.17.1) % Grade Grade 3-4 Grade 5

By
6)
( 92)

( 9.9)
2L (160)

R T e QU R ) A o4 S

7B, BEMEMER 66 (4.6%) . KBk - BEOTH 116 (8.4%) | #REE (¥
T v SU—EEREE) 13 6] (9.9%) | FFHEREREE 4 41 (3.1%) | FRIRMRERRERRTE 5 4
(3.8%) ., BHEEEE (RMEMEMEBTRSE) 441 3.1%) . EEFHENIE 1 6 (0.8%)
& W infusionreaction 1 %1l (0.8%) 2B biz, £, BEEOKEEE (REFERE
BERE, SR, BREES) | TEAHERS. BITMERES. | BERRF. B,
Mg - B, 5 &5 BERRODLIHRITRD bzho Tz, ARERARTRRILIEES
& (BRREBEREELZED) 230EHBREFRT,

(FERF LR#R)
OENFE IR (ONO-4538-06745%)

BEERIZ 7576 H) (98.7%) KRDHOLN, AH L ORRERBBETERVEESE
813 64/76 B (84.2%) [TRO bTc, FBHEN S5%ULOCBIEMITITRDO LBV Tho
77,

13



R4 BRERPSULLEDBHER (ONO-4538-06848K)

BENKLE FiE (%)

HEARE 76 1

(MedDRA/J ver.17.0) 4 Grade Grade 3-4 Grade 5
ﬁaliﬂfﬁﬁ 6 (s ) 16 (1) 0

( 53) 0
RS S R g LR S
9 (118 1 (13 0
11 (145 0 0

(145) 0

'“— M?-E e

6
3 11 (14 5) 0 0
ﬁi#ﬂi%ﬂt&% 4 (53 0 0

2B, BEEMRBE (53%) . KIBK - BEOTHE (6.6%) . #REE (¥7
Ve N U—RERRES) 1061 (13.2%) | FFHEREREE 5P (6.6%) | FRIRARFEREREE 1061 (13.2%) |
BIRHREIEE 16 (13%) . BHERES (RMEMEEBRE) 46 (53%) K UWinfusion
reaction 381 (3.9%) NF@WH LN, T, EEOKREEE (REHEKREGR, BT
B, FREES) . TEABERES. 1BERRE. R, EEMHEILE, Rk - BHERR.
S BERROLFHRITED biied o, RBWERARBRILIIBEEFSR FRIRREM
BREEEL) 2RAVEMRRETT,

O/ B IARRER (CA209057 #ER) (N EnglJ Med 2015; 373: 1627-39)

BEBERIIAKIEE 280287 B (97.6%). NiE& XFE AR 265268 #] (98.9%) 1258 5
. B & DRRBEBENBETERVAEFRIT 199287 # (69.3%) IT@BD b,
RBEN 5% EDORIERIXITRO LB Thotz,
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#5 RERHN %LU EOBER (CA209057 BB

BERIAHE L
(ﬁ?gfmu ver.17.1) 2874

o 4 Grade Grade 3-4 Grade 5
éElH’ﬁﬁﬁ 199 (69 3) 30 (105 0
R T A D T

@Rﬂ&%&ﬁ%ﬁ?ﬁ 1 0

CEBEETT SN A R e b A s AR

THI 2 ( 77) 2 ( 07y 0

Bl 34 (11.8) 2 (0 o0

U 15 (52) 0 0
o’ AT e Ty e T O s o e AT : A R 3
: A d )3, SRR M R AL e TR S

29 ( 10. 1) 1 (03 0

46 (16.0) 3 ( 1.0) 0

aﬁﬁﬁ%ﬁ&%‘%ﬁ»%ﬁ@r@m R SR

30 (10.5) 0

R REZ T #H e ; ; :
Z D EEE 24 ( 84) 0
b3 27 (94 1 ( 03) 0

723, BIEMERER 10 6] (3.5%) . K%K - BEEOTH 22 61 (7.7%) | #REE (¥
Ty NU—ERERES) 26 B (9.1%) | FFHEREREE 15 B (5.2%) . FUIRERMEAERRTE 27
Bl (9.4%) . BHREREE (RMEFEMERRS) 760 (2.4%) | B&i%-%ﬂﬁ& 141 (0.3%)
%0 infusion reaction 8 4] (2.8%) #SZb bivic, i, BEORKMES (B MAEBIRE
fBERE, SWAH. JRERSE) . TEARERS. BIBHERE. 1 E&#&R‘T‘ . B
EREMENE, 585 BEARVLHRITZRD bhvkhroiz, REWERRTRILIIEES
% (BFEREBEEBZ2EL) 280EHERETT.

QEEEI;LFRF MR (ONO-4538-52 RBR)

HEERIIAFIGEE (NIVO/BV/Chemo) B 271/273 411 (99.3%) . HRR#E 275/275 i (100%)
2B bz, AKX (NIVO/BV/Chemo) & DHRBRBBEBBEE TERVWAESERIL
269273 Bl (98.5%) IZBD b, FRER %LU LOBHERIITRO LBV ThoTz,

#6 RBEBRN 5% LEOBVER (ONO-4538-52 B ‘

B ke 11| ez Bk (%)
%Egzg;;’} = AAIGEA (NIVO/;JV/Chemo) icd
273 i
I TP £ Grade Grade 3-4 Grade 5
2RIEM 260 (985 201 (73.6) 3 ( LI)
R T R R R R T R R LR R
BB 143 (52 0
% 81  (29.7) 13 (
% 5 FERE 48  (17.6) 0
BOIR BB B 30 (11.0) 12 (
SERRE SR ] _ 19 (
h ﬁ&%ﬁ%ﬂl ¥ ;— -'f;.f,-'-'"-;_*."l.,-; 'Ct- ~“ M Lf‘uzz?’l;";’j 5 i = "-,’? il
FRUHERH = = — 3 /S — 120 (44.0) 3 (
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KM= = — 1 T 59  (21.6) 1 (04 0
RREAE 32 (117) 0 0
0 0

87 (31 9) 0

A i BRER 4 (147 0
M /MMRERD 16 (59 0
TARGEVBTI) NV A7 =7 —EH#EM 2 (07 0
TI=UTR) hTUAT =T —EEM ( 1L.) o
ez V7 F=8m 0
0

Hifn 78 (28.6) 15 ( 5. 5) 0
1 RERIBAME 53 (19.4) 43 (158 0
FEEMELT PERIRAME , 43 (158 41 (1500 1 ( 04)
[ ifn BRIBAME 260 (95 13 ( 48 0
mm\ffmyr 18 ( 6.6) 4 (15 0

fi7 e I ‘a 3f1|‘=_| ___:;; i = Al -:,‘ /;‘. R = g ‘;}_.,:"‘

(25.3)
(242)

68 (29)
0 (147 2 (01 0
0

43 (15.8)

' 26"" (9.5) 4 0
FUIR BB RE TUAEEE 15 ( 5.5) 0 0
BIEHErE , 14 (51 4 (1.5 0

B, REE 2111 (77.3%) . BABUBRAREE/ I A/3F—92 f (33.7%) . EER
MIEEEE 43 51 (15.8%) . FLRIRHEREREE 39 ) (14.3%) B D R FEE 36 B (13.2%) |
FFREREE 35 51 (12.8%) . BHUREREE 204 (7.3%) . RIEMEMZER 1961 (7.0%) .
KEBZ « /NB - BEDOTHI 19 4l (7.0%) | BIBHEREREZE 14 4 (5.1%) . infusion reaction
13 B (4.8%) . TERAHEEREE 5 B (1.8%) | fhk 4 B (1.5%) | LIEFEE 4 61 (1.5%) |
1BURERE 3 6 (1.1%) | EFARMARZRARIE 3 6 (1.1%) . B LMERRE R 2 61 (0.7%) .
g 2 41 (0.7%) . FF2e 161 (0.4%) ROVMERHIM 1 6] (04%) BRD LN, ik,
HEMEE, LR, BUEFR, FRE, R - BRE, hRERIERRE, B, &
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¥ oKk, RFERFROEILIIRD b oTc, ARIEARBIRIIEESESR (BRK
REERELZED) 2B3UEERETRT,

(RELRBERUIERFE LB -
OERERBIFERE (ONO-4538-77/CA2099LA RBR)

HEHERIIAKIGEA (NIVO/IPYChemo) # 355/358 il (99.2%) . XfFREE 341/349 #1

(97.7%) TR D LT, AFIGER (NIVO/IPY/Chemo) & DERBBENEBETERWVWA
EHERIT 322358 B (89.9%) TR biviz, FEER S%ULOCBERIITROLEBY
Tholz,

7 BERERNS%ULOBIER (ONO-4538-77/CA2099LA RE)

=y B (%)
%gigﬁﬁ FFHIFA (NIVOAPL/Chemo) B
(MedDRA/T ver.22.0) 358 Bl
4 Grade Grade 3-4 Grade 5
éﬁwﬁﬁﬁ - i _ 322 (899 159 (444) 1 ( 03)

Lt LU AV SR IR S e i b
21 80 (223) 20 ( 5.6)

wnmﬁem@ﬁ e R 7 S T S
CPRRBEETE 2 (49 1 (09 0

EZ 7/1717-—-11%3141 23 ( 64) 3 (08 0
7 7 —EHEm 18 ( 5.0) 8 (22 0
TANRGEUVBT I/ TV A7 =T M 19 ( 53) 4 (L) o
D —¥ENM . 18 ( 5.0) 13 (36 0
&ﬁfﬂa‘@%’%ﬁ?@iﬁﬁh,. i e TR
(

satE

BOR BB RS
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7k, HUIRIRBERERRE 74 B (20.7%) . PHREEE 5161 (14.2%) . BRAUHRARE/ X
Z3F—50 B (14.0%) . AFHEAERESE 48 B (13.4%) . KEBZ - /B - EE O THI 26
B (7.3%) . BHREREE 25 61 (7.0%) . EEOKRMEEE 21 f (5.9%) . FEMMMER
19 % (5.3%) . infusionreaction 17 B (4.7%) . BIBHSHERE 12 4] (3.4%) . THMIH
BREE7H (2.0%) | DIEEES 76 2.0%) . L6 # (1.7%) . BEX 481 (1.1%) Kk
URFIRMARZEARSE 1 6 (0.3%) Wb, o, BEMGENE, LR, Bk 1
BUBERRIR, BFAR4, TR LR R, MMk - BEIEA., ERRMIRMEE, mEREREMRRE,
Rz, S0k, EEHNECELIIRD bhiRbho e, ARWEARBRILEES
% (BEREEREZED) 280EERERT.

QEEILRFEMIERR (ONO-4538-27/CA209227 FRk)
(EFEA ) AT EOFRBE)
HEBRIIARZIGEA (NIVO/IPI) 2 568/576 5l (98.6%) . xtHRHEE 554/570 fil (97.2%)
WRD b, AEIGEHR (NIVO/IPD) & ORRBERBEE TERVWAEERIL 442/576
B (76.71%) IR bz, FEREN %LU LOBIERIITEDLEEBY Tholz,

#28 FHEBEN5%ULEOBIFER (ONO-4538-27/CA209227 BB Part 1a B TR 1b)

— B (%)
E g zgz;%ﬁ AFIGH (NIVOAPD) ¥
e 576 45l
(MedDRA/J ver.22.0) 2% Grade Grade 3-4 Grade 5
2RI 442 (767) 189  (328) 1 ( 02)
A o R T
ﬁilﬂtﬂ.@f‘ﬁ @ 48 ( 83

72 (12.5)

98 (17.0)
ST (%)
59 (102) 8 ( 1.4) "0
83 (144) 10 (17 0
43 (75 2 (03 0

I‘f7 ‘/7\ /- 7./ 717—121%1 !
7 I T —EHIM 36 ( 6.3)
72/\7-‘»?/@7 ) VNI vART =T —EHEm 56 (9.7

Hﬂ;t&%ﬂk&% 39 ( 6'.8)
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ps, FUIRERSRERESE 11561 (20.0%) . FPHRERESE 91 B (15.8%) . FHRREE 51 4
(8.9%) . FAEMMIZRR 50 B (8.7%) . HABFHRARLE/ I Z/3F—38 i) (6.6%) . BE
DREEREE 27 6 (4.7%) . KIBK - MEK - EEO TR 258 (4.3%) . EHERESE 25
#) (43%) . infusionreaction23 B (4.0%) . FEMAMAEER 194 (3.3%) . BIEHE
BEE 1961 33%) . %1381 23%) . LIEREE 9B (1.6%) . BEX6Hl (1.0%) .
1 BUBEERIE 4 B (0.7%) . SESMEK 2 B (03%) . LFHR 16 (02%) . #HK 16
(0.2%) . Mg - Bl 161 (0.2%) RURRIRMLARZERLE 1 61 (0.2%) BFB® bhiz,
i, EEGENE, AL, TR %, BERLMLKEES. MRAREGR, ik,
FEE I & OVETLIIR D biviah oo, ABERRBURIUIEESSR (RERREERY
EEL) 2 EUHRABRETT,

(FF & 77 FFBH 2 S LPRE L OfFRKRS (PD-L1 RBEE 1% MO HBERR))
BEERIIAKGEA (NIVO/Chemo) B 172/172 #1] (100%) . >+ HREE 174/183 £1-(95.1%)
1258 bz, AFIHE A (NIVO/Chemo) & DRI RBERBEE TE RVAEFHRIL 159/172

Bl (92.4%) 12388 BTz, FRIEN SHULORERIXITROLBY Tholz,

#9 RIEHP 5% LOBITEA (ONO-4538-27/CA209227 BB Part 1b)

- B (%)
BRI FAGR (NIVO/Chomo) T
OtudRA ver220 17208
© fverasd 4 Grade Grade 3-4 Grade 5
2EIER | | 159 (924) 9% (558) 0
R R O M E RIS e
Al 70 30 0
BFPERBAAE 41 (2338) 23 (134) 0
/MR SE . _ 17 ( 99) 7 (4 0
=58 38 (221) 0 0
T 17 ( 99 2 (12 o
Bl 67  (39.0) 4 (23 0
A% 14 (81 1 ( 06) 0
M i 26 (151 4 (23 0
AR L RS R e R SR
$SIE 18 (10.5) 1 ( 06 0
X 43 (25.0) 8 (47 0
R 9 (52 0 0
HIEDRIE 10 ( 58 0 0
AR E 9 (52 0 0
F 12 (70 1 (06 0
kg St SO R T T LS SR e e e
TS5=v7 ) hNFURT7=F—EHEM 16 ( 93) 5 (29 0
7 I Z—¥HEm 11 ( 64 4 (23 0
TANRGEUBTI) VTV RT7 =T — B0 10 ( 58) 1 ( 06) 0
M7 vF7F=8m 12 ( 10) 1 (06 0
TFHPEREIRAD 27 (157) 17 (99 o0
I ARERED 21 (122) 11 (64 0
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P, REEE 26 B (15.1%) . SREURRMARIE/ I A3F—22 4 (12.8%) . FFHEEE
BEE 21 4 (12.2%) . FRIRSEEREE 16 41 (9.3%) . BHREREE 146 (8.1%) . M
ARG 8 Bl (4.7%) . KEB% - sk - EEOTH S 6 2.9%) . (DIREEE s £

(2.9%) . infusion reaction 4 F (2.3%) . BEEOKEEE 26 (12%) . LFH% 146

(0.6%) . % 14 (0.6%) . 1BUBERIE 161 (0.6%) . FF& 141 (0.6%) . BIEHE
BEREE 161 (0.6%) RURHIRMASERIE 1 4] (0.6%) BRO b, Tk, EEFHE
HIE, FFRE, BLHERE R, TEABERSE, MK - BEE, S8 LKRESE, h
BRERERRE, Mk, Bk, S8 5 EL, BEEHLE EILIZED bhkhotz, K
BIEARBRIIIEESESR (BEREEREZEY) 230EERETT,

20



(R - Ai]

AR OREFAEYESBETNEZFIRA LZYI2b—va itk v, AF| 3 mgkg (&
#H) X240 mg % 2 BRMR CRE LBoAFOnEFRESRMN Sz, £0F
B, FH 240 mg 2R E LBEORERIT, AA 3 mgkg 2RE LIZROBRER & ik
LTREEZRTETFRIESNEZLDODO, BAABEBIZBWTIAEI AL TWVWLA
- BE (10mgkg % 2 BRIBRECRE) CTAAIZERE LIZBRORER & ik U TEE
ERTEFRESNE (FR), M2 T, EEOBIEICHIT 57— FIcES3E, A 3 mg/kg

(fKHE) it 240 mg % 2 BB TRE LEEBOAROREER L AME IRt L
DEEZ BT 2 BEREE S ANEE SN, YHEEIC SOV TRENAThIE R,
FRORE - AEOBM CAMMERVRZEMICHARRERIIRWE TFRIS N, E72, 3
NRREEREICRBIT AT X ICESERBELEBRBERSETAVEZRAL T, F4 3
mg/kg (2 HREFERTES). 240 mg 2 BHEMRETHRE) XiX 360 mg (3 B TH
) LAY A<T 1 mghkg (6 BREIMRTRE) 200 LEBOREEERETLICHE
B, kERoAE - FEOM TEZEMICHRERII2VWE Fllcsh,

#£10 EHOXKHBIB T A—F

Fﬁ ZE . Fﬁ E Crnax Cmind14 Cavgdl4 Cmax.ss Cmin,ss Cavg,ss
(ug/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (pg/mL)
3 melkg Q2W 51.6 16.6 243 113 62.1 776
g'xe (352,70.8) | (10.7,24.5) | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)
727 235 34.1 159 878 109
240mgQ2W | (51 103) | (152,34.6) | (25.1,47.8) | (102,254) | (415,158) | (62.1,187)
191 613 90.8 398 217 278
10mgkg Q2W | (147 219) | (512,792) | (790, 114) | (331,532) | (184,313) | (237,386)

FRIE (5%, 95%R) . QW : 2B, Cmex : FEF % OB S MITFPIRE, Crinare : PIEHREH#14
B BCBIT 2 BEMFEFRE, Copus : IEREH14B B ETOTIMBFPRE, Conaxs : EFREICE
F2BEMEFRE. Cuoins : ERRBIZE T 2 RBMFFRE, Caps 1 EFRIBITIT 2 FHMIEF
RE

o, AR OBFERARVEBES NV EZFALZYI 2 b—va Vi XV, A 480 mg
% 4 BRI TR 5 UIBEAR O Ak - AES TR E LBROARF o miF P iR E 3 e
Ehiz, ZORER, AHK 480 mg & 4 BEMEMRCTHRSE LIzBROEFRBIZ ST 5 ¥
HEFRE LT, MCagssl £V, ) 1X, A% 240 mg % 2 BREIFRE CTHRE LTZBRD Cagss
LEET S EFRIESNE (FR) o £/, &A1 480 mg % 4 BREFRTRE LIBROE
FREBIZB T AEEMFEPERE CUIT. Cuxs) £V, ) 1. A% 240 mg % 2 8MH
BIFE CHRE L72BED Coanss L KB L CRMEZ R T E FRIS Iz b 0D, BARANBEICE
WTASHRRERENTWA AL - BE (10mgkg % 2 BRIBERTRE) TARAZKRS
L72BED Coanss & LB L TIRIEZ R T 2 FRISH (FR) . MA T, BHROBREICE
JBF—FicESE, AF 3mgkg (BE) £/iX 240mg % 2 BWEFEMR, & L <i34KA
480 mg % 4 BRI TR E LBEOAF| OBREER & A IR et & OBE % RE
THRBRIGETFNVIERESN, YBEIC OV TREMTON /R, LM% -
RAEOMTAMMER VE2MEICHMREZRIIZVW L FRIES T,
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211 FHORWBIE ST A —&

%Yﬁ . Fﬂ% Cunax Crind28 Cavgdls Cmn:gss Cmin,ss Cnvg,‘ss
(ng/mL) (ug/mL) (pg/mL) (ng/mL) (pg/mL) (pg/mL)
SN 516 272 31.0 113 62.1 776
me/ke (352,70.8) | (16.5,403) | (212,43.9) | (75.0,171) | (27.1,107) | (42.1,127)
T2 383 437 159 87.8 109
2400mg Q2W | (511 103) | (233,59.0) | (30.8,60.9) | (102,254) | (41.5,158) | (62.1,187)
prm s 145 29.7 53.0 216 713 109
mgQ (102,207) | (155,47.4) | (37.0,74.8) | (145,336) | (27.5,137) | (62.1,187)
193 99.6 116 396 214 275
10mghkg QW | (146 900) | (86.5,132) | (101,148) | (329,525) | (184,303) | (236,377)

RIE (5%, 95%&) . Q2W : 2 BRI, Q4w : 4 BRI, Lcmax:*ﬂlil&%«?&@%%?m%q%lﬁ‘
Crinazs : FIEHR 5% 28 A BICRIT B BARMIE PIRE, Capars : FIEHR G 28 B B £ TOEHMFFIR

. Cmaxss : EFRBIZBITZ2HEMEFPRE, Cuins : EFRBIZBIT ZREMBFPRE. Cues : BHWK
KBTIV B P iE PR
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4. BRIZHOWT

AHNOBRENEN2BEEZZE - HEL., AFOREICL Y EERBIERZREA LR
BT B 2 ENBERTZD, LTOO~@D T RTEMITHRICBWTHEATS
RETHB,

@ HMRITOWT

@1 FTRED (1) ~ (5) DTN HETIHRTHDIZ &,

() BAEBBRENBET 3 BADREEI RS EHERF IR A RESEIL AR,
HUIE S A B RCEEEILAURBE, MU A B RIARE /2 &)

(2) FFEWAERPTE

(3) EFEFRMEIRET AR ABREERR (BABREEREERT. NADRERE
W ke, A IREEEHEE R 2 &) |

(4) ARALFRIERZERE L., S RIEE L ERIERRE | IS RIES b FRERRet
2 DRERREEICHR D BHEZTT > TV S ER

(5) PUENVEEERIQ S BN O MR NI R S B 21T - TV B R

O-2 it D{L2ERRE R CRIERFE TR OIS +5 72 il & BBRZ R OEM (TRO
WY T D ER) 23, YRR OFAICET SIRROBREE L LTEESH
TWaZ L,

3

o EMGKRITREE 2 FONMERET LiRIC 5§ FLU LEORABROBEKRIEL
ToTWBZ L, 55, 2FEUEIT, BAERYRELE L LBKRIEREZOWES
ToTWAIZ &,

o ERGRFFRE% 2 FOMMFELET Likic 4 FULOBREREZELTWD
Tl Dby 3ENUER MO AEYRE LS LRGSR FOBRKRIHE £17 -
TWaZe,

@ BENOEXRMFREHROEKMIZOVT

ERMERETHICRBTIEEEANRBESh, BEAENOOBFRED, FE - &
SR ZPHFEROFER OERMEIC KT 2 IFRIEME, AEFRRRELZLEEORE
£, SERBPITITONAKFHINRESTWVWEZ L,
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@ BMER~DRITIZOWT

@-1 HERRAHIC B4 5 B .
BEEMEMEBREOEERBIEARRAE LT, 24 FEZEREH O T, Hikiizk X

FOEEERIER T BT, B L2 BWERICE U T AREER O CT S ORIER DERN %

ERREOEENYBPIZELN. EbITHSFIRRRERNES-TWHZ L,

@2 ERFEFEEIZLIFFFSAMNNICET 2 EY

BABRICEDZEMWNREBR VKR AT IEREEENEWERE=F) 7
EEDRERDAZ ) —=U I EITOERE L FREIEF TE 257 — AERERINE
BERLTWAZ &, 2B, BiFEEIc VT, BABRE L ZOFRKECHICBIMEhT
WwaZeék,

@-3 BIERORKCHRRICEALT -

BIFER (MEMERRRICI ., EEGHENE, LK. R, BEERARE, KX,
NER. BEOTH, 1 BBERKE. BUERFR., A2, ITHieES, Fa, SEEmeg
%, BRIRESEEREE, TRAWERES, BREE, BEE. BIBESE, M, EEOR
[EREE., HARMARZEMRAE, infusion reaction, EERMIREE, MIEREFRIERRE, /L.
BER, BEORBERIG, EIRREE, DS (OEMD - WIR - DEMEBIIHHES) |
FRIFEREE, EEHM, EALS%) X LT, YRR XILEBERBEBOEMEL /TS
EffEEHEL EIERORZECHINCE L THRERVXIBEZITONIEHICHD Z
L) ELIGHDRAEN TE ZEHRIESTNDZ L,
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5. B#RENRLLRHBE
(B2t B+ 5]
D AFOBEMBEIITEOBREICBOTHAMERNRIES LTV A,

75 F A S TR AT 5 VIR RERIIB M/ VHIXIEROR
¥ ERERE
75 FFWE R ST ERRRE 2 AT A IR IIB #/ VI XUIER Ok
R EmaE

tﬁ‘#ﬁ?L&ﬁ?mﬁmﬁﬁ%%iXﬂﬂxﬁ%ﬁﬁ%%ﬁﬁ%mﬁwfH\

JRA) & UTCEGFRF 1 ¥ ¥ v —PHEFEAIXIZALKTF 2 X ¥ 0 ¥ —EHER D
BREBZHTIRE,

@ FAOMOTBMIEEA & OFFAR ST TROBEITBVNTEMEN RS TV S,

A ) AT ROT I FFRAFZ S0 LERE (RELBE : IVRTTF
BRONZ ) X, RELFRE : IVRTTFUIIV AT TF U RUR
APUxEFR) EOMRRS  LEREBEOR, EGFR B TERRBRERD
ALK ARG TR O IR GEREST « BROIE/IIaphE R E
A Y w7 L OFRARE (LERIEB DR\, EGFR B TERBMER N ALK
B EBE TR DO UIBRARE 2 EAT - BROIE/NIIRIEBE
7T F TR ESCERE (RELRE  AIVKRT FF UV RIIVRTFTF v
EOF LV EZE Y, ERFELERRE : IVRTITF UV ATFF U RPRA
L F¥EFR) EOFRERE  (LFREROR, PD-L1 BEIFE'D 1%KHEHD
EGFR BInTERBMER ALK BEEEFRRMEOUIBRTRE2ETT - BHROHF/D
ARA A A
RRY AT ROT 7 F TR ERLERE (INVRTTF RO ) F
FEA) LOHRRE  LFERIEBDOR\, EGFR BaFERBEM, ALK @4
B FRERD ROS! A TREEOUIBRTEERELT - BROFERF LI
/N R Bt AR

* AFK|OBME L LT, BRF4 : PD-L1IHC 28-8 pharmDx [# =] RERBEN TV 3,

® TRIZERYT 5/ MIIAERE I 2 AFORE R UCERFEIC SV T, &
ROBEDHERHL SN TE LT, FHOREARERLARR,

W ABhIRIE X 5 K 0 Bk 5 & UMt O B IEER & Otk s
{LEERIERE D T2 W BE TR 5 AHF 0 Bk 5
QO TARNDOAB DN T IN TRV OREMIEER & Ot RRS

@ (LRBEREDRVEIRREZET - BREOF/NIRMBREICRNT, 1) A<
7 L OWFRREICRT 2 RAEICHBER 2N B DN D BE IRV T, FAlL
AEY AT LOHAREEEZERTNETHD, ALY AT ROTTFTHAE
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Stk RE (RELEE  IVRTIF VRO Y 2 X8V, FERELRE :
ANRTTGF U XEV AT TFURORA bR R) EOFRBEICHTHEAE
MEICRIER RV EZZONSBHITBNTUL, AL A Y AT ROUT T FF 1
Fa i RE L OFA®RE., PD-L1 BERER %K1 Y AT IZHT
HABRBEMICEERD D LEZ ONDIBEICBWVTIE, AF L& 77 FrRAZE ML
2 (RELEE : IVRTSF VRV AT TFUROTLVIE Y ERFE
LR INVRTSF ORIV AT TFURVIRA F LR R) LoFRAKSE2E
BT A5 LNRTES, 2B, XROBEIZHTI-»> Tk, MESRIA K54 (B
AIBFELR S2SRTH L &

® (LFHFRIEBORVEIRRRERREST « BROIERF LI/ NERMmEREIZB VT,

RNV A2 T ROT 3 FFTRAZZLLFERE (IVRTSF RO ) %k
W) L OBFRAREICXTARBAMICEER RV EE X b A BEICRBWTL, FA
LRV RS TROT T FF A e ZLERIEL OFRARELZEBE T2 LB T
x5,

® MEZERIA KT74 2 (BARRBEESR 28T, ECOG Performance Status 0~1

#) 75 B O R Y L. ik ECOG Performance Status 2 #2 OBE TIX, &
3HRPES (N5 32 %) ORFRERERSATEY ., 75 FHRAOME
FIHEREIHE e DER SN2V — X 855, ~0BE. (LEREEEZET 549
BRER AT - BR ORIV T, 75 FHRKIORERR2< &
b 3 HRPUREAEA COBRKREL AT AEICRBO Tt AROBMIRE & EE
Tx 5,

O 77 F T8 ECLERIER 2 A5 5 UIRTRERET - BRI/ NEREEE

W23 % AH) 0 B 513 FIAARER  (CA20901738085% & TCA2090573888) 12
BWT, REEEBERUERELEBEBOVDTHLOBREICBNTY FEFFR2EHIT

D gz E, WERRIA FI4 v (AAMBEEESR) CBVWT, R4 A—BEFEREERIEN-

(DECOG Performance Status 0~1 ®2 T 75 %Ll £, XiZ@ECOG Performance Status 2 %2 0 BE Tk, $3
HRFEA (FEF XS OBRRERERINATEY, 20X )5 2BE TR, EERETST
AARECHERDD LEZXBND,

(2 ECOG ? Performance Status (PS)

Score | B

0

BRI EBHTE S, BRALFELABEESHRZ2ITRS,

AEBICE LVEBNIHIIR S 228, BTATRET, BIERSE - TOERIRITS Z LN TE 3,
Bl EVRYE, EHEX

BITAETHZOEDOEY O Z L3~ TRAREESAERITITE RV, BFD 50%LL L3~y FATH I

RO ASOHFOEIDZ & LMTERY, AR 50%UEEZy FABRFTEZ T,

1
2
3
4

LBV, BADEOEY OZ Lixel TER, BRIy FIAKRFTIBRIT,
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xt L TEBMESRIEES N TS, 722 L, RFELEREOBE TIX. PD-LIFEREIC
KV EEOBERABRRE L BRBINIBRIBONLTNDZ 1D, FRFE
FRBEOBEIZB W TIIPD-LIERELHER L L THRAORERSOHM 2T 5
TEBEELY,

PD-L1 BEEN 1%KRMTH 5 T L 1R SR LRBREICEV T,
AL, FE¥F A B0RMUNONEMESEHORE EB/ETD, &
RATnY X<+7 GEEFRBR L) Oar =3 2% (R5E4 : PD-L1IHC
22C3pharmDx [ =) ) 12XV PD-L1 BRERR2HR LR LEBEORBE
ThoT, AFOBWE (K54 : PD-L1IHC 28-8 pharmDx ¥ ) 12k 2
FRENEERBSITE, UTOXMELZ BB AR OREDAIEZRTE
5,

XHRE)

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

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

[ZeMicBd+53ER]
O TFTHREEYTIBEZBIZOVWTIHEHARORERZERE INTWAZ LD, BERIT
blrnwz &,

AEN DR UiBEUE D BEARED b 5 BE

@ BEAOFMITB N T TRICHEYTIHAEF IO VT, FFORSIIHESI RN

25,
L]

HOEFERIRE N 2 WVIFEICRY . BECAREZERTZLE2ERTE S,
FEMERRB DS HF UIBEED H 5 BE

i E B RE CRIE R & 38D 5 BE & UNEBIE O B R Atilig e 0 G it 7%
BOMICREERILYEAONDBE

HOARERBOAGE, SUXBMRRE L IXERMEO B SAERBOBEERED
hHHBE

HARBHEE EhHMRBERELZEL) Ob5BE
EREOBRIIBEEZR T 58E

ECOG Performance Status 3-4 ®V D BH

3 L, MOREHEEROREICSOWT, R, MERFCHYTSZ Lo, EKEMEL A
ZEMERORBEOBENAH A%, ELRE FREY LUK Sh-AE GIESR) oV TiZEDRY
TiX72Wn,
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6. BEITEELTHETR&EE

O HAXEFITMZ, BERTEEE NIRRT 2 BRHFICE S ERFORER OETERE
RADTDILBERMEREL+HICERLTHLERTEZ L,

@ BRBAMBICHEN DL, BREXIRZOFIRCADEREREEZ +SBAL, RELE
ThbEETBHI L,

® FIF A EERILFRIERE2ATHHERFELRBIZBVTIE, PDL1 FHREKY
FERE L 7c ETAR OBMBE DR B2 KW+ 25 Z L BEFE LA, PD-L1 BEEKN
BRTERVWEARITE., AFOEAOERE Z @A L ETRETHZ L,

@ ERBMERDO<=XI AL Mo T

MEMRBR S b b D Z L 2D E0T, AROREICHE T, HWHE
WO (FEIREEE, uk, RE%) OMRBROME X BREO XS, Blgs+5
W75 &, e, HLEZSECUTHEE CT, MFv—I—50RELERT 5
)

AHNOHEGIXEE D infusion reaction |Z{F 2 TEAFFICHRIGD T AU
E&2IT-o 7= ETRRET S Z L, £7-.2 BB LAEDOAFE 58512 infusion reaction
BHobDdZEbHDDT, FEREFRURFIEEHL T HRIZ AL A
vERET 2%, BEOREEZ+ICHETAZ L, /2B, infusionreaction %

FHRLHEITIE, £ TOBREIERABEICEIET 5 £ TRE 2 o8&

TBHZL,

FURIRBERERE S . TEAREEERVBIBEERH OONDZ LRHEDT,
K| D% 5 BRRET R O EHIR P I ESBIC NS WS REIRE (TSH, iz T3,
WEHE T4, ACTH, M anFV —LEDRIE) 2EMTEHIL, -
AHRNOEEGICXY | BECRBERINCEET 3 &% 2 b 54 2R BCRIE
BHobdZRnbd, REBRBOLNZHEICIE. BEALEBRIILS L
B2 & AR ER 2 FE O [ERD & B L CGEYRERIRRK 2TV, BEORE
RIS L B BIER R EON D BEITIE, AROKREXEFIE, RUBIBRE S
NEVRIODBREER2ZRTHZ L, 2B, BIBEERVEYOREIZ XY EIVE
ROBENRFBD DNRWEEITIL, BIBRESRNVE LS OREMmHIF BN
bEET D,

BERTH. AB»LE I ARB L THLRIERPRRTIZERHET0,
AHI DTG TRICHBERORBRICHSITHERT 5,

1 BUBEIRS (BIE 1 BIERBE 2 5) Kb bbh, HRFEEY F 7Y F—v R
WKEDLZLENHDZOT, AW, Bl BHFOEROEHLMMEED LFITT
DERTHZ L, 1 ERRREDNZHAICRFEEEZFIEL, A 2) Vi
HOBREZEOFNZNBEZITH Z &,

BUERTR, FFARL, FEEE. k., BILEBRBERRHObNEZLBH 5
DT, EHIFHEREZITV., BEOREBEZHHITEET L,
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® FAIDHEKRBRICENT, UFOFA IV 7 CHIMOFMEET-> TV L xS
BT, ARBEPIIEHNICEBRE CHROMBLZITI Z &,
*  ONO-4538-05 3B K& U ONO-4538-06 A5 : 6 BEZ &
o CA209017 R & X CA209057 A%k : I 5FHE»D 9BE, 0%, BE5RMK
Hh 1EMIZT6EMIE, BIX 12 BB I
*  ONO-4538-52 3Bk, ONO-4538-77/CA2099LA A8k & UF ONO-4538-27/CA209227
R BERHBEMS 1 ERIX AR, ThUBX 12 8F I8
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(7E3) Bk
2R, HERE, BRLMELZRBIEROZEHM

< FeFFuARNERLEL2ZBE>
EBERISOHSBE
RPEZEHLTVWEEE

RBEH LBRMEDREDN S BE
ERARRNORBEDKEERED H 5 BHE
R ITIIR L CW B ATRE O 5 5 B

< FeEZFEAVPEHERELRDBE>
BRI OH 5 BE

VR MR ST IARAERE D 3> 2 B E
FEEDH 5 BE

BiEEDH 5 BHE

HEOH 5 BE

ERT B AREME DB 5 BE

< Fe&FeLOBEKRREIER>

B REHH

vavZER - TFr74TF—

BE, Fr4. kRS

AR E

FIEMERR, FHARHEE

DAL

FEREME M NEEEEMRAE (DIC)

MREZRIL. BBHMm, RmERBL. KB

LV R

RMEPRIR R E A

SR

PR FIRARIERRE (Stevens - Johnson SEMEAE) . PRMRBEFIE (Lyell FEMRE) . AN
LEVURF—T, MK, BIE - KEREE

DR, FRARMASZERAE

TRYMIE |

PFIRFNE R ESZWIEFRE (SIADH)
ERLRONREOREL, B, REHREE, WEROBABREORNEESES. Radiation
Recall H4&
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B HHEET A oA v
=R~ T (RETFRESRZ)

(RFE4 : A7V —RRBIE 20 mg, F7V—HNRREE 100 mg, F7V—
| RAEEHE 120 mg, 7P —REHHE 240 mg)

- ~EHRAE~

VR 2 9E2 A (4f44E5 AHET)
B A



Bk

A T S I S R

ZLHIiT

AR ORFE, TEREF

ERIR AR

HERIZDOWT
BEXRE2BBE
BEELTERE T REHFH

P2

P4

P20
P22
P24



1. XEDHIT

ERLOEDM - BEMORROTHITIT., RTTESFIESWBERHERRRD
bhvd, &b, IEEOHRZEMOESIZ LY, iRERKR 2 & OEFR 2 FRIERK
FEELINEBENIFT, INOOERLZEICHNERBEICRETZ 2 L BEED
L 2o TR REMBUER & HEDREAS #2016 (ERL 2845 6 A 2 AMEERE)
RWTYH, BFNEXREOERORELHEZRAZ L LENTWVS,

FRERARFERRR, KBERACRENE a7 7 A VHABEFOERMH L ALNICR
BRAHEILNHD, ZOH, AYEROREWIZET S ERI+0EET 5 £ TOM.
UNEERROBELBIZIT A LRMFShIBEICH LTERAT? L L b, BlfE
ARKR LB SHERGNE L D2 ENTRER—EOEM % M- ¢ EREEE CFE A
THZEREETH S,

LizMoT, ZHA FT7A4 T, BREBSCINLETRBELR TV I EEREN -
BEHRCESE UTOERMORERFERZHET 2B INOMNEREHR, B2
FROEBREELE T,

BB, AHA FTA 0%, MIITBAEAERKGERBHRB SR, ARAEHEABRK
BREEES, —REAEA B ABERARES R OARHRAEAN AR ERFES 0%
Db EFER LTz,

SR ERBERS 7V RN ARRE 20mg, &7V —RRAMEE 100mg, 7Y
— R ARERE 120 mg, A7 —RAMERHE 240 mg (—R4% : =
AN~<T (BIGFHEBRZ)) 4

HREBIPEINF - BiEBEAMHE

HEERABERVEE  ®%, RARKIR=R~T7 (BEFHA%Z) L LT, 1E240mg
% 2 BRIMMREXIX 1 | 480 mg % 4 BRIRIE CRIGFET 5, &
2L, BRAREC T 2R MAREOH S, REHRMIZ 12
FTAMETELT S,
RIGIRARLREMHRAEICH LTS VY A~ T (H{EFHEK
z) LOERAT 3540, @, RARR=RAV~T (BEFiEk
%) LT, 1H80mg % 3 WHEMMRT 4 BLRIKFHET 2, €0
%, =ANV~7 (BiEFHE#EZ) & LT, 1E 240 mg % 2 8MH
RIFE 13 1 [B] 480 mg % 4 38 FHIFE CAIREIET 5.,

& R ¥ E  NFRELTIERASHT

(%)

B RAEICEET 5 Y — R A AREER S0mg (—i%4% A ¥) A~ T (BETHEERZ))

DOPEIIIHE. RERVCHR

Zh BB X i 0 R RIBUIBRA R EHRARE

AEERECHER: B, BRAKIIAYY A~<T7 BaFE#Hz) & LT1HE3 mgke

(RE) % 3 BRBRT 4 BAREBET 2. 2B, MOTEMEER

FEOERT BRI =RV~ 7 (BEFEBEZ) LHATHZ L,




2. BRI, 1FRBF

ZF 70— R 20 mg, FARTREFTE 100 mg, RATEEFE 120 mg R ORAFHE
240 mg (—f4 : =A< 7 (HBEFHEBRZ). T, THFA] &v).) 1, NEFEES
TEMREH L ALV 7 2 BTV RA MV =AY —X ZR27 47 (BMS) ) 2
BEFE L7zt bk PD-1 (Programmed cell death-1) iZx}3" % & h 1gG4 £ /) 7 v —F A Hifk
<h 5, |

PD-1 i, EHIL LY 32k (T AR, BHIRRKR O F 27 4% 7 —THIKR) RUF
BERARRIZ BT 5 CD28 7 7 X U — (T MM DOIEMAL 2 MBhACIE & ARICHIET 54y
FiE) CRTHIZ/ETH D, PD-1 IXHURETSHEIICHER TS PD-1 Y U F (PD-L1
EOPD-L2) E#EA L. Vo SBRICHEIMEY 7 A2 RE L TY V2 BROEM(CIRIR %
A L TW5, PD-1 VU FIZHFRERRARIUMT E F Ok 22 EEARIC TR
LTRY, ENEAERE»OUIER L IIEFEHEMBRICRIT S PD-L1 ORBLIFBROLESF
B & ORICADOHEBBERRH 2 Z & AWE SN TVS (Cancer 2010; 116: 1757-66)
Fo BUEGERS CILRMREE T HRNRELT B VI —T=u i< (IFN-y)
ICX > TPD-L1 ORBEMFFE S, BB LIEEEMRICIIT 5 PD-L1 ORBR LIFRD
AFHR L OMICEDHHBRRRH S L oML b H D (Sci Transl Med 2012; 4: 127-37)
E5IT, PD-L1 Z3RHIRIR S AAMERIT, FURRRM CD8 BBt T MRROMIREE
EHEZBI S EB ., Hi PD-L1 AT PD-1 & PD-L1 L OREEZAEFT S &2 OHA
EBEEENEET S Z ENRRINTWVS, HEDOZ LhE PD-1/PD-1 U F 2 FRREEIL, 3
AR TURSFRAY: T MR O BEZ R T 2WFO—2L LTELXL LTV
%

AHNL, EERABROF R O PD-1 OHISE (PD-1 V U FESHRIE) ITHEE L.
PD-1 & PD-1 YWV REDOMEZAETIZ LT, BARRBENZ T MEOHE
AL R U AMRRIC RS 5 MRS EEE L R T 5 2 L TR RSB R =T
TERERINLTNS,

AH O EFRBFICES BEORERISIC X AEWERSRS bbh, BEEXIELIC
E3AREMER DD, AFORERRURERITIL, BEOBBE+HITV., RENRA
 HNIBA I, FH LRI U= S0 i & SR 2 o ER & L OF
ENRERIBIT 24T\, BE ORBRISNIC X 2 BEAREDN B8 ITIE. BIBRERL
LRI OREEDEN ZNBE LT O LERD B,



3. ERPRARAR
EMRAEDOABFICEMEZITo - ERBRARDMEEZ T,

[FHzhE]
OEMNFE I+AFABR (ONO-4538-02 FER)

EANNNTy (LT, IDTIC] W 5,) 12 X A{LBRIEREL2 A3 2RI AL
H/IVH T EROEMBAERE (ECOG Performance Status 0 T 1) 35 il & X&RIZ,
AH| 2 mg/kg % 3 WRIMRCRFEHE Lz, FTEVEEE TH5E20% (RECIST VA

RS54 v 1.1 BRICE S FREEBIZE D CR XX PR) iX22.9% (90%(EHEXMHE : 13.4~
36.2%) Thoto, B, FRNIRE LIBMEIX 12.5% ThH o7,

@OEMNE IHERBR (ONO-4538-08 FER)

{LFRIERBROBIBIBR AR/ VHXIFROBHECIERSE (ECOG
Performance Status 0 & OF 1) 24 ) % X} 81Z , A% 3 mg/kg % 2 BREIEIRR T ARIREFHE L7z,
FEFMHEE THHEHE (RECIST HA K74 11 fRICES PIHEEIZL D CR
XiX PR) 1% 29.2% (90%EREXR : 16.7~45.9%) Thol-, 2B, FHANIRE LR
HEiX6.0%ThHoT,

QU FIMABRER (CA209066 FAHR) »

vraf = 7 AREY 4 VABRBRGFEDSRER S B1 (BUF, [BRAF) £\ 5,) V600
BEREORWELBRERBROBIBEIBRARELRZIH/VH IBROEERAESRYE

(BCOG Performance Status 0 2 O% 1) 418 ) (A% 210 #, DTIC & 208 ) & XRI,
DTIC Z% 8 & LTAA] 3 mgkeg % 2 BRI TRE#EL L & 0FEROT 2
R L, TEFMER THIE4AFHM AT, ToSl & 5,) (FRIE [95%(F
X)) ORI RIE, AKIBFIX NE' [NE~NE] A, DTIC # T 10.84 [9.33~
12.091 ZATHY ., FANT DTIC o3t LHEFFMNICHERREREZ R Lz (NF— Rl
0.42 [99.79%SFEX M : 0.25~0.73]; p<0.0001 [J&H! log-rank #RE]. 20144 6 A 24 B
F—Ehy " A7),

*HEERE (T, B



1.0
] —A— FHH
0.9 Sy @ RIS

0.8+

0.7 1

1% 2.:_ m-\
F 0.5

= 0.4 : N

IDGB%“
0.3 5
0.2 oo
0.1
0.0- —ra1 T 5 5 T 155710
0 3 6 9 12 15 18
at risk S151M ()
AXB 210 185 150 105 45 8 0
LHVISGURE 208 177 123 82 22 3 0

K1 OS @ Kaplan-Meier Bi#2 (CA209066 )

@S EMHERABR (CA209037 ABR) ?

A AT (BiaFEEEzL) T, MY A7) L)) Xik BRAF FAEA
ERUEFREREETHARBURAERIY/ VAXIEROBHBAERSE

(ECOG Performance Status 0 XUV 1) 405 B (AFIRE 272 #, {L2E@E (DTIC XixH v
RTTFL ey Y EeNEOfFR) B 133 6) 2R&IC, FEREERE LTK
#l 3 mg/kg % 2 BREMRCREFE L L 20U ROTEEEZRTT Uiz, TEFME
IHETHIEHER (RECIST A FFA > 1.1 FRICES L FRYEIZE D CR Xit PR)
ZOWTERIRRE SR D 120 Bl 2T RER & U TR 21T o 2R,
AFIFET 31.7% (95%(E#EXMH] : 23.5~40.8%, 20144E3 B 10 BF—F v h27) T
bole, 28, BANCEHROBUEIIREL T ah o, b5 —D>OEEHEHEAE T
H50S (FRIE [95%EBRERI]) 122N\ T 182D X2+ (BEL) i TR
EATo TeAE R, AFKIBET 1547 [12.39~NE] U H, {LHFIERET 13.67 [11.50~NE] %
ATHY ., FENIEFERIEICS LR EMICERBRRIER 2RI oz (NF— Kk
0.93 [95%fE#RX ) : 0.68~1.26], p=0.6299 [/&%! log-rank FRTE]. 2014411 A 12 BF
—Z Ay vFT),



OENFEIHEAR (ONO-4538-17 FAER)
{LRERGROBIBYBRTEAR NS/ VH X IIFR OB RAERE (ECOG
Performance Status 0 2T} 1) 30 &¢I, A& & A Y AT 26H (BT, T&A
+A Y b=T) EWD,) BE L, EEMMEER THEEE (RECIST A F7
A 11 BRICE-S < PIpEIZ & D CR UL PR) i 33.3% (95%IEHHX 1 : 17.3~52.8%)

Thol-, B, BRNTHRE L= BIEIX 23.8%Th o7z,
*: AH| 1mgkg (FE) LAY A<T Imghkg (FE) 2[RI 3 BRREET 4 BLREHE L&,
AHK| 3 mg/kg ((KE) % 2 WREIRR CRFEHE L, SEPRBRERICR W T, AR Z BT E L,
A Y AT IIEHOBRERT 50 30 LU EORIBZ BV TR S 2 BA L.

@S EIAERR (CA209067 7AHR)

{LEFRIERIGR O RIGYIRA 2N/ VA O B4 RAERE (ECOG Performance
Status 0 BTN 1) 945 6 (KFI+A vV A<= B 314 6, RABE36Hl, A1) =T
BE3150)) ZRRIC, A Y AvTREERMNBE LTEA+A BV A TRERUEA
BEOHEDER VRS LR L, EEFAEE Th 5 08 (FHfE [95%EHEX 1)
OB RERIT. A+ A Y A< 7B TNE [NE~NE] & A, AZIFETNE [29.08
~NE] #A. A ¥V A< 7HET 1998 [17.08~24.61] WA THY, KFI+A Y A=
BERUOARIREIIA BV AT REICH LR ERICARRER 2 Lz (KF|+1
EY A= T#E Y — FH0.55 [98%EREX [ : 0.42~0.72], p<0.0001 [/&H! log-rank
BRE], AR E  ~Y— K 0.63 [98%/E#EX A : 0.48~0.81], p<0.0001 [&%! log-rank

WE]. 20164E8 A1 BF—F by v47),

* &K 1mg/kg (FE) A Y A<7 3mgke (KE) ZRAIC 3 BRBR T 4 BELRE#E L&,
AF) 3 mg/kg (FE) % 2 BRIKECRFERE L., FARERIBON L, FAAZEACRE
L. A BV AT RAROBREER TG 30 38U LOBBEZ BV THREZBKB L,

1.0 £5
09
0.8
0.7
0.6
0.5

041 of¢ FM+1EYLTTH “‘H@
03]  -A- &mB o

0.2 & AEYLTTH

HRtHF

01 *  ARUO : T41Y
0.04, . S ; . ' : . ) i , i
0 3 6 9 12 15 18 21 24 27 30 33 36 39

at riski EFEMM (A)
FHFIEYVLITY 314 292 265 247 226 221 209 200 198 192 170 49 7 0
AME 316 202 265 244 230 213 201 191 181 175 157 55 3 0

APYLTTH 315 285 254 228 205 182 164 149 136 129 104 34 4 0
X2 OS ?® Kaplan-Meier Bhi#t (CA209067 3B




REARIGRFRERBMERAERE L HRICFF+ A € ) A= TREIZOWVTHREY
L7-¥ 5 1 HEBERBR (CA209004 RBR) D =adk— b 8128 5E4hR (modified WHO £
HEIZES< CR XX PR) 1, {LFEFRRIERIGRABSE T 46.4% (13/28 B, 95%IERRMH :
27.5~66.1%) . {LEFIEBETAMRABE T 38.5% (513 i, 95%IEHEKXM : 13.9~68.4%) T

})O f:o

(PD-L1 BRI DB i K R 24E)
S IARFRER (CA209067308R) ITHAANDNTEBEOT —FICE-I& | FEEHEMR
IR WTPD-L1 258 L @GRS S 581G (LUF. PD-LIRBE] Ln5,) 5
WCHRENICET 2T oA IEROCREROBERIIUTOLBY Thotz,

BEZEICE LT, PD-LIREBREN1%KH (PD-L1<1%) OBEER & L L T1%L -
(PD-L121%) DBRELEMATA ) A< 7O ERESEMEVVEAS TR ENT (TH),

RB, AR +A Y A=THOREMET 0 7 7 A VIIPD-LI<1%DAELEM & PD-L12

1%DBEEFATRETH - 72,

PD-L1SB1 %KM
1.0 g,
08 1
o
08 W
ey
07 b7 T S
& 00 Trme—e el =
ﬁ 0.5 L
=4 G
041 o FRHAEYLTIH T
03] A kMM o
02 -S> {EYLITIR
04 *. ARUO : fT@Y
0.0
o3 & @ 12 15 W AN W ¥F W0 3B B
EHMm (A)
AWM+ EYLTITH 123 113 102 01 82 B2 79 74 74 72 88 18 4
MW 117 103 88 76 73 85 62 59 5 55 S50 16 2
AEYLTIW 113 06 87 78 71 81 57 50 44 43 32 10 1

o e e B

PD-L1RMM1%LLE

1.0 fms
09

o8
07
06

&
ﬁ 05 Ta
4 o Fm+cEYLTTY e
031 A .
021 & AEYLITH
0.4 “, ARUO : 1TY
00 T T T T T T T T T T T T
Q ] ] 9 12 15 18 21 24 27T M 33 I 9
alriski ERm ()

AMHAEYLITR 155 144 132 127 116 112 105 102 101 99
FNBE 171 165 158 148 139 131 122 117 112 109
AEYLTIW 184 155 138 126 115 102 80 83 77 74

3 CA209067 BB PD-L1 35HEF)TD 0S » Kaplan-Meier ik
(ZH : PD-L1<1%DOBEEM,. FX : PD-L1=21%0 BEHE)

28]

27
KL
21

3
1



OEBLFRFMIERR (ONO-4538-21/CA2092387M5k)

FAGIR%OMb/c B/ VA OEHREIERSE 906 fl (AANBE 28 Bl a2, AFIBE
4536, A vV w7 GHRIETFHEBRZ) BE4530) Z2RRIT, ALY AT ERRELT
AHK) 3 mg/kg & 2 BRI CARRE Lz & 2 0FMMER R ERFT Lz, FEE
HE ThHEBRAFHR (PRIE [95%EERM] ) OFRMITRERIZ. AFIBF T NE

[INE~NE] ZH. A Y A<=TRTNE [16.56~NE] VA THY, KAElixA &Y A<
WXt LREEHERNC A BRER 28 Uiz (ON— FH 0.65 [97.56%(E %X : 0.51~0.83] |
p<0.0001 [J&3! log-rank #R7E]. 20178 E6 A 12 AT —F v bA7) ,

* . AJCC (American Joint Committee on Cancer) JRHISYE (B 7HR) (CE-3< 5.

1.04

ool W% —A— KEIE
= O APYLTTE

0.8

0.71

0.6

0.5

0.41

B4 R HE o 8 R

0.31

0.2

0.1

0.01
T T 1 T T T | T AN
0 3 6 9 12 15 18 21 24 27

at risk 4 EERFEEFE(A)
EAFIBE 453 399 353 332 311 291 249 71 5 0
AEVLTTE 453 364 314 269 252 225 184 56 2 0

4 JEFFBAFHM O Kaplan-Meier Bi##t (ONO-4538-21/CA209238 RER)



[Z4tt])
OENE DHABR (ONO0-4538-02 )

AEFRIT2H (100%) IZBD O, KHE ORRBRVEETERVAEFRIX
30/35 B (85.7%) KKRD BT, HEREN S%ULORHERITTRNO L BY Tholz,

£1 BHRPP 5% LOBIER (ONO-4538-02 RER)

BENASHE B (%)
EAXFE 35 8
(MedDRA/J ver.16.0) é Grade Grade 3-4 Grade 5
£BIER

{ss 7)

i ﬁﬁiﬁﬁﬁﬁ&ﬂ’ SRR R
?&Eﬁﬁﬁiﬂ:?ﬁ s (14.3

AT gtk Zxihva: "@ﬁ; S
Tl 4 (11.4) 1 (2.9)

i ﬁﬁﬁ‘"ﬁmﬁfﬁ" 23 PO
ALT 3/
AST 33/
mp7FALT I D
e CK #hm
7 v F =8
A7 R osEshn
u 5 LDH 80
i TSH >
A TSH #5710
CRP 30
TFRREREE M
y-GTP 1470
R o sER
~ES a e rEd
Y v SERER A
2RISR
BRAMERT
/MRS
R mEkERR
= fin Bk &R
WERE T3 #30m
WERE T3 B
WHRE T4 Bp
LERE T4 30
Y v =FHETFHEM
s ALP #5550
B R ARG R4
Ak~ — b —m
HUiziEsEm
Y—Trr B NIRRT A M

8 i

—
—
N

~

AR T R T
kRS
I =2 —atF—

©
—

U L
J AW



FERRSE i (%)

BEAE 35 41
(MedDRA/J ver.16.0) £ Grade Grade 3-4 Grade 5
UBER MR i A R S SR SR R R ey

=f:13 . 6 (17 )] 0 0

% 5 FEIE 11 (31.4) 0 0

b33 2 (57) 0 0
BEREBRES 2 (57 0 0

RERME R W 4 2 (57 0 0
FEaRERD 4 (11.4) 0 0

3. FIEMMER 15 29%) . KBk - EEOTHA 16 (2.9%) . #EEE 4 41
(11.4%) . FFHeEREE s 61 (14.3%) . BHEEE 241 (5.7%) . PRIRMEERSE 8 61
(22.9%) . BIBEE 16 29%) . EEOKMEEE 16] 29%) ROEL I EX 146
(2.9%) MWH LN, F7-, TERMKHEEEREE, infusion reaction. 1 FBERNE, R,
BEEMESE, W - Bk, L%k, Bk, L. REBRABE/ I 3 F—RU%
M /MBI MESRBER IR D bk o Tz, ARIERARBRRIIBEEES (BRRE

ERELZEL) 2B30EMERETT,

OENFEI+EAB (ONO-4538-08 RER)

BEELIT 22124 B 91.7%) TRD B, AFlE ORRBRBEETERVWAES
BRI 18/24 B (75.0%) IR b LT, FHEH S%ULDOBIERIXITROLBY TH-
77 .

£2 BEBRS%IUEORER (ONO-4538-08 BB

BENKSRA ; FiE (%)
EAE 24 45
(MedDRA/J ver.18.0) 4 Grade Grade 3-4 Grade 5
éE‘H‘ﬁﬁﬁ 18 (75.0) 2 (8.3) 0
B e R T R e e e B

PR TE
L

TR E T s Fo- o ey S

5 (20 8)
T 5 EEIE 5 (20.8)
BER EBRR B 2 (83)

P, KIBE - BEEOTH 26 (83%) . FFHAEREE 141 (42%) . TERAEKERE
16 (42%) ROFIRIRSHEREE 7 6 (292%) BR® b, Ei, FEMEMRE.
MREE (X7 v - SU—ERTES) | BREERS (REETMEEEAS | AIBES.

10



infusion reaction, 1 BIfERR. EEOKRERESE (REHKIRERE, SHAK., BXE
BE) | BR. BEBENE, MR - BER, S OB, LFR. R, TR, B
FHRMARAE/ X A /3T — R OB M/ MRBA ERBIRITR ® bivieh oz, RBIER%
BURILIIBESES: (BRREERELE0) 28 0EMERETT,

QS EMAERER (CA209066 FRER)

HEBRIIAFIBE 192/206 #1 (93.2%). DTIC & 194/205 B (94.6%) (ZR/BH B, 1B
BRI L ORBRBRNEETE RVWAEERIIAHFIRE 153/206 5 (74.3%) .DTIC B 155/205
B (75.6%) Z3BD bz, WTMN OB TREEN sSHULORIERIZITRN LRI T
HoTlz,

£3, WThLOBTRIRN 5% LOBIVER (CA209066 BB)

= 2 Bl%E (%)
BEIKRSEA AHIRE DTIC #
E4m 206 7 205 41
(MedDRA/J ver.17.0)
£ Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
£BIER 153 (74.3) 24 (11.7) 0 155 (75.6) 36 (17.6) 0

Fﬁﬁﬁgﬁ@fﬁﬁ% 4—'&7 S ';r_"p'!r_.p:é}i e ;&:vu,{g‘mn;g TR _r. \'.-?-\.4 ‘Iﬁl ﬂ. = 1)-.— |\| \fif._-"" ‘1| )-_’!:t“-i_‘;
0

PR PY) 'G’fz'i 9 (4.4)

0
e 0 1069
.ﬁ&ﬁm. U R (LR R 5 R A e R
22 (10.7) 0 : 0
33 (16.0) 2 (10 0 32 (15.6) 1 (0.5)
34 (16.5) 0 85 (41.5)
0

(12 2) .
30 (14.6)

21 (10. 2) R
41 (19.9) 0

A m-&,g:- -f':‘ AL
0
SR

(EWEEURT AR L el
LB 13 (63) 0 0 4 20)

0 0
FAMBEMER R 3 (1.5) 0 0 11 (5.4) 0 0
% S EE 35 (17.0) 1 (0.5) 0 11 (5.4) 0 0
5 31 (15.0) 1 (0.5) 0 6 (2.9) 0 0
SEERH 22 (10.7) 0 0 1 (0.5) 0 0

2B, ARIFEIZB W THEMEMZES 36 (1.5%) . KIBL - EEOTH 6 ] (2.9%) |
MRIEE (X7 - AU—EEHS) 286) (13.6%) . FAHEREEE 76 G3.4%) . BH
BEREE 4 ) (1.9%) . FTRAEMEREE 4 61 (1.9%) . FRIRMEEEREE 13 6 (6.3%) .
infusion reaction 15 %) (7.3%) . 1 BHERSE 1 51 (0.5%) . BEDKEREE 3 # (1.5%)
ROSESER 16 (0.5%) BROLNE, £z, BIBESE, Kk, BEGEIE. M
% - BEIER, DR, k. FFR. BRBURRARIE/ I A /3T — R OVt fu/ MR
REERIIRD bhenolz, REHEARBRIIIEEFR FRAREEREZAD) %
BUERERETRT,

11



@¥ES B MARRER (CA209037 3RBR) ?

HEBRIIAKIBE 265268 7 (98.9%) . {L5FRIERE 98/102 4 (96 1%) IZRDH
. BRE L ORRBRMREE TERVWAEFRIIAAIBE 199268 61 (743%) . b3
BEIEEE 85/102 7] (83.3%) IC@/H b, WTENIADRETREAEN 5% LORWERIX
TROLEBY ThoT,

£4 VThHIORTRERN 5% EOBWER (CA209037 K

- FiE (%)
BERXSR - gre=rm =,

e 268 i 102 4

(MedDRA/J ver.17.1)
4= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

ﬁ@lf’ﬁfﬂl_ _ 199 (74 3) 33 (12.3) 0 85 (83 3) 35 (34. 3) 0

L3 des 3 P Uy 55 A 1 _. (67) '. -' 8 11) L -" -_.-.-'v-"'. --.-.:-'-- " . (4 i 0

B BRBAE 1 (o 4) 0 0 8 (7.8) 2 (20) 0

SFRERRDIE 0 0 20 (196) 16 (15.7) 0

0

/N fE 12 (11.8) 6 (59)

A -'; Fi bt sl A 2 Sl iete 3
11 (41) 0 15 (147)
T 42 (15.7) 1 (04) 0 16 (15.7)
Bl 33 (12.3) 0 0 39 (38.2)
0

1 (45) 104 Q06 il

(46.2) 4 (3.9)

L O

14 (52) 3 (1 1) 0 1
AST 8 15 (5.6) 2 (0.7 0 2 (2.
FFHERED 0 0 0 7 (6.9)
i/ MRERA 1 (04) 0 0 8 (7.8)
=L R 1 NOSNUR TR S X ¢
: P VTN 50 RV N T S F T "ﬁ'_,ze.gs’zé:tﬁ;ud-:u 3
17 (16.7)

10 (9 8)
8)

i 0 28 (27.5) 0 0

Z ) EESE 51 (19.0) 0 0 2 (2.0 0 0
1323 34 (12.7) 1 (04) 0 5 (4.9) 0 0
b‘ﬂk&%#&)}z% 16 (6.0) 0 0 2 (20 0 0
BB 24 (9.0) 0 0 0 0 0

228, AFIBCEB W CTRIBEMRR 8 41 (3.0%) . KBk - EEDOTH 4 61 (1.5%) .
PREE 33 6] (12.3%) | FFHAEREE 22 6 (8.2%) | BHHRERRE (RMEREMER X
) 54 (1.9%) . FRRAREBREREE 23 ] (8.6%) . BIRXEESE 141 (0.4%) . infusion reaction

12



10 Bl (3.7%) . EEOKEREE 161 (04%) . BER 261 (0.7%) KOS E S EK 3 F)
(1.1%) BBD b, Fiz, TEREWEES, | BERA, BEEMIEE, Bk - 8
Rk, DRk, Bk, FFZ. BRBURRMARIE/ X A/ F — R URBt i/ MRIRA SR BER
BB bheholz, ARIEARBRRRIIEESS: (BEREEREZED) 2804
FHERETRT,

GOENFEIHABR (ONO-4538-17:R5k)
HEFREZRIIZ2H (100%) 2D b, AF L ORRBEERBFEETERVWAEFR LA
B (100%) IZRD BTz, HEABNRS%ULOBWERIITRDO LBV Thotz,
#5 FHAER 5%LLEORIER (ONO-4538-17 BRI

FERIXRSE B (%)
YN 30 1
(MedDRA/J ver.20.0) 4 Grade Grade 3-4 Grade §
é@lﬁ“—iﬁ 30 (100) 23 (76 7 0
. "1;9:; AL '-.f'. = {-_', = 5 _.E -",.oy., : _'._F. Tl = -

G ARREE
FRIRBAE T

sasn o

16 (53.3)
iR 2 (6.7)
Ei 4 (13.3)
nm\s 3 (10.0)
k A (20.0)
rff.&s}m&mmmmﬁﬁ%» X E&?‘%‘*?) e
5 (16.7
7 (23.3)
2 (67
12 (40 0)

SR h*ﬁ*@'w
7 (23 3)

. o -2 (6.7) (

iﬁﬁﬁﬁﬁ“&%ﬁz‘,‘ I ST PR S P SR
ALT #8/m 11 (36.7) 3 (10.0)

7 I S—¥Hm 5 (16.7) 1 (33)
AST #§/m 11 (36.7) 2 (6.7
y-GTP /M 5 (16.7) 3 (10.0)
D —YHIM 12 (40.0) 7 (23.3)
REND 2 (6.7) 0

Jfll‘F'T/Wb)Zl'Z77§’—'EiE7JD i 4 (133)
I REB RO RNEE SR
Fr Y v AMIE
&7 VTR v lfE : .
&b Y U AfE 5 (16.7) 4 (13.3)
ﬁ&kiﬁa& 8 (26.7) 1 (3.3)
i A R T T I& ———

G MMF@‘E«‘ :WWWM;_,

2 (6.7
— 5 (16 7) 1 (3 3) .
PRI PATL R KRR SR T S e e
F»ﬁﬁﬁmﬁﬁ 2 (6.7 0

13



FEMKRIE i (%)

A 30 7
(MedDRA/J ver.20.0) 4 Grade Grade 3-4 Grade 5
A _ » - 2 (67) B 0. 0
4 ESIRe1 AR I R oS R e R S S S e e o i o<
5 HEERE 10 (33.3) 0
b2 18 (60.0) 2 (6.7)
BED: BB 4 (133) 1 (33)

R, WIEEEEE] (30.0%) | AFHEREREE 1441 (46.7%) . FRIRERBREER 761 (23.3%) |
RSV M B 351 (10.0%) | KBB4 « BLEE D THI3HY (10.0%)  EEE D R EREE 341 (10.0%)
T RS2 (6.7%) . 5 & 5 BER 16 (3.3%)  BREFHRAREE/ X A/ 3F—261 (6.7%)
RORIRMASERAE 1] (3.3%) BB b, T, BHREE, BIMERE, 15
VEIRIG. BELK. BEIEREESGE, M - BB, infusionreaction, UFS, Fhdk, A&tk
/MR HESRBER R OFFRI3RR 0 bhizho i, ABIERARBRIZEESSR (BR
REMBBEEZET) 280EMEREFT,

@MFESE AR (CA2090673ER)

BHEBERIIAK A LY A< TH3123136] (99.7%) . AFIBE312/31361 (99.7%) . A
Y'Y A< TRE308/31141 (99.0%) 2D b, HRE L ODRRBERNRBTETCERVWESE
BHHIIAK A Y AT RE30031365) (95.8%) . AFIBE270/3138) (86.3%), A U A
< 782683114 (86.2%) I bz, WL O TRERNS%L EORBIERIXT
RDLBY ThoTe, ‘

#6 WThHOHTRIAEN 5%ULOBHER (CA209067 KR

N, % (%)
-l FRLACY b T AHIEE €Y A TR
: 313 4 313 311 451
(MedDRA/J ver.19.0) - -
4 Grade Grade3-4 Grade5 <2 Grade Grade3-4 Grade5 £ Grade Grade3-4 Grade5
2BEA 300 (95.8) 183 (58.5) 0 270 (86.3) 65 (20.8) 0 268 (862) 86 (27.7) 1 (03)
e B e R e O R G s L B e R R B e I T L L
FRIRIEAECHEE 34 (10.9) 3 (10) 0 0 0 3 (1.0) 0 0
FRIRHERIETE 51 (163) 1 (0.3) 0 32 (10.2) 0 0 14 (4.5) 0 0
- FEER 23 (1.3) 5(6 0  2(06 2 (08) 1239 5 (16) 0
B A S SR o e = e L (R S TS e A e A
R 03) 0 18 (5.8) 0 0 28 (9.0) 2 (0.6) 0
K% 26 (8.3) 0 7 (2.2) 3 (10) 0 35 (11.3) 24 (7.7) 0
{EH# 12 (3.8) 0 0 19 (6.1) 0 0 17 (5.5) 0 0
TH 142 (454) 30 (9.6) 0 67 (214) 9 (29) 0 105 (33.8) 18 (5.8) 0
0 MER 19 (6.1) 0 0 13 (4.2) 0 0 7 (2.3) 0 0
Bl 88 (28.1) 7 (22) 0 41 (13.1) 0 0 51 (164) 2 (0.6) 0
et 50 (160) 8 (26) 0 22 (70 103 0 24 (7.7) 1 (0.3) 0
R U S R R R T R T R O A R R
ENIE 31 (9.9) 1 (03) 0 25 (8.0) 1 (03) 0 17 (5.5) 2 (0.6) 0
B 22 (7.0 0 0 12 (3.8) 0 0 10 (3.2) 0 0
wY 18 (37.7) 13 (42) 0 111 (355 3 (10) 0 89 (28.6) 3 (1.0) 0
i) 60 (19.2) 2 (0.6) 0 21 (67) 0 0 21 (6.8) 1 (0.3) 0
FRFRIRTE R S A R e e R B PR i
ALT 30 59 (18.8) 27 (8.6) 0 12 (3.8) 3 (10 0 12 (3.9) 5 (1.6) 0
7 5—YHEm 23 (7.3) 9 (2.9) 0 17 (5.4) 5 (1.6) 0 15 (4.8) 4 (1.3) 0
AST 8/ 51 (16.3) 19 (6.1) 0 13 (42) 3 (1.0 0 12 (3.9) 2 (0.6) 0
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B (%)

¥R FAFACY DT AR AEY Ae TR
(Med]v);A/J ver.19.0) 3134 313 51 S11EPY
i 4 Grade Grade3-4 Grade5 £ Grade Grade3:4 Grade5 4 Grade Grade3-4 Grade 5
)/\—-Eiébu 43 (137) 34 (10.9) 0 24 a7 12 3.9) 0 18 (5.8) 12 (3.9) 0
19 (6.1) 0 _‘__“0 (32)J o 4 (13)._ 1(03) 0
‘ﬁwﬁm&mﬁ e (ﬁm‘ Y- R R
60 (19.2
42 (134) 1 (03) 0 (93) 1 (033 0 21 (ﬁ 8) 0
17 (5.4) 1 (0.3) 0 15 (4.8) 1 (0.3) 0 9 (2.9) 0 0
R O e e v R Y 2 e =g
BEMEDE N 17 (5.4) 0 0 15 (4.8) 0 11 (3.5) 0 0
R 14 (4.5) ] 0 18 (5.8) 0 1] 9 (2.9) ] 0
LT T _(m.g}" 2 (06) 0 24 (77) 0 ] zs (sn) 1 (03) N

ving ] '.: o ‘-...;..,p_n..
15 (48) 0

PR LR : 2
24 (7.7 0 0 20 (64))“ 2 (06) 0
36 (11.5) 3 (1.0) 0 20 (6.4) 1 (03) 0 12 (3.9) 0 0
0

3 (l 0} : TO

_ 1(03)

. 0 6)

_(6?) 403 1 (03)
2 =3 B E- "j' -!, b _r." .' ~

i} 17 (5. 4) 0
£ I EEE 112 {353) 6 (1.9) 0 67 (21.4) 1 (0.3) 0 113 (353) 1 (0.3) 0
5 91 (291) 10 3D 0 72 (2300 1 (03) 0 68 (219) 5 (1.6) 0
BEAf: sk fr i 38 (12.1) 6 (1.9 0 14 (4.5) 2 (06) 0 38 (12.2) 1 (0.3) 0
SEEAR 27 (8.6) 0 0 28 (8.9) 1 (0.3) 0 16 (5.1) 0 0

RB, FH+AEY A THICBW THEREESH (27.5%) . FFHEEREE 10241
(32.6%) . FIRIRHREREER7HI (27.8%) . EHEREREE 216 (6.7%) . FHIEMEMIZEB2S
Bl (8.0%) . KEEK - EED THICOF (19.2%) . BEDOREEE2H (6.7%) . FE:
FHREREE 270 (8.6%) . BIBHEREREE 146 (4.5%) . BER3BI (1.0%) . Fdde - BEX
#2461 (0.6%) . infusionreaction 1361 (4.2%) | & & 5 BEHK3H (1.0%) . FH236) (1.0%) |
AL RARIE/ X A3 —5081 (16.0%) | AF% 1441 (4.5%) K& UF#AR f 2 A2 AE241 (0.6%)
BRD LN, Eio, 1ERRA, EEFMEIE, DR & O /MR 15858
IR D B d o Te, RRIBEIC BV TR EG6H (21.1%) | FFHEREREE 2441 (7.7%) |
RS REREF 476 (15.0%) . BHBEER3F (1.0%) . BIEMEMEBRSE (1.6%) .
KGR - EEDO TR (5.1%) \ EE O REREESH (2.6%) . TEABEREEIF) (1.0%) |
BIEHRERES3M) (1.0%) . BER3B (1.0%) . infusionreaction 14f] (4.5%) , 5 & 5 K
KB (0.6%) | BREUHRARAE/ X A/ 3F—28%] (8.9%) . AF426] (0.6%) KUk
RERIE1IF) (03%) BB/ bz, Fio, 1BBERK, EEMENE, Bk - Bk,
DFER . BHR K OGREtE f/NMRBA HESRBER 13580 by o 72, ABIERRBLRGIX
HEESR (HMAREERELZ2ED) 280EMRRETT,

RGBT a2 B R AEERE 2 RHRICAH + 4 Y A~ T REL RS LIIEAE
I FARRBR (CA209004 BER) D ak— b 8ITBWT, {LFBIERIGHEAE 28 i & {LFR
EEERRBE BAHEOMT, REMICHRRERIRD N2 o7,
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DEREILRFE MRS (ONO-4538-21/CA209238F3ER)

BEESIIAKIREA8/45261 (96.9%) . A &) L= THE446/45301] (98.5%) IZFRH D
., BREL ORRBENBE TERVWAEFRIIARAFERS/4526] (852%) . A Y
L TEE434/45301 (95.8%) IZFRWD biz, WO OBETRBEEINS% U LORERIX
TROLBY Thol,

27 WThIHORTRIEBNS%LL EORIFER (ON0O-4538-21/CA209233FKR)

B (%)
BRIX
%ggft%ﬁﬁﬁ ARRE A AT H
(MedDRA/J ver.20.0) 452 ) 453 451
4 Grade Grade 3-4 Grade 5 £ Grade Grade 3-4 Grade 5

(144)

208

65
Akt

49 (108)

(243)

9)
B 68 (15.0) 91  (20.1)
R 29 ( 64) 46  (102)

(27

(.97

3 (117 4
49 (329)

I
‘o o ol

' )/\—-EiQJJu B

( 4 0 26 (57

ALT 30 28 5 (Lpy o 66 (14.6)
AST /M 25 2 (04 O 60 (132)
9 0 14 3.1)

) 7‘7~'Ef§71ﬂ 25 (

4 79 (17.4)

e i T—— A m'ﬂga@wmm-
R EBRES 24 ( 53) 0 0 50 (11.0) 9 (20 O
%9&1“ 105 (232) 0 0 152 (33.6) 5 (1L 0

(199) it 0 14 (31 0

mﬁm ﬁ@w“ o

..-,

mﬁ” i W‘“

IS ( 33) 2

ﬂ‘::t‘,—

CRRIMEETE 40 (108 1 ( 02)
FR IR AR U RE 36 ( 80) 1 ( 02)
TEER 7 ( 15) 2 (04 O (10.6) 11 (24 0

P, AFBCBO CRIEMEMER 11 5] (2.4%) . BREEHBARLE/ X 23 /3F—48 i
(10.6%) . FTHEREREE 40 ] (8.8%) . FRIRMRESAERES o1 B (20.1%) . #hIREEE 83
Bl (18.4%) . EHEREREE 6 B (13%) . BIBMEEREE 66l (1.3%) . TEABERES
8 {5 (1.8%) . infusion reactionll 5l (2.4%) . KB% - EEOTH 21 #l (4.6%) . B
BEORBEEsF (11%) . 1 BERF 16 (02%) . BE36 (0.7%) . SEIEEK
26 (0.4%) . FF%e 3 61 (0.7%) DR S, T, BEFHEE. LHE. HR,
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Se B/ R IESRBER , MZ% - ISR, BRARIL AR SARIE R O LA RITRRD 5

napol, ABERARRRRIBEFS BRREERE2ED) 2aLEHER2
AT

1) Robert C.etal. : NEnglJMed., 372 : 320, 2015 (CA2090663%5%)
2) Weber J.S. et al. : Lancet Oncol., 16 : 375, 2015 (CA209037 &%)
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(A% - A&]

AR OREFREYBRBESNEZRA LY I 2 b—Ya itk Y, £5) 3mgkg XiX
240 mg % 2 BRRRCRE LBEOAF O MEHRENRMN Sz, TOKR, &H
240 mg #H 5 L-BEOBREEIL, A% 3 mgkg 25 LI-BROBRER L KR L CHIE
ERTEFRINTZHOD, B KA%%‘L:BV\T?&@E?&S‘WE?&énTb\Z—:ﬁ?ﬁ:-ﬁﬁ% (10
mgkeg % 2 BRIEIRTRE) TARZHRE LEZEOREER L WK LU CEEZRT L TR
Ehiz (TH), M2 T, BEOBEICE T 57 —F1CES& | | 3mg/kg XX 240 mg
% 2 BB TRE LZBOARRORER L AMIIZ LML OBELZRFT 28
BEUSETF AR I, YEEEIZOWTRABM TR, LRROBE - HED
B AR OESMICARRERIIRVE FRISW, iz, BERAERE BT
HF—ZIZEKSE, AH 1 mgkg X1 80mg & A BV AT 3mgkg % 3 AR TH
EL7BOAKOBRBEER L REM L OBELZRITT2REBEIGET LNBE I, Hi%
BB SV TN TR, ERROAE - ARoOM cReMIcARZ2ZERIIZN
EFRENT,

®8 FADEWBME AT A -5

m& . m%  Cruax Chmind14 Cavgd14 Crmaxss Chmin,ss Cnvg,ss
(pg/mlL) (ng/mlL) (ug/mL) (ug/mL) (pg/mL) (ug/mL)
A 516 16.6 243 113 62.1 77.6
mg/kg Q (35.2,70.8) | (107,24.5) | (17.1,33.9) | (750,171) | (27.1,107) | (42.1,127)
727 235 341 159 87.8 109
20mg QW | (53 103) | (152.346) | (25.1,47.8) | (102,254) | (41.5,158) | (62.1,187)
191 613 90.8 398 217 278
10mghkg Q2W | (147 919) | (512,79.2) | (79.0,114) | (331,532) | (184,313) | (237,386)

HRAE (5%, 95%4) . Q2W : 2B MR, Crax : FEREHORFEMIEFRE. Cuisas : FIEHR 514
A BIZH T 3 RARIME PR, Capas: FIEHRES %148 B E COFMIEFRE. Cuus : EFKBICE
g;ﬁ%mﬁw&g‘umuﬁﬁ%ﬁuxwa%&mﬁmﬁﬁ\awﬁﬁﬁwguxwamwmﬁm
Fio, AR OREMAEYERET AV ZRA LY I a2 b—Ta /ic X v, KA 480 mg
% 4 BN TR SUIBEAR O A - HRE TR LI2BR 0 AR o ik ik B 23 REd
Ehic, FORR. A 480 mg % 4 BRMR CRE LBEOEFIREITIS T 2 T
BEFRE CAT. Cagsl EVV9, ) i, &K 240 mg % 2 BREIFRE THRE LTBRD Cagss
LEBTBETRERE (FR) . 2. A# 480 mg % 4 BRI THRE LEBROE
HRBIZBIT A REMIETRE UT. (Cuxsl &V, ) 1, &Kl 240mg % 2 B
RIFE CTHRE L72BED Coaess & B L THEMEZRT L FRISTZbOD, BAABEICE
WTEBSHENFER SN TS HiE - AR (10mgkg % 2 BEMR THRE) THRAZERS
L72BED Cuaxss & LB L TIRIEZR R T & FRIS Rz (FR) . AT, BROEEICK
JBHF—FITESE, AH 3mgkg (FE) it 240mg & 2 BEFAMRE, F L 13FHA|
480 mg % 4 BRI THRE L-BROAFIOREER L AL M L OBEL R
TARBRIGEFARBRESN, YEBEEC OV TREMTOR R, LROMAE -
AEOM TAMMER NEEMICHEREZRITIRVWE FRIS T,
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#F9 FHOEHBBNG A —F

}Eﬁ & s m E Crex Chnind2s CnvgdZB Cma;gss Cmm,ss Cavg,ss
(pg/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL)
3 kg QLW 516 272 310 113 62.1 77.6
(35.2,70.8) | (16.5,40.3) | (21.2,43.9) | (75.0,171) | (27.1,107) | (42.1,127)
240 mg Q2W 72.7 383 43.7 159 37.8 109
(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
4B0mg QAW | (105 207) | (15.5,47.4) | (37.0,74.8) | (145,336) | (275,137 | (62.1,187)
193 99.6 116 396 214 275
10mgke QW | (146 929) | (865,132) | (101,148) | (329,525) | (184,303) | (236,377)

hfE (5%, 95%A%) . Q2W : 2BREIRIFRE. Q4W : 4ARIRIFE. Comax : FIEIESE% OB M PIRE,
Cuinazs : HIEI 5528 B B 12331} 2 BABMIE FIREE, Covgzs : FIEHR 5288 B = COFHMmE DR,
Cmax,ss 5 Eﬁ%ﬁl:ﬁ‘jé%%mﬁqﬂﬁg\ Chrin,ss © /’i’#ﬂi%ktﬁl‘f 5§{&m?§¢'ﬁ§\ Cavg,ss 5 ﬁ::ﬁ)lkﬁ;
TR B ME P RE ’
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4. HERRIZHOWT

RIGOIS R B B AB AR AT 5 HA 10T, ABEM L L CHERRERZE (26
H|E) RBELNTVAZ L b, YUSRELENCER T MR THELENDS, 2
DLET, EERD R/ EHIE RMP) ICES% | AROEKRLSUERTES~0W N
B33 B T o T, ABIORENEN2BE LN - BE L, AROREIC L) BER
BHER B LIBT3 2 EBABERZD, UTOO~BNFT T e THERIC
BOTHEAT2_XTh B,

@ - ERITHOWT

D1 Fied (1) ~ 5) OVTNMNITHEETIHRTHD &,

(1) BAEFBRKENBET 52 ADREEILARBRS (BB RS A EEEIL R R,
Hig s A BB RURBE, S AR RIRRE R &)

(2) FrEMSRERDT

() FEFRAERIEET BB ABIEEREE (NABRESRERPE. 2 ARRESE
B AFRE. BAREEEHERPE L)

4) SRACFRIERZRE L, S REFLERIEDRR 1 I REB L FRIE2 5
2 DRERREEEICLR D B ZIT > TV S HERR

(5) HBEEBRINS SEME DR REREITHR L BHEIT> TV 5 HERR

D2 BEMBOEOPERERORIEARRORRIC+5 2 Mm% L BRE RO ER
(FROVWTNHICHY T 2EM) B, UR2RAOAFICHET HIRROREEL LT

BEEINTWSZ L,

*®

o EMMAHHERER 2 EONBFELET LRI 5 £ EORATBROBRIRIHE %
ﬁofwé;ko5%\2$MLH\ﬁh%%ﬁ%&f&btﬁ%ﬁ%#@ﬂ%%
TToTWNWBRZ &,

o [ERiRHFEE% 2 EOVBFHERET L2RIC 5§ FU L0 REBEERZROR
RRBREBALTWDHZ &,

@ BADERMLFREHEROKHIZOVWT

EEDFRERIIHFTLIEEENRB SN, NECEN D OFRED, A - &
S IEROGER VEMS I T2 FRIEH. AEFRBRBE LLBEORE
£, ENHELNIITONAEFINESTNDZ L,
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® BEUWERDHRRIZOVWT
@-1 BItERARBEREOX IS &R+ 5 B

MEMMRBEOERZBIERSRAE LIBIT, 24 RZERAEROT, YREMRX
FREEE MR IC IV T, BB L ZAWERICIS CTAREER U CT F DRIVER DERNT %
BRREORHRNPY APIZELN., EDITHISFRERERINE- TS Z &,

@-2 ERUREFHICLIFFERMNCHET 3B

RABRICHED 3 EMNRARECEEL AT IEREESENBERE=2 Y v
EEDEERDORAI Y —=r T EITVERE L FREER TE 5 F— AEREH 1E
BENTWBZ &, 2B, BHEAHIZOVWT, BABELZORKRIC+HICEMERT
w3z,

@-3 BIER DB cBi LT ‘

BIfER (FEMMERICI L, EEGEIE. DR, HR, BEIHRATE. KB%.
MER, BEOTH. 1 RBERKE. BIEAFR. R4, FTHRERE. k. B{LtEm%
7%, FUIRBRMSAEREE, TERAMAEREE, RS, BEE, BIBEE. Mk, EEOK
JEREE, FARMARZERIE, infusion reaction, EERMKEEE, MERAREMERE, B,
B, BEORZERIG, BRRIREME., LIiEEE (LEAE) - RIR - LEEBISMIES) |
REFERES, EEHM, EA%) X LT, YR ILEBEREEOEMEEZ /T 5
EAiEEEL EHERORBHCHIGICE L THRERVXBEZZITONIEBIZHE Z
&), EBICEYRLENR TE 2 EHNESTNEZ E,
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5. BEXNBLRDBE

(A3 52 FEH]

@ TROBEFIZBWTAFROFMENRIN TS,
o [EFFRERIBE R OBEIRR ORIGUIBR TR RER I/ IVH X IBR OB BEANE

BE

o EEYBREOIbC B/ IVE & oEMRAEREICRIT AT mMBRE
723. BRAFBEGFER LA T AREICB W TIL, BRAFFRERIC L 3 BR L EET
52k,

@ AFH+4 ) AvTBREIICFFRRERBRORIBUBRAR2EEBAERE & X8
& LTS B IMAHRBR (CA2090677ER) 1IZRBWT, iRE ShikA v A~xTHRE
WXL CHEBERRIESNLTWS, 7L, AR+ A Y A~wTRE L AF BME
B U R Z2RFICEW T, PDLIERERRICI VA Y AvT O LE
CEHERRZBEANTRSNSERIBOLNTND (pBR) ., ZOkD, A
PBRTREAEHEAEAEICEVT, FFEA L) AT LOHRAREOFE 2H
Wi 5354, PD-LIRBR+ZHRT I ENEE LY, PD-LIEHERRI%ULTSH
5 LR INBEIZRBNTL, RAL AREMRELZELET S, 2B, 1]RiB
YIRRRE 2 B B AERE 2R L LA E 1 ABRABR (CA209004788,) D a2k—
FIZBWT, {bBERIERIBRAE L FRERRRAE L OB TAA+ M B Y A
<~ T REDEDEICHAREZRZRIIFBD LTV,

kAFIOBUZE L LT, BRFES : PD-L1 IHC 28-8 pharmDx [ =21) BEARBER TV 5,

&1 AJCC (American Joint Committee on Cancer) JRHISE (3780 1255 < 3l
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[Z2ticBT 2 $EH]

O TRIEEUTIBEBICOVWTRHAROBRENEZT L INTNEZ b, B#ERIT
bhnwz b, :
o AADORSTICR LIBBUEDBEERD H 5 BE

@ BEROFMICIE VT TRICEYE T 2BE IOV TL, AROREGIHRE S L2

2, MOTRFCRIRENR RVFEICRY , HEICAREZERT L 2BETE S,

o HEEMMEBROASHIIBEDSH S BE

o MIEERRE CRER LR 5 BE R OTEBIME O B R AR I S0 R YL it
ZDOMCRIEMELRZ BN 5 BE

BCAREEABOEH. IXBERZRE L IXERED 8 DR KRB OBEERED
hBRE

o JERBHER (ShBMRBHEELZED) ObIHBE

s REORBEXIRFEEZATIBRE

¢ ECOG Performance Status 3-4 &2 %

2 BCOG ? Performance Status (PS)

Score | &

0 | &<MEREBHTED., FHHAMLFALBHERESHRZITX S,

PRI L VWEBNIRIR S 1B 2%, HITHRET, BERCE - TOEEIIITS TR TE 3,
Bl R E, FHER

BIIFETEROFOEY O LI T_TARENMEERTE R, B 50%U EiE~y FATBIT,

RBONEBDOEDRIY DI L LATERY, BHD 50%HUEERy FARF BT,

alwn

£LBiFRV, BAOHOEY DO LFLL TEARY, BRIy FIBFFTRITT,
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6. BERBRLTEETIREER

O WACEZICML, MERTEERBRET 2 BRHEICESE KR O R B IERE
BOIHIZHERERETHICEBELTHhbERTIZ L,

@ BERBICKS D, BEXIXTOFRKRIEDERMEREL + UL, AEZ®
ThboRETHZ L,

® BBYIRFEREMHBAEREICBV T, AR A Y AT LOAREDOFE
U 5BE, PD-L1 BEHROMRTHZ L NEE LA, PD-L1 HBEEHRHER
TERWVERICIZAF LA ) A~T7 L OMFAOBEE ZHEIIHE Lz o5
THZE,

@ EREMWERO<RTY ALY MTOWT

BEMMERNH ObNBZ ERBHDDT, AROREITHT- - Tik, BKE
W R EEE, Bk, BEE) ORBROME X BREOEES. BEL+7
AT 28, £, BERISUTHE CT. ME~v— V1 —FORELZEBTS
zé&,

AFIDOBEIXEED infusion reaction [Z2fF 2 TRARIC+o2xticDTE 54
HEITo Tz ETRtAT 2 Z &, %722 [E B LA DO AKI 5FFIZ infusion reaction
BhHobhdZEbH DT, FHREPRUAREESKTRITNA INVTA
YERET A%, BEORBESICBRET ST L, 728, infusionreaction %
RELIBHAIE, £ETOMBERERNERICEET 2 £ TREL HOBE
THZ L,

FARIRISRERES . TERABERERVBIBEERHOONDIIEBH DD T,
A D % 5-BRRART K U 5 HA R I E IR S N WA REAR A (TSH. &Rk T3,
Wl T4, ACTH, M= VvFY —VEORE) 2 EHT D2 &,
AROBREIZ LY | BEOKBERIGICERT 3 L B2 bhdtks REBORE
BhHobhdZ bbb, BERRDLNEHERICIE, BRLEBFRIIS UK
BRI L R T R & B U COEYRENBZE 21TV, BEORE
RIS X 3BHWER B RO A H{AIT, AR OAREXIZHLE, RUBIBRES
NEVEIORESRERTHZ L, 2B, BIBRREANVE L OREIZIVEIE
FDBESRD bNRVEAITIE, BIBRERNVE SO RZ M 0B
LERTSHZ L,

BERTH, AR OEVTARBL O LRWERANRBRT LI LBH LD,
AFOBEHK TR HEEFRORBRICHACERTH I L,

1 BUERA BIE 1 BUBERB 2 ate) bbb, BREMES b7 F—T R
CEBZERHIDOT, OB, Bl BEHZOEROBRLOMEED LRIZ+
DEBTHZ L, 1EBERFAIRDNIZZAICIREEHEL, A2 /R
HoREEDOBEERLBEBEITI 2 L,
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« TEERE (BUE 1 BUERFE ST Kbbbih. BRFMNS TV R—U A
CEAZERHZOT, 0B, B, EHE0EROFERCOEED LRI+
DEBTIZ &, 1 BERBAIRDNZHESICITRERZPIEL, F1 R ) 8
KB BB ZNBRITH 2 &,

o BUEERTZS. FFRZ. FFMSREEE. AR, BEMBER AR LDNE Z ERH
DT, EHICISERE LTV, BEORBEZ+OCBET AL,

® RIGGIRRIERBEBAIERS CHEAT 5B, AR OBRRRICBNT, &5
BEAADN G 3 0 B BIN, ZNEIEIE, 5B D 1 4RI 6 BRIS & TR0 T
WafToTWIEZ E2BEIC, ARREFILENNICHROMRBEIT 2 &,

® EAUIREOEMLEEBRE ~OWEMIRE L UTHEAT 2B, A5 OBk

RRICEWVNT, 12 BRI L ICAMEDIME LT » TV s L 2B EI, AFBRE

I ERIIC R OMREIT S = &, 2B, HiEmBiE L LTEAT 384103

AHENOBEHRIT 12 VAETET B L,
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BEEREET A R4 v
=H VT (RETHEEREZ)

(R4 : A7 V— R REEHE 20 mg, &7V —RRJWHEE 100 mg, 7 V—
RAEFEHE 20 mg, 37V —RRFHE 240 mg)

~ RS ERE ~

ER2 963 A (445 AKE)
B4 %5 BE



Bk

ISR S

TC®IT

ARIORE. (EREF

B R AR

HEERIZ 2V T
wExR LR DHEBE
BRECELCEETREFHE

P2
P3
P4
P9
P11
P12



1. iILBIT

B OEIE - REMORROTDITIX, IWATESFCESWIEBEERERIRD
bd, &bz, REORFHEMOESIZL Y, HARERR 2 L O FHERE
FEERMBABENIPT, INOOEERZPRICHERBECRET 22 L 3RO
ML o TRY BREMBOEY L WEOEASE 2016 ((ERL 28 6 A 2 B EERE)
RWTH, EFNERLSOFERORBLIEEZRA Z L L AN TS,

PHERBFERMT, KBEARCREM T 7 7 A VERBEGTEOERSL L AL NCR
RBEZENRHD, DD, AERVREMIZET BB +2ERT 5 E TOM.
UHMERBOBELZBIZIIZ B[ INIBEICH L THEATS L L b, BIfF
ANRBR LB SERRNE & D N2 — OB 2 T ERBE THEA
THZLENEETHS,

Lo T, BKFA FTA T, BARERSLINETIEDLDN TV AEZERER -
FHER RIICESE | UTOERRORERER 2 HET 2BR» 6 BEREN. X
FROEBEFEEZ T,

R, RIA T4 0%, MIATEIEAERGERBBREHE, ARtHEABRAR
KBRS, —RAEFEABARBKRARES, —RAEEEA B AR SEGER 2RO
AFHEEA R RO EABZEROB IO b L ER LTz,

MBLRPIEERR 7 V—RERBE 20mg. A7V —RREFHFE 100mg, 7Y
—R AR 120 mg, 7P — AR RERRE 240 mg (—R4A : =
AN<7 (BI=FHEZ))

MR RAMEIBE  BRLRBEB2AE T 2EHHE

HELRARERVAER : BF. RAKIR=R1r~<7 (BEFHE#Z) & LT, 1E240mg
% 2 ERIEFE T 1 B 480 mg % 4 BFMRTREHET 5,

Bk IR R ¥ NBREATEKRKSH




2. AR DI, TERBFF

ZF 7V —R EFRE 20 mg, FREFE 100 mg, [FARIEEHE 120 mg & OFATREHE
240 mg (—i&A : = AN ~7 (@ETFHEBRZ), LT, TAF) 2v5,) ik, MRS
TEHRAR L ATV 7 2k BTV AV v ¥ —X 2747 (BMS) #) &
Bi% L7zt b PD-1 (Programmed cell death-1) IZXf3 % t M IgG4 £/ 7 u—F A fFifk
ThH 5,

PD-1 1%, WL L2 Y %3k (THIMR, BHIRRR T F =27 0F 5 —THIlR) RUE
BERAARICRIRT 5 CD28 7 7 XV — (T MR DIEME L 2 #MBhAYICIE L AlCHIET 54
T WCRTHIZAEETH S, PD-1 I IHURERTFMIRICHET 5 PD-1 Y ¥ F (PD-LI
RZOPD-L2) (FEE L, U ERITHMEES 72 RE L TY U BROEELIRIER
AIHE LT3, PD-1 VU FIZHURETRHRLSIMC & b Ok 4 72 IEREAEBRIC BT
LTkY, BHERAERE NGO LI EFBERICI TS PD-L1 ORALIFROESF
B & OMICAOHBEREH S Z L BHREZI N TS (Cancer 2010; 116: 1757-66)
¥, BERGAEERE CIABRE THRBSELETHA V¥ —T v F < (IFN-y)
IZ &> TPD-L1 ORASFEIN, BB LEEMHERICI TS PD-L1 ORRLFED
AFIE L O IEORBERBERH B L O®E DL H D (Sci Transl Med 2012; 4: 127-37)
X HiZ, PD-L1 ZHAHIFRER SN AMIRIT, JURRER CD8 Bk T Mo MIEE
EMEZRE S5, HPD-L1 /AT PD-1 & PD-L1 & OfEAEZAET S & %0/
BEEUEREE TS ZENRINTVWD, EDOZ L5 PD-1/PD-1 Y H ¥ REEEEIE, 28
AR TURSFRA 2 T FRRN D OKBREZ BT 2MFO—2 L LTEX LT
B,
AFNL, EHRBROME RS S PD-1 OHRSMEEL (PD-1 Y F o FHEESHEIR) IZHA L.
PD-1 & PD-1 VAV R DEEEHETIZLICL Y, BPAFRKEENSZ T MROE
MALR O AFRRRIC 33 A MRS EIE 2 M 2 Z & TR IBEBED R 2T
TLERHERIRTWS,

T DMRAD S AFNIEEER T 2 H 2 ERKICR VB b0 LS,
BFHEEEAE 2R E LIRS £l L, Ao, REMR OBARENFER Sz,

AFNOERABFCES < BEORERISIC X 2BERENH b b, ERUIFETIC
EDREREDH D, AFROREPRORERIZIL, BEOBEL+2ITTV. EFENRE
D b ITHRITIE, BB L FRITE U B2 5050 L R A FFOERD L B8 LGl
PI2ERIZET 21TV, BEDORERGIC L SRIERABRDNSBEITIL. BIBRERV
EURIOBREZEDOEYRNE LT O BHERD D,



3. BRIRER
BRULERES 2 AT 5 EETE O RERHCFEM 21T - 2 EREBERAROBRZ
T,

[Fzhik]
EREFRF MR (ONO-4538-11/CA209141585K)

75 FF UK 2 E T LRRIE TR T B2 567 A LNICRBEIT IIFRBZARD b
7o ARIE B A0 RFTRIEOBIE & 72 b 2V /IVE OFESERR R L Bom 2 3614 (B
KANBE2H B Ete, AFIBE2406], REE1216]) 2RI, BHER Y EMRIR L7
B (AP FrFEd—1F, FEZFEANTEY XV T) xR E LTHRAB mgke
2EEBRCRFE L L EOFAPURUCREMEZRFT L, FEFHMEREATHLE
AFHE (BT, ToSI &), ) (FRME [95%ERXME] ) DHhRMEITHERIT. &
FIBETT7.49 [5.49~9.10] H B . XHHREET5.06 [4.04~6.05]1 H A TH Y, AFNIEBRBY
ERIHNEIR L iAo LRRHERICE B RER Z R Lic (AP — FH0.70 [97.73%(8
X : 0.51~0.96] | p=0.0101 [/ERllog-rankiRE] )

*1 : 4RYA B RS DL R RIE 2 & T,
2 HR L SRR, AR, B - FEERUWE,

1.0 #=
o;\g | R
0.8+
0.7

£ 06
i
£ 05/
0.41
0.31 :
Wy
0.2 b
0.1 W
0’0_'1_‘ T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18
at risk# £HEMM (A)
AHEE 240 167 109 52 24 7
WEE 121 . 87 42 17 5 1 0

1 OS ® Kaplan-Meier fi# (ONO-4538-11/CA209141 7R



) —Nivolumab 3 mg/kg —Nivolumab 3 mg/kg
- i ----- Investigator Cholice . i < Investigator Choice
£ I £
4 a
¥ 60 & 50 -
[ 3
8 -
40
b &
20 20
L
0 —— L . > 5 —_— 0 e el
0 3 6 9 12 15 18 21 24 27 30 33 36 39 i 3 6 9 12 15 18 21 24 27 30 33 2
SEFNM(A) SEFNM(A)
atrisk atrisk
Nivolumab3magkg 96 74 59 42 30 25 22 19 16 11 8 § 1 ] Nivoumab3mgkg 76 54 39 32 29 20 19 17 15 11 3
Invesligator Cholce 63 45 24 14 10 6 4 3 2 2 o 0 0 o Investigator Cholce 40 30 19 14 10 7 5 4 4 1 (1]
G ~—8— Nivolumb 3mg/kg (cvents:67/76), median and 95% CL 6.5 (4.4,11.7)

(PD-L1EIRR B OF S K OV 2it)
EERSMAARER (ONO-4538-11/CA2091413888) ICHAANDN=BED S b,

JEEAERRIC IV TPD-L1 2588 L - @M N 5o 2814 (UUF. IPD-LIEZRR] L\
5.) CETHHERBBOLNE—EOBEDT — X ITE-S% | PD-LIFKBER|ITREMIC
FENT 24T 2 e AR RS ORBRIIUTO LB Thot,
AR LT, PD-LIREARP1%RFH OB E I RE L IZEAROBR ChH o7 (F
&),
2B, PD-LIORBARIZL BT, FFHoRLETa 7 7 A VIZEKETH o,

"~ Nivolumab 3mp/ky (cvenirE1196), medinn and 93% CF 8.1 (6.7,9.5)
Tnvestigator's Choice 60/63), mediannd 95% CL 47 (3862 e "0 Tnvestigator's Choice (events:39/40), median and 95% CE: 5.5 3.7,8.5)

Nivo vs INV Choice - hazard ratio (95% CI): 0.55 (0.39,0.78) Nivo vs INV Choice - hazard ratio (95% CD: 0.73 (0.49,1.09)

ONO-4538-11/CA209141 R OPD-L1BE R COOSO TR UE T 4+ 0 —T v FF—F2 D
Kaplan-Meiergi#2
(£3 : PD-L121%0BEER. B : PD-L1<1%DBEHH)



[Z4tE]
Eps RIS MARRBR (ONO-4538-11/CA209141585k)
B EEGIIAFITE229/2366] (97.0%) ROSTREE109/11161 (98.2%) @B b, 1A
BRI L DRBBBRNEE TE RWAEBEBERIIAAIBE139/23661 (58.9%) . xiREEE86/111
Bl (77.5%) @B bV, RBENSHULORHERMIITROLBY TH-Te,

#1 RIEER5%U EOBIVER (0N0-4533-11/CA209141ﬁ&) (SRR 0HR M)

B (%)
BEHKIER
HAE . AKIRE > B
(MedDRA/Jver.18.1) 236 91 111 4
4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
_2EIER 139 (589) 31 (13 1) 1 ( 04) 86 (77.5) 39 (35 H_1 (09
&Mﬁ? S T e R T o e ey R R
12 ( 50 18 (162) 0
| ﬁ?qfﬁkiﬁi?{" 5 g o 9 ( 81) 8 o
800 HE e o e S T s
( 68 0 15 (135 2 ( 18) 0
( 85 0 0 23 (207) 1 ( 09 0
(21) 1 (04 o 10 (900 3 (27 0
L 8 (34 0 0
'“ﬁ“ﬁ%hﬁﬁﬁﬂﬁﬁﬁu FE AT Rt R S T L R A
Fiyabnd ( 42) ( 04) 0 16 (14.4) 2 ( 18) 0
Y 33 (140) 5 ( 21) o0 9 (17.) 3 (27 0
 HBORE
CBRIRRE
HERD 6 (54 0 0
CImESEOASR RS e .m*; S 302 SN 2 S AR s S A
_ ﬁékﬁ:ﬂ 17 ( 72) 0 8 (71 0 0
i DS R R M*Wwﬁﬁ@%@@%%ﬁﬁﬁ b

Eﬁffﬁﬁ——z—ﬁ/\?-— 1 ( 04)
i) '-“'L?ﬁﬁﬁ@‘mm i} M"“AW N N R v ;
N TEY S oMy BN 11 T 4L (126 3 | (A2.7)40

PR REHLpR 7 { 300 0 0 10 ( 9.0) © 0
FHPERE 17 (72 0 0 0 0 0
b 18 ( 76 0 0 5 (45 1 ( 09 0

¥, BMEMMER 76 3.0%) . BEGHRAHE/ I AT —5 6] (2.1%) | KT
REE S (2.1%) . FRBHEREREE 17461 (72%) . #HEEE 76 3.0%) . BikEE
16 (04%) . BIBEE 16 (04%) . TEEBERES 26 (0.8%) . FikbeER
fiE 14 (0.4%) KU infusionreaction3 #l (1.3%) 2358 bz, Fi, EREGEE.,
D, R, KgAK - BEOTH. 1 BERA. @ n/MaRdEsRetim. L.
M - BERER, EEOKREEE, S IIBARVCEEORBREEIBD LN R» T,
ARIEAR RO BESER (Eﬁbﬁﬁ%ﬂﬁﬂ% BEL) BEUEERETFT.



[k - AE]
FHOBEARDBBES NV ZFA LY Iab— s Vit kY, A5 3 mgkeg (F
H) Xi%240 mg % 2 BEER CTHRSE LEEBROAZ OmBEPRESRE S, TORK
R, AH 240 mg ZRE LBROBRERIX, A% 3 mgkg 2RE LBRORER L g
LTREZTRTLTFREENTEbOD, BAABECBVWTASUERIHERENTVEH
% - A& (10mgkg % 2 BRIERCTRE) TAAZIRS LI-BEOBREE L ok L CEE
BRTETFRISNE (FR), MA T, BEROBREICEIT 57 —Z IcES%, A% 3 mg/kg
(RE) Xi% 240 mg % 2 BEMR CTRE LIEBEOAFOBRER & AMEZREet L
DEELZRANT 2BRBRISETABBE SN, YEEEIZSOWTREMNMThh R,
LRORE - BEOM TAMRUCRMICHERER IRV EFRIS T,
£2 FHAOEHBN/ T A—F

}EHHE K Fﬁ E Cmnx CmindM Cavgdl4 Cmax,s_s Cmin,ss Cavg,ss
: (ng/mL) (ug/mL) (pg/mL) (pg/mL) (ng/mL) (ng/mL)
3 mglkg Q2W 51.6 16.6 243 113 62.1 71.6
(35.2,70.8) | (10.7,24.5) | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)
240 mg QXW 727 23.5 34.1 159 87.8 109
(51.1,103) | (152,34.6) | (25.1,47.8) | (102,254) | (415,158) | (62.1,187)
191 613 90.8 398 217 278
10 mgkg Q2W (147,219) | (51.2,79.2) | (79.0,114) | (331,532) (184, 313) (237, 386)

RRE (5%, 95%4) . Q2W : 28I, Cuax : PIEHE S OB B MTEHREE, Cowas @ FIEIRE5%14
=] E &:*5”- 6%’{&[‘1%*?&&\ Cnvgdl4 : ?ﬂlﬁl&“-’?—ﬁéME B i“@@i’l‘j@m%qﬂ%ﬁg\ Cmax,ss S E#%ﬁ%&\:ﬁ
1T B RBMIEFIRE. Coinss : EFRBICRIT 2REMBEFIBRE, Cops : EFRIBIZRIT 2 FHMEP
BE

Elo. AR ORBERARYBEBETNVEZFALIZYI 2 b— a3 Mt kY A 480 mg
% 4 AR TR G IBEAR O RE - HR%E TR E LB O A 0 i hiE St
Shic, ZORER. AH| 480 mg % 4 BREERE THRE L-BEOERIREBIZEB T 3 40
FHPRE (LLT. TCugsd £V 5, ) 1X. AK| 240mg % 2 BRABIRE CTHRE L72BED Cagss
EFRUT B L TFRIESh (TR) . £, &K 480 mg % 4 BREMR THRE L-BOE
HIRBICB T 2REMBEPIRE CLT. (Cuxsl &V 3, ) 1X. &% 240 mg % 2 WA
MR TERE L7ZBRD Cuaxss E L THEEZRTEFHENZ DD, BAANBREICES
WTHBEERHRIN TS A - AR (10mgkg %2 2 BRIBIR THRE) TAXIZHRE
L7BRD Craxss & LB L CIEEZ R T & FRIS K (FR) . M T, BROBEICK
BT —FicESE AH 3mgkg (KE) Eioit 240mg % 2 BERME, L < 13AH
480 mg Z 4 BWREIFR TRE LIBROAR OIRBEE L A0 3L et & oEE 2 REt
TEHRBRISEFNVHHEBE ST, YZEBE IOV TREMTbh R, EROAE -
REOHM TEDMR VRS ICHBERZRII2VE FRIS L,



£3 FHOEHEIE/ G A—-F

JEH l/f X m E Crnax Crind28 Cavgdls Cmax,ss Cmin_ss Cavg.ss
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)

516 272 31.0 113 62.1 77.6
3 mg/kg Q2W (35.2,70.8) | (16.5,403) | (21.2,43.9) | (75.0,171) | (27.1,107) [ (42.1,127)

240 mg Q2W 727 383 437 159 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 71.3 109
(102,207) | (155.47.4) | (37.0,74.8) | (145,336) | (27.5,137) | (62.1,187)

193 99.6 116 396 214 275
10mgkg Q2W | (146 222) | (865,132) | (101,148) | (329,525) | (184,303) | (236,377)

RIfE (5%, 95%4) . QW : 2B, Q4W : 4BRIKIR. Cmx : MEREH OB MIEPIRE.
Chrinazs : FIER 51428 B BIZ#31T A RS MIEPBEEE, Covgrs : MIEIRE%28 A B £ TOEHMBFEPRE.
Conaxss 1 EEREBITIVT 2HEMEPEE, Crinss : EFIRIBITIT B BARMIEFIREE, Cavgss : EHIRE
B3R MG IR E



4, ﬁﬁﬂl:ob\‘(
REM L LTHEARRRE (2FI7E) BMBELhTWAZ b, YERELHE
%MT%&%&T&%ME#&% ZFDOLET, AR OBRENFEYRBEELH - K
ﬁzb\ AROBEIC LV EEZRIERZREA LRSS T 5 Z B0 ERTZD, UT
DO~@DFTRTEMITHRIZBWNTHEATEETH 2,

@ mRITOVWT

@1 FTED (1) ~ (5) OWTFNNIEYTIMETHDZ &,

(1) BEAEFBREREET S5 ABRESIRIS GRRRTIR A DROEEIL R,
Hilg /S A R BB LR, MRS A RSO 2 &)

) BERBERB ,

() FEFRMENIEET 2 BABRESFE (B ADRESIERL. 2 ADREN
W, B ABREEHEERR 2 L)

@) SFALEREE R RE L, SREB L LRIED R | USRS A2 Ik
2 DGR B B H 21T > TV B Mk

(5) PUEMNEASHINS BB ORI EIEILR B B HE T TV BHER

®-2 FHSBEE S ORI R ORIVE A R ERBEOXIG ’—l—ﬁ&faa&t{ﬁxﬁﬁ%ﬁorﬁ‘ﬁﬂix
IIEREM (FROWTNMNTEY T 2 EMUTEFRIEN) 25, U2 o4R%CE
THRBOEEEFEL LTEREBIhTNWAZ &,

#*

o ERRFDEE 2 FEOMIFHMELZET LI2BIZ 5 £ EORABROBETHESL
ToTWBZE, 9B, 2R, PARDREZE L LI-BERBEFOWESL
ToTWBAZ &,

«  EMRFRER 2 FOMPTHELET L7c%IC 4 £LL Lo B SEERRIR O R
MEZIT-TEY. 56, 2FULR, BAEDRELSUESTEEERE2RO
BARFHEZITo TV Z &,

o EMBIFIEREMABTFREEOVMHEZET LicBic, 5 FEMU Lo nkEas

DEEFRFEEIT>TEY, 55, 2FUER, BPAEMREEZ ST DEARORA
BROBARMHEEZIT-oTWNBHT &,
28, FANZ L BRI BWCIEWERS D2 FNEERLET 5720, BE DBRK
WY 2P EMI EOROWT NN T RG22 T ER (ASEEEOLFR
EROBIERARBRR ORI+ 07050 L BREZFOERM) &L ORERELED Y &
KRR T5Z L,




@ BRNOERBFREBROAHIZOVNT

EXDERSTHICHET T IEEEIERE S, NESENSOERBA., AE - &
LS LAEROSER VEMUIERIEMS T 2 FRRMEt. AEFRBREL
TeB B OWMEES, SRBEONIToNIEHBES-TVWSZ L,

@ BEER~DORRITOVNT
@-1 HERREHIZBI TS B : \

RIEHEMRBE O BEERBIERASRAE LI, 24 REEBZRER O T, YERX
IREEE R I IV T, B LUZBIERICE U TARERR U CT S£0RIER OERIZ %
ERREOKENY BRIZELN, ELICHGFRERERSE-TWSZ L,

@-2 ERFEFE L 5FEFRAICET 5B

BABRICED MR REBRROBELE T EREFEDRBIERT=F Y 7
BEDERORZ ) —=v 72TV ERE L FREHA TE 57— LAEREKHNE
fHEhTnaz e, 2B, BEEHICOWT, PARE L EOFRKRICHSICTAMENT
WwW5sZ ek, ' '

®@-3 BHER OREFCXIICB LT

BIfER (FIEMEREEICI X, EAEREE., Lk, k. BIBHRARIE, KBX,
AN, BEOTH, | BBERE, BUERFR, AL, FFERERSE, ik, SRy
. FRIEREREE . TRAKERE, MREE. BEE, AIBEE, ME. EEOK
EE%? #IRMARZERAE, infusion reaction, EERMIKMEE, MIKREAREGRR, K.
BESS, WMEEDRERIG., RIRIREME. DBEEE (LEME - RIK - DEMERSES) |
FREFBRES, MESSH M, EILE) Ixt LT, YHER ILEBEREEOEMELEFT S
ER L EE L BIEROBETCHGICE L CTIRERVXIBEZITONIRMICHE T
&), EHICEIRAEN TE SEHPE->TVDH I L,
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5. REXMRLRDBE
(B2t B ¥ 2 FH]

)
@

®

T FTRE S FRERO S 5 BE TV TAAAOADER RIS TWS,
TR ST 2 BE KT 2 FFORE R UMEAFIEICOWTIX, AF|OFER
LINTELT, ARloBERNSR LB,
o TIFFRAEELERIEIC L DBREDC 2V BE
o TR HBNIRIE
o fHORBHEREAI AL TREINIBE
AANZEREF B MABRBRIZBW T, 2REMICRBW TR RIS L CERMER R
FESNTWS A, PDL1 BIRRIZI Y ARDEDOEMNRRD Z L BRI N SR
B/LNTWAS Z Lhn, PD-L1 BEE LR LTz L CARIOREAE 0¥ W+
THZENEELY, PD-L1 BIEER 1%RFETH D Z LAERINT-HAE TR
Th, ARSI DIEREBRE S ERT 5,

* A OBMEL LT, K74 : PD-L1 IHC 28-8 pharmDx ¥ =] NEBEHh TV 3,

[ZetizB¥ 2 5H]

)

TRICEETIBEFIC OV TRARDORENRZER L ShTNWD I b, #EZ2T

biznz &,

o ARIORSITH LIRBUEDBERERED S 5 BE

REATOFTMIC B VDT TRICERY T3 BEFIC OV TIT, AFloBREIHES AW

B, MMOTEFRIRED 2VBEITRY . EHEICAKZERTAZ 2B/ TE S,

o MEMEMRBOSHIIBEODHZBE

o MEERRE CRER %R 5 BE & OISR O R AT S R0 R fi 4¢
& DI RIEMR B B B ‘

o HOREBEREBOEH. UXBMHERRE L IXERMED B CRERBOBEERED
HHrBE

o [EERBHE (ShBMRBHEELE) Ob5HBRE

s BEOBRIIEEEATLIAE

*  ECOG Performance Status 3-4%=V ¥

(£ ECOG ? Performance Status (PS)

Score

£

0

L MEREETE S, ERMERALBBEEIHRR2ATL D,

AR LVIEBNIRIIR S W 508, SITARET, BEESE - TOEERIT i TE 5,
Bl BVWRE, FEEE

BIIRHETEROFOR Y OZ L X T_XTHEEMMEERITERY, BHRD 50%LL Eiz~y RAGRTT,

AW —

BOoNBEROHFORY OZ & LML TERY, BHRD50%UEEZRy FARFTRITT.

E<WiFReV, HSDOFOEY DI Lz TR, TRy AT GRT T,
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6. BEICREL THEEINEEH

WA SCESITIN % BERTEEE VR ET 2 BRI ICE S & AR DRt R MR IERE
RO DICHERIEFREZTHDICEBE L CIOERTIZ L,

BRRBRIZ A D, BEXIIZ OFRICAMEREREL +2HA L. AELH
ThbRETHZL,

PD-L1 ¥ERLHER Lz L TCAFORERE LW 52 L EE LW, PD-L1
RMBAHER TERWVBAIIR, AR OEROES 2@ HW Lic ETRET S
e,

ERBMERD<R I AV MTOWT

©)

@

BEMMEARSL DN DZ L RHHDT, ARDOEREIZH o Tk, BHRE
®O(PRIRREE, k., BEE) OMRBRUME X SREOEHE, BEr o
iTo 2k, £, BEIG U THE CT, WiE~—1—S0RELEHT S
&,

ARNOHEIIEEE D infusion reaction 2f# 2 TRBARIZ 072D T 5
Hx21To 7o L CBET 5 Z &, £, 2 B B LEDO AR 5 KT infusion reaction
BHLbNHILLHBEOT, ARBREFROARRZREL TRITI NS ZNVTA
vERET %, BEORBESICEHET ST L, 28, infusionreaction Z
ZH L BAIE, 2TOMBERERNELICEERT 5 £ TRE L +ofg
TBHZE,

FRIMSEEREE ., TEABEBEERVREIBEERHLOLNDLZLBEHDHDT,
AH) D # 5-BRRART R UM% 5 1A H I E A N W RE R (TSH., #EHE T3,
W58k T4, ACTH, M aF Y —VEORIE) 2E BT DI L,

AR OBEIZ LY BECRERICICERT 3 L B2 bhdikx REBOWE
NHobNAZendhs, RENREDONEHAICIE, BRLEFLRILS LR
B L R A B ER & oEE U CREIZENZEEITV. BEDORE
R & ARIER S DI 2 HAIIE, ARIOWRFUIPIE, RUBIRRE S
NVEVRIORES 2 ERTH L, 2B, BIBEREFRNVE L ORFIZIYEIE
FADHENRD bNRWERITIL, BIBEESNVE SO 5ZEEHIFE 0N
HEET D,

BERTE, BoERHOEIVABBL T LRIERABRET A Z L RH 57D,
AR OB ERTHRICHBERAORBICHSITERT 5,

1 BUBER (BIE 1 BIFERRZ2at) b bbiv, BRAES P73 F—v 2
CEAZERHAHDOT, AB, B, IBHEOERORBRCMEEDS EFIZ+
DEBTAHZ L, 1 BERBEREDNIZGAIIIRGEHIEL, AR VB
HoBrEE0ENRLEZITS Z L.

BIERTZ¢, A4, FFHSRERES ., TR, BILEEERBHoDONDHZ LD D
DT, EHMHICTEEREZITV., BEOREL+IBRETI L,
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® AHOBRRBRIZIBNT, RERHMD 9BEE., FhLEIL, BERBEND 14
X 6 8 Z L ICBEDEE R 1T o TV Z & 2B EIC, ARREDIIER
ISR OBEREZITH Z &,
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B AHEE T A R4 v
=A< GBEFHEBRZ)

(R5e4 : A7V —RRFEEE 20 mg, A7V —FRWEE 100 mg, 37 P—
RAFIE 120 mg, 37— R [F#E 240 mg)

~ B ~

YR 2 94 A (4044 5 AKET)
EA R BE



Bk

XL ®IZ

AR OFE. (ERBEF

B PR RAR

FERRIZDUVNT
BERBLIRDBE
BECBRLUTEETR&EFHE

P2
P4
P5
P17
P19
P21



1. IXL®IC

EIK D OFIME - REMOHRDIZDITIE, TTEFICESWNHEERFERIRD
bhp, &5z, EEORFEEMOESRIC LY, IAERM L L OEFLRFTHIERRS
FEERRABINIHT, INOLOERRZEICLERBEICRMET S Z L BRED
ML 2o TRY REVBOEE L S0 EAS #2016 (Fak 28 £F 6 A 2 B FEIRE)
ZBWTYH, EFMEERSOFEAORKEEEZRNS Z L LS TWD,

FHERABFERRT, BRERRREM T 7 7 A VRBEHFEOERR LA L NICR
RBZERDD, ZDDH, ARV REMEICETIHERN+0ERT 5 £ TOMH.
UHERIOBELRZITEZLBPEFINIBECXH L TERT 2 L L b, BIfF
FANKE LB HER S G E D2 LN AR—EDEG 2 T ERMEE TER
THZLENEETH D,

Lo T, AHA FTA TR, BREESLINETEB LN TV EEEFH -
BRI ESE, UTOERRORBERERAZHET 281 b LEREMH, 2
FROBEFEEZTT,

B, KA RIA %, MIATBIEAE KR ERBBRAHME, ARHEEABRE
EBRIEE S, —REAIEA B ARKANRES R O—RAEEEA B ARRRBRF2 O
FDbH EFERR LTz,

XL RBERR ATV — R RFEHE 20mg, A7 P — R RIEFFE 100mg, 7Y
— R AEERE 120 mg, A7V —FR RERE 240 mg (—#k4% 1 =
RAN<7 (BRITFHEERZ))

HEE BB HE | MIBEIBRTRE TS O BHRE

HRELAAERVCAE  @¥. RAKKIZ=RAV~<T7 GBEFHEHZ) L LT, 1H240mg

‘ % 2 BREIRIFR X% 1 [B] 480 mg % 4 BREFR TRIFEFET 5.
ARYP L F =T L AT HHBEIEER  RACR =R~ T ()
fEFHEMRZ) & LT, 18240 mg % 2 BREIFRIX 1 [E 480 mg
% 4 AEHERE T RBFET 5,
{LRIERIGRORIGURF R ITEBE OB HME/EITE LT
ALY aeT (BEFHREZ) LOFRT2EHEAE. BE, BRAK
=A< (BEeFf#z) & U T, 16240 mg % 3 BEEH
BT 4 ERBHET S, 20%, =R~ T (@EFE%R2) &
T. 1[E240mg % 2 BREIFFMRXIX 1 B 480 mg % 4 BREIMRT

RERET 5,

B AR e ¥ E . NEFRLTEKRST

(B%E)

ARG T AR AT 4 7 REE20mg (—R4% : IRV F=TY L TERIE) D%

RBXIIR, AERUVCHE

PHRE IR | MIBYIBRARE U XEEB M 0 B AR A




RAERVHAE: =RfV<7 Gl FHEBRZ) LOHETHEAIT. 8%, BAICIIIRY
' vF=7LLT1A1H40mg #ZEFIRABRET S, 2B, BED
KBIZXVEEBRET 5.

BARIRFRICBE T3 v — R A RIFERER Somg (—R% : A ) A7 GEEFERL))

DERESIIHR., BERCHAE

ZhREX IR E : IV RIS B O B IR

RERUVHAE :: =R <7 (BEFHERZ) ORIV T 8%, BRAKZ
Vavwr (GBaFHE#%BL) & LT1E1ngkg (KE) % 3 BRBET
4 B REFET B,



2. AR, TERBFF

F 7V — R EEEE 20 mg, RRFAFHE 100 mg, FARREFFE 120 mg R RARRFFE
240 mg (—f4 : =R ~7 (BEFEBRZ). ST, THRE) Lvo,) & NEFER
T#EKREHLAF VY 72 BRIVA IV -~ ¥ —X RA7 47 (BMS) #) #»
BA% L7=t k PD-1 (Programmed cell death-1) (Zx3 % b M IgG4 & / 7 v —TF )V Hufk
ThH5b,

PD-1 %, ML L2 Y 33k (T Ml B MRRR OV F = 7 4% 7 —T #il) ROE
BERAMMICHELT 5 CD28 7 7 XV — (T MRS OTEMAL 2 fBIRIICIE L AITHIE 54
FB) BT 3ZAMETH D, PD-1 IXHIRR MR T S PD-1 Y H > F (PD-LI
BOPDL2) EHEA L. VU SERIZHEHES 7B mZE L TY U BROEHELIRER
BAIZHEH LTS, PD-1 U F v FiZHiRIBTMRIUSIC E + Ofka 22 ESHERIC SRR
LTy, BENEGEREN LUK L ZEEMERICIIT S PD-L1 ORHA LIFEROLTF
B & ORICADHEBBEER D 5 Z L B3EIN TS (Cancer 2010; 116: 1757-66)
Eir ENEGAEAE CIHBRRE THRIELETZA v —T=aH < (IFNy)
IZ L - TPD-Ll OFEENFHE SN, BB LIZEBHARICEIT 5 PD-L1 OFRH LHiTE D
AR & ORNCIEDOHEBRMR N H B & O#E L H B (Sci Transl Med 2012; 4: 127-37),
& BiZ, PD-L1 Z3HIFE S &7 08 AMIRRIE, HURAFRAEY CD8 B T Ml DMl E
EHEZREE S5, i PD-L1 #ifAT PD-1 & PD-L1 & OfAZAET S & OHIR
BEEEREE TS Z ERTENTWS, D Z 225 PD-1/PD-1 U H ¥ FEEIX, 23
AR TRAE RN T ML ORBEZEBET2FO—D L LTELLNTY
Do :

AFNZ, EERBROK R D S PD-1 OMRASMERL (PD-1 U ¥ v FRESHIR) IZkE L.
PD-1 & PD-1 VAV FEDBAEMET I LICL Y, BAGURRRR: T MIROTHE
AL R O A AR ST 2 MIRRIE IS 23583 2 2 L TR R TUBESIR 2R
ZEBHERERLTVA, '

TNBDERNE, AFNIEMEECT AT RIBREICRVES bO LTI,
BHIAERE LR e L-BRRRE EZH L. Ao, R ROBEEIER S,

AF OERABFICE S BEORERRIC X 2BIFRA%ERH bbh, BRI
EHREND B, AFOREFRUERERITIT, BEOBRL STV, BEIR
b ITB AT, BB L BFRITE U FR 20 L BRE R OEA LB L TE
ERERBHEITV. BEORERISIC L 3EWERREDN D HEITIX, BIBRERV
EVROREEOBEN LB RTO LEYH D,



3. ERPRARAR _
RIBEIRRARRE SRR 0 B R D AR IR I FF-Al 2 1T - 7= ERBRIR R O Big %
1.

[HzhiE]

OEBERFMERER (ONO-4538-03/CA209025 RER)
MEFEREERZETIABEERR (TX>F=7, R=F=7, V77227,
NIN=TE) BEUCAERIER AT 2 & T IR O Y AR EY B HAR R R
821 (RANBE 63 PladEie, AFIBE 410 Fl, =1 ) ARBE411 6 ZHR, =
N ) ARERBE LTAHAA 3 mgkg % 2 ARBRCRBBELLE L EOFTEROR
SWERM U, TEHEER THIL24FHE (T, fos) &nd, ) (PRE [95%
BREXMH] ) X, AFBET 25.00 [21.75~NE'] FH, =X Y ARFT 19.55 [17.64~
23.06] THATHY ., AFIBIT= N Y ARBICH LKEHERICAEBRERZ R L (N
P— FH0.73 [98.52%E#AXH) : 0.57~0.93] . p=0.0018 [J&%! log-rank #RE] . 2015 F

6 18T —F Ay bET) ,

1.0
0.9-
0.8-
0.7~
a 067
17 0.5
0.4+
0.3
0.2+
0.1

0.0
0 3 6 9O 12 15 18 21 24 27 30 33

at riskE £7FHE (B)
AHIEf 410 389 359 337 305 275 213 139 73 20 3 O
INOYLZIEE 411 366 324 287 265 241 187 115 61 20 2 O

1 OS OHFRRITE D Kaplan-Meier %t (ONO-4538-03/CA209025 2Rk)

—A— AHIRF
~O— INOULAR




iz, BARANESER 63 5 CRRIRE 37 6, =~ U HZEE 26 F) © 0S (PRMHE [95%
EHEXE] ) 1. AREET 2737 [23.62~NE] 7 A, =_nu ) AZFHETNE [NE~NE]

HAThHoTe (NP—FH 1.50 [95%EHEXRE : 0.49~4.54] ) ,
* HEEREE (T, R

1.0 —% 1
"i i
0.9 o
0,8— vors (SIS - CHID ©
0.7
g 0.6 —A— FHIE
7F 0.5 e TAOVLAXRE
# 0.4-
0.3-
0.2-
0.1
0.0
L L ' Ll L l L Ll | Ll L 'l' L] L] l L] L l L] L ] l L] L] r L L l L] L]
0 3 6 9 12 15 18 21 24 27 30
at risk2 =73 H80) (B)
WP 37 37 36 35 35 34 24 16 8 4 O
INAYLAE 26 26 24 24 24 24 20 15 9 3 0

2 BARAZLRICBITS 0S O FEHEHTRED Kaplan-Meier BhfR
(ONO-4538-03/CA209025 FEH)




QEBLRFEMERE (ONO-4538-16/CA209214 FER)

(LEFRERIAR DT ITEBE ORI B ML AE 1,096 4] (AARABRE
2 Blegte, A VAT (RETFHEZ) 6 (T, TRF+A ) a7 20
Do) TRESS0 B, R=F=TRE 546 B) BRI, A=F=TEXME LTHA+ A
Y A< 7 DREIEROREMEZRE Uz, EEFHITEB T3 5 International Metastatic RCC
Database Consortium (LA T, TIMDC] &9, ) Y R 74538 @ Intermediate &2 X Poor V
27 DRBRE FH+A Y AT 256, A=F =78 422 ) 1IZB1T2 0S (PRME

(95%fEREXM] ) 12, AF+A Y LA<7B T NE [28.16~NE] WA, RA=F=7F
T 25.95 [22.08~NE] #ATHY . AH+4 Y A< THIIR=F = 7RI LEEE
MICABRERZR L. (OF— R 0.63 [99.8% E#EX M : 0.44~0.89] | p<0.0001 [/&
A logrank ARAE] . 2017FE8 AT AT —F Iy +rA7) ,

*1 : BRI T 2 & H RIEDIRRER 2 WVWEE, 2L, UTOREIRYUREREIZS DRV,
SRR BAHIISAICH LT 1 REOMASUIMEMBRE [ L, MENREHERT
(UF. [VEGFJ &5, ) XX VEGF ZEMEEAE L LRR &< ] AT Sh, »offf
B IS BBIRIE DR E D b 6 4 A R BRICHER L8e
*2: &K Imgkg (KE) &4 ¥V A< Imgkg (KE) £/ B 3 BRI T 4 BQBHE L%,
AH| 3 mgkg (BE) % 2 WRIRRTAREHE Lz, HARSHICEO T, FA2BEMICRS
L, 4 EY AT RARIOBREMRT 25 30 L LOMB LIV TRELBA LT,
*3 . L TFOO~@DWTHIZ bFEY LRV E-AIZIX Favorable Y X7, 1 Xit 2 BB 2= THBEITix
Intermediate ¥ 27, 3B EZMHTHESITIX Poor VR Y L &N,
OB L 2B SN TH L ARBROEERBIFHT £ T 1 F£515, ©Kamofsky —AR KR 80%Kik.
O~ES B EVERERETIRRN, OBEROY /LY T MER 10 mgdl ZBX 5. OFFREMN
B FREMZ D, OM/MIESEEE LR B2 5

—_— EHr ) LAY

0.2 m——ea  A=FAR
% QRUA : {TVID
o.o L T v L] L T T T L] T
-] 3 [ ] k ] 122 LE] 18 29 24 27 30 »

Overall Survival (Months)

FM+AILrTH 425 3909  3I72 348 332 38 200 241 19 44 2

X=F=7H 422 387 352 s 288 253 228 7”9 [ 34 3

X3 OS DHHEMEHTHRD Kaplan-Meier fi## (ONO-4538-16/CA209214 BREBk)
FENTH 84 : Intermediate Tt Poor U R 7 BB

a7



k. ERERSIERER (ONO-4538-16/CA209214 FABR) 2BV T, IMDC V) X~
45¥A Favorable V R 7 O BFE X FEME B OMITHRER &L Shizhofz, HUEkR
BRIz B AN B 7o Favorable Y 2 7 OBRZEOF—FIZHESE, BEOICHENZT-T-
R AR +A ) A THIEB L TA=F =R TREFRERENB LTS (T
&),

C

021 . &xm+sevaeTR
—m——— tAESF=TRE
0.1 ORWGA : iTE)Y

T 1 | T T ] T T L]

L
0 3 6 9 12 15 18 21 24 27 30
Overall Survival (Months)

& diconcosncnsssnsssosmananscnavenss

#M+AEVATR26 124 120 116 111 108 104 98 78 27 2 0

Z=F=78% 124 119 19 17 114 110 109 104 B4 32 3 0

4 0S OHFAENT B Kaplan-Meier Bi##t (ONO-4538-16/CA209214 3RER)
AT R4 : Favorable Y X 7 A&

@EEERFB MR (ONO-4538-81/CA2099ER FRER)

(LEEPRIEARTAHE OYEITIE ST OB A IS B AR B 651 B (AANBE
46 B1x &, IRYPUF=THA UUT., (FF+IRFF=T7) L H,) 2323
Bl RA=F=T# 328 6) ERHBRIT, A=F=TE2RHREL LTHRE+HIRF L F=TD
AHMROELE LRI L, TEHMEER CHHEEEEFMM (PRE [95%E8
K1) 13, AF+ A RF L F=TRET 16.59 [12.45~24.94] HA, A=F=THT 831

[6.97~9.69] HATHY . KK+ RFLrF=TRIIR =F = TR LREHFEHIC



FEREREZR L (AY— FH 0.51 [95%(EHEX M : 0.41~0.64], p<0.0001 [/8H! log-

rank $E], 202042 B 2 BF—% v bF7),

*1 BRI XT3 2FRIEORRERRWEE, 2750, UTOBRAIRYNHEERBICED R,
SEREIBRTI AR BARRRAR 10 LT | TR ORI AT MiBhgR: (7272 L, VEGF Xii VEGF 2
BEREEME L ERIZRL ] BT S, D ORI R EBREOREBEEND 6 F AN

FREBRICHERE LIRS

*2 0 K 1 [E 240 mg % 2 BRIFMCRFIHEL, RPUF=740mg% 1 B 1 @EOBRE L,

1.0 =
03 —A— HRYUoF_JHAH
' D RAZFZTH
0.8
0.7
i:;: 06
E os
¥
7 04
# 0.31
0.2 B
' 9
0.1 l—z0
nlcl"l"l"l"I"I"I"I T T
0 3 6 9 12 15 18 21 24 27
mimELAFHM(E)
at risk#
ARYFZTJHMEE 323 279 234 196 144 77 35 11 4 0
A=F=TJ8# 328 228 159 122 79 31 10 4 1 0

M5 MEEAFENM (BICRYE) O Kaplan-Meier gh#i
(ONO-4538-81/CA2099ER B



[Z4tt]
OERE;FSMHRER (ONO-4538-03/CA209025345)

BEBRIIAKIBE 397/406 B (97.8%) . =XV KR 386/397 B (97.2%) IZRD
b, IRRE L OREBERENEETE RWVWAETERIIAARE 319/406 B (78.6%) . =
Y AREE 349/397 B (87.9%) WZRD BT, WTNDBE THRERN 5% EDRIFE
ARTROLBY THol,

#£1 WThh O TRERN S5%U DB (ONO-4538-03/CA209025 )

Bo e Hizk (%)
' .
#gigﬁﬁ AFBE ER:-DPYY 3
406 1 397 4
(MEDRATEIED 2 Grado _ Grade3-4 _ Grade5 2 Grade  Grade3-4 __ Grades
LRIER ) 319 (‘?8 6) 76 (:s 7) 0 349 (37 9) 145 (36.5) 2(0.5)
-tb._ s‘{ SRHEE = ST T T 5 ;.-,_ 7 =

24 5 9) 0
L E5 ‘Egﬂ“ THEAY RS0 ﬁ:%ﬂi%’%&’&@&ﬁ
©24(5.9) 0 21(5.3) 0 0
50 (12.3) 5(12) 0 84 (21.2) 5(1.3) 0
57 (14.0) 1(0.2) 0 66 (16.6) 3(0.8) 0
8(2.0) o 0 117 (29.5) 17 (4.3) 0
0 36 (9.1) 1(03) 0
AR R R e ISR T
# 1s(4 4) 1(0.2) 33(8.3) 7(1.8) 0
&4 134 (33.0) 10 2.5) 134 (33.8) 11 (2.8) 0
RERED RAE 112.7) 75 (18.9) 12 (3.0) 0
17(4.2) 56 (14.1) 2(0.5) 0

- 5)

24(60)
33(8.3)

Lt = vz Fu ~/vt§73u

w7 V7 F=2 4
| JER

.

29 (13) 0
46 (11.6) 15(3.8) 0
64 (16.1) 20 (5.0) 0
8220, 7) 4(1.0) 0

BalL X5 a— )Vl
gk
BRY Y EY FiE

L Rgkwag o 4B(ILE) _
BEEAS L USRS L B AR PP

RAERE 1(0.2) 14 (3. 5)
w23 0 0 5 13), .
AR LSRRG R P e s T -, ga i

TRERE 51(12 8) 0 0
PR 24069) 19(48) 1(03) 0
G MEREURREE O T e :

Tk 0 77 (19.4) 00

PR, R 0 51(12.8) 2(0.5)

# Hifn 0 0 41(10.3) 0
o mweE . CH—. -
RS LORTARRRE 3 A RS

SERBE X 0 0 20 (5.0) o

i 127 0 0 33(8.3) 0

FH - RERFMER IR 0 0 22(5.5) 0

T OEE 57(14.0) - 0 0 39 (9.8) 0

b5 41 (10.1) 2(0.5) 0 79 (19.9) 3(0.8)

3., BEMRERR 196 4.7%) . L 16 (02%) . BEEEhREEE/ I A /3F—56
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Bl (13.8%) . KK - EEOTH 104 (2.5%) . 1 BUERK 141 (0.2%) . FFHspeRE
Eix 46 Bl (11.3%) . FFR 1A (02%) . FIRIREREREE 34 i) (8.4%) . #iRFEE 55
Bl (13.5%) . BEES (RAEEEEBTRS) 28 #l .(6.9%) . BIEHBERE 6 4
(1.5%) . infusion reaction 21 B (5.2%) . EEOKREEE 4 6] (1.0%) . TEMAHEE
g 2 6] (0.5%) . BEK 16 (02%) RUEESEE 16 (02%) BRBRH LN, £
7o, EEGESE. DK, REMR/IMRBOMREIR. Bk - SRR R OF IR M2 2
BIEEIIRD bz o7z, ARIEARBRIIIEEESR (RRREEREZ2ED) &8
CEMBRETT,

QOERRILFFEIFEARER (ONO-4538-16/CA2092145 5%)
HEERIIAR A Y L= TRE 544/547 £1(99.5%) . A =F =78 532/535 1) (99.4%)

RO bLh, BRELORRERBEEBCERVWAETERIIARA+A Y AT
509/547 B (93.1%) , RA=F =78t 521/535 B (97.4%) TR D bhlz, WThrDR
TRAEDN SRULOBIERIITRO LB Tholz,

#£2 WThhORETREIEN 5%LUEOBWER (ONO-4538-16/CA209214 BAKR)

BlE (%)
BRE FRTAC) AT A=T=TR
(MedDRA/J ver.20.0) 54764 a3sin
i £ Grade Grade 3-4 Grade 5 £ Grade Grade 3-4 Grade 5
ﬁE‘H’Fm 509(93 1 250(45.?) 0 521(974] 335{62 6) 2( 04)
i 34( 52) 2( 04) 0 33(155) 24( 45) 0
A BRIAE 1( 02) 0 0 30( 56) 3( 06) 0
SF R ERBRAE 3( 05) 1( 02) 0 69(12.9) 32( 6.0) 0
SUDIRBAIE R e e 0 95(178) 2 0
A 2 e A A T R R A o8 Lo
E-mmg?m 28( 5.1) 11( 20) 0 0 0
FUR BRISRETUEE 59(108) 2( 04) 0 12( 22) 0
RIS TIE _ 85(155) __2( 04} 0o 134(250) 1(02) _
A T T e = P U s T AR TN
i 38( 6.9) 2( 04) 0 3s( 71) 1( 02)
LREERE 9( 16) 0 0 30( 5.6) 0 0
&R 35( 6.4) 0 0 39( 7.3) 0 0
TR 145(26.5) 21( 3.8) 0 278(52.0) 28( 52) 0
A WNeciE 31( 57) 0 0 32( 6.0) 0 0
HERR 15(¢ 2.7) 0 0 96 (17.9) 0 0
L2 3( 0.5) 0 0 27( 5.0) 0 0
BEEY MRS 6( 1.1) 1( 02) 0 55(10.3) 0 0
B 109(19.9)  8( 15) 0 202(37.8) 6( 11 0
AR 23( 42) 0 0 149(279) 14( 2.6) 0
I 59(10.8)  4( 0.7) 0 110 ( 20.6) 10( 19} 0
ISR TR S FORERORIE T e e R
WAIE 72(132)  8( 15) 0 91 (17.0) 12( 22) 0
B 202(369) 23( 42) 0 264(493) 49( 9.2) 0
RO I 13( 24) 0 0 152(284) 14( 26) 0
FAERIE 25( 46) 1( 02) 0 29( 54) 0 0
ol - s 7%(144)  2( 04) 0 33( 62) 1( 02) 0
ALT &M 60(11.0) 27( 4.9) 0 50( 9.3) 8( 15)- 0
7 Z7—EHm 71(13.0) 31( 57) 0 41( 77) 17( 32) 0
AST $#/n 58(10.6)  19( 3.5) 0 49( 92) 7( 13) 0
m s V7 F=8m 35( 64) 1( 02) 0 35( 65) 2( 04 0
i AR FR R BRI Ve BN 1( 20 0 0 30( 5.6) 0 0
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BI% (%)

= yA
%gigﬁﬁ AR+ ALY AT RE A=F=TH
(MedDRA/J ver.20.0) 474 S35
o 4 Grade Grade 3-4 Grade § 4 Grade Grade 3-4 Grade 5

T N—2Em 90 (16.5)  56(102) 0 58(10.8)  35( 6.5) 0
SF P ERERD 3( 0.5) 1( 02) 0 40( 75) 23( 43) 0
M/ MRERD 4( 0.7) 1( 02) 0 73(136) 36( 6.7) 0
tkERD 18( 3.3) 0 0 28( 52) 0

10( 1.9)
L 133(249) 5( 02}}1?

0
0
Sy

AR SRRSO
0

T 39( 73) 0

31( 57) 0 179(335) 1( 02) 0
= 53¢ 9.7) 4( 07) 0 65(12.1) 1( on 0
wﬁ%ﬂﬂlﬁgﬁﬁﬁ%ﬁ”% it 2 N RS ST ORI SR

45( 82) 0 0 31( 5.8) 0
'&@ﬁ 31( 57 1( 02) 0 33( 62) 2( 04) 0
ﬁﬂdm 0 55(103)  3( 06) 0
0 0
Bzmﬁ)ﬂ 40( 73) 0 0 46( 8.6) 0 0
BRER 0 0 0 29( 54) 0 0
FE - RERFROEARAEREE 5( 0.9) 0 0 231(432) 49( 9.2) 0
D EE 154(282) 3( 05) 0 49( 92) 0 0
37 118(216) 8( L5) 0 67 (12.5) 0 0
B RS 50( 9.1) 8( 15) 0 22( 41 1( 02) 0
BEREE 2( 04) 0 0 27( 5.0) 0 0
0 0

. o RS RN
12( 22) 4( 07) 0 216(404) 85 (15.9) 0

BB, AH+A ) A TEITBOT, WIREE 136 F (24.9%) . IFHREREE 98 Fi
(17.9%) . FORBAGEEREE 147 ] (26.9%) . TBHEREREE 46 Bl (8.4%) . RIEMEMEER
B354 (6.4%) . K% - EEDO THI36 # (6.6%) . EEDREREE 20 £ (3.7%) |
TRAKIERS 24 41 (4.4%) . BIBHEEREE 32 41 (5.9%) . 1 BUWERIE 5 61 (0.9%) .
eSS 70 (13%) . EEMGESIE 161 (02%) . MK - BEIEK 2 6 (0.4%) . infusion
reaction 22 i (4.0%) . & & 5 % 2 4] (0.4%) | LK 16 (0.2%) | Fizk 2 B (0.4%) |
ESCRRRRARIE/ < A3 F—102 ) (18.6%) | FFZ6 74 (1.3%) ROHIRMBRIRSE 2 41
(0.4%) NBD BN, Fiz, S/ MR R R OBR{LERERITRBD b
hotc, ABVERFERRIIBEESR (BRREERELZED) 23DEMERET
R '

@HEEERSMERR (ONO-4538-81/CA2099ER RER)
BHEBERIIAK+ I RF L F =78 319320 B (99.7%) . A=F =78 317/320 ¥l
(99.1%) 2D B, BREL OREBERTE TERVAEEFEFRIIAA+ VRS

F=7RE309/320 5] (96.6%) . R=F =TH 298/320 il (93.1%) IKB® BN, VWT
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DB CRIRBLR %LU ELOBRWERIITRO LBV Tholz,
23 WTPhhOBCRBEEN 5% EOBER (ONO-4538-81/CA2099ER R

BlE (%)
ERMRSE ? o e —
HoAEm FHl+ ARF o F =T A=F =R

i 320 {3 320
@aPRAL ver 22.1) % Grade _ Grade3-4 _ Grade % Guade  Grade3-4 _ Grades
Ex

61 ( 19 l) 8( 25) 0
23( 72) 1( 03) 0
0

0

ﬁm 32(100) 3( 0.9)
B M BRI 4( 13) 0

HFRIRBAIE 14 ( 44) 2( 0.6)
mrl\mﬁdrai :

47(147)  11¢( 34)
14

ﬁﬁm&ﬁ'ﬁm@ﬁ 29( 91) 2( 06) 0 0
AR R AE (S TR . )
iEr ] 27( 8.4) i( 09) 0 14( 44) 0 0
TH 182(56.9) 18( 5.6) 0 136 (42.5) 14( 4.4) 0
HLFR 1B( 5.6) 0 0 32(10.0) 1( 0.3) 0
BREWERA 15( 4.7) 0 0 29( 9.1) 0 0
Bl 68(21.3)  2( 0.6) 0 81(25.3) 0 0
am% 50(155) 7( 22) 0 74(23.1)  7( 22) 0
4( 13 0 0
;A 57(173) 10( 3.1)
" 86 (26.9) 8( 2.5)
R 10( 3.1) 1( 03)
s 3(
. s( 25]
e o S
80(250) 15( 47)
735 —¥Em 39(122) 8( 25)
AST 3hn 75(234)  10( 3.1)
MY e 88m 16( 5.0) 1( 03)
M V7 F = 20( 63) 2( 06)
o PR BRRIRS 1 o 40 23( 72) 0 }
Y 8—EHm 48(150) 17( 5.3) 35(109) - 15( 4.7)
SFPER B 12( 3.8) 1( 03) 27( 84) 16( 5.0)
/RERD 17( 53) 0 59(184) 14( 4.4)
kERD 23( 72)  2( 06) 8( 2.5) 0
17( 53)  2( 06)

A Bk ¥ 5( 1.6) 0
m=1=7/wv)1-:<775'—~1f1§71u ; 2(_06) ’ 21 ss) 2( 06)

L2 ‘:Fh—;ﬁ. g e .._'{1”' i

“L{&v&'*/w.\mﬁ“ o 32(100) 1( 03) 9( 28) 0
&7 Y ¥ AmE 38(119) 22( 6.9) 19( 59) 14( 44)
=) ‘/i&ﬂnﬁ 38 (11.9) 15( 47 3( 09

53( 16.
e (:1:-,&%)3*“ Wﬁ:{%’ TR
12( 38) 0

0 65(203) o 0
5.3) 0 13( 41) .0
: -mmﬁgm e :Mﬁmfé‘ﬂg‘ 'Q&&%‘&i&.{ﬂb“e‘%m‘*l A

si)

EBR

(AR R RO T "igfﬁzi l'_ta.-
BEHE 37(116) 1( 0.3) 0

.- S A1) 0

BB RO AREE Mﬂbﬂfﬁiﬂhﬂ 5 T R
i) 7 16( 5.0) 0 11( 34) 0
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BEBIKNR AR (o

AR ART VT =T R=F=TE

EXE 320 320 4

(MedDRA/J ver.22.1)

2 Grade Grade 3-4 Grade § 4 Grade Grade 3-4 Grade 5

FE - RER T2 122(38.1) 24( 7.5 0 129(403) 24( 7.5) 0
EOEE 52(16.3) 1( 03) 0 13( 4.1) 0 0
%L 62(194)  5( 16) 0 22( 69) 0 0
R EZIRRZ 24( 15)  1( 03) 0 4( 13) 0 0
L =0 ORE R0 LI 21( 66) 0 0o
f@-gﬁ.@_._“ ST el R E T s A T NI e A SR T I o i L T S
= 1. 97(30.3)  35(10.9) 0 107 (334)  39(122) 0

BB, AR IRF U FoTRICBNT, FRIBERERESE 135 61 (42.2%) . fTHE
BEEE 128 ] (40.0%) . FPRIREEE 115 B (35.9%) . RABUARMARIE 5781 (17.8%) . BHE
DRBEE 376 (11.6%) . BHEREREE 3141 (9.7%) . KB% - /NB&k - BEEOTH
22 5 (6.9%) . RIEMERER 17 6] (53%) | BARMRZERIE 15 6 (4.7%) . BIEH
BEFEE 12 4] (3.8%) . Infusionreaction 8 i (2.5%) . HF# 8 B (2.5%) . LMHERESE 7 61

(22%) . FTEREEAERE 26 (0.6%) . SES5EER1H (03%) . EEGESE 16

(03%) . L2 16 (03%) . B - B 161 (0.3%) | EFL 16 (03%) . RO
BEZe 16 (03%) BRBH BN, Fiz, fhk, 1 BERRK,. BERFR. A2, Bk
fRE K, BEEZMKES, DIRARAEGERE, FHE. FFRBROBEEHMIIFED oz
o lz, ARIERRBERIUIBESES BRREERELZ L) 28 0EHKERETT,
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[k - BE]
AEOBEREYEREETNVEZRBA LY I 2b—va ik, K& 3 mgkg (&
H) XX240 mg % 2 BEMR CRE LEROAAONEPRESRF SN, TORK
R, A 240 mg 2R G LEEBEOBRERIX, A 3 mgkg 2RE LEBRORER L LR
LTHREZRTLETFRHENTZ D00, BARANBREICBWTAEZERHERINTWAA
% - AR (10mgkg % 2 BMBRTIRE) TAAZERE LEORBERE & ik L CEE
BRTEFHIESNE (FR), M2 T, BROBEICBIT 55 —Z k5% A% 3 mgkg
(fKE) X3 240 mg % 2 BHEIFER CRE LEEOAROBRER L HOME IR eMk L
OBEZRFTT2BRBERISET VBB ERIN, YKEEIZ SOV TREBRTh 72/ ER,
EFROME - AROMTHAMEROZEMICARZZRIIRVE TR SN, $2, B
MERBBREICRT AT —FICEIE, A 3mgkeg XiX240mg & A ¥V A~ 1 mgkg
% 3 ERERTRE LEEBEOARIORER L 2L OBELRNT 2BRERISET
UBRE SN, YUBEICOWTRANTONIHR, ERRORE - FROBcEatt
WCHARERZR IRV E TS,

4 FHORDEE T A—F

FB¥£ R m é Crmax Chind14 Cnvgdl4 Cmax,ss Cmin,ss Cnvg,ss
(pg/mL) (ng/mlL) (pg/mL) (npg/mL) (pg/mL) (pg/mL)
516 166 243 113 62.1 776
3mgkg W | (559 708) | (107,245 | (17.1,33.9) | (750,17 | @7.1.107) | (421, 127)
e 727 235 34.1 159 87.8 109
(51.1,103) | (152,34.6) | (25.1,47.8) | (102,254) | (415,158) | (62.1,187)
191 613 90.8 398 217 278
10mghkg QW | (147 219) | (512,793) | (79.0,114) | (331.532) | (184.313) | (237.386)

HfE (5%, 95%5) ., Q2W : 2BRHIFIFE. Cuax : FIEHR SR DR EMIEF R, Cundas : FIEHR 5414
A B3 A RAEMIEPIREE, Covears : MEHREHZ 148 B E TOEMBEPIREE, Cuaxss : EFRIBIZE
1T BB FRE, Cuinss : EFRBIZBIT 2 REMFEPRE, Cops 1 ERRBIB T 5 EHMIFD
34

Fo, AR OBERRDBBET NV ZRA LY I 2 b—Y a3 itk Y, A% 480 mg
% 4 ERHRE TR S UIBEARR O MY - RS TRE L 7BEOAK O Mk P E B3R
SNz, TORER. &K 480 mg % 4 BRIER THRSE LI-BROEFRIEBIZE T 5 M
BEHPBRE BT, MCugssl &\09.) X, A% 240mg % 2 BREIRIRE CTHEE LI2BED Cavgss
LHERT DL TFRINE (TR, £/, KAl 480mg % 4 BREIFRB TRE LIZEOER
REBIZBIT2EEMBEFRRE CLAF. TCuxs! £V 9,) 1%, AF) 240mg % 2 BRI
TRE LTZBRED Coass LB L TREZRT LFHINZ OO, BAABZFIZRBNT
BEMENHER SN TV AL - AR (10mgkg % 2 BREMR CRE) CAREZEELE
BRD Couaxss LB L TIREZRT L TFRISNE (FXR), M T, BEOBEICRIT S
F—HICESE, AH 3mgkg (KE) Xi%240mg % 2 BRI, & L < 134%) 480 mg
Z 4 BREERTRES LBEOXRRORBER L A IIZEM L OBEEZ RN T 58
BRISETNVBBEIN, YZBEC O W TRHMB T EER. LRORE - AERD
B CEDER NREMICHABRERIIRVE RSN, £, BHaBBEEICRIT 3
T—RICEDSE, ARV F =T HRARICAA 240 mg % 2 BRI XX 480 mg % 4 8
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R TG L BROAK OMREE R & AR SN & OBEZ R 2 RERS
EFVPHBESh, YEBEC OV TRIABITONHER, LRORE - HEORTH
IEROREMICARREZR IRV ETRIS V.,

85 FHOEBGHEAT 2 —

ﬁi’f - }EHE Crmax Chmind2s Cavgdzs Cmss Cmin,ss CQvg,ss
(ng/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL)
51.6 272 310 113 62.1 776
3 mg/kg Q2W (35.2,70.8) | (16.5,40.3) | (21.2,43.9) | (75.0,171) | (27.1,107) | (42.1,127)
721 383 37 159 878 109
240mg W | (511 '103) | (233,59.0) | (30.8,609) | (102,254) | (41.5,158) | (62.1,187)
145 207 53.0 216 723 109
AB0mg QAW | (150 207) | (15.5,47.4) | (37.0,74.8) | (145,336) | (27.5,137) | (62.1,187)
193 996 116 396 214 275
10mgkg W | (146 727) | (86.5,132) | (101,148) | (329,525) | (184,303) | (236,377)

PRfE (5%AT, 95%4) . QW : 2JARIEIRE, Q4W : 4BEHME, Coua : FIEREZOKFMIEFRE,
Crinazs : FIEHR 5128 B BIZ3 1) 3 BABMIEPMEE, Covears : FIEHR 5528 B B = TOEHMIFFRE,
Crnaxss : ERRIBICI T B BB MEF BRI, Cuinss 1 EFRBITISNT 2BARMBEPIRE. Covges : EFIRR
WIS 2 P miE IR E
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4, WERRIZOWT

(L FIEBE TR R OIRIGEIRRARE T IEB M O BB R E I EA T 23 51iX, &R
G LTHABRERE (@FIFRE) NBELRTVA I LMD, YEREL EYICE
HTEXHHRTHOULENRDD, TOLT, BEESLV X7 EHEHE RMP) TEIE,
FRIDEFKGRZEMERIEB~DOB RN H 5 MR Th o T, AF OB E R EE 2 A
EeooWr-BEL, AROBREICL Y ER2BERAEZRA LZBICHET 2 Z L BASE
BRI, UTOO~BDFTRTEMETHRICBWTERTA2RETH S,

@® MEERIizHOWT

@1 FRED (1) ~ 6) OWVWFhPTHEETIHETHDZ &,

(1) EEZBREIRET 2 BARREEL RS EHER IR A BRI SR,
Husg A3 A BIRE B L AURBE,  HUEAS ARl 2R L)

(2) FrEMERERPE

() EEFROEFLIEET 2 NABFEERE (BSABFESEIEERPL. SABREYE
WAk, B ARBROESHEERRE R &)

(4) ARIFREZZRE L. SREBCHRIEDRE | X3S kiEg Lk ient
2 DIERELEIAR 2 R %2 1T > TV B HERR

(5) PTUBMEEAILS EEMBEOMRELEICIRD BHEIT> T\ 5 HEER

O-2 B OLFRIER OBIWERRBRRF ORI+ 720 L @R EFOEM (T
ROVTNHDITEE T D EM) 23, BEBRM ORI T HHROTES & L TRE
EhTnwasz ek,

3

o EENRFEEE 2 EOMHMHELZIET LI2EIZ 5 £ EORABREROBERIHEY
ToTWBHZ L, b, 2FU LI, BARYRIEEZE L LLBERIEBZOVEZ
ToTWAZ L,

o [ERMRFIEE 2 FONBMPHELZET Li2BIC 4 ELL EOIRBRIF DK E
EToTEY, 5b, 2EL EIE, BHEONARYREL SR ATRERORK
FHEZIT>TWVWBZ &,

@ BRNOERMFREROMEHICONT

ERMERETRICHFTIEEENEB S L, NECENLOBFRED, Ao - %
2HFRFIFROBTHR CEMSE AT 2 1FRIZMH, FEESLRE LEEORE
B, SERESHTITONAERHNBE-TNE I L,
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@ BIER~DOXRITOVT
®-1 MEBRAHIZEE4 3 BEH «

MEMRMEREOEERBWERNSRAE LEIZ, 24 BHEZERAHOT. YUKERX
PREEEMER T BV T, BERLZEWERICE U TAREEER O CT £0RIEROERIC S
ERREOERNVYBFIIBON, EBITHIGFRERERBZE-TNE I L,

@-2 ERNEEHIC L IFEFSNSICETIEN

NAZRICEDZEMNRABRROBREE T EREEFENBHERT=4) 7
EEDEEFDORAY ) —=U P RITVERE L IFHR % ILH T& 3 F— AEREH %
fHEhTWaZE, 2B, BEEHICOVWT, BABE L ZORECHSICAMShT
WwaZ e,

®-3 BIfER o2l iz B LT

BIVER (REMRRBRICIN X, BEEREE., L%k, Rk, SREUHMARE, KBX.
INBA, BEOTR, | BERA, BHERFK, AL, FeRE, Fe. BmeEng
. FURIRMAEREE . THRAMERE, HREE, BES. BIBESE. ME. EEOR
JEREE, BIRMAREMRE, infusion reaction, EEZRMKEE, MIRABEERE. K.
BEde, BEE DRIERIG, WEIRIREME, DIEEE (UEMS) - IR - DEERSMUES) |
FRERRES, B, BEILE) X LT, YRR A ERMEBOEMMEL B TS
ER L E#E L EIEAOZECHSICE L TRERUXBLYZITI b AEHFITH B
L), EbICEDRAERTE BGHNBoTNEZ L,
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5. BEXRRLREZBE
(B2 EE§ 5 FIH]
O TROBEFITBWTARDOEMMENRIES LT3,

o WEHEMEEREETIHBHRERS (TXF=7, R=F=7F, Y57
=7 NR=TE) BETCERIERY AT ARG RE X BB
BHEEAE (RABEMmERS)

o [LEREBRIERIBEDOIMDCY R 7 433 Intermediate X iXPoor ) 2 7 &V DARIEY]
BRARBNIIEBHOBMIERE (v AT LOffRRS)

o ARFRIERBROBIGUBRAR BB EO BMERE (WAFrF=TL
DHFRKRSE)

@ TRICEYTIBRFIIXTIARFOBRERMERFECOWVTIX, FFOHFHME
B SN TELT ., AFORERE L RLIRV,
o LERIERBRBEROYA b IA v RBOROBREREZAETHBEICXT
5 AF| HEhz 5
o IRBRAEBRIE

D EptFES MRS (ONO-4538-16/CA209214 REBR) ICBVT, UTFOO~®DWVFHIC b %Y L
WHBAIZiE Favorable Y 27 | 1 Xi 2 A 272 74541213 Intermediate ¥ X7 | 3B L& W74
ITiX Poor Y A7 L &nte, (6 XR—TYBM)

EHIARH & BB S T D ARBROEEASEINITE T 1 ERTE
Karnofsky —#RIRAE 80%KH

~ES 0 B ENEYER T RAR
FMEBOINT T AMEN 10 mg/dl 2B X5
PR EHEE EREPRLD
/R EHEE LR B X B

CISXCICICNS)
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(ZaiticBE4 2 FH]

O TFTREEYTIBECOVWTIIARORENRERL S TSI Lhb, REZT

brrnwz L,

o AFORSGTICH LIRBUEDBEER D H 5 BE

@ BRAMOFHEICI W T FRICEY T 2 BE IOV T, AFIOR GRS ey
B3, ROBEORIRER RVBAICRY  HECAHNEERTEIL2BERTE S,

o RMEMEMRBOSHFUIBEDH D BE
o MEEGRRE CRER LD 5 BE R UTEBNE O KRR TR S R %k
SO RERELR R LN D BE
o BEAFRBOEM. TBHEMNRE L RERED B CRERBOBEERO

bH5BE

o EBBEE GEhBMRBEREET) 0b5AE
o WBROBRXIIEEEAETIEE
+  Karnofsky Performance Status 70%Kif5 #2 0 BH

(#2) " Kamofsky Performance Status (PS)

Score

B

EROFEEBNTRE, AR BEHEILER,

100

EE, BRIZNTABREOFZNR, BEERZL,

90

BWERRERIZH 545, ERTEBARE

80

272 Y BREREERA B B 43, B54H L TIEH OFEB)FIRE

FBTHZLIXIRTRE, BETERBTET,. F
BRI LA LAANRKRIZLZbDOTHS,
Bex REREOMBENELT S,

70

B4yBHOMEIXTE AR, EEOEE - FHT5Z
LIIRTIRE

60

BOWHKRERZLIITEDN, LELENDBLE

50

AREEZER LCEEL LUEHNRERTAVBLE

FOEY DI LEBHTTERY, BRHZW
RO EH# L AEOERLLEL TS, KB
DREITEST LTV D FTREED 5 B,

40

B3, EYRERES L UEESLE

30

28T ABEBRLEESPETS LEE-TVRY

20

FRCEE, ARFPLETHEHNRIER/LE

10

FEXAMIB o TWVD

5t

20




6. REZPRL THET~EHFH

O WECEEITNZ, BOERFEESR BRI 2 BRI S & AH O Rk & O EAE
AODIHBERIERE+ICEB L TCrOERTIZ L,

@ RREMBICEN D, BEXIIZORERICEMEREREZ T4oHAL, BEEZS
ThbRETHZ L,

@ ERBMWERD=FRT A MTOWT

MEMEMRBESH 5bNAZ ERHEDT, AFDREIZHT- - Tk, BHEE
w(PRRBREE, wHk, BEE) ORBRUEE X RREOCOEHSE, BlRE2+45
WZfT5 2L, o, KBS CTHE CT. iF~—F—%0RELER TS
Z &,

AF| DG IZEBE D infusion reaction 2/ X CRARKRICHL 2SO TXx A1
Bz fTo7- LTS5 Z &, £z, 2 BB LABEOAA|R 581 infusion reaction
BHobiLdZ ebdhbdDT, AFREFROARKEERTRIINA ZNVTA
VERET A%, BREOREBE+SICBETHZ L, 728, infusionreaction &
B LIHEITE, 2 TOBERERNBERICERT 5L THREZ T8I
THL,

FURIREREREE ., TEABERERVBIBEESSDLNEZ LMRHEDT,
AR D% 5 BRI R O 5 R I E I N WS RERE (TSH, 8 T3,
R T4, ACTH, P aVF Y —VEORIE) 2EWT 52 &,
AROBEIC LY BEORERIGICERT 2 &E 2 b5 x RRBORE
BhHobhdZeihd, BEIRDNEHAICIE, BELEFRIIG LR
MR8 L RR 2O EM & EE U ORI RERZET 21TV, BE DS
RIGIC & 2 BWER A BN 258121, ARIOKREITHIE, RUBIBEE S
NEVRIOBRESEZZBRTHI L, 2B, BIBRERVEOHREICXYEIE
RAOHERRD bNRWVBEAEICIT. BIBRERNVE LS ORZEMEIF OBEM
bLEET D,

BERTH, BORM» OBV ARB L THLEERRRRT I L R8b 210,
AHOBERTRICHBIERORBIZHSITERT 3,

1 BUBERRIR (BIE | BUEIRIB 25 1e) b bbh, BRFMEY 7Y F—v 2
KEDZZENRHZOT, OB, B, IEHZEORERORRLMBEEO LR IZ+
SERTZZ L, 1BEERABELNZEAICIIREEZFIEL, A2 ) 3
HoOBRELEOBYRWELITH> Z &,

BIERTS . FFARE, AFHREREE. R, BIERERRLLbNEZ LBH B
DT, EFHITFHEREZITV., BREORBZ BRI L,

@ FEIOHRARBICIN T, LEFRETRREE TS 5 BARE CIIR 5 RAH
b 1EMIZSEMI L, (LPERERBRBFICEBITSA Y'Y A~ HARETIX
BEBRMGHD 1 EMIZ 6 BRI (RN 12 8R%) .. (LERERERAZEICE
FREARY L F=THARETIIRERE D 60 BB ETIX6 BRI (WEIT
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12 8% KEDEOFHELZIT o TWe Z L 2BBIC, AFREHITEHICHE
BRETHROMBREITO Z &,

22



B AHETA FF A v
=RNw7 (BIEFHEHRZ)

(B4 : 47O —FEREE 20 mg, 7Y — B ARHE 100 mg, F7V—
RAREHE 120 mg, 7V —FRRTEHTE 240 mg)

~EREFE XY URE~

Y2 94 A (R4 4 5 AHET)
- EEREE



AR

BT

ARIOR. (EREF

e PR AR '

HEERIZ DWW T
BEXRLERHBE
BECELTEERTNEER

AN

P2
P3
P4
P11
P13
P14



1. IXL®IiC :

ERFBOFNE - REMOHBR DO OITIT, T XESICESWSEERERRRD
b, SbIT, IHEOHERNOESICX Y, FEERRZ & OEFR 2R IR
FERLPEBINDZPT, INOOEEREZRICUNERZBEICREET 5 2 & SHED
WAL 2o TR Y REMEBCEE L tEDOEATTE 2016 (FHR 28 45 6 A 2 AR E)
EWTH, EFHERRFEOERAORBIHEZRIZ L LI TWA,

FREABFERRL, BREASCEZEN T 7 7 A VEBETFEOERK LALMCE
RBZERH D, ZORD, ADERCER2MIZET 2 HERN+0ERT 5 £ TOM.
UHRERBRORELBM T LPHMFIhIBE T L CTERATS & & bic, BIE
ANRBRLEBCHERSNE & 5 2 L R — B D EM 2/ T ERME TR
THZLEREETHS,

L7eBoT, KHA RT7A 2 Tix, BREELINETIZE LN TWAEZRKEN -
FHPRIRMICE S &, UTOERRORELERZHET BN bMLELREMR, £2
FROBESEEERT,

128, BAA R4 /i3, BITBOEAE RS ERBHROEE, ARHEFEARR
RRIEGYS, —RAEEEA B ABRANRES, —RIEEAEA B ARMKRESR ROkt
HEA BA/NRMEK - BAEKOBMIIOH EER LT,

XL R DERKMS ATV — R RERE 20mg, A7 P — R AR 100mg, 7Y
— R REERE 120 mg, 7P —FREREFE240mg (—R4 : =
RN<T (BLTFHEBRL))

HREROPRTIBR : BRUIAEOTHIF DX U V3 E

HELRHDPERVAE - BE, RARIZ=Arv~7 (BEFHEHEL) L LT, 18 240mg

% 2 AR 1 [E 480 mg % 4 BRI CRIEHET 5,

BE., PMRZIZ=FAr~7 (BEFHEKEZ) £ LT, 1 3mgke

(FE) %2 BRIMBECREFET S, i, (KE40kgll kD

WNRIZIE, =<7 Bz FE#z) & LT, 1E240mg % 2

BRI 1 [E 480 mg % 4 BRIER CRABERETS 26T

x5,

C/NEPEA TEKRA ST

4
[t
=
ok
b
o




2. ZANORKE. (ERBF

AT O— R EEEE 20 mg, FATEERE 100 mg, FAEFFE 120 mg & UR) REFHHE
240 mg (—4 : =R N~7 (BEFERZ). LT, TRAL ))&, /MR
TEBRSHL AT VY724 GRTYV RV - =¥ —X 2747 (BMS) %) 28
BI% L7-t b PD-1 (Programmed cell'death-1) IZX3 % & F IgG4 € / 7 v —FVHifk
Ths,

PD-1 1%, ML L2V 288K (THIRE, BHIRRR O F 27 0% 7 —THil) ROVE
BERAIRICRBLT 5 CD28 7 7 I U — (T MROEM(LEMBIANCIE L ACHET 54
F#) CRTAIZERTH S, PD-1 IIHRIEFMIICFKET 2 PD-1 Y H > F (PD-L1
BRUPD-L2) A L. VU BRICBIEY 7 F A mE L TY v BROTFEEIREZ
AITHE L TWVWS, PD-1 VU F v FIZHFRRSMIRLIIMNC & b O 22 EEAERICRHR
LCRY ., BEAERE LR LI EEMARICIT 5 PD-L1 ORI LR OLTF
L ORICADOHEBEREED S Z L HBHE I TS (Cancer 2010; 116: 1757-66).
/- BEGAEAE CIEREE TMRNELT 2 V¥ —T7=a L H < (IFNy)
2L o> TPD-L1 OEELAFEINL., BB LIZEEARKICIIT S PD-L1 OFRELHED
AR & ORICIEDHBEBIEN H 3 & O H 5 (Sci Transl Med 2012; 4: 127-37),
&bz, PDL1 ZIRGIFEI S G AMMRIE, FURRREM CD8 BtE T Ml DG E
EMEBE S5, # PD-L1 Hi/&T PD-1 & PD-L1 L OFEEAET 5 L ZOHI
EEFEMNRBIET S Z LARENTWSD, SO L5 5 PD-1/PD-1 Y H > FERIL, 25
AR HURSRAY . T FEIRA L ORBRLEZERT AWFO—D L LTEX LR TW
%,

A X, KERBRORE R D b PD-1 OMIMSME (PD-1 U F v FREGHIE) ITHEA L.
PD-1 & PD-1 YV FEDHEAZMETHZ LICTE Y, BATURRRN: T MARDIE
AL R O A KRBT S B AR EB L 2R T 5 2 L TR R REBI R 2R
ZLMBERINTWDS,

IHHOMRENS, AFNIEEBIC T A H I RIBREIC RV ES b L Ff S,
HREFUF ) L NERE TR E LBRRRREEE L, BN, BEMRUBE
MR S T,

RHOIEFIRFFIC S  BECRBRISIC & 2 BHERSH 5 b b, EEXIETIC
=5 WA B, ARORERRURERITIT, BEOBRBEHHIT, RENRE
b BB AIT I, T LI BRI U IR KB & AR D IET & M Ll
EVRMERIBE RV, BEORERISIC X 5EIERAREDN BT, BIBERESL
L RIOR S BB LB KT 5 BERD B,



3. ERBRRRER
BREIMEEOERMA TSI ) U RBEORRBIFICEMEIT - 2R BEERERRBRO
R E TR,

(F%hi%]
O ENFIERE (ONO-4538-15 RABKR)

HFESELBMEBEROT LY T<T RFFy (#BaFEKRL) OUTF, 17V
YOXRURT] LN ),) I IIRTE D 20 L O BRIIEEA M O & B F
T ) RJERE (ECOG Performance Status 0 KUV 1) 17 Fil& 58I, AH| 3 mg/kg
2 AEERTRRRE L, FEMEEEB THhHEHE (HFET IWG criteria (2007)
IZED < PHRHEIZ X B complete remission (LT, [CR] &5 ,) Xid partial remission

(BAF, TPRI & 5,) DOFEIR) 1X75.0% (95S%IEHEXE : 47.6~92.7%) Thotz, 7
B, FANIRE LREIX 20.0%Th o7,

@ ¥ ETMRBR (CA209205 %) (Lancet Oncol 2016; 17: 1283-94)

B FE M MEBEETHRICT VoY v FIC K B MR E R 2 18 U LTS
ITEEIRED WA VX ) oNERE (28— b+ B, ECOG Performance Status 0 &
1) 80 Bl XtEriT, AAl 3 mgkg % 2 @HEMIMR CREFFE L, TEHHER TH D
LR (WET IWG criteria (2007) 1ZE-5< P¥|EIZ L B CR Xid PR DEIA) 1 663%

(95%EHRK ) : 54.8~76.4%) T -7z, 728, FANIRE L 7B 20.0%TH -7z,

® EAE 1 HRE (NCCH1606 RER)

2VP AU LEDOBEREA L, HoREELSMRRBEIC X 2EREOLR (BR
& M BE O BREILHR) . 1 R L 24 BUTOMBHEDOF VX ) VA ERN
a0/ NREMERIERBE £ XRIC, AF 3 mgke % 2 BRI CRBEHFELZ.
ARBICEGZINTZ 26605 L, HHAOFVF ) V@R 1 FIEARAANRLR, F0
BRBRADE (WET IWG criteria (2007) IZES IEREBAEREIE) 1X CR Tho Tz,

[Z4et]
® EWNHBO/MRAKR (ONO-4538-15 )
AEFERIILHNED b, 25 L ORRBRVBBETERVEEFERL2H)ICR
bivlc, FEEREN S%ULOBHERIITRO LEBY ThHhotz,



1 SBEEN 5% EOBHER (ON0-4538-15 B  (RESMMITHRER)

BEIKSE B (%)
EAFE 17 1
(MedDRA/J ver.18.1) 4 Grade Grade3-4  Grade5

ERIER___ ol 17 (100. uua‘

Y 2(11.8) 0 0
SRS 1(5.9) 0 0
BER 2(11.8) 0 0
b5 7 (41.2) 0 0
AR 1(5.9) 0 0

FrieimERY 1(5.9) 0 0
/MRS 1(5.9) 0 0
REHM 1.9 0 0
- Emﬁﬁiﬁ 1(5.9) 0 0

BN Y U ARE
B 1) ¥ AE

2L i .': M 3 2 ':'-.“ _ : : -:.h.._.r;.é%.
ﬁﬂ'ﬁﬁﬂﬁﬁﬁ 1 (5 9) 1 (5 9) 0
Lok | 1(59) 0 0
W, B ~ HEL e Y g -'lmﬂ}rgg:ﬂ H R
1659
1(5.9)
1(5.9)
5 (29.4)
4(23.5)




feds, BEMERMRS 161 (5.9%) . HRATHRARE/ X A/3F—2 B (11.8%) . KB -
EEOCTH 1 8 (59%) . FFHEREREE 1 i (5.9%) . FRRIREERERESE 3 61 (17.6%) .
HREE 3 4 (17.6%) KO infusion reaction 1 #1 (5. 9%) PR b, e, HEMS
|, LK. Bk, 1 BRERRE. i/ MR EEBIR. TR, BRERESE.
BIEREE, K - SR, EEOREEE, #iROISERE, TEAMERES, AR
VEE I REZIIRBD bN2h o, AREAFBBRRVIBEESR (BRAREERERZE
te) ZRDLEERETRT,

@ WS E DFRER (CA209205 RER)

BHEEL1T 238243 B (97.9%) DB, KK OERREGREETERVWEE
BT 185243 B (76.1%) IZFRD biviz, FERN 5%LL LOBWERILITRDO LBV T
Hol,

#2 FHHRHR 5% EOBWER (CA209205 BAB)  (All Treated Subjects)

BERIXRSHR BiEx (%)
HARGE 243 51
(MedDRA/J ver.18.1) 4 Grade Grade3-4  Grade5

2RHER

13 (5.3) 6 (2.5)

R R A R R R
Ef’mﬁﬁﬁﬁai&ﬂm ) 14 (5.8) _

L] T A SR ;«*ﬁ%‘:‘*@ﬂ B f%‘*@‘*_i_

14 (5.8) 2(0.8)

34(14.0)  2(0.8) 0

24 (9.9) 0 o

108) 1(0.4)

3L JMEWW%‘E_‘

50 20.6)  2(0.8)

13 (5.3)
AST 180 14 (5.8)
Y —P

[ ERRE SR SRR

)

21386
28(115)  2(0.8)

2. FEMEER 15 6] (6.2%) . FEEBMAREE/ 2 435 —19 B (7.8%) . KB
K-BEOTH6H (2.5%) . FFHEREREE 2241 (9.1%) . FFE 561 (2.1%) . FRE



WEEREE 28 B (11.5%) . #ERREE 40 61 (16.5%) . BHEREREE 4 41 (1.6%) . A% -
BEmEs 1 B (0.4%) . EEOREREE 3 # (12%) . FiRLLERE 1 6] (04%) |
infusion reaction 38 %1 (15.6%) . WK 2 B (0.8%) RUEE S MK 2 F1 (0.8%) 37
bivic, ke, BEMENE. LHK, Bk, | BERR, SRMEL/IMRIBD SRR,
BIBEER O TEABERSIIRD bhihol, ARHERRBRRILIIEEES (BRK
BREEREZEL) 2R DEBRREZTT,

@ EMNE 1B (NCCH1606 FAER)

BEELIT 25126 B (962%) TRD B, AFE ORRBRBEECERVWEEFSE
1% 23/26 1) (88.5%) 2R biviz, HHRED 5% LOBWERITTRO LBV Tho
Fro 28. 26 B0 5 b, WHEIR DX VY LSEREN 16, NEEEBVEERE N
25 B ToHo Tz,

23 SRIENR 5% EOBWER (NCCH1606 BEB) (LM SME)

HBEMASE B (%)

HARGE 26 Bl

(MedDRA/J ver.22.1) 4 Grade  Grade 3-4"

2EIER 23 (88.5) 10(38.5)
BERE Bt

Y VBRI (53.8)

AST #30 6 (23.1)

£ i R ER > 8 (30.8)

MRS 8 (30.8)

fF R RRER 6(23.1)

M) e 8Em 2(1.7

Y= NEINITURT =T —EHM 2(1.7)

ALT 38/ 3(1L.5)

M7 VT = H _2(1.7)

R AR E R B R e
ECON

6@
3115

Chwn

s 1068

7 '0 =
PEERT MBEIOREEE IR S T
B S an . 0
HEBEFSIOHEEEMEE
R 7) 0
) 2(1.7) 0




- BERKRSR Bk (%)

HEoAsE 26 )
(MedDRA/J ver.22.1) 4 Grade Grade 3-4"
PR B RE LT —201.7) 0
FRR R BB T E 2(7.7) 0
* : ARBRTIX Grade 5 DHEHE ST Grade 4 & L TEFIHESE (CRF) 1238

fmEniz,

728, FFHSREREE 741 (26.9%) ., WHRIEE 4 B (15.4%) . BRACHMARIE/ I A4 /35—
361 (11.5%) ., FORIRIEREREE 3 4 (11.5%), EEOREEE 246 (7.7%) RUEH#EE
BEE2H (7.7%) PR EN, £-. 1 BERA. infusion reaction, S & 5 HEHk, T
EARBRREREE ., ATk, BUERT. FARE. MEMEMES., ik, B, DREARERRE,
BCHERE 2, MM, BEGEHE, EERMIEEE, LHk, DBEE, #IR0L
BRERIE, KBK - /PMBR - BEEO TR, MK - BEK%, BIBWERES, REwE, B
LR OHERITRD bhviedo 7o, ARMERBBRRNIIEERES (BRREERE 2 E8T)
PEDEHBRETT.



(A - RE]
AHORFEREYEEEFTNVEZRRA LY I 2 b—Ya k), A 3 mgkg (B
#H) X240 mg % 2 BRHR TRE LB oAR o nERRESRF Sz, TR
B OAK 240 mg ZRE LIBEOBRBEERIZ. AH 3 mgkg 2R G LI-BRORER & Lk
LTEEERT EFRENE 00, BAABRFICBNTEFERAHER SN TV
% BB (omgkg % 2 BREIMRTIRE) TARIZRE LIzBRORER & ik L CEE
FRTEFRIENE (FTR). ML T, BEOBEICBIT A7 — X IZESE, A% 3 mg/kg
(KE) X% 240 mg % 2 BRIKBCTRE LEBOARAOBREBR : AT R et L
OEELZ RN ARBRIGE T VABE S, YEBEEIZ W TR ThIv R,
LB - AREOMTEMMROESEICHERER IRV ETFRISN T,
£3 FEOKYBE AT A—F

Fﬁ E . }ﬁ E Cmax Chmind14 Cavgdl4 Cmnx.ss Cmin,ss Cavg,ss
(pg/mL) (pg/mL) (pg/mL) (ug/mL) (pg/mL) (pg/mL)
3 mafkg O2W 516 16.6 243 113 62.1 76
TEXE (352,70.8) | (10.7,24.5) | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)
727 235 34.1 159 87.8 109
240mg Q2W | (519 103) | (152,34.6) | (25.1,47.8) | (102,254) | (415,158) | (62.1,187)
191 61.3 90.8 398 217 278
10mgkg Q2W | (149 919) | (51.2,792) | (79.0,114) | (331,532) | (184,313) | (237,386

B (5%, 95%8) . Q2W ; 2MRIRIMR. Cra : MEREHOEEMBEPERE. Conas: FIEHHREH14
B BICEY 3 REMETRE, Cogas: FEREHI4R B L TOFHMBFFRE. Cowss : EFRIEICE
I A BREMIERBE. Coins | EERBICHIT 2 RIBMIEPBE, Cogs - EFIRBIZRIT 5 EHMFH
b-3i 4

Fie, ABOBEARYHBESNZFIALEZY I 2 b—a 2k b FH 480 mg
% 4 ERERTREXIIFEARO R - AES THRE LB ARH O fiiE Pk E >R
EnT, FORR. K 480 mg & 4 BB TR E LiBEO BT REBICEIT 5 FHim
EHEE LT, [Cagsl £V 3, ) 1%, &K 240mg % 2 BREIEIFE THRE L72BRD Cavgss
LERT B ETFRIShE (FR) . £/, A7) 480 mg % 4 ARG CRE LIZBROE
BREBIC BT 2 EEMEFEE CAT. Cuxs! V9, ) 1E, AH| 240 mg % 2 B
BRIV CIRE L72BED Coaxss L R L THREZFT L FRISNZ b OO0, BAANBEICE
WTABEERERENLTWARE - BE (10mgke % 2 BRFRTRE) THERAZRES
L72BED Craxss & B L CTIREZTRT L FRIS Iz (FR) . WA T, BROBEICE
FBF—FIZESE, KK 3mgkg (BE) £7213 240 mg % 2 BWREFEIRR. &L 34
480 mg % 4 BRIRIMR TIRE LIZBORF ORE E L A3 et L OBEZ R
TARBRIGET NVOIBES N, YHBEEIC OV TRFBITOIWER, LR Mk -
RAEOBTASMER VE2MICARRERIIRWVWE FRIShZ,



R4 FHOKYGE S A —F

Fﬁ¥£ . fﬁ i Crnax Crind2s Cnvgdzs Cma&ss Cmin.,ss Cavg,ss
(ug/mL) (ug/mL) (pg/mL) (pg/mL) (pg/mL) (ug/mL)
3 mg/kg Q2W 51.6 27.2 31.0 113 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 QW 72.7 38.3 437 159 87.8 109
(51.1,103) | (23.3,59.0) | (30.8,60.9) | (102,254) | (41.5,158) | (62.1,187)
480 g 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)
10 mg/kg QW 193 99.6 116 396 214 275
(146,222) | (86.5,132) | (101,148) | (329,525) | (184,303) | (236,377)

FRIE (5%, 95%A) .. QW : 2ERIRIME. Q4W : 4BRIRIME. Cmx: FIEHBEZOREEMETRE.
Cuindzs : FIEIHR 51428 BT 381F 2 BARMIEFIRE, Coveazs : FIEIREH28F B £ TOFR M PIRE,
Craxss : EHRBICRIT 2BEMFE PRI, Cons: BERBICEIT 3 BEMBEDBRE, Cogs : EFREE
BT A EHmiEPRE

10



4. FERRITHOWT

AL L LCTHEAREREZ (&FFRE) SBREbhTWnA I b, ¥EiELE
PN ERTE MR THIVERDH D, FDO LT, AR ORGP @Y EBE L DU - &
EL., KFOBEIZ LY BEERBERZ2RR LZBICRIGT 5 Z L BBRERICD, LIF
DO~BDFT AT EHTHRICBWTERTIRETHD,

@ HRiTONT

@1 TR (1) ~ (B5) OVWTNNTEETHIMRTHDZ &,

(1) EAEBEHKRENEET D8 ADFREEL SRS EREF R A ZIEEL AR,
ﬂﬂfﬁﬁ‘/\z SECEIEHL SRR, B AS A BB, AN AHLRIRRE. /NS AR

Rk E)

(2) HEMRERDE

() WERRMEINEET 5B ARROEERE (BSABREEEERPL. 25ASREE
Wb, B ABREEHEE R L)

(4) ASRALFRERLRE L. SORESCEFRED R 1 U3 RER L A RE2 5o
2 DIEFRELEICFR D EHEZIT > TV 5 iR

(5) PLEMEERLS SEME DR ELEIIRS B/HEIT> TV A HER

D2 HHEMARTF VY U NEOLERERE R ORIER FEIRRF O s 4 72 50k &g
BREPEOEM (FEOWTHNCEYTIEM) 3, YRR OAFNCET21RRD
EEHL LTERESLTWSZ L,

*

o EERHBRESR 2 FONMFEEZET LRI 5 FUEOBABROBRATHEZ
FoTWaI L, 5b, 28, BARMREY XL UBREEEONEY
ToTWHZ L,

o  EMGRIEREBE 2 FOMBHERET LRIC 4 EULOBKRREFL TS
Tl b, 3EU L, EhBEEREEONARYIREL SRR LKRZEOWHE
B{ToTCWBZ &,

o EMGRIFBREE 2 EOMBMBHELET Lc&ic 5 FU EO/NEMBRRU/NNES A
rEU/PRBBREREATDOI L,

@ BMNOEXRMFREROEHICOVT

EERESERIINET I EEENRB S, RESEN D OERED, Al - &
S EISFREROBER CEMSICHT 5 R, AESFRNRE LLBA0ORE
LI ERERNITTON B EEINESTWE D &,

11




® BIER~DRRITDOVT
®-1 Megikmlic B+ 2 By

MEEMEREOERREMEANRKEAE LI, 24 FEZEREH O T, YrkhER X
IGEEERERICIB VT, BHRLZEHERICKE CTABREER Y CT Z0RIVER DERIZ &4
ERREOERPYBRIELL, ELICHSTRERERNE>THEZ L,

@-2 ERUEFEIC L I3 FESNSICET 2 ES

BRABRICEDL 2EMAMRARR OCEREZATIERESEEVEERE=4 ) 7
EEOIERDOAY Y —=v T R2ITVEIRE L FREILF TE D F— A EREH 2%
HIhTnaZ L, 2B, BEEHICOVWT, BABE L ZOFRECHFICBMENT
WwWaZ ek,

@-3 BHER OB T LT

BIfER (MEMERRBICIN L, EREFIRARE, LK. Bk, MEHRARE. KIBL.
NBS. BEOTH. 13MERK, BUERFR. FFR2. FFlEiEE, TR, B{hEpeg
R, FRIMRRERETE, TEAEMERE, HREE, BEE, RIBEE. Mk, BEEOK
JEEE, MRMIZERIE, infusion reaction, EERMIRIEE, MIRAREMRER. i,
Beg ., BEDRBERIG ., IR, LIREER (LB - RIR - DM L) |
REFERE, EEHm, EAE) T L T, YUk LA ERMEOBMEEZ AT S
ERiCEEL EHERORBECICE L THRERVXEBLZITONIRBITH B 2
&), ELICEYZABNRTE AEFINE-TWBE T L,

12



5. B#EXMLIRBBE
gl it sl paRe-81) |
O TROBFBIBWTAROADMUER RIS TVD,
s HEEOBHMRBHERONT VY X~ 7RI RWE O BR X IL#
GO HMEIFR DX ) N EORABE
o 2VLPRAVPLOBEELA L, HoREELSERBHEIC L SBREORN
(B FEMBRMRBHEORREIIHE), BREXIIEREOTRHOSY XY
v REO/NRBE

©® TRICHKYT BRI BAH DR E R HERFEICOV Tk, A OH S
HMELINTBELT, FROBREFR LRGN,
o ALFRERBROBE
o fOFIBMEEER L AL TRE SN BE

[ZZ&tizBE§ 2 FE]

@ TFTRIZEYTIRECOVTEAFIOERENRBRTE SN TNWDHZLE,b, BEZTT
blanz &, ‘ '
o FHORZITHR LABUEDEEROH 5 BE

@ TRRETOFMICE VT FRICEY T3 BHE OV T, AR OREIIHRE S 2w

B, MOBFERIES Z2WHAICRY . HEICARZERTLIZLE2EETE D,

o RMEMERMEROAHFIIEEDODZBE

o BEESRE CHEELRD 5 BE R UEEIE O MU RTINSO RBGE K
ZOMICRIERERLR R LD BE

«  HACREEBOAH. XUTEBMARE L IXERMEO B DR RAOERD
»BBRE

o [ERBHEE (GhHHMRBEEEZSD) Ob5BE

o REORREXIEEZET HBE

*  BCOG Performance Status 3-4 %V 0 FBH

(#D  ECOG ? Performance Status (PS)

Score B

0 | 2<MER<EBTES, BRALALARAESHREITXS.

RERICE LW EBEHIR S BN, STTET, BIEESE s TOMERITI 2 LB TES,
Bl VR, EREE

1

2

3 BONBHSDFOEY DI L LATERY, AP 50%UEEXy FARFTBIT.
4 | &LENTRY. BAOEORY O LR TERY, FEEyY FABFTBRI T,
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6. REITPRLTHRTREEH

O WIXEFICMZ, WERTEENRET 2ERFICE S X AF O R OB IEME
RADIZDITMBERFRETFICHB L THOERTIZ L,

@ REBARRIZEMN L, BEXRZORKICESER MeREZ+2HA L., AE2E
ThbRETHZL,

® ERBHERDO<FRY AL MTDOWT

PIEMEMRERH Db E Z &BH DD T, FROREIZHT- Tk, BRE
W (PPREEE, Wk, BAE) OMBRUKE X BREOCEES, BEY 15
ITH5 2 &, Fhe, BETISCTHEE CT, MiF~—h—S0ORELEHET D

el
— o

AF| OB EIXEBE D infusion reaction 12 2 CRAMRIC+ SO Tx A4
HZ2IT -7 ECRRtRT 5 Z &, E72.2 B A LA DO AA#HR 5-FFIZ infusion reaction
BHLOLNDZ L LHDDT, FAREFROFHFREETRIZ AL XNV A

CERETAE, BEOREBETSICBERTHZ L, 728, infusionreaction %

RBALIBEITIE, ETOMBERNERBELICEHE T2 TREL +oBE
T3z, '
IR REREE ., TEABERERVRIBEERHODLNEZLBH B DT,
AHI O 5 BREART R O 5- 2R X ERIRIC N WS REIRES (TSH, R T3,
T T4, ACTH, MHavF Y —VEDRIE) 2 ERTEZ L,
AROBEIZLY  BEORBERISICER TS L E X b dikx REBEORIE
BHLONBEZeRNHE, BENRDONEHEIIT. BRALEERIIS L
B2 500 & R B RO ERD &8 L CGEYRERIBET 21TV, BE0RE
RS K 2BIEARRON D HEITIE. AFOKREITHIE, RURIEHE R
NEVRIDREEREBRTHZ L, 2B, BIBREFRNVEOREIZXYEIE
FRDEENRBD bNRVEERITIT, BIBRERVE SO MEIF o8N
bERTHZ L,

BEMETHR, S0AR»SE I ARB L COrLEHERNRRTIZ B H B0,
AHROBERTRIZCHBWERORBIC+HSITERT A Z L,

1 BERA (BUE | BIRERA 2 &) Bdbbh, BRAEES F 7Y F—v 2
KELZLRHDDOT, BB, B, BHZSOEROREBRLMEEEO LRI+
SEBTHI L, 1 BBERBEREDNIEAICIIHREEZPIEL, 12D V8
HoOBREEOBONRLBEITH Z &,

BUERTAR. FFA4, FHEEREE. R, BEHEEEARHODbNEZ LB
DT, EMEICHFREEREZITV. BEORBZ+OICBRT 2L,

@ FRDOBREKRBRIZBWT, REHB»S 6 1 AUMNIX 8 BEZ &Iz, FhiAEIL,
BEREN D 1 FERE T RBRBZ L ICAEMEDTMEZIT - TW-Z L 2B EIC,
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AHREGH I EHMNICEBRETHROMRBLZITI 2L,
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HEFEREETA N7 A
=Rve (BiaTHEHRR)

(GRFRA : A7V —RRFEHE 20 mg, F7V—RRHEHE 100 mg, F7V—
R AR 120 mg, 70— R AHEE 240 mg)

YRk 2 9498 (ffn445 AET)
A B EE
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HERRIT DWW T
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1. IXUdIT
EIRGDOAZM: - BEMOHRO DX, B TESICESWEERFERRRD
bbb, b, IEORFEFEROEHIZL Y, FUEERL R L OS2 HHERR
FEERGBERENIFT, Zh b DERGHZEICHERBEICIRMT 2 2 L REED
R L 2o TRY REMBOEE & EOEAR S 2016 (FRL 28 £ 6 A 2 A MEBRE)
ZRWTYH, EFNERLEOEROREIBERZRZ - L LS Tn3,

FHRERABFERRT, EBRERSCEEM I 7 7 A VBBEEOERM LA LNICE
RBZEWHD, 0D, AOMERVCEEMICET 3 ERR 0BT 5 F TOR,
WUEERMOBEZB T3 L BHF SN BF I LTERT 2 L & bic, Bl
RABRE L BRICLE2xnE & 52 LN —EDESZ2 - EREE A
TBELEREETHS,

LR oT, KHA FT4 2Tk, BRBERINE TIB LN TV B EFEREP -
FHERRMICESE | UTOEEMHORE2ER L HET2BA0 O REREH, Z2
FROBEFHEETRT,

RE, AHA RT3 A 0%, BAEITBIEAEIE L ERBIRRAHIE, AREHEARE
RRIER TS, —RAEEAN A ABKNBES RO —&REFEA R ABBEEOBHD
b EERR LTz,

MNBLIRDERSD 7V —RRRFHFE 20mg, 70— RRFHHE 100mg, 7Y
— TR 120 mg, A7V — R AR 240 mg (—R& : =
RN<7 (BEFHBRZ)) ‘

HELRAMEIHNG BB URT R ETT - BROBE

NELRAMERVAE : BF. RAZR=FR~7 (@BizFE#EzL) & LT, 1[E240mg
% 2 ERIRIRR XL 1 B 480 mg % 4 BRIRIG ©ARMSHET 5.
M OFEEEER & 6T 2843, BE. BRARKIE=Rr~T
(EEFH%%) L LT, 1 B 240 mg % 2 BRMBEXIL 1 @
360 mg % 3 BHEHRR TRIFFFET 5.

B %5 R R ¥ FNEES TEKRAH




2. ARIOWEK. 1ERBFF

F7O—R EEERE 20 mg. [FATEFE 100 mg, FAREFE 120 mg & ORI RTHEFFE
240 mg (—f4 : =FRN~T7 (BEFHEEZ). DT, [FF &2v),) 1%, AERS
TEHRREHL AT VY72 BTV A MM =2 ¥—X 2747 (BMS) ) #
BE% L7zt b PD-1 (Programmed cell death-1) 2%} 3 & ! [gG4 € / 7 u—F L EifE
Th s,

PD-1 ik, EEE L2 Y )8R (T #IfR. BRRR T F 25 40F 5 —TH#HR) ROE
B RARIZ RIS S CD28 7 7 I U — (T HIROEMHZMBIAICE L RITHIET 55
TFH) KRBT 2RBFRTH D, PD-1 ITHFRTFHAICRET 2 PD-1 Y 4 K (PD-LI
BOPD-L2) E#EAL, VU SERICHBMEY NV B REL TY VS EROBEM(LIRTE R
AICEE L TWD, PD-1 U H Y FIdHURRRMRELISMZ & b Ok 4 22 BRI S
LTRY, BHRBAMEASEN LR L EEHARICISIT2 PDL1 ORERLITEOLERF
L OMICADMBIBMENR S 5 Z L B3#HE I TS (Cancer 2010; 116 1757-66).
T, BEMHEAEBE CIOEBRE T HMRBELET M v —T7 =< (IFN)
i2& > T PD-L1 ORANFEI W, BB LEBRRKICE T 5 PD-L1 ORH L&D
ATFEIM & ORICEOHBEBFRRH S L O®E L H D (Sci Transl Med 2012; 4: 127-37),
& bz, PD-L1 Z3afIRI S S AMRIE, JURKERM CDS Bt T Ml DMIREE
EMEEZBEE &5, Hl PD-L1 #ifA T PD-1 & PD-L1 L OFRAZRET S L Z0MIR
BEEMSEE TS Z LB RINTWS, O 255 PD-1/PD-1 Y F¥ FREEIX, 23
MRS TRERENR T MIRH»DORBELERET 2BFO—2 L LTEZLNTY
Bo

AFNT, REABROKE RS PD-1 OFMERSREL (PD-1 UV Vv FEESHRIR) ITHE L.
PD-1 & PD-1 VAV RLORBEZAETAZZ LI2X D, BANRKERENZ T MRROTE
PR UV A BRI 53 A MEBRIB BTS2 3R 5 Z & TR R UERI R 2~
TEBPHERINLTN B,

INHOMRM S, AFNIEMEBICR T 2 H 2 RERECRVEL bo L HfESh,
BRBEENRE LEBEKRREER L, Ao, TEMROBAESFER I,

AENOEABFICE S BEORBERIGIC X 2BHWERASER b bbb, ERXIIFELIT
ELAHEEND D, AROREPROBRERITIT, BEOBRREZ IV, BEE
H b NB AT, R L TR LB m8 & BR 2 R oE &S L TE
LR EBIBHT 21TV, BEDORESISIC X 2EIEAREDN SBEITIE. BIBKESRV
EUROREFZDOENRNBEIT I HERD D,



3. ERPRROM
BB EAT - B RO BRBOARKFICTEMZIT o - X R BERARABROKBEZRT,

[F%hiE]
OEERIERIF AR (ONO-4538-1235k)

22U E DALEFRERE % 7 5 EREETRFRIC ARG IR O T EIBR A RE 72 1T - %
DBEEIIREBEATE (BEEOPLARETEAT LY ETS5cmMNITALE T 2 )R
) BE493%] (R ARNBE2601% BT, AKIBEIZH, 77 BRHI63F)) ZIFRIT,
T7 R UTARS me/kegZ 2 @HBRATREHELZL EOFDHR LS
HERF Lz, FEFERE Thor247FHE CIT, Tos) &5, ) (FRIE [95%
BRI ) X, AABET5.26 [4.60~6.37] WA, 77 R T414 [3.42~4.86] 7 A
THY. FFNIT T BRI LEFHERICEBRER LT Lz (0 — FE0.63 [95%
B : 0.51~0.78] . p<0.0001 [/EBlog-rank HE] ) .

1.0- — FHIE
ool WA TEEEEL et :fatﬂiﬁ

0.8
0.7 4
0.6
0.5

23

0.4
0.3

0.2
0.1 - -

oy,
- ------- - 0---8-0©

0.0 1

T I | i I I I T T I

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

at risk # £EHMA)
AKIBF 330 275 192 141 94 56 38 19 10 5
TS5t AR 163 121 82 53 32 16 10 4 3 3 1 0

1 OS @ Kaplan-Meier i (ONO-4538-12 3R

QHEEERIFEIMFEFRER (ONO-4538-44/CA209649 FBR)

{EERERO 2V e b ERETRE A E2R (LLF, THER2) ¢V 5,) BHOBK
PIBRTREZRET - BROBBXIIREFESGTE (EEORLNRETFEATLV ET
5emPAPNIZAZE S 2 ) A& 1,5814) (BARANBE1096 2 Ete, AK PR 28

4



78961, {LFERIERETRM) ZXBIT, LEREEZHBE LT, A HEFHRIEOAZ
MR NEZEMERE Lz, FEFHER T % combined positive score™ (LLF, [CPS)
LWy, ) SSEFICRT A EINEAGFEYR (LT, [PFS) & 5,) RUCPS=5&EMIC
BT BOSITONT, AH HEFRREIMLRRRIEICK LR RRICA B RER &R LT
(#&1, M2) ., EHIT, FRNCHE SNE-REFIRR OB BAKEDOEY TITHE-> TRE
PITONI-AER, BIREHMEEB & ShCPSZ IER K CITTEMICBIT 50SIZ 2V T
b, AFHEBREIEEREIC S LA A B RERE R L (K1, K3) ,
*1 : HER2 HERREIRBENBE, RUBEITERO P LR 5 BHmOBE BBRANFREL L,
2 T OEERE (RREYSEMIGER) 2185k [(OF%4Y) 755 1 H 130 mg/m? (%
mH) %3 BRIEBCARREL, 7T F V1000 mgm? (FRER) %1 H 28, 2 @B
ORERIC DEBKRE, @A FHY 75F 2 1 B 85mym? (FREAH) . KUY F—FrIry
7 A1 [E 400 mg/m? (fRREH) RO NAur T v 1 E400mym? (EREH) % 2 BRER
TREBEL, 71412 TU T V0 2400 mg/m? (RREH) % 2 BF» T TR 5% 12
ARWASE] . AFHeSEfREs ik, A% (O1 B 360mg % 3 BRMBXIZI@1 [ 240 mg & 28
R CTAREHE) 2ThTh EROXIIQD{LFHE L A L,
*3: EEEARMEIC IS A PD-L1 2 3H Ll (BB, v/ o7 7 —VRGY v58) 2RIEE
FARRECTER L, 100 3R Ui fE,

% 1 RS (ONO-4538-44/CA209649 RE)

gLl
BEEH TRIREE TE [95%(E X ] PAY 2l N A
(#A)
AH+ 7.69
o 473 o 0.68
PFS"! CPS25 L AR [7'03; 059'17] [98%{E 4 XA :
{LERRER 482 [5.55~6.90] 0.56~0.81]
AH+ 14.39
. 473 0.71
cpszs TLFRIER “3"};‘1;6'23] [98.4%{E AR -
{LZRRERE 482 [10.02~12.09] 0.59~0.86]
A+ 13.96
o 641 " 0.77
1 o8 CPS=1 L pRRiERE [12'5151 3;4'98] [99.3%fE4RIXA :
fUFRER 655 [1064~12.5] Ogi=03]
A+ 13.83
s 789 e 0.80
ITT fe5 AR [12'5151 524'55 ] [99.3%(S#RK M
(ERERE 7192 [1987~1248) op o

*1: EEMFIREOT — 5, %2 PRBTROT—5

*3 : BRI Cox LBl N¥— RESF IV
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CFRER .
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Probability of Progression Free Survival

-%BO_@“QE- 9--

(=
-

1= O O @

L  BRES RS B U B i S [ s SR | B v TR (U ) (R
0 3 6 9 12 15 18 21 24 27 30 33 36
At risk 3% AEZETT 25 O (B)
AEN-{eERiER 473 384 258 181 132 89 60 39 23 10 8 1 0
fbFEgRERE 482 3256 200 109 72 41 25 18 12 7 4 0 0

2 PFS @ Kaplan-Meier Bi#f (ONO-4538-44/CA209649 #Bk) (CPS=54[)

S
N

o
o

AF LR

Probability of Overall Survival
(=]
[3,]

2 (b2 b e

S e mas - 6D
0.1

0.0
T T T 1 T T T T

v ™ 1 T
0 3 6 9 12 15 18 21 24 27 30 33 36 39
At risk ¥t EEREFTNLEOHA (B)
AFIHLEmER 789 731 621 506 420 308 226 147 100 49 34 14 2 0
{EZRERE 792 697 586 469 359 239 160 94 59 35 15 7 2 0

B 3 OS ® Kaplan-Meier Bh# (ONO-4538-44/CA209649 3RE) (ITT )
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(PD-L1 SEBLR LA DA ZH )

E RS MR (ONO-4538-44/CA209649 RER) [CHAANBNTZREDT —F
IwE-S &, PD-L1 ORBRRINIEN 21T o - BDE RBEHNZFETEEL) RURE
HORRIZLUTOLBY ThHotz,

AHF)HLEFIEDOEF ML, CPS 28 5 K (CPS<1 XU 1=CPS<5) DBEELRMT
i, bFERE L SIERFE TH o (F2, K4), ‘

23, PD-L1 OFEFRRIICL LT, FROREET 07 7 A ViZRRTH -T2,

# 2 PD-L1 ORBERHMNDOAEZE (ONO-4538-44/CA209649 FARR)

PR fE
PD-L1 . ) e NP — FH REEAR
se38, TR ik 095 AE{;.JfI)ZFa'i] [95%(E R ] D p i
AH+ o 8.67
cPs<1 (LR LRE [6.93, 9.69] : 0.93 :
s - 8.11 0.69~1.26
fopmasRe 125 [6.87, 9.82]
AH + e 7.16
PES"! |<CPS<5 {LZERIERE [6.83, 8.38] 0.93 Mos7
[7.03,9.07]
FH+ P 7.69
CPS=5 {LEETRIERE [7.03,9.17) : 0.69 ]
oy 6.05 0.59~0.80
(==t 303 <3 482 [5.55. 6.90]
AFH+ A 13.08
cps<1 TEEmIEE [9.82, 16.66] : 0.92 :
oy 12.48 0.70~1.23
e 125 [10.12, 13.83]
AE+ &s 12.29
0s™ 1=CPS<S {LEFRERE [9.63, 14.26] 0.97 0.0345
(bispmne 73 11.99 [0.76~1.24] :
{10.87, 13.90]
AF|+ X 14.39
CPSZ5 {LRRRERE [13.11, 16.23] 0.70
11.10 [0.60~0.81]

LERERE 482 [10.02, 12.09]
1 EER DT — 5. %2 PRI OT—5 . *3 ; FEEB] Cox ILBINF— RET/L




g =2
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e
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s AH+LF R
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Probatilly of Overall Survivel
2 8 2 b a8 B8
W W =

-

e
o

L RRERE

L2}

CPS<1

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

Atrisk 3 RAEHET T 0O (B)
AH/ICHE 140 129 112 89 72 51 40 29 20 9 6 3
ICH 125110 92 77 61 41 27 15 13 9 4 3

2

0

1.0y,
T
W os
Eu.:
go.s
éﬂﬁ
204 AH+ LR FRER
gﬂ.l
o0z
0.1 - -I- Emmmf
LR
oo
0 3 6 9 12 15 18 21 24 27 30 33 36 39
At risk 3% EERBIFT B0 (B)

A/ICHE 168 157 125 99 83 56 34 22 15 7 6 2
ICH 173 154 133 112 81 56 33 21 11 6 2 1

10
- a8
for
A
= 06
E (-1 4
4
% D4 "
1= b
22 L
o a3 S
uln T T T T Tt L ] T L] T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Atrisk ¥ EEABT T L0 ()

AJE/IC B¢ 473 438 377 313 261 198 149 96 65 33 22 9
IC # 482 421 350 271 211 138 98 56 34 19 8 2

1
0

0
0

e 2 o p o 8 o
B &2 K &5 58

Probability of Progression Free Survival

e
=

LR

2
=

T T T T T T T T T

0 3 .6 9 12 15 18 21
|ERES T 2L OMM (A)

140 110 72 49 29 22 11 5 4 2 1

125 82 53 32 20 11 6 6 5 4 2

0
1

24 27 30 33 36

0
0

1.0
X I 1=SCPS<5
S8 PFS
o7
g
§ o6
i
g os
g
%ﬂ,l
203
g“ 2
01 o /“'“- s
TR i
el Memees
0 3 6 9 12 15 18 21 24 27 30 33 36
BEREIFITI2LOHM (B)
168 138 93 53 35 24 11 7 4 3 2 0 O
173 127 91 58 27 12 6 3 1 1 0 0 0

o
o

10F

ol {3 PFS
o7 &
0.6

FA+ IR

[=d
=

B,
g
7 e

Prababiity of Progression Free Survival
B
in

o B
-~ 1

01 L2EpRnE [t A R
0.0 | " , : " " . ; . ; ; .
0 3 6 9 12 15 18 21 24 27 30 33 36
EERBRIHT LMW (B)
473 384 258 181 132 89 60 39 23 10 8 1 0
482 325 200 109 72 41 25 18 12 7 4 0 0

X 4 PD-L1 DFZIRMFD OS KT PFS D Kaplan-Meier #i#f (ONO-4538-
44/CA209649 2RBR)

(oS (&%) : X CcPS<1, HHE 1SCPS<5, T CPS=5)
(PFS ((7%)) : EX CPS<1, HRK 1=CPS<5, T CPS=5)



@EBLR S I/MABA5 (ONO-4538-37 FER)

(L FRIEEE D 72\ HER2 F&HE" DR EIBRRE2EST - BROFBXITREFHEEES
B (EEOPFLAREFESWEY LT 5 cm UPICALE T2 8 BE 72461 (AR
ANBHE 395 flxEte, AFHEPRIEZRE I B, 77 RN HELBRE#H 362 6) %
HRIT, TR HEFREZ MR E LT, FFHEFREOFDIER L EMZ R
L7z, TEMAEE O—>TH 5 PFS (FRIE [95%EHMXM]) iX. AF| +HILERIERE
T 1045 [8.44~14.75] # A, 77 R +{LFHIERET 8.34 [6.97~9.40] WA THY .
AFHEEREIR T T R HEEREICN LR ENICEERERER L. (NF—F
Lt 0.68 [98.51%(E#EX M : 0.51~0.90], p=0.0007 (/&R log-rank ¥R E]).

Eiz, b H—ODOEEFMER TH S 0S (PRI [9SRERXMD X, A&+
BIERET 17.45 [15.67~20.83] W A. 77 2R HLERIERF T 17.15 [15.18~19.65]
BThH Y., FHHEFRERT T 7 R HEBRECR LS ZNICEBREREZTRS R
Dofr (NP— RE 0.90 [95%EHEXRE : 0.75~1.08], p=0.257 [J&#! log-rank IR7E]).

*1 : HER2 HEREESULRHE O BE IR L L,

*2: A# (1 360mg % 3 BRI CARRE) X7 IR e, UTOmRE (ABRIAYEMAS
B RO LT [F%9) 795 1B 130 mgm? (ERER) % 3 EREHCARBEL,
FHT—=N XS VN FTFINT Y U LEEH 40 mg/m? (FREH) I~ ¥ £ 1000
mym? (REH) %10 2E, 2EMENRERIC HREKE] .

1.0 §
0.8 1 P —A— &M, A X HUISFURY
os 2 S-1RIFHAIAE VB RAR
-O-75eMR . A X HVTISFURY
0.7 : S-IREHRIEE L HHAR
g 0.6
= :
& os
# - )
® 04 - %__%
0.3 %-
02 | Lo
o4 e 4
0.0 - : : . . .
0 3 6 9 12 15 18
at risk® MHEEFAMA) ‘
M IEIIZ2TERY 362 274 168 94 46 13 0
751:»'! #;g')izgﬁlﬁ: 362 259 160 80 30 5 0

5 PFS O Kaplan-Meier Hi#R (ONO-4538-37 #AER)
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10 BSoc

09
A&, A X HYFFFURY
08 " S-IRBHAR LSRR
07 O ISEM AR H)ISFURY
S-IRENRL S A
% 06
g 05
04 -
03
02
01
00 : . =
0 3 6 9 12 15 18 21 24 27 30 33
£FMMA)
at riskdy
IMAAGeT Al 362 346 318 269 202 193 169 150 102 58 23 2

TEAIIAET A 362 342 301 259 219 192 167 141 97 48 16 5

X 6 OS @ Kaplan-Meier Bi#t (ONO-4538-37 3E)
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[Z4a]
OENEMAERR (0N0—4538 12 A8
BERZIIAFIEE 300/330 1 (90.9%) . 7T B RE 135/161 #1 (83.9%) IZRH b,
IBERER L DR BRBENTETE RVEFFRITAFRE 141330 6] (427%) . TR
BE 43/161 B (26.7%) WCRBD BN, WTNHAOFETREEN 5% LOBHEMITTR
DEBY ThHoTz,
#£3 WThHOB CRAER 5%ULOBER (ONO-4538-12 R

£ F% (%)
SEUWRR Fr S
HEAG
(MedDRA/J ver.19.0) 3304 161 $
) e 4 Grade  Grade 3-4 Grade 5 4 Grade  Grade 3-4 Grade 5
2RIEA 141 (427) 34 (103) 4 (12) 43 Q67 17 (4 3) 2 (1.2)
Iﬁ = -"" el L0 7- I S ' Ty ST S s T = T F . F 5

0 3 (19

i 230)' : 3 '
EJ&%Qﬁ%%k@ﬁﬁmﬁﬁﬁf coL = J.ﬁé"‘ AN %f:afrg ﬂm
N T 8 (55) 0 9 (56) (12) 0 )
AT g
% 5 FERE 30 (9.1)

e 19 (5.8) 0

7235 ARKIBEIC ISV T RVEHERZR R 7 51 (2.1%) FEREFFMARIEE/ < A3 F—9 81 (2.7%) .
KB - BED TR 4 61 (1.2%) . 1 BIFERR 3 61 (0.9%) . FFHERERESE 18 61 (5.5%) |
TR 1B (0.3%) . FIRBHSEEREE 13 4] (3.9%) . MXREE 106 (3.0%) . Bk
=14 (03%) . FTERAMERESE 16 (03%) | FFIRMLIEZERE 1 51 (0.3%) XU infusion
reaction 1 %] (0.3%) MO LNz, T, EEMEE. LHE, FHR. REMER/IR
W MEREER, RIS, EEORBES., MK - HER, BREVS Y S RRITBD
bhiehol, ARERARFERIVIEEESR (BRREEREELET) 2aDEER
2 I

QOEBLFRFE MR (ONO-4538-44/CA209649 k)
BEERIIAR HLPRIERE 776/782 B (99.2%) | {LFHIERE 752/767 B (98.0%)
23R b, ARSI LERE & ORRBRBEE TE RVWEEFFRIIAH HLFHRE
BE 738/782 4 (94.4%) . {LFIRIERE 679/767 B (88.5%) IZRD b, WO

THRBEEN 5%UA LORIFRIZITRD LB THoT,
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F4 VFNHLORETRIEEN 5%IULOBIER (ONO-4538-44/CA209649 BRB)

i B (%)
wEBIKRS AT LR CERER
EAm 7825 76751
(MedDRA/J ver. 23.0)
4£Grade Grade3-4 Grade5 4£Grade Grade3-4 Grades5
2RI 738(944) 462(59 1) 4( 05) 679(885) 341(445) 0

292(38.1) 19¢ 25

CEDL _ 323(41 3) 20( 2.6)

0 0
T 253(324) 35( 45) 0  206(269)24( 31) 0
R 195(249) 17( 22) 0  166(21.6) 24( 3.1) 0
E5 73( 93) 2( 03) 0 61( 80) 0 0
oz ' 57( 73) 7( 09) 0 47( 61) 1( 0) 0

Tt = = —a SF— 190(248) 22( 29)

221(283) 31( 40) 0 0

KRR = = — 1 RF— 137 (17.5) 16 ( 2.0) 0 119 (15.5) 14( 1.8) 0

AR 59( 7.5 2( 03) 0 61( 8.0) 1( 0.1) 0

HEERE 2( 54 0 0 38( 5.0) 0 0

Eﬁ‘{% 40( 51) 2( 03) 0 17( 22) 1( 0.1) 0

d t}qzakmay 158(202) 83(10.6) 0  118(154) 67( 87)
/MR 156 (19.9) 20( 2.6) 0 115 (15.0) 19( 2.5) 0

TARGEUVBT ) VIV A7=2F 122(15.6) 12( 1.5) 0 69( 9.0) 5( 0.7) 0

—

A BRI 112(14.3) 23 ( 2.9) 0 77 (10.0) 13( 1.7) 0
TS=VTI) oA T7=5—FH 89(114) 6( 08) 0 50( 6.5) 5( 0.7) 0
n

) —¥ I 89 (11.4) 45( 5.8) 0 34( 44) 16( 2.1) 0

7 I F—Em 71(¢ 9.1) 21( 2.7) 0 22( 29 2( 03) 0

mBFAR YRR 77 & —EHEmM 52( 6.6) 5( 0.6) 0 34( 44) 2( 03) 0

Jmnm:*);w:*ytgwu 48( 6.1) 4( 05) 0 32( 42) 2( 03) 0

: 45( 58) 2( 03) 0 33( 43) 1( 01) 0

SRR e e e

203(250) 47 ( 60) 0 171(223) 21( 2.7 0

R EREAD SE 191 (24.4) 118 (15.1) 0 181 (23.6) 93 (12.1) 0

/IR FE 157 (20.1) 19( 2.4) 0 145(18.9) 13( 1.7) 0

A BRI iE 63 ( 81) 5( 06) 0 55( 1.2) 11( 14) 0
AR A R T IR _,:,»—;a -rli= et

202(258) 30( 3s) 0 173 (22.6) 17( 22) 0
73( 93) 7( 09) 0  81(106) 10( 13) 0
64( 82) 4( 05 0  22( 29) 1( 0.1) 0

0 0
0

FERE D JRAE 62( 7.9 6( 08) 45( 5.9) 5( 0.7)
.1%@@ ) — 42( 54 2( 03) 36( 47)
ERSNGRTRRRE S B o
%ﬁ » REFFMETR A G 94(12.0) 11( 1.4) 0 81(10.6) 6( 0.8)

%5 74( 9.5) 7( 0.9 0 12( 1.6) 0 0
% &F - 8( 1-_(_))__.

ﬁﬁ(ﬁ;& TR T '157(201)14( 18 0 1390180 13( 17 0
12



Bl (%)

BERXR AR AR
7821 7676
4 Grade Grade 3-4 Grade 5 éGrade Grade 3-4 Grade 5

HARE
(MedDRA/J ver. 23.0)

' 'yx)\u#soﬁr | 66( 84 11(
R R S S
BEVE 48( 6.1) 4( 0.5) o 10( 13) 2( 03)

723 A H{LFEFER I IV THERREE 466 B (59.6%)  FFHEREREE 203 4] (26.0%)
infusionreaction 111 % (14.2%) . FIRBRERERETE 96 #1 (12.3%) . BRBURHRAARLE 68 41
(8.7%) . KIg% /NGBS - EEOTH 52 5 (6.6%) . FIEMERKE 42 61 (5.4%) .
BEEORIEEE 28 6 (3.6%) . BHMEMEE 26 5] (3.3%) . LIEEEEE 156 (1.9%) .
BRMASZEREE 13 4] (1.7%) . FF% 78] (0.9%) . TEARHEES 6 (0.8%) . Bl
BAREREE 4 6] (0.5%) . R 3 61 (04%) . L%k 2 B (03%) . 1 BUBERRE 1 B
0.1%) . S 5L 1] (0.1%) | &z 16 (0.1%) RUEL 14 (0.1%) HBHL

N, Eie, BEGENE, MK - $ERK, HR, BIERER, ERROLBKEE
ERTZe, FFAR2, #RFHE, MREREEREROCEEHLIIRD bhiRhoTc, KEIE
REBRVIBESSR BRAREERE LD 230HRIRBRETT.

@HEEEIFEF I/MHRER (ONO-4538-37 FRHER)

| HEERIIAH HLRRIERE 358/359 B (99.7%) . 7T &R HLEEIER 357/358 4
(99.7%) ITBH LN, AH, 7T ERXIIMEBERE L ORRBHABBECERVAE

BWHRIIAK HLFRIERE 351/359 51 (97.8%) . 7 T & R +{LFHRIERE 349/358 ] (97.5%)

WWERDbN, WTENLrOFE TREARN 5% U LOBHERIITRDO LB ThoTz,
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BS5 WThPAORETRIEEN 5% EOBHEAR (ON0O-4538-37 BRI
Bl (%)
AH| + LR HRIERE 7T =R HLFRIERE
359 45 358 41
4 Grade  Grade 3-4 Grade 5 4 Grade  Grade 3-4 Grade 5

351 (97 8) 205(57 1) 3( 0.8) 349(97.5) 174(48 6) . 2( 0.6)

RENARSE
EXFE
(MedDRA/J ver.22.1)

|_.__,:

189 (52.8)

14 39)

201 (560)

HREAL 57(15.9) 0 0 52(145) 0
51(142) 3( 0.8) 0 47(13.1) 10( 2.8)
4( 67) 12( 34 (

12( 34

10 ( 28

181 (50.4) 0 180 ( 50.3) 0
125(348) 16( 4.5) 0 110(30.7) 14( 3.9) 0
72(201) 5( 14 0 66(18.4) 3( 0.8) 0
64(17.8)  6( 1.7) 0 46(12,8)  4( L1 0
44(123)  1( 03) 0 26( 7.3) 0 0

0 17¢ 47)  1( 03) 0

_19¢ 53)

FhEREE 157 (43, 7) 71( 19. s) 0 134(374) 57(15.9) 0
/R 144 (40.1) 34( 9.5 0 157(43.9) 33( 9.2) 0
BmERERELS 77(214)  10( 2.8) 0 60(16.8) 9( 25) 0
TARGRUBET I b 541500 4( 11) 0 44(123)  2( 0.6) 0
SUAT =5 —ERmM -

TS5=VvFI) hoUA 41(114)  2( 0.6) 0 36(10.1)  6( 17) 0
7 = Z—¥ihn

MEE Y e 34( 95 6( 17 0 22( 61) 2( 06) 0
HERD 22( 6.1) 0 0 19( 5.3) 0 0
y—=FAZINRT R 21( 58)  6( 17) 0 9( 25 5( .14 0

7:7—%%%

i 1s7(521)

o e (200) 1.4) 2000 2( 0

0
B 59 (16.4) 0 62(17.3) 1( 0.3) 0
32( 89 0

0
e EE%%%N%K% 53(1'4-3) 0
REfGRE
%5 45(125) 2( 0.6) 0 ‘14 3.9) 0 0
7 5 EfE 42(11.7) 0 0 14( 3.9 0 0
REGTBE 20( 5.6) 0 0 21( 5.9) 0 0
HHS 14( 39) 3( 08) 0 5( 14 0 0
AFLEREE 13( 3. 9 o ) 0 0
Bk DRZAE T « SNEE T AR D N B
21 68(189) 27( 79 0 66(184) 19( 5.3) 0
M/ NRIRAE 23( 64) 8( 22) 0 16( 45 4( 11 0
8( 22) 9( 29 0

e 195D
) 20( 56 1 03),

2 ;E"f_%ﬁ 23 «g‘ %ﬁ@i

;@3'%% AR

14
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Bi¥k (%)

o yi
vl FATCERER TR R
(MedDRA/J ver.22.1) 35961 _ 358
4> Grade:  Grade 3-4 Grade 5 4 Grade  Grade 3-4 Grade 5
TR BRPEREIR T At 1( 0.3) 0 7 ( 2.0) 0 0
EEHE S ECIEAY fﬁ’ﬁﬁt;w T LTS

- EA}\—ﬁE 9 ﬁ}*‘ - _q,;..‘,..:-—.

'.";F_a-'."' A - _‘ e : r_ : .;. ! 4 =
9( 25) 1( 03)

WBEUE 14( 39) 3( os)

7233 AH + LR RREERE T 35V TR REEE 282 41 (78.6%) | ATHSREREE 83 1 (23.1%) .
infusion reaction 48 % (13.4%) . FURIRMAERER 30 B (8.4%) . BEASAHRAARIE 24 £
(6.7%) . KRB - /N - EEO TR 24 5 (6.7%) . FEIEMERZE 15 6] (4.2%) |
BEEOKBEE 14 51 (3.9%) . BHAREE o 61 (2.5%) . BIBHEAEREE 6 51 (1.7%) .
HARMASZERAE 3 4] (0.8%) . 1 BUBERIR 3 61 (0.8%) . FFR 281 (0.6%) . EEZRM
WHREE 2 4] (0.6%) . FFAR2 261 (0.6%) . LHEEEE 2 4] (0.6%) ROTEEHERE
161 (03%) BRDONT, £, EEFEHE. LK., Bk, Bk - BEEL. BUE
JFe, BAGMERRE ¢, MBRARIEGER, ik, R3FE. EEHMD, B, BEERVS
LOBREBD b ofe, RBIEAREIRRIBEFSR (RAREMAREZED)

EEUDHEERETT,
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(R - AE]
AR OREREYEEETNVZFIALEZY S 2 b—va iz kv, &K 3 mghkg (
H) XiX240 mg % 2 BEER CRE LBRoAFonMFEFRESRI SN, O/
R, AH 240 mg ZHRE L-BROBREREIL, FA 3 mgkg ZRE LIBEOBRER & ik
LTREZFTEFRSNZbOD, BAABRFIIBWTAREIHEREIN TV A
- R (10mgkg % 2 BEBRTRE) TARZHRE L-BOBRER & ik L CEE
ERTEFRIESNE (TR, M T, BROBEICRBIT 527 —#IcES3%, A% 3 mg/kg
(RH) XI%240 mg % 2 BB TR E L7-BOAR OREBE & AT M
DEEZRFTT 2BBRIGET NVABEI N, YKEEC O W TRABITbh R,
LREDORE - REOM TADMR VR EMEICHBERZRIIZW E FRIS L,
86 FRORHBB T A—F

Fﬁg = m E Croax Cruind14 Cavgdl4 Cmmgss Cmin,ss Cavg,s:
(pg/mL) (pg/mlL) (ug/mL) (pg/mL) (pg/mlL) (ng/mL)
3 mglkg Q2W 51.6 16.6 24.3 113 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 727 23.5 34.1 159 87.8 109
(51.1,103) | (15.2,34.6) | (25.1,47.8) | (102,254) | (41.5,158) | (62.1,187)
191 613 90.8 398 217 278
10mg/kg Q2W | (147 919) | (512,792) | (79.0,114) | (331.532) | (184.313) | (237, 386)

FRAE (5%/%,95%8) . Q2W : 2BRIRIIR. Crex : FIEIHE 54 OB MG T IEEE, Cuinns : HIER %14
B BRI 2REMBEFBE, Copdia: YEREHZ14E BE COFEHMBEFIRE, Cuns : EEREBIZE
T OREBMFTIRE. Cune : ERRBIZBIT3REMEPRE. Cugs : EFREBIZRIT 2 FHMmMESD

V-3 3

Fio, FROBEARYBRET NV EZFHLZY I 21—y a3 12X Y, &%) 480 mg
% 4 BRI TREXIBEARBO R - RS CRE LEBEOARA O migH iR E 3%
SNz, TOFER. A 480 mg % 4 BRI TR E LIZBEOEERBIZEIT 5 Figim
BFHRE (LT, [Cugesl £VV9, ) 1%, &AI 240 mg % 2 BRIREIRE THRE L 72D Cagss
ERUT D ETFRISNTE (TR) . F. AA)480 mg 2 4 BRIKRCTRELIZEBEOE
FHIRBICB T 2EBMEFTRE AT, Cuxs] &9, ) iX. &% 240mg % 2 R
MR THRE L72BRD Craxss LHB L TREZRTETFHISNTZ b D00, BANBREICE
WTARERRER I WA Hik - AR (10mgkg % 2 BRI THRE) TRAZEBS
LTeBRD Craxss & B U TIREZ R T TRIS Iz (TR . MA T, BROBECE
FB7T—ZICESE, AF 3mgke (RE) £/ 240mg % 2 BRABMRE. L < i2EH
480 mg % 4 BREIFR CTIRE LZBROARIORER X AR 4 & OB 2R
THRBLOSET NVBHBRIN, YZBEIZOWTRIMTbh R, LRE0AE -
RAEORMTASMER VR EHICHBEZRER T2V E FRIS K,
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%7 AROEMBM T A—F

=2 ¥£ . B Crnax Crind2s Cavgdzs Craxss Chnin,ss Cavgss
(ug/mL) (ug/mL) (ug/mL) (pg/mL) (ug/mL) (ug/mL)

X = 516 272 31.0 113 62.1 776

mgkg Q (352,708) | (165,403) | (212,439 | (750,171 | @7.1,10m | (421, 127)
727 383 437 159 87.8 109

240mg Q2W | (519 103) | (233,59.0) | (308,60.9) | (102,254) | (41.5,158) | (62.1,187)
145 297 53.0 216 713 109

BOmg QAW | 105 207) | (15.5,47.4) | (37.0,748) | (145,336) | (275,137) | (62.1,187)
193 996 116 396 214 275

10mgkg W | (146 220) | (86.5,132) | (101,148) | (329,525) | (184,303) | (236,377)

PR (5%, 95%8) . Q2W : 2 BRIRIFE. Q4W : 4 BRI, Cuax: FIEREH OB EMIEPIRE. Cinds :
MEHR5% 28 A BiIcRT A RIEMIEPEE. Copus : FIERER 28 BB T TOPEMBEFBE, Croxss :
EEREICBT 2RS0T PEE. Cuons : ERRBIZBIT 2RIEDEPRE, Cogs: EFRBIZRITZE

i 35 PR BE

17



4, HERRIZDOWT

EIRE Y X 7 FHEEE (RMP) ICKES%, AHDERR LB~ 01 hE
R BHERR CTho T AR OREWEE2BE LB - BE L, AROBREIC L0 EE
REWERZRE LIRSS T 5 2 & RBERTD, U TFOO~@DT~T 24
RICBVTHEATARETH 5, |

@ mRiTHOWVT :
@1 ?ﬂ@(nﬁvG)wwfh#h LI Bk THD T &,
(1) EAEFBKEIBET S8 ADFEE RIS GERER RS A 2SRRI R,

mﬁ#&ﬁ%@%%ﬁrh\ﬂﬁ#hﬂﬁrﬁﬁk)

(2) FFIEHRERRT

() FREFREMIERILET 5 25 A DRCEIRIE (38 A ROEISHERE. 25 A BGEs
BARBE, A ABREEREER: )

(4) FRICFEFRIEEZRRE U, SRIEBLERIED IR 1 SO RIER L2 E 2 ROk
2 DREREEICRDBHEIT> TV S HER

(5) DUBMEIEBAILT EBME ORISR B B E1T - T B HERR

@-2 %ﬁwmﬁﬁ%&wﬁﬁ%%ﬁﬁwﬂf:+ﬁ&ﬂ$kﬁﬁ%ﬁoﬁﬁ(T%w
WIS T B ER) 2, YR ENOARICET 2BROBEE L LTREBS L
TWAZ &,

#

o EMRTRES 2 EFOTMBFERET LIBIc 5 £ EORABROERIHES
fToTWBZ L, 5b, 2FU LI, BARYRELEL LEEBRBEEFZOWEL
TToTWBZ &,

o [ERTRFFREHR 2 FOPHFHELZET Lz RIC, HILBBOBAEMREEET S
FLUEOHEBABZOEREToTNDEZ L,

o EMARFEE%R 2 EOMMMHELZET LRI 4 FULOBERBRREALTNS
T &, 96, 3FLULIT, HLEREOBAEDRE S & HELBRREDBERME %
ToTWVWBZ L,

@ BREADOERRFREROEHICOVWT

ERSERERICRF T IEHEENRB SN, MESENSOFRED, B - &
EHEEERZHEROEER CEMS IS T 5 1EHRIRM, FEFSNRAE LB OHE
K. ERESHITTON B EHNESTNEZ L,
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@ BMER~DORIRIZDOVT
®-1 HERRERICEE 2 EH

R R O EE A2 BIEA RS 3AE LISz, 24 BERIZEAE O T, YR
P OEHEMERR IRV T, BB LBIERICIS CTABREER O CT £ 0ORIfER O&ERIT 4
ERREOERENY BHRIZELN., ELICHISRBRERBRESTNDZ L,

@2 ERREBFICLI2FEHSNISICHETIER

BABRICED AEMMZ2MREVEREE T 2EREFEVRERE=% ) 7
BEDEERDAZ ) —= v T EITOVERE L ERE A TE 5T — LEREHIHE
fEEhTWBZ L, 2B, BEEfIcO VT, BAVBE L ZORECHITAMShT
WwazZ e,

@-3 BIER oo IIZBAL T

BIER (RIEMMERICIN . EREGEARE, LK. Bk, BMEFFRAVE. KBR.
MBS, BEOTH, | BERE, BHERFR. FFA2, IS, FFL, Sepeg
%, PIRIRERERES. TEAMERS, MRS, BEE. BITESE. MR, BEEOR
WErEE, #HARMARIEARIE, infusion reaction, EERIMIKEE, MREREERE, B,
g, BEORERI, R, DIEEE (DEHRE) - HRIK - OEEEAUES) .
FRIFERE, MM, EILE) o3t LT, YRR ULEMEREEOFMEEF TS
Eff & EE L BIEROZERLRINICBE L THRERVXEEZZITONIFHCHE Z
&) BEHICHEIRLEN TE SEHIBESTVD I &,
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5. BREXRRLRDBE
[AZhE B3 5 HE]
@ TROBEFIZBWTAROAMERRIES L TV D,
« 2O EDRERIERE D H 2 IRMEIRRRERET - BREEAE FRERE

5).
. {EFRIEED 2\ HER2 RS ORIBEIR T T - BREBBE (LR
L OBRRE)

*: (i) AFFVISFUVRBIRVEZYY, (i) APV TIT7F, "V F—hIrvy
ARBZVFa T TN, Xk (i) AFVVFITFUVRVTH TN - AT VNV - FT
TNl ) v sESH

@ EEERBMMAABR (ONO-4538-44/CA209649508%) K& ONEBEL[F 5 /M RBR
(ONO-4538-37388R8) 1T\ T, MBE (LFREIT 7 R HEFRE) L

B LT, AFHERBREOBEIENTENTWS, 2L, AROEREICLV A
FEEROFRRBRB/L 2BBEMBRBH LN (pl1~15808) | 7=, PD-LIFEZIRIR

" (CPS) ITX D AHD EREHRBEZBEANRTRENTNS (pI~8BH) . &
RlE LT, 2 b &BE X, PD-LIFEE R5%FM (CPSSHM) Thd I & HFER

ENERBEICBV T, (bPREBEMIZ L BBRFC OV THERT S,
* AFOBMIE L LT, BRF4 : PD-L1 IHC 28-8 pharmDX [ 2] AEAFEh TV 5,

® TRICKYTIBE KT 2ARFORERERFEZONTIE, AFOFZME
DL INTEL T, AFOEEXR L2 LA,
¢ —RBERVOTKIBEEZZIT TOARVWEF T 2 AF OB 5
*  HER2 BEOBE T T LR E L OFfFRAKRE
o DTAEIOAEEIREIN TV ARWMOMESEER & OftRRs
o BB L LTRSS

[ZaHicBd+ 2 FH]
@ FRIEKETIARBIOVTRAFORENZER L SKTVE I Ehb, REZT
birnzZ k,
o AKIORICKR VIRBUEDBEER O H 5 BE

© WBRAMOFMICE VT TRICKET2RFIC OV TR, AFORFIIHE SR
R, MOBFRIER RVEEICRY . HEICAKEZERT D L 2ZETE 5,
« REEMRBOSHUIBEEDO H D BE
o PEEGRE CHRER LR 5 BE R OVEBIME D U RIS O R GE ifi 7%
FOMICREMRYH DN S BE
*  HORPERBOGH, ITBMERZRE L IXHERED B CRRKEOBIERED
HoHEE

20



« EEBERE (GhHMRBEEZET) ObHIBE
o HEBOBRRXIIREEAETLIAE
e ECOG Performance Status 3-4 &V DB

(&D  ECOG ® Performance Status (PS)

Score | FEH

0 | 2<PEARLEDTES, BRILALAREELHRRIITX S,

PRI L O EENISIFR S B 88, HITATRET, BEETE > TORRIIT 2L TE 5,
Bl BVRE, BHBIEE s

FTAETHADEOE Y O L XX THBEMEZEITERY, BHFOD 50%L LIE~y ATl T,

BN BSOHFOEN DI LMTERY, BFHD 50% L2y FABFTBRIT,

AW

S<HiTeV, BROEOED O Lz TERY, B2y FPBEFTAaI T,
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6. BEBELTHEETREEIH

O FBMACEFICMZ, WERFEERDRUEET 2 BRFICE S & AF O R OB IERE
RAODITLBERERE+ BB L ChoERTE L,

@ TBRRBAMAICEN L, BE XX F ORIRICAEMER Ve +oEA L, IEY S
ThrbRETHZ L,

@ AFH LAEREL OFFAREOFEZYMTT 5554, PDL1 RERLERTBZ L
WEFE LA, PD-L1 HERVHER TE RVWEAICI, AR &bk ogtB o
WA &2 EIN PR L7 b oRET5 L,

@ FREMWERD<=RI AL MZoWNT

FIEMEERBRH oD Z BB D DT, AFNOREITH - Tik, BKRE
W (LR, Sk, REAE) ORBROMWE X BREOERS, BlEr+5
AT Z b, e, BERISCTHE CT. WiF~—r—SOREEZERET S
NP

AF|OEEIXEE D infusion reaction |22 TRARIC+S b0 TX 5
24T > ECBAT 5 2 &, k.2 [ B A OAKIE SR infusion reaction
BHobihadZ & bhaDT, AFIBREDROARIBERT%IZ A ZAYA
VERAET S, BEORERZHSICBET S L, 228, infusionreaction %
B LILHEITE, R@TOMBERMERPZLICEE TS TRE L OB
THZEL,

RIS RERE . TRABERERVBIBESRH LN EZ ENHBEDT,
AAH DR 5-BRAART R O\ 5- 21 I3 ERIRIC N W REMRE (TSH, 28 T3,
VR T4, ACTH, M arFY —LVEDRIE) 2EETHI L,
AROBREICE Y BEORERISICER TS &£ 2 b5k x REBORKE
BHobNdZ endHsb, RESRBODONEHEAICIZ, BRLAEBRIG L
BEMER R & RBR AR OERT LEEE L GEYIR BRI 2TV, BE DRE
RIS K 2BHWERBREON 2 BAITIE, AFOKREIZFIE, RURIBAE R
NEVEIOBRESZEBTH L, BB, BIBREFNLVELYOEEIZ LV EIE
RAOBERBD bNRWVEEIZIX, BIBBRERVE L LSOz 0B
LERT S,

BERTH, SOAM» LI ARB L THLEERRRETIZ L RH B0,
AR OB ERTHRICHENERORRIC+RICEERT 5,

1 BUBEIRAA (BIME 1 BUEIR R B te) 23 bbh., BERFEES 7 F—i 2
CELZERHZHOT, AE. Bl EHZEOERORBRLMBEES LRI+
DEBTH L, 1BBERFEREDNZSAICIIRELPIEL, AR Y V8
HOBEZEDOEN2WBEITH Z &,

BUERFZ. FARZ, MRS, FR, BILEREARHbNEZ EBH S
DT, EHOIIFEREZITV., BEOREZ+SICBERTH L,
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® AFOBRABRITBNT, #E5RE» LK 1 FERMIX6BRI ., TR, 12
WIS L ITEEDF 21T - TWe Z & 28812, AFERGRITEHRICER
RETHROMREZITI Z L.
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REEREETA KT A
=dv7 (RETHEHER)

(RFEA : A7 V=B RRIE 20 mg, A7V —RRKHE 100 mg, F7V—
 RREEE 120 mg, 37V — R RIEHHE 240 mg)

~ Bk RRR A B~

YRk 3 048 A (ffn44 5 ABET)
B A B EhE



B&R

X LIz

AF DR, 1R

I PR AR

HEERIZ DT
BEXRLRDBE
BECERLTERETNEHFER

SN IO ol -

P2
P3
P4
P10
P12
P13



1. RLBIT

EEROFE - BRMEOREDOTZDITIT, R TEBSZESWOEELRERIRD
biLd, XbIZ, EEORFEINOESIC LV, FURKERKR 2 ¥ OREHR R HHERE
FEEMPABENDIP T, INOOERGEEICLERBEITRE TS Z L BIRED
R & 2o TRY (REMBOEE L it AT 2016 (FRk 28 45 6 A 2 B MHERE)
KBWTYH, EFHNERSEOERAORBLHELZRZZ L L&A T3,

PR ERRLIL. BRERRPZEM T 0 7 7 A VEBRFOERR L AL NICE
RBLENDD, ZDD, BIEROEEEICET I HERN+OEET S TOR.
UREEMOBELMI T ENHR SN IBF I LTHERAT S L & bic, BlfE
ANBBE LB LERRRE & 5 2 L BAER—BOBEM 27+ E R o6 5
THZENEETH S,

L7z oT, KAA R4 TiE, FARBBEELINETIZBLNTWSEREEY -
FHERI RHICESE | UTOERROREREREZHET 2BR» b BNEREG, £
FROCEEFRERETRT, , ‘

B AAA RTA 0%, BATEIENERBEREBREHIE, AREAEARAR
BRARERZES, —BAEEAN B ABRANES, HEFREFNEBIEA R AMEESR )
—fRAEEEAN BAREREBZSOH D L ER LTz,

HRLBRDERS AT V— A REHE 20mg, 470 —RAWHE 100mg, 7
—RRIEE 120 mg, 7 V—RAFEHE 240 mg (—R4 @ =
PN~ (BEfeTHERZ))

RRERDPEINE - CIBRTRBREST - BR OB B E

HRERAAERVAE : BE., RAICIZ=FRA <7 (BEFHHEZ) L LT, 1E240mg
% 2 BHIRIRRIE 18] 480 mg % 4 BRI T ABERET 5,
AEY =T GlEFEREZ) LHRTHHA1I3, BF, BRAKR
=A< BiETE#RLZ) & LT, 13240 mg % 2 BRI
MR 1 Bl 360 mg % 3 BHIFIRR CASRET 5,

& R EE NHERTERSH

(&%E)

B RIE R BT B3 2 Y — AR A RHFHER Somg (—iR4% - A ) <7 (GEEFE

¥ez)) OBREIIPR. AELKVHE

ZHREIIZIR « BIBRAREARHEST - R OB MK B fE

RERVHE : =R~ 7 (BaFHA#RZ) LoFBICENT, B%, BAKIRAEY

A= (BisFHE#Z) & LT1E 1 mgke (KE) % 6:BRIKEBTR

HEET 5,




2. AR, 1ERBRF

F7O—R REERE 20 mg, RRTFEHE 100 mg, FARERE 120 mg & O RLRATEFHE
240 mg (—f&4 : =R~ (BiaTHEERZ). SUT. &AL &vi,) i, DNEFER
TEMRAREHLAF Ly 72 ATV X bV - =¥ —X X747 (BMS) %) #
BI% L7-t b PD-1 (Programmed cell death-1) X35 & FE! IgG4 £/ 7 m—F A Hilk
Thod,

PD-1 1%, B L2 Y /88K (THIAR, BMIRRR OV F =705 7 —TiHllR) RUE
BERANIZ R TS CD28 7 7 I U — (T MROE L EMBIRICIE L AITHIET 57
F#) CRTBZRARTHD, PD-1 IIHFRRMIRICREET 5 PD-1 Y > N (PD-L1
BUPD-L2) &AL, VU S BRIZIEIEY 72 E L TV U BROTEHLIRIRZ
AICRE LT3, PD-1 U4y FRPURRRMIRLIAMNI & b Dk~ 2IEEHARRICFE
LTRY, BEHEGERED LY LIZEEARICKIT S PD-L1 ORRLIFEROERSF
M L ORICADHBEZR S 5 Z L NHEIN TS (Cancer 2010; 116: 1757-66)
¥, BEMEAEBE CIORBRE T MRSELET S ¥ —Z7 =1 F < (IFNv)
IZE > TPD-L1 OEBRRFEIh, 8 LEEARICIIT S PD-L1 OFRE LIFRD
ATFHIR & ORI EOHBIRRNH 5 L O H H S (Sci Transl Med 2012; 4: 127-37),
& bz, PD-L1 ZiaHIRHA I s AMIRIL, FURAFRA CDS BBt T MRS
EMEZHEE S A2, Hi PD-L1 $#ifkT PD-1 & PD-L1 & DHEAZRET S & T DM
BEFEGREE TS ZERINTWS, 0O Z L5 PD-1/PD-1 Y > FRERIL, 23
ARRRRATRRFRR R T Ml b 0RBE 2 BT 3HFO—Do L LTEZLN T
Z3)

AL, WERBROFE R D> S PD-1 OMIRIMEEL (PD-1 V 7 FEEEHRIER) ICH4E L.
PD-1 & PD-1 Y H > FEDEAEETHZ LTIV, BAMRKERNZ T MBRDIE
HALR OV A KRR 3 B IR ETE M 238507 2 = L TR R UEE DR 2 =T
ZEBERINTVWS,

IHEDOMRAN D, AFNTBEMEER T 2 F T RBREICR VB b0 LHIFSh,
BiED R ERE 2R E LBRARE L, A3, BRI’ HER
iz, :

AHFOERABFCESBEORERGIC X 2BIERER S bbh, ERUIFLTIC
EHTREMRD B, AROREFRORERITIE, BE OB +2ITTV, BESR
B BB, FB LI BERIC U= BRI 4050 L BB A Ko BN &8 L OF
2 ERNBH 21TV BEORERIGIC K ARIEAB DN S BE I, BIBRESRV
EVRIOREGEDEYRIVEZIT I BERH D,



3. ERBEREE
YIRRR AR 72 1T - B3R OB IR B IE 0 AR T 21T - 7= £ 72 BRR AR O BOR
&/__J:“‘?—o

[Fzhtk] :
O ENF IAFRS (ONO-4538-41388%) (Clin Cancer Res 2019; 25: 5485-92)
TITFFRENERA N VFE R N Ak e OFRREICRE IR
BRAREZREST - BROBMRETRIERSE (ECOG Performance Status 0 & T} 1) 3441%
RHBRIT AR 240 mg % 2 B TREEE Lz, TEHMEEB T b 5 225 (Modified
RECIST criteria (20041223 < FR¥EBIZ L 5 CR XL PR) iX29.4% (95%IEHEXR :
16.8~462) ThoT=, 2B, FRNIRE L7ZBHEIX 5.0% ThH o7z,

©® EBFILRISMIERER (ONO-4538-48/CA209743388%) (Lancet 2021; 397: 375-86)
{LZERRIERIGR O YIRA B2 EST - BROBEMHMRP EIERE60F (AARANRBE60
Bleate, AR LAY bA~T (BiETFHEMEZ) L OFFA (LT, INHEFAL £ H,)
BE3030, IbFERiE (7 FFHE CRIFTFURIIINRTTF ) LA MLF
T R RY UKL OBFH) BE3026)) BRI, (LBEREFEXRE LT, NHHF
RABOAMEROREMELRFT Lic, TEFMER CH 2 24EFHE (PRE [95%E
XD X, NHAERRET18.07 [16.82~21.45] 4 B | (L FRIERT14.09 [12.45~16.23]
AATHY, NHFARGIXMEFREICK LR ROICERRERER LI (0N —F
1£0.74 [96.6% /58X : 0.60~0.91], p=0.0020 [/&Hlog-rankfRE], 202043 H258F
—FH v hAT), |
1 A% 1B 3mgkg (KE) % 258RRME. () Av7 (BETEHZ) 1H Imgkg (KE) % 68
RIRIRE CARMERE L7, SHRARERICEV TR, RAEZRIICRE L, A1) 5v7 (RIETFHR
Z) BARIORERT 25 30 S EORBE SV TRE B LE,



1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3 i
0.2 a2 3 <3 =

0.1
0.0

N+

Probability of Overall Survival

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

Overall Survival (Months)
Number of Subjects at Risk

N+IgEF3EE 303 273 251 226 200 173 143 124 101 65 30 1 2

{L¥aeEsE 302 268 233 1900 162 136 113 95 62 38 20 11 1
1 24EFHO Kaplan-Meier fi# (ONO-4538-48/CA209743 RAER)
‘ (e B b S L)



[Z2]
OEANFE IARBR (ONO-4538-4175k)
BEFRII32340] (94.1%) IZRD B, FF & OREBEBBETERVWEERR
1%23/34%1 (67.6%) \ZFB® b, HEENSNULDOBIERIZITRDO LB Thotr,

£1 REEN%UEOBIERA (ONO-4538-411RR) (RLSHARITHH&ER)

BENXSH Bl (%)
EXFE 34 4
(MedDRA/J ver.19.0) 4 Grade Grade 3-4 Grade 5

7 (206 0

SRS e 1 e R

2RI

=
8
?:ﬂ'}

7
i iy

0
29 0
0
0. P—
R T T,
88 0 0
2 (5.9) 0
59) 0

/\__Etg)ju S =t P
I —EHEmnm
) //\ﬁkwﬁﬂ‘

g@gﬁgm&aﬁﬁ 3
BER BB RS

2B, WREE 2 I (5.9%) . FFESREREE 1 61 (2.9%) . FIRIRMAEREE 4 41 (11.8%) |
IR MERRAR 2 61 (5.9%) . KBk - BEEDOTH 24 (5.9%) . 1 BUHERR 1 61 (2.9%)

BRDON, o, BRERE, EEOKREEE. TERISERSE, BIBMEREE,
PEde, BREAFIERE. MM - BEREZ%. infusionreaction, S5 & 5 A, DK, k.
K RAARRE/ X /] F—. SRt/ MR MESEBER, TR, FlRMmAE ZARRE & OFF(L
HRERIIBD bhid o, REHERARRRRIIBEESES REREBER2E)
EEUEHERETRT.

@EII&“S ERFEMARER (ONO-4538-48/CA209743 R 5R)

B EERIT NH GFRFE 299/300 B (99.7%) | {LFRIERE 277/284 ] (97.5%) 12589
b, BRI L ORRBENEE TERWEEFRIT N+ HF AR 240300 6 (80.0%) |
{LERRIERE 233/284 ] (82.0%) IZRED BNz, WTFNM DR TREIERL 5% EDRIFE
RAIXTROLEBY Thotr,



22 WPNHORETRRENS%LUEOBIER (ONO-4538-48/CA209743F )

(ELtMITAHRRE)
B¥ (%)
BEKRSE N+IGFF B (L BRIRRE
EAE 3004 28441
(MedDRA/J ver. 22.1) £Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
ﬁguﬂsﬁﬁ 240 ( 80.0) 91(30.3) 1¢ 03) 233 (82.0) 91(32.0) 1( 0 4)
TecmE 490163 3( 10) 0 1( 04) 0
%5 43(14.3) 3( 1.0) 0 15( 53) 0 0
0 0.7) 0 0

BEREBREE  16( 53)  1( 03)

Co1( 74 2( 07)

v 62(207) C10( 33)

0 0
B 30 (10.0) I( 03) 0 104(366)  T( 25) 0
B 12( 40) 0 0 42(14.8) 1( 04) 0
g . 8( 27) 0 0 41(14.4) 6( 2.1) 0
T 41(137) 3( 10) 0 55(19.4) 5( 18) 0o
w5 25( 8.3) 0 0 44(155)  12( 42) 0

0 5( 18) 1( 04) 0

BH _ 16( 53)

Ty c—wmm 20 67) 13( 43 0 1( 04  1( 04 0

77— 17( 57 7( 23) 0 1( 04) 0 0
To=v7IhSUvAT7 16( 33)  5( 17 0 2( 07) 0 0

f—fﬁm_.

Mgm 6( 20) 1( 03) 0 102(359) 32(113) 0
HF BRI AE 2( 0.7 2( 0.7) 0 71(25.0) 43 (15.1) 0
i/ MRED 2( 07) 2( 07 0 26( 92) 10( 35) 0
B 1 BRI BE 0 0 0 22( 1.7) 8( 28) 0

72 NH SRR T, RIS REREE 43 61 (14.3%) | AFHREREE 36 41 (12.0%)
infusion reaction36 i (12.0%) . BESUAFRAARIE 34 B (11.3%) | #EEESE 22 4] (7.3%) .
IR 20 B (6.7%) . KEB% - /DK - BEEOTH 196 (63%) . BHRERS
15 B (5.0%) . FEAHEREE 1246 4.0%) . EEOREESE 1046 33% . HX
76 (23%) . BIRSHEREREE 6 B (2.0%) | LIEEEE 461 (1.3%) . BEX 3 B (1.0%) |
EEHESE 26 (07%) . SEIER 26 (07%) . HR2H 0.7%) . FHFikiieZE
i 2 B (0.7%) . MMZS - BEIEA 14 (0.3%) ROVLMGZR 161 (03%) 233 b,

7



o, 1EBERA, BUERTZA, A2, BeERER, ERRLKRES, RARER
B, Rk, RIFRRE. EREHOROELITED bhRh o, ABHERREIRILIIERE
28 (RRREERERZED) 2EUHEBRETT,



[Hi& - AE]

AR OBEREYBREETNVEZFR LY I 2L —va Tk Y, A% 480 mg % 4
WM TR EXIIPERRORE - ARE TRE LEEEOFF O MFEPRESKRF L
Tro EDFER, AH 480 mg & 4 BEFR CRE LZBEOEFREBITIIT 2 P MmET
BE (UUT. MCugsl EV3,) 1X, AF| 240 mg % 2 BRFR TIRE LTCBRD Cagss &
BET 3 LTRSS (TR), £z, A# 480 mg % 4 BEER TS LzBROER IR
BB 2 BB MEPERE BT, (Coxsl EV9. ) 1X. AHK| 240 mg % 2 BRHIFMR
TRE U BED Cons & B L CEEEZRT L FPRSHZbO0, BAABREZIZIBNT
BEENERINTWS A% - BE (10mgkg # 2 B8FHMR T&RE) THAzZERE L
BRD Conaxss & LB L CIREZ R T L FRIESNE (FR) . MAT, BHOBEITRITS
F—RiIESE, AH 3mgkg RE) XiX 240 mg % 2 BRI, & L < 1A% 480 mg
% 4 AERRECTIRE LZBROFRA OBRER L Ao IIRLM L OELZIRFTT Sk
BRSEFAMBESN, BHBEC OV TR TOICER, EROME - A0
B CHESMER ESMICHARARZER IRV E FRIS N, o, BRESRBREIC
BiFAF—FICESEBELLBRBERIGETNVEFIALT, &4 3 mgkg 2 BFBT
®5), 240 mg 2 ERRFRTHRE) Xix 360 mg GAFERTERE) LAY AeT

(E{=TFHE¥ 2) 1mgkg (6 BRMRTRE) 2HH LEBEOFIEROCE2MEL R
LR, LM - BEOM AR EEMICHERZRIT VW FRIsh T,

£3 FHOEHBBNRTA—F

)Eﬁ ‘¥£ . }ﬁ i Cmax Cn:jndlﬂ Cavgdzs Cmmgss Cmin,ss Cavg,ss
(pg/mL) (ug/mL) (ug/mL) (ng/mL) (ug/mL) (pg/mL)

516 272 31.0 113 62.1 776
3mgkg QW | (355 708) | (16.5,403) | (212,43.9) | (75.0,171) | (27.1,107) | (42.1,127)

240 m8 OIW 727 383 43.7 159 87.8 109
mg Q (51.1,103) | (23.3,59.0) | (30.8,609) | (102,254) | (41.5,158) | (62.1,187)

430 mg QAW 145 297 53.0 216 71.3 109
e (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 | (146 929) | (865,132) | (101,148) | (329,525) | (184,303) | (236,377)

I (5%8, 95%&) . QW : 2 WRIFIFGE. Q4W : 4 BRIMIFR, Conex : IEHR 5% OB MIETIREE ., Crindzs :
PEIE 5% 28 B BICHIT 2 BARMIFPREE. Cogas : FIER 54 28 B B E TOEHMBEPRE. Craxss
BERBIZ BT ARBEMETERE, Crins : EFRBICET 2 RRMOTEFRE, Copss : ERRBITEBIT5F
i iE R E



4, HRRIZOWT

EXRM Y 27 EHEE (RMP) ([CES5E | AFOERMLZSMEEHEE~D /4]
BHDOWRTH> T, FAFOREPFNRBELZZH - FEL. AAOKREICIVER
REWERZRE LIZBRICKHE T 2 Z L BBRERZD LT OO~@DT T2
RIZBWTHERTHIRETH B,

@ mRIZHOWT

@1 TRE®D (1) ~ (5) OWTNNICEYTIMR THDZL,

(1) BEAEFBRKEIEET 2 BALREELSRIRSE EOEFRIADFOEERL R,
HIR S A RSP BRI, IS A RS IRIABE R &)

(2) FeEMREMBE .

() FENROEIMEET 2 BABIOEERE (BARREREEERR. RAD ﬁ@#%
WIRBE, B A B REEHEE R L)

(4) ASRICFFIEREZRE L., SRESELFRELRR 1 I3/ RIEE L RE2 R
2 DRERREMEIR D BHZIT> TV D HER

(5) PUEMEERINS ERMEOMRELEIR D BHEIT> TV S HER

@2 EEMIRE T RAE O FRIER ORIVEA R BLRE OXHSC+4 2 505 L B & B
B (FROWTHNICEY T 5EM) 23, UKBREAOARKCET 2RROBELE L
LTEREshTVD Z L,

®

o [ERMRFFEEE 2 FEOMMFHELZET LRI 5 EUEORABROBEEREMEL
fToTWAZ &, 5B, 28R, RARDREL XL L-BREBEEZOWEL
ToTWnWaZ &,

ERRIFEE®R 2 FE0NPTHELZET LI 4 EULoBRRBREAE LTS
k., 9B, 3FEU X, BRI EIED N AR S T MRk ER S DR R
WHEZIT-oTWAZ &,

@ BEADERMFREROEEICONT

ERMLERERICUEFTI2HEENEB SN, HELENSOHBRRO, A - &
EMFRFNFROBTER OEMS IO 2 FRIZM, AEFRLBE LILBEOWE
FH, ERESHIITTONSEHINRE-TNB I L,

10




® BHER~DFIITHOVT
@-1 MR &SI > EH

BEMMEBRSEOEERBERANREA UERIC, 24 EIZRERIO T, Yzt X
TR IV T, B LZEWERICER U CABREERK U CT E£0ORWER OERIT%
ERREOKBRENY BPICELN, EbITRGWREREHNE-TND I L,

@2 ERUEEFICLIAEHSANGICHETEH

BABRICED 2EMNLRMBEOEREE T2 ERHEFENBERE=F ) 7
REDEERDORAZ ) —=v T 2TOERE L EREHA TE 5 F— HERESHDE
EnTVWBZ L, 2B, BEEHICOWVWT, BABRE L ZDOFRICTFICAMENT
W3z ek,

@-3 BIfER ORBIOX IS ICB LT
BIER (REMMRBICI X, EIERIEALE, Lk, fHR. BBIHRAE. RIBX.

INBYE, BEEOTH, | BERRA. BUERF%. A2, FFleERE. TR, BeEmg
%, FRIRIRRAERESE . TERABERE. WREE. BEE. BIBEE. ME EEOK
EEE, FIRMEERIE, infusion reaction, EERMIRMEE . MIREREMRE. .
s, BEORERIE, BIBRENE, LBIEE (LEME - HRIR - OEMEHISMES) |
FRIFEE, BB, BILE) o3t LT, YR ILEMERBEOFMEEZE TS
Ef & EEL BHERORECGICE L THRERUIEEZZITONISKHICHE Z
). EbHICEDRLEN T 5EHNETVD L,

11



5. REANRLRDBE
(AzhikicBE§ 5 FR]

)

)

TROBEFIZBNWTAROFEDENRIN TS,

o LFREREZE T D UIBRARREIREST - BROBERIRP RIERE (RRIEMmEES)

o (EFEFRERIGROLIBRTAEREST - BROBUHMESEERSE () A<T (&
i z) L ofER)

TRIZEYTI2FFOBRERMERFIEICOWTIR, AFOFENTESLENT
BoT., AAOBRERRLERLRN,

o LEERERBERABERICH T AR EME S5

o FiRoMmBIRE

[Z2tizB8§ 5 HIAE]
@ TRIEEZYTIBEFICOVTIIAFIORENBERL SNTWVWBRZ b, BEEZT

RN &,
o AH|ORZITH LIBEBIEDBEFERD H 5 BE

TBRAIOFMIZ IV T TRICEYE T 5 BF IOV TL, AROBRSITHE I LAWY

W, RLOTBFBIENRR2VBEICRY . HEICAREZERTIZLEBETE S,

o FEEMRBOEHUIBEEDH S BE

o MEERRECHMER LR 5 BE R UVEEIME OSBRI G 2%
FOIICREMELA R LD BE

» BEAERBOAG, XIIBMHERARE L ITERED B CRERBOEERED
HHRE

o EBRBEE (BLBMRBEEZE) Ob3BE

o REOBRRENIIBEEEATIRE

»  ECOG Performance Status 3-4 #V D B 3

(D BCOG ¢ Performance Status (PS)

Score

ot

0

E<MBREHTE S, BHFHATLFLRBERIHRZITLS,

AERIZB LVEBIIHIR Sh 528, HITARET, BIEECHE - TOERRTO Z LB T3,
Bl - EVRE, EHAER

BITFAECEROHEDORE Y O Z LIXT X TABEMERIZTE R, BHD 50%LL L3y FATIB ST,

BohkBZOFOEY DI L LHTERY, BPFD 50%L L2y FAEFRTT,

W —

2<{BFRV, BROFOEY DI LITEL TERY, B2y FOBTF BRI,

12




6. BREIBRLTHETREEIR

@ WASCES ML, BUEIRTEEE VRIS 2 BRI E S & AH o Fet R ONE IEfE
AO-DITHERERE +DCER L TCHLERTHZ L,

@ WBEBMIZEL D, BEXIZORECADERMEREEZHHFAL, RELZE
ThbEETHI L,

@ ERBEHERO<XT AL MZONT

MEMMEEES DbNEZ BB DD T, AROEREIZH o Tk, BERE
w (PRI, Wk, RBEE) OSBRI X BRECERS, BlEr+5o
WIT5 Z &, Fo, MBS UTHE CT. M~ — I —%FDRELEHT D
ek,

AF OB EIZEED infusion reaction 1Z2{# 2 CRARIC+o2XRDOTE 2%
HEIT-o - L CHRtAET 5 2 &, £72.2 | B A OAR)E 5-FFIZ infusion reaction
BHEPLNDZELHEOT, FHABREPROARFIREKLTRIZASA FLYA
VERET A%, BEOREBEHICBET S &, 728, infusionreaction &
RELTBARIT, @ COBERERNERICEE T 5 E TRE L To8lg
TAHIE,

FRIBMAERE S, TRABEEERVRBEERO DRI ZLMNH DD T,
K 0 ¥ 5 BRHART R O S 1R X EHIEIC N WS RERRES (TSH., H#RE T3.
HE T4, ACTH, M =NVF Y —VEORE) 2EETHZ L, '
FEOHEIZ LY BEOHRBERIGICTRET S LE X b dike REBCWRE
BhHobhaZNdbs, BENPRDSNZHAITIE, BRLEFRIIS U
EPRA 7 il & R & B O [ER &oEEE U CEY BRI 1TV, IRE DRE
R & 32 BWER A RN 3 HEIIE., AFIOKREIFIE, RUBIBRE R
NEVRIOREZSZEZETHZ L, 2B, RIBREFNVEVOBREITLVEIE
RAOHENRRD LNRWVERICIE, BIBEERNVE VLSO REMHIF 0B
LERT S,

BERTH. BoRB»OE I ABRB L CHrLEERARREEATAIZ LB H DD,
AR OBEKRTHICHBNERORBRIC+FIERT 5.

1 BERE (BUE 1 BRERB 2 E1) B’bbbh, BRFEES hTY F—v X
CERZENHEOT, DB, Bl BHZEOEROFRRLMIEED LRI+
SHEEBTHZE, 1 BERRARDNIZHEGIIESEPIEL, AR V8L
FHoBRELEOBYNRNBEEZITI 2 &,
%ﬁﬁ%\%xé\ﬁ%%ﬁ%\H%\@kﬁm%%ﬁbﬁbh5:£ﬁbé
DT, EHOIFSERE LTV, BEORBL+SICBETSZ L,

@ AR OBBEKRBRICBWT, UTOZA IV THESOMOFEEZIToTWeZ LB
E1Z, AFREFIIEPRNICEBRRE CHROEREZITO Z L,

ONO-4538-41 Bk : 6 BEIZ &

13



*  ONO-4538-48/CA209743 3Bk : |EBAMHMH 1 EMIT BRI &, TN
128 &
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REERAHEET A FFA
=<7 (BizFREEEZ)

(B5E4 « &7V — R REHE 20 mg, I 7V —RRIGHE 100 mg, F7P—
RAEFEHE 120 mg, F 7P — R AHEHE 240 mg)

~EHEE~A 7u% T 74 FREEMH (MSI-High)
2RI HREE BB~

SM2E2H (ff445 AET)
A EAE



B

N AW

ITC®HIT

AA| DR, (ERERF

B R AR

BRI 2DV T
BREMBRLIRDBE
RECER L TERTNEFHE

P2

P4

P10
P12
P13



1. FL®IT

EIEZDOHENME « BEMEOHBROT-DITIX, FMASTEEIZESWEERFERASRD
bhd, &bz, EEORFEENOESRIC LY, FUKERR R & OREHM 2L IERE
FEESBARBEINDIPT, ZNOOEEHERICHERBEICRMET D 2 L B3RED
REL 2o TRV REMEGEE L EOEA TS 2016 CERK 28 46 A 2 AMBRE)
ZBWThH, EHMERREOFEROREILHELZRKIZ L EENTVS,

FREARFERRML, RBEERARPRZEM T u 7 7 A VBEEOERM LPALMCE
RBZERDD, Z0D, AOERVREMEICETAERA+HERT 5L TOM,
WUHEEERROBELZMZITAZ LRI NIBERI L TERTZ & &b, BifF
FANRR LRI LERMISE L 52 L RFRER—ROBEG 2N T EFRBE cHERA
THEZEREETDH D,

L7eBoT, BKHA F74 Tk, BREBPLINETIEONTVWHEFEEN -
BEARMICESE, L TOERRKOKERZEREZHRET 8RN0 MNEREMF, F2
FROEEFELTT,

BB, ATA BT A %, BAATBIEAERRRMERESFRSHE, ARHEFHEARK
RRIEE S, —BRAEEEA B ABRARES R O—RAREAN B RBEREREROWH
Db EFER LT,

KR ERAHERM A7 VR RHEE 20 mg, 7 V—RRBEFHFE 100 mg, A7
D— R REEE 120 mg, A7 P—RREHE 240 mg (—i&A
=An~7 (BEFHBRZ) )

HEERDPEIPR : BAALERIERIHEE LB B EIR A2 8T - BRORBEE~
A7 aYF 54 PAREN (MSI-High) 283 5505 - ERER

RRLRAMERVEE  @%. RACIR=F~1r~<7 GHEEFMHEHIR2) & LT, 1E240mg
% 2 BRI XX 1 B 480 mg % 4 BRIBR CTRBEHFET S, A
v AwT GEETFREZ) LOFRT 8%, B, RAIX
=RN~7 GEBEFH#EZ) & LT, 1[E240 mg % 3 BRI
T4 EAESRET B, F0%, =BL<T BEFHEBRL) L
T, 1B 240mg % 2 @RHIFRR XX 1 [E] 480 mg % 4 BHEHER TR
BFET 2.

Bl & R ¥ ENFBRLIEGRASHE

(B%)

MSI-High %53 5 85 - EEEICBT 2 ¥ — &A1 RIFFHHER S0mg (—&4A : 1YV A

<7 (BETHE%Z) ) OPEXIIPR. BERVCHAR

%h B X X %) R BALERIERICHEE LR B YRR R R AT - BROBEE A
ra%F 74 NREEM (MSI-High) 283 5515 - BEEE

AERVCHE: =Rer (BFEHRz) EORAICBNT, B%. AKX
AEY A=T (BiaFEHEZ) L LTI1E 1mgke (KE) 23R
IR C 4 BIREFET 2.

2



2. AFIORB. (BRI

F 7V —R ARHIE 20 mg, FAEERE 100 mg, FAEHE 120 mg & OR REFE
240mg (—fR4% : =AF~7 (BTM#EZ) . BT, T&&D &vwi, ) ik, /NEFER
ITEMRESHE A Ly 724 ETIVR N e wAF¥—X X247 (BMS) #h)
PR L7zt F PD-1 (Programmed cell death-1) 1Z%9- % & hEl IgG4 <& /) 7 m—F VL
Kcdh s,

PD-1 1%, AL LTZ Y /%8R (T HIAR, BRBRR T F 27 0% 7 —THilK) ROE
B AARIZHELT S CD28 7 7 2 VU — (T MIROTEM(L 2 MBIHICIE L ARITHIBIT 54
FE) KRTEZEARTH B, PD-1 RPURBTHMICRET 5 PD-1 Y F K (PD-LI
BOPD-L2) &AL, VU ERICHEIES 7V 2EEL TV o BROEH(LIRIEZ
BIZTRE LT3, PD-1 ) H v iSRRI & b OfR 4 22 RSB IZFEE
LTRY., BEHEEEREN O LEEHEMRICK TS PD-L1 ORRLIFEOALTF
B & ORICADHERRNH D Z L BWE SN TS (Cancer 2010; 116: 1757-66)
¥, ENEAERE CIEBRE THRSELET 2 V¥ —T=aF < (IFNy)
{2k > TPD-L1 OEREAXFHEIN, B LIEEHEEICKIT 5 PD-L1 ORBE LIFHED
ATFER & ORICEDOHBIRGEN 5 5 L O b H 5 (SciTransl Med 2012; 4: 127-37) .
X5z, PD-L1 ZMHIRER IS AR, RRIEREDN CDS Btk T MR DMKEE
EEZHES & ¥ 528, #i PD-L1 #ifk T PD-1 & PD-L1 ¢ DfFAZEET 3 L 20k
BEFEEREET A ENTINTVS, DT L5 PD-1/PD-1 U 7 FREREIX, A
AFBBRA LR RV T MR b OB BE Z BT 2BFD—2 L LTEZ LA TV
%,
AL, KERBROF R B PD-1 OMIR/MEIE (PD-1 V U FREEHRIK) ITHE L.
PD-1 & PD-1 VWV FEDEGEETHZ LITE D, BATRKEENZ T MEDOE
PAER UM AFBRIC AT 2 HREEEE L 8T 5 2 L TR R EED R 2 R~ T
TEBERINTNES,

THB DR D, AFNIBMEERICH T 2 F T RIEREBCR VB b L HF S h,
R BERERBEEXRE LEBERAREZER L. A, REERUBAENER S
iz,

ARIDOERBFICESIBEDORERIGC X 2BHER%ERH bbb, ERUIFLTIC
ELWRRMENRD 2, AROREHRURER L, BEOBSELTLITTV., BEHR
» HIFEITIE, BB L FRITS UM 72505 & R & 1SR hD & LGl
2RI M & 1TV, BEORERIGIC X ZBIERRRDN 2 HEITIT. BIBREFRNV
ELROREGZEDBEY LB LTI BERH S,



3. BRPRERIE

MAACERE R ICHEE LRI ET - BROBRE~A 7754 bR
ZEM (T, [MSLHighl £V 9, ) 28T 2R - ERREOABRICIM 21T -7
FRBERABROBE L TT,

723, [MSI-High # &%+ 5H8%] ICBL T, TPCRIEIZX Y MSI-High L ¥ Shiz
BE) »BRT 384 (k%) 121X IMSI-High (PCR %) # A1 58%) LKiE L. DNA
IRC Y FEEBBIBRL TV A I LARRINBELERT2HE (BR) . T
72 [PCR #EIC & Y MSI-High & MIE Sh iz BF XidfmElfkis (LT, [HCl
LWV, ) EIkY I Ay FEEEEXRE CIT, TdMMR] &5, ) CHESH
BE] # BT 3HA1CE TMSH-High # 83 5 8% ) LR L7, [HC EIC X 5 MMR
7 & PCR LI X B MSI BRED—E R 96.6~98.7% & TH A Z LERBEINT
W3,

[H%hiE)
WA TARRER (CA209142 RRER) &2

(A B 5)

{LEEBIERED b %5 IAMREIBR TR ST « B3O dMMR ® X% MSIHigh (PCR
%) ) 2HT ARG - BEIBERE 74 FledRic, A& 3 mgke % 2 BWREIFERE TRE
BEL, TEFHER CHBESHR (RECIST HA K742 L1 RICESIBRERE
ERHIEIZ L 552% (CR) XTHWHEY (PR) ) OFERIL. 31.1% (95%EHEEKR :
20.8~42.9%) Th oz,

GED 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 CA209142 READEE D 2 F— FD ) b, {LERREDH 5 MSI-High 2 F T 5% - BB L& L
Lizadk— MNeBIT AAKIBMBERROAR LA LY A<= (BEFHERZ) L OFRREBEOBRIC
DVWTERE,

) D7 ok Y I VU RABEENRUVOAXY Y 7T F XA Y /7 h VEREATE ST 1
SYULOFEREROD 5 BENERE ST,

) pEgrRgh iz B\ T, HCHEIC L ) I R v FEH F 737 Th B MLH1, MSH2, MSH6 XiX PMS2
DVTHLDORENED bNRVIESIC IMMR EHES N,

GE5) pEEea X v M S s DNA IC8WT, 5§ RO~ A 7 a¥5 54 hv——2BintH L3255
AR, 2BENU EDe—B—ZoW\WT, 6BREUED=A 70 HT 54 he—h—2BITRGRETIHE
121 30%BA LD = — B —I2 oW T, PCRIEIC L V¥4 XOBESRE ShizBE1C MSHHigh L HESh
720



£1 BRERADRRUVEDR (CA209142 REK)
(RECIST ver.1.1, HZWEMARNTAHEME., BBRWEEME, 20164E8 8 W BT —F v v 3 7)

R B (%)

BREBEE A Y
5E23% (CR) 0 0
=% (PR) 23 (31.1) 19 (35.8)
# & (SD) 29 (39.2) 21 (39.6)
® 4T (PD) 18 (24.3) 10 (18.9)

FHGR B 4 (5.4) 3 (5.7)
%% (CR+PR) 23 19

(B [95%EMXM=] (%) ) (31.1 [20.8,429] ) (35.8 [23:1,50.2] )
*1 : AT RIRER, *2 : AT RER D 55, PRIREIC L Y MSEHigh (PCR). 2FT 5
T L RHERB SN BE, *3 : Clopper-Pearsoni®

(FHREA Y AvT (BIEFHEBEZ) LOREE)

{LZRIEEOH D & IR EIRTREREST - RO dIMMR ®* X3 MSI-High (PCR
%) B9 2HT AR5 EEREARE 119 flEBIC, A 3mgkg ROA ) AT (&
EFHHZ) 1 mgkg ZFAIZ 3 BRIMRT 4 BARREL 2%, 5513 mgke 2218
FHR CRAFEE L., FBEFMEEE CTHEEHE (RECIST 4 K74 v 1.1 BICE
SLIBRBEEMAEIC X 55784255 (CR) IIE45ZE%h (PR) ) OFERIL. 54.6% (95%
EHERER : 45.2~63.8%) Tho'z,

£2 BERSDREUVIENR (CA209142 BB
(RECIST ver.1.1, BZHERATHSME, IBRMEEMUE, 20174E7TA 6 BF—F Ay b37)

oo B (%)

ey 119 " 62l
2R3 (CR) 4 (3.4) 2 (32)°
#5355 (PR) 61 (51.3) 37 (59.7)
® & (SD) 37 (3L.1) 15 (24.2)
# 17 (PD) 14 (11.8) 6 (9.7)

mﬂﬁTﬁE 3 (2.5) 2 (3.2)
#%h (CR+PR) : 65 39

(ZEBE [95%EFHEXF?] (%) ) (54.6 [452,63.8] ) (62.9 [49.7,74.8] )

L AHMARATHRER, *2  FOMMATIRER D 5> b, FRKREIC X YMSHHigh (PCR) 2HT5
Z L BRERR EINTAE. *3 : Clopper-Pearsonik




[Z2i)
WAE IR (CA209142888%) @

(KA M E)

BESRIT 71/74 6] (95.9%) R D BN, BREL ORRBRNEETCERWVWEE
BRIX 51/74 B (68.9%) IZBEH bz, BREN B EORIERAIITROLEBY T
Hol,

£3 RABEHN S%ULOBIER (CA209142 RB)  (RZLMEMRTSIRE)

BEMKRIIE %% (%)

EARE 74 %}

(MedDRA/J ver.19.0) £ Grade Grade 3-4 Grade 5
2BER 51 (68.9) 15  (203) 1 ( 1.4
R A 8y R R R S R T T

T 16

(216) 1 ( 14 0
B ( 95 0

7
PR A RE S TR BRI KR R T R
S 17 (23.0) 1 ( 14

U —P i 9
AST 38/ 5
ALT 870 4

co ool oo oo
x

igr R TR PR
(1 0
5z 8 (10.8) 0
B Bk B2 5 ( 6.8) 1 ( 14
BRGRLIR 4 ( 5.4 0

R, BB RMRIE/ X A F—6 B (8.1%) | FFHERERESE 6 B (8.1%) . PhiXEE S
B (6.8%) . FARBRMEAEREE 54 (6.8%) . infusionreaction3  (4.1%) | EHEREREE
36 (4.1%) . KEB% - /MER - BEOTHI 3 6] (4.1%) . BEORERES 1 6] (1.4%) |
BIRHAREREE 1 6] (14%) RUMEESR 161 (1.4%) B3BH b, o, MEERRA,
BEIEMEARE, OFR. Bk, 1 BRE, WAL, PR, EbHERE R, TEEHEE
BEE, S - BEIRZL, BRMEERE, EBLMREE, LRAREERRH, Bk, 5&
SRS, DIEEEE, REEH MR OHEFLIZRED biviad oz, ABHERARIVRIRIIEES
% (BFEREMEREZ2ED) 280ENERERT,

(AEFNL A ) AT (BiEFHREZ) LOFRERE)

HEERIT 118/119 F (99.2%) IZEH LN, IBRE L ORRBENRBTETERWVWE
EERIL 87/119 Bl (73.1%) ITRO BN, FBERED 5% LOBERIZTROLEBY
ThoT,



R4 BARY S%RULOBHER (CA209142 BB (LRI RIKE)

BEIKRGER BIE (%)

EARE 11945

(MedDRA/J ver.20.0) 4 Grade Grade 3-4 Grade 5
2EHER ! 87 (73.1) 38 (31.9) 0 .

2 4 VI o ERIERS

: ) "igﬁ"""" _ (BRI
20 (168) 2 . (17 0
R 13 (109 2 (1) 0
B ECIR 8 ( 67) 0 0

i, FRIRERESE 24 4] (20.2%) . AFHAEREE 23 B (19.3%) | #EREE 16
Bl (13.4%) . BEACFRRMARNE/ I A 3F—13 #i] (10.9%) . FIEHEMER 76 (5.9%) .
EHSREREE 6 61 (5.0%) . BIBMREREE 6 Bl (5.0%) . EEOKEEE S 6 (4.2%) .
infusionreaction4 B (3.4%) . K&K - /NB&K - EEOTHI 46 (3.4%) . THREHRE
EE 3 B (2.5%) . FF% 3 Bl (2.5%) . DIBEEE 141 (0.8%) | Ak - BAMES 1 B (0.8%)
BOWER 161 (0.8%) 5B bhvie, Eiz, EEMESE, LHFR. HR. 1 BERA.
FR&E, LR %, BIRMARZERE, ERRNKES, LRERERH, K. &
E o, BRI, EILIIRD bR ots, ARBIERARIRILIZEESES (BRKRR
EERAFELZED) 2BUERBREETT,



[ - RE]

AFIOREREYBEEFAZFBA LEY I 21— a itk b, &% 3 mgkg (&
H) XiX240 mg & 2 BREHRE CRE LIZBROAKOMEFRESRE S, £0R
F. AH 240 mg B E L7BROBRERIL, AA| 3 mgkg #RE L-BROBRIER & g
LTEEZRTEFHESRZOD, BAABBECBWTEREIERI LTS H
% AE (10mgkg # 2 REBRCTHRE) TARZHE S LIZBEORZER & ik L TKE
ErRTeFPRlan (FR) . M2 T, EHROBEICBITET—FICESE, Al
3mgkg (FE) XiX240mg % 2 BMREIR TERE LZBEOAR ORER L AR
2tk L OREEZRETT 2BRBESET VBBE I, ¥EBEEIC O W THREBRTb:
R, ERROFE - AROB TAIMER U ZLMEICHBRERII VW E FRIShT:, ¥
7=, MSI-High 28T 2% - EIBBRE 0T —F 20 BEAERYEEBET V., Bk
BREOT—FICESEBEINZBBERSETNVERVWERFEBE 2. &4
3mgkg (FE) Xif240mg A BV A< 1 mgkg (KE) % 3 BEMRTHREGLE
BROREMICHRREZERIIE L2V EHR SN,

£5 AFOENIE T A —F

Fﬁ {f . }Eﬁ E ! Croax Cmind14 Cnvgdl4 Cmax,ss Cmin,ss ng,ss
(ng/mL) (ng/mL) (pg/mL) (ug/mL) (ug/mL) (ug/mL)
516 16.6 243 113 62.1 776
3mgkg QW | (355 708) | (107,245) | (17.1,339) | (750,170 | @7.1,107) | (42.1, 127)
727 235 34.1 159 87.8 109
240 mg Q2W (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
10mgkg Q2W | (147 219) | (512,792) | (190, 114) | (331,532) | (184,313) | (237, 386)

hRIE (5%, 95%R) . QW : 2IBRIRIMR. Cumex : FIEIREH ORFEMBEPRE. Cunas : FIEHREHR
14R BiZBT 2 BB MG FRE, Covgas : FIEHRE#140 B £ COFMBERRE, Craxss 1 EFEIRIBIC
Bif 6%%111@%1435%&‘ Chingss © ﬁ.‘pﬁﬁﬁg‘:ﬁ”‘ 6%1&.@.%*&&\ Cavgss : Eﬁﬁﬁ%b:%‘jéxﬁfgmig
i Es

Ebiz, AFOBEARpEBESAVEZFIALEYI 2 v—va itk XA
480 mg % 4 BEEER TR EUIBEAR O AL - RS THRE LIZBEOAH O Mm% F iR
ERREE NI, FORKBE. A# 480 mg % 4 BRI TRE Lo EREIZB T
BDEMIEPRE (UTF. TCagsl 23, ) i, AHl 240mg & 2 BB TRE L
TBRD Cavgss LBIIT 2 L FRISHTE (TR) . 7o, £F 480mg & 4 BRIFR TR E
LiEBRoEERBICBT A2EBLEFRE BT, (Cansl £V5, ) i&, &Al 240 mg
% 2 WHIMRTRE LIZBED Cons B L TREZRTLETFRISAZbOD, BAA
BEICBOVTAFENER SN TV - AR (10mgkg % 2 BEERTERES) TF
B2 E LTcBED Conss & B L CTIREZ R T & FREINE (FR) . M T, BEHD
BIEICRBIT 257 —ZIcE3&, AF 3mgkg (RE) Xik240mg % 2 @M. HLL
34K 480 mg % 4 WRIEIME TIRE LB OAFIORE R & Ao IIREM & o/
EREATABBRISETAMBERIN., ¥ZBEZ OV TRFRTON AR, ERO
A - BEOBTAEDER R 2MEICHARERZR T2V E PRI S,



R6 FAORYYIE T A —5

A - AR Conax ' Cind2s Cavgdzs Crmax,ss Chin,ss Cavgss
(ng/mL) (pg/mL) (pg/mL) (pg/mL) (ng/mL) (ng/mL)
516 272 31.0 113 62.1 77.6
3 mg/ky Q2W (35.2,70.8) | (16.5,40.3) | (21.2,43.9) | (75.0,171) | (27.1,107) | (42.1,127)
240 mg Q2W 7.7 383 437 159 87.8 109
(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
BOmg QAW | 159 207) | (155,47.4) | (37.0,748) | (145,336) | (27.5,137) | (621,187
193 99.6 116 396 214 275
10mghkg Q2W | (146 222) | (86.5,132) | (101,148) | (329,525) | (184,303) | (236,377)

PRI (5%, 95%R) . Q2W : 1AM, Q4W : 4BMIMM. Cuax : BN G4 OB MLIE il B
Crinzs : PB4 528 B B354} 5 BRMIFFIRE, Cavgzs : FIEIR5-%28H B % TOFEMIEPREE,
Croaxss : EERRIBICI 1T B BB MIEFBRE, Cuinss : EHRIBICI VT BRIEMFEPRE, Covgss : EHWRIE
12331} B T iE R AL



4.

BR

~

@
@-

Wiz >\
AFNOBRENEN2BEZZH - FEL., AFOREICLVEERRWERAEZRE L
T 5 Z EBMERED, LTOO~QD T X TE2MAETRBRICEBWTHERTS
xThB,

HERRIZHOWT
1 TiED (1) ~ 5) DWVWTNRNTELTIERTHDZ &,

(1) EAEFBKREFBET 50 ALRESEILREES ERER R A BRELE LR,

HIgAS AR FOEBEILRURIE. I3RS A RS HRREE R &)

(2) e EMEREART
() FERRMEDEET 2N ABREERE (5 ARREIEETEHbE. 25 ARRER

BAmbe, B ARREEEHEERBR L)

(4) SRALEFRIEE LR RE L, SRIEBBLRRREZ IR | USARIEFH LRSS R

2 DREREREITRDBEHET > TV D MR

(5) MUEMEEERILGEERNEOWREEIZR S BHEZIT> TV DHER

@-
i
@
s

2 F%'E%F@k?ﬁ%&wﬂwm%ﬁﬁwﬁﬁt+ﬁ&ﬂ%&ﬁ&%ﬁog
(FROVFRCEY T 5 ER) 5. YSBRe oAmc BT 3 IARORES L L
B S TNA S b,

EMMGRFRER 2 EOFYTHEZET LI-RIC 5 £ DR ARROBRIHE S
ToTWAZ L, 5b, 24 Hid, BNAEYREL XL L-BRBEEFOWES
TFoTWaZ L,

ERRFFERE% 2 EONPMELET LcRiIC, HILBEBEOBARMRELZED S
FLUEOBLEABFZOERZToTVD T &,

EffFREER 2 EONPMPMEZIET L-%RIC 4 FL EOBKREREEL TS
Tl 9B, 3D R, THILRREE OB ARMRE Y S UH LR FEORKIHE R
TTHoTWNWBZ L,

@ BENOERMFREROERITONT

ERRERERCRFT2HEENREIN. BELEILOFHRB D, ARME - &

ML AIER DB EE NEMZSIC S 5 ERIRM, AEEERRAE LEPEORE

ES

B, ERFCNIITONAEHINESTNEZ &,
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® BHER~DRIGITOWT
@-1 MERMAHIIZEE T 2 BHF

RIEMEBREOEERBIERARAE LEIC, 24 BRAZRER O T, Ykl X
FOEHEEERIC IV T, BRLUEZBIERICE CTAREER O CT Z0RIER ORI
BERREOERPYAPIBLN. EBICXHISTTRAERIE TSI L,

©@-2 BERWEHHEIC X A FEEAINICBT 2 BH: ¥

BABRCED 2FMNRMBEORELZ T 5 EREEEVEERAT=F ) 7
EEDIEBOAY Y ==V 7 2TVERE L FREE TE D F — SERAKH 35
FEnTHRBZ L, 2k, BEARICOVNT, BABE L ZORKCHHIAMSNT
Wk,

@-3 BWER OB ITB LT

BIVER (RIEMEMRBII A, EEFESE. LR, ik, BEHRMATE. KBR.
INBR, BEOTRL, | BEERR. BHERFK. IFARL. IF#iEEE. FL. B{urEmg
%, FIRBUSREREE, TEAMEREE, hREE, BEE. BIFES. Mk EEOR
JEFEE, FFIRMARZERSE, infusion reaction, EE 2 MIKMEE, MIRBAREMERE, B,
B, MEDSRBERIG . ARREN, LIRS (LEME) - 4RI - DEMEISURES) |
RIFEREE., IEEHM, BA%) X LT, YRERULEBERBBEOEMMELETS
EfiEE L RBIERORZE-CxHRICBE L THERVOXEBLZZITONIE&BIIHD Z
L) . EBICHEUZRABENTE 2KHINES>TWBHZ &,

11



5. RENRLL2HBE
(A5 5 FIH]
O TROBFIZBVWTAFBEMBERVOAKL A Y AvT BEFHEMZ) & Off
RABEORMERRENTNS,
o DBAMEFERERICHELLIBEURARERET BROBRE~A 70y T 5
A4 MREEM (MSI-High) *H7 2% - EBRAE

23, MSLHigh 2835 2 L ion Tk, =R~ (BETFHEBRZ) DI =
L BWEE (K754 : MSIRZES v b (FALCO) ) &AVTHBT 5 L,

@ TRRIZ %?6%%_ﬁ?éxmwﬁﬁﬁvﬁmﬁ&;owfm«$ﬁ@ﬁ%ﬁm
ML INTBLT., FHORGHL L RO,
o Tk IVURMEMEER. AXV VT ITFURTAY )TV EER
KFNIZ X BIRREED 2 BE
o INERRBIRIE
o AvVAa~vT (BETFHEHEZ) DSORBEERRIEHAL TRESNLDBE

(Z2HizBT 5 HEH]

O TRIEEYTIBEZOVWTEHAFORERERE SN TR I L, BEEIT
binwz &,
o AFNOESICHR LIBBUEDBEERED H 5 BE

@ BEAMOFHEICRBWTTRRICEY T2 BF IOV T, AFOREITHREI LR

D, MOEFRIEED 2 VEEICRY . BECAREERTIILEERETES,

o BIEMMRBOEHXIIBEEDH S BE

o MEEGRRE CHMERE LR D 5 BE R OTEEME O HUR BRI O G A &
EOMRIEMELRHOND BE

s HERERBOEH. Xﬂ@ﬁm&ﬁb<m@%ﬁwﬁaﬁ&ﬁ%m%&ﬁ@
B BE

o BBBHEE (GhsMRBEREZET) ObBE

o WEOBBEIBREEZAETHIAE

*  ECOG Performance Status 3-4 %6 g3

(O  gCOG ? Performance Status (PS)

Score Ex

0 |2 BEZTEBTE 5, FIRAIL AL A BAENBIRE AT 5.

| |RERITEBLWEBNHIIRS W22, SITHTRET, BRI > TOIERIIIT O & TE 5,
Bl - BVWRE, BHXEX

BATRIRECHSYDEDEY O Z LITT_RTHELMEZIITERY., BHD 50%L LRy FATBIT,

RONEADDEFDOERY DZ L LNTERY, AP 50%UEESRy FABFTBRIT.

- lwiN

2BV, BROFOEY DI LFLL TERV, BRIy FOMFFTEIT,

12




6. BEBRLTHERTREER

@

&)

®

AT OB L, BUEIRTEE NIRMT 2 RS IC B S X AFIORBIER CEERE

RADEDITHERRERETSICEE L THLERTHZ L,

BRI ES S, BEXIZORBICEDERERELZ HOBRAL, AEZE

ThbiRETsZ L,

FREWERADO=R VA Y MZ2WT

o FIEMERRRSDHPNDZ EBHEDOT, ARIOREICHE - Tk, BHRE
K OCRIREEE, Wk, REE) ORRRUHE X BREOEHSE, Bigrt+o
2475 2 &, Fho. BKEIEC TR CT, miF~—b —S0OhEELRET S
zL,

o AKOEEIIEED infusion reaction (2 X CRARIZT+L RGN TE 51

HE21T-o7z LCRtRT 5 2 &, E72.2 [B B LD AHFIE 51T infusion reaction
BHobhdZEbdbbd0T, AFREGPROAKRERERTRIZ AL Z VT A
vERET A%, BEOREBEHOICBIR TS Z L, 728, infusionreaction &
FH LU IHA I, éf@&ﬁ&or‘b&ﬁ:mé EETA ETCREE+EE
THZE,

o  HRBISEEREE, TEABEEERCRIBEBERHODLNEZLBHHDT,
AH| D # 5-BRRART R O SR P I ERBIC NI RERRZE  (TSH, L2l T3,
B T4, ACTH, i aNF V' —VEORE) #EBETHZ L,

o AHKOKREIZLY, BECHERINCERT 5 LB X b DkL REKBORER
BhobbNsZ bbb, BERRDLNHAITIE, BRLEFRIIL U
EFRRmE L BRREFOEN L EE U CEYRENZE ATV, BEORE
R X ABIER R EDN DB/, AFIOARETHIE, RURIBRER
NEVRIOBRESRERT AL, 28, BIBREFNVEOREITLYBIE
BOWENRDD bRRVWEAIIX, BIBRERNVE YV USNOREMTHA DB
bEET B,

« BRERTHE, ﬁﬁﬁm%ﬁﬁﬂﬁ@brmamwm#%ﬁ?é am%étb
ARENOBEHTHICHEWERORBICTDITERT 2,

. 1ﬂﬁﬁr(ﬂrlﬁﬁﬁr%an)#%abn %%F&&hT/b TR
CEZZLBHZOT, OB, B, BHSEOERORRCMBEED EFIC+
SEBTHZE, 1 BERRAGRONZHACIEFEEEZFILEL, 12 ) R
Hok5%o@E 2 0EEZITH 2 &,

o BUMERFR. FARE, FFBEESE, TR, BERER I HObND T amaa
DT, EHICIFEERE LTV, BEOREBEZ+OCBETSZ L,

AH OBRRRBIC BN T, REFHE»D 24 BRIX6BRZ &, ZnLBIX, 128

B2 L ICHEREOFMZIT o TV e Z & 228EIC, AFIREPIXEHHICEBRRE

THROMREITI Z &,
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REERHEETA R4 v

=R=7 (BEFHEEZ)

(R34 : 37V —RRRIE 20 mg, &7V —RRIHHE 100 mg, F7P—
FRAEAEHE 120 mg, 37V — RSB 240 mg)

~RIE~

SM2E 28 (Ff44E5 A%ED)
B4R @A



B

XL ®IZ

AEI DR 1EREF

B PR R AR
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1. xLwic

EERBROADE - BEMORERO DI, BAATTEEITESOLEIERER B KD
bb, &bz, MEORZENOESICL Y FIERERRZR L OB ERIERBS
FEEMPARENDIPT, o OEER T RICKLERBEICRMLT S Z L BRED
MELR-oTEY BREMBOEE & DO EAT #2016 CER 28 45 6 A 2 BREERE)
RWTH, EFNERRECHEAORBEHEELZRLIZ L LI TND,

FREARFERRMIL, REERASEZEM T 7 7 A VEBEGFOERL LA LNICRE
RBEZENHD, ZOH, BHMEVREMICETAERS+AERT 5 £ TOM,
WMHERKBOBEZBIZI DI EBHFINIBEFICH L TEATSI L L b, BIfE
ARRER LB LERN SR L5 2 LN AR —BOEF & T ERERE R
TAHLWEETHS,

L7zdlo T, AFA RTA Tk, BRERSLZINETIZELN TV S EREER -
P RMICESE, LTOERRORERERZHET 2B MLERER, B2
FROEEEFRETRT,

B, ATA BT A 00, BIATBIEANER A ERBBRRGHEE, AREEEANBRAR
REIERES, —RAEMEA B RBRERARES, HEFEFFEEIEAN A AREFZSOWH
S0 b EERR LTz,

KR ERBDERS : 70— R REEFHE 20mg, &7V — R RFEHHE 100mg, 37
—REREHFE 120 mg, A7 V—RRFEHE 240 mg (—&% : =
A< (BEFHEBRZ))

HRERBHEIIBE : RIGVIBRTREREST - BROREE
RIERICBIT DR HBRIE

HBLRAIBERCAR . <IBIGBIBRTNRE/ET - BRORER >
BE., RARR=RV<T (BfFEKEz) & LT, 1E240mg
% 2 ERIRIFE I 1 6 480 mg % 4 BREIFR CRIEFET 5.
fh OHUEMIEER L O3 2B A1 BE. RAZIZ=A <7
(R FHE#Z) & LT, 18 240mg % 2 BRFIRHMR. 18 360 mg
% 3 ERIRRRXIT 1 B 480 mg % 4 BREIERCREFHFET 3.
<EEBITBIT DINBMBRIE>
BE, RARR=RV~<7 (Bf-FHE#z) L LT, 1H240mg
% 2 BRI XL 1 [E 480 mg % 4 BEBRECRBFHFET S, &
L, BEHMX 12 VAMETET 5,

B R R EE ANFRLTERKSHE




2. FAOKK. ERBFF

A7 —RRETE 20 mg, FUATREEHE 100 mg, FARERE 120 mg RORAHES
¥ 240mg (—f4 : =AN~T7 GHEEFHEBZ) . BLF, [XRA] Lvwd,) ik NEE
MIEHRREH L AF LYy 72 AT VXM v ¥ —X 2747 (BMS) #h)
D3BAFE L7zt | PD-1 (Programmed cell death-1) 1Z%3" %5 & MR IgG4 £/ 7 u—F Vi
hkTdhHs,

PD-11%, &AL LY L 5Bk (T MM, B MR U F=254% 5 —THK) RUE
BERAMIRICFEE T 5 CD28 7 7 X U — (T MR DOIEM L MBIRIZIE L ALK 54
F#) CRTA2AKTHS, PD-1 RHIFRFMIICRE T2 PD-1 Y ¥ F (PD-LI
RUPD-L2) LAEA L. U o ERICHbMES 72 EEL TY U BROTEE(LIREEZ
AT LT3, PD-1 U Fy FEIRIR MM & b DRk % 7R ERHEBRIC T
LTHY, BHEEGHEREH»OUIR LIZERERICKT S PD-L1 ORBR LIFEROAESF
W & OMICADHEBEMRRH B Z L B3 S TW5 (Cancer 2010; 116: 1757-66) ,
¥/, B EAERE TITEBREE T ARSELTEA VI —Tza < (IFN-y)
2L 2 TPD-L1 ORRSFEI N, BB LI EEERICRIT S PD-L1 ORH L HifED
AFFHIE L ORICEOHBEBFR}H 2 & O®EHH D (Sci Transl Med 2012; 4: 127-37)
X b2, PD-L1 ZHIRE G NAMKRIX, FURRFRM CDS B T MloMREE
EHEZREE &® 528, Hi PD-L1 HifkT PD-1 & PD-L1 & DfEAZAET S L 20N
BEEENEET I EBREINTVD, O L PD-1/PD-1 Y F v FEEIL, A
AR TURRE R T IR D OWBEFEETIHFDO—D2 L LTEL LA T
5, :
AENL, FEERBR O RN B PD-1 OMMIRSEEL (PD-1 V U AR IT/4 L.
PD-1 ¢ PD-1 U TV FEDOBEEZAETHIZ LICL Y., BATUBIERNR T MRROE
MR OB A MBI ST 2 MR E BTG & IR T 5 2 L TR R TUEEI R 27T
TLRERINLTNS, '

INODMEND, ARITEBEMEBICK T 2 RGREICRVES Lo L #iF I,
REBBELRE LEBRERAREER L, A2, TEMRVOBEAESHE I,

AR OVERBFICES GBEDRZERISIC L 3RIEAS RS bbh, BRI
EDFRERERDH D, AFRIORETRURERITIE, BEOBEL 2TV, BFEIFR
D LNTCHAITIE, BHR L IHFRITS T BEMR 2 M & R 2 RO ER &8 L CE
B2 ERIZWT 21TV, BEDRERIGIC K 2BIEARREDN 25T, BIBRESV
FUVRIOREEDEYRLE AT I BERDH D,



3. EBRERHUE

O AALZEERITIEE L - RIBUIRRRERET - BRORER. OQRERIZRBITS
MR EIRE. RUGLERIERISRDIBIBYIBRAFREREIT - B ORERE DA
M Z T e ERBERROBEE TR,

(F2hiE]
O HEPEEERBIARERE (ONO-4538-24/BMS CA20947335R)
7ok IV RREREES LR T T FFR8E 2 S DAL RRIEIC RS XX
At OIRIGEIRARERET IIF R ORIERBE 3886 (AARANBE2746Z ST, AA
BE1934), XTRBEEL954)) ZXRIT, 7 Y U RAEMEREA (FE ¥ 2K
N7 Y FEEN) ERRE L TAA40 mgZ 2 BARIER CRIGFFE L & S 0FAMER
VRN 2R Lz, TETHMEE THH224EFHM (LLF,. Tos) Lws, ) (fi
& [95%IERERXRI] ) 13, AFIFET11.17 [9.99~13.73] 1 H . *FHRBE T8.54 [7.20~9.89]
ARATHY . AFEIIBBEIC LRH2ZNICERRERZ R LE (Y — FH0.79
[95% S #HIX M : 0.63~0.99] . p=0.0381 [/BRllog-rankiRE] ) .
* . M Z FRAKMPICOVTIZTS ngm? %3 BHBRTHRIRNER S, <7 Y ZFETo0TIE,
100 mgm?Z 7B %2 1914 2 VL LT, 8L, 8, 15, 22, 29K V36H BIZRFIRAKRETHZ 2 L sh

by
1.0 ey
0.9 \
0.8
0.7
0.6
g 05
0.4
0.3
0.2
0.1
0.0 i ‘ \ . i i A \ i A ey . ; A ; i
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
at riski¥ S#HIRI(A)
AR 193 170 158 139 120 105 89 77 65 55 38 20 13 10 6 4 3 0 0
HEw 195 182 157 116 100 79 66 55 48 39 26 16 11 6 2 1 1 1 0

®1 OS ® Kaplan-Meier Hi#f (ONO-4538-24/BMS CA209473 3ER)



@ ERLFRFMAERR (ONO-4538-43/CA2095777RER)

TR RETRRIRIE " I X 0 RBEER5E2 RS (BLF, pCRI &WH,) @R Db
IRHro T BB OWHRBET94 B (BARANBE 63 Pl &, AKIHE 326, 77
R 262 H) ERRIC, TTERERBE LTEH 240 mg % 2 @MEAR T8 E (16
BE) ., To%koEE @ EERSD 2@H%E) 25 480 mg % 4 B CRIFHE

(BRE 12 7AME) LilEOFHERVLZ2EERFT Lz, ZEFMER TH 5 85
AR (PRAE [95%ERXM]) 1X, AAIBET 2241 [16.62~34.00] B A, 77E&R
BET 11.04 [834~14.32] HATHY, AEBIT 7 ERBIIK LT ZRICHE B RIE
RER LI (Y — R 0.69 [96.4%(EHEXH : 0.56~0.86]. p=0.0003 [JE3! log-rank #%

E]).

1 LREREDO VY A R OSH#RBRETX. National Comprehensive Cancer Network (NCCN) X i
European Society for Medical Oncology (ESMO) D H A FF A Mz #8 U 7= ARREBR D EHEE X il Hbigk
R AIEMBREITO Z L LS, EEL, CFREIASANBEEBERZEL L VA
L3ni, : :

*2 : $iFHR DIRIRARRR AR A T, American Joint Committee on Cancer (BATF, [AJCC] &V 5,) fR#i%
B B7R TES ypTl Lz ypN1 U L Th B Z L EBEENE,

*3 : FIRIRHTIREIZ ATCC /BRI (B 7 hR) (S < BRERRH I o/ GEHAE L RL)
XX EREAMZIRE L T5RELEEXIIREREVHELIAN b,

*4: FIC X Y EERELIYBRINERESEBI AN b,

1.0 B
09 { 3 —— FHIH
08 { -o-F75eRE

0.7 A

FRHHES

0.1 A

0.0 T L] ] L) L) T Ll T Ll T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

- P 7E AN ()

AKIB¥ 532 430 364 306 249 212 181 147 92 68 41 22 8 4 3 0
755 262 214 163 126 96 80 65 53 38 28 17 12 5 2 1 0

X2 R4 O Kaplan-Meier Bif (ONO-4538-43/CA209577 3B




® ERRIEFFMBREBR (ONO-4538-50/CA2096483A5R)
{LRERIBRDORIGYIR AR LT - BROBEBRBE970 # (AAANBE 394
Blegte, KFI+A Y A<7"2 (AT, INIVO/IPL) &5, ) #3256, A&+~
NERUZUNVERVARTTF U ERETbERE? (LLF, INIVO/Chemo] &VV5, )
BER1F, oVvAauS VRN RFSF o egt{bERE (BUF. [Chemo) &\
5. ) B¥324 ) ZXFRIZ. Chemo Z XML LT, NIVO/IPI &2 T NIVO/Chemo DA %)
HROREMEEZRET Lz, EEFMBEIEBIX, tumor proportion score™ (LA, [TPS) &
W, ) S1%EMCEIT 2 EEEAESR (LT, [PFS) &5, ) RU'OS TH Y,
BIREHMBER & Sz ITTEMICIBIT 5 PFS KU 0S MRt & -, FDHE, TPS=
1%EMECITT £FIZBIT 5 0S 122V T, NIVO/IPI # & U NIVO/Chemo #1X Chemo
Bzt L., B ERICABERER 2R LIS,
1 REABTHORECRVCRELEEIBRRAE LEE (ZICRFELERENSL) LBl ah,
KEDAR, KEE~OWLPRBELEDRVEENYRE Shit,
*2 : &K 1 H 3 mgkg (HKE) % 280K, 1) sv7 (BETEKRL) 1H 1 ngkg (KE) %
6 BREEIFE CARSE Lz, SRRERIZRN T, AR2EACEEL, f¥Y AT (BE
FHRMZ) IXEFOBRELT 15 30 AU LOMBE BV TREZBM Lz,
3 48ME 1A 70E LT, &KL 1E 240mg % 2 BREERE. 743400720 800mg/mY B %%
YA IND1IHEENLSAEET GBRE)  YXAFFFV 0mgm* 2 /YA 70D 1 BBICH
BRI Uic, AH & LSEREL R B ICRET 2 BANAR ZRACREL, Tt TN

BRIV RISFAIRBIOBERTNL 30 2L ELRBE BV TRERBE L,
*4 ; JEBHARRICE T 5 PD-L1 2RB L ERHERAED 2BE L Shi,

#£1 HFOMORR QRIE1ABRAT—F Iy bF7)

TPS = 1%4EH ITT 4
NIVO/IPI & NIVO/Chemo & Chemo ¥ NIVO/IPI &% NIVO/Chemo £
(158 %) (158 #51) (157 &) (325 1) (321 #1)
T;‘;j'% 4.04 6.93 4.44 2.92 5.82 5.55
[95%CT] [2.40, 4.93] [5.68, 8.34] [2.89, 5.82] [2.66,4.17] [5.55, 7.00] [4.27,5.88]
pps T RIS 1.02 0.65 L} 1.26 0.81 _
[95%CI] ! [0.78,1.34] *2 [0.49,0.86] "3 [1.04, 1.52] [0.67,0.99] *4
pfE™
-y 0.8958 0.0023 o 0.0355 _
(%Zﬁﬁ (0.015) (0.015) - (0.015)
?’jﬁf 13.70 15.44 9.07 12.75 13.21 10.71
[95%ci] [11.24,17.02] [11.93,19.52] [7.69, 9.95] [11.27, 15.47] [11.14, 15.70] [9.40,1:.93)
o8 = RH 0.64 0.54 N 0.78 0.74 .
[95%CI] ! {0.49,0.84] *¢ [0.41,0.71] *7 [0.65, 0.95] *8 [0.61, 0.90] *°
pfE™
0.0010 <0.0001 0.0110 0.0021
(:f;ﬁﬁfﬁ (0.014) (0.005) (0.018) (0.009) -

CI: {EHEXR. *1: TPS21%EM TIX ECOGPS (0, 1) RUEBIESEEE (1ELLT, 28 L) 2BRERTF L L7=ER) Cox bl
P— REF)L, ITTEFTIZBCOGPS (0, 1), HEBREAAES (1ELT, 2M@MUE) RU'PD-L1 HERER (TPS=1%, TPS<1%Xix
HERE) 2BHETF & L7ER Cox A YF— FEF, %2 BEKEETHR LTz 98.5%ClL 1% [0.73,1.43] ThHo7o, *3: FBAK
HEIZ RIS L7z 98.5%CT 12 [0.46,0.92] Th o, *4: AEAWEITHR Uk 98.5%CL i [0.64,1.04] ThH-o7e, *5: [EH log-rank HRE
(Cox LN — REFN E EKEOBYIATF). *6 : TRMBITICE T 5 EBKEITHE LT 98.6%CI iX [0.46, 0.90] Tholz, *7:
hRREATIC 31T B /KM SRS L7z 99.5%CI 1 [0.37,0.80] Toh o7, *8 : PHIEITICI T 2B EAKIECIG Lz 98.2%CI iX [0.62,
0.98] TH-o7Tz, *9 : FRIEITICI W 5 A BAKEEIZTIS Lz 99.1%CIL ik [0.58,0.96] THote



o6 NIVOTPIHE E . 5
E 05 05 ] \:""y&, /
% s )
wl 2 ."n m’ﬂx
g 03 + g 03 *. A“.""’l'
- 5 ™
0.2 Y 02 gy gy
- Chem =
01 ] Chemob B ke e 01 oft *y -40-4--4—--*
| O T e (OO
o 3 & 9 12 15 W 21 24 T 30 3 3% N 0 3 6 9 12 15 8 21 24 27 30 3B 3B 3B
Number of Subjecs st sk FIFABITIT 00NN (3) Numbar o Subjects Rk RTEABHTTREOHR (2)
NT\I'(}'I{}? 16 116 93 89 63 S0 40 M 2 N 9 4 ] ! 'Ig ?‘3 129 105 88 70 S3 3% 22 16 4 2 0 /]
57 135 105 72 S2 38 2 8 4 2 1 1 [ 1“51 135 105 72 S2 3 N 12 8 4 2 1 1 [
X3 OSDKaplan-Meierfi#it (ONO-4538-50/CA20964838%)
(TPS=1%42FH)
1o 1.0
0y o8 "‘.\
08 0.8 \;\
; 07 § o7 b Y
0.6 06 * \\
E NIVO/IPIEE E n NIVO/Chemok¥
05 . - o5 N
® .y = .
04 - 04
02 Chemollf e = € 02 . SIS
M‘—O—{—O-b -4+ Chemof¥ M—i—o—# -tp
0.1 0.1 —_
L T T T T T . p = : L T | T T T T 0.0 T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 3B % I 0 3 6 9 12 35 18 21 24 27 30 33 36 3N
Namba of Subjecs st sy, RIEBFHITREOHR (8) Numberof Subjecs sRis  TREABIHITREORMM (7) _
NIVO/[;S? 274 232 191 166 129 97 77~ 55 3 2 12 & ] oy ::' gﬁ 253 203 163 133 92 60 40 26 12 4 1 1 o
324 281 229 171 131 93 56 4t 3 9 s 2 1 ] 324 281 229 171 13t 93 56 41 23 9 S 2 1 ] [

K4 OSDKaplan-Meierfi#it (ONO-4538-50/CA2096483AH%)
(ITT4R)



(PD-L1 ZBUR LA DA M)

EpEE RS IFERER (ONO-4538-50/CA209648 3RIR) ITHAANBNIZBEDT —F
IZHES& | PD-L1 ORBRRRINCFNT 21T - oA BRI E2ED) RURE
HORRIILUTOEBY ThoTz,

NIVO/IPI % T} NIVO/Chemo (ZBI LT, PFS KT OS DWTFRNIZE VTS TPS<1%D
AEEMATIX Chemo & B LEERBEMIIRD bhiehoTe (K2, K5,

723, PD-L1 ORFRRIZ L 6T, ARORZEET 07 7 A VTR TH -7,

22 TPS<1%DAEZMEDORE (ONO-4538-50/CA209648 BAEY)

TPS< 1%4£F"
NIVO/IPI NIVO/Chemo & Chemo B
(164 ) (163 4) (166 %)
T;;E 2.83 5.55 5.75
PES [968C1] [1.68, 4.17] [4.44, 6.93] [5.39, 6.971
AP — R 1.45 0.95 .
[95%CI] *2 [1.13, 1.88] [0.73, 1.24]
Tﬁgﬁ% 11.96 11.96 12.16
10.09, 16.03 9.86, 15.54 10.71, 14.00
oS [95%CI] [ ! [ ! [ !
NP— R 0.96 0.98 L
[95%CI] "2 [0.74,1.25] [0.76, 1.28]
Cl:{E4aXMH. *1:PD-L1 YEREETH > = BE RN S, *2: FEF/H Cox
AN — FEF
1.0 @
g E 087
3 = 0.6+
o 5]
: g |
204+ NIVO/IPI## 204+ NIVO/Chemo#¥
z g
2 2
A 0.2 B, & 0.2 Bo, Atk
- O@---0
4 Chemo® — S0 . ~
Chemo#&é
0.0 - 004
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Number of Subjects at Risk HEABHT T OO () Number of Subjects at Risk EABERT2 LMW (A)

NivoTRIé]64 136 114 91 75 64 45 35 22 13 11 3 2 0 O NIVO/ChemoB¥ 163 150 124 98 75 63 39 24 18 10 8 2 1 1 0
Chemolt 166 145 123 99 79 57 35 29 15 5 3 1 0 0 0 Chemof?t 166 145123 99 79 57 35 29 15 5 3 1 0 0 O
5 OS ?® Kaplan-Meier #i#t (ONO-4538-50/CA209648 3AER)
(TPS<1%4H)



[Z4£iE]
O ERERSMAARE (ONO-4538-24/BMS CA20947375k)

BEERIIAFEE 172192 51 (89.6%) . XIFRBE 192/194 B (99.0%) IZRBH b, Th
BRIK L DR BRBEURMBE E TE RWVAFFRIIAFIEE 129/192 1 (67.2%) | xtFRHE 185/194
Bl (95.4%) IZ58H bviz, WTENDL OB CHREEN S%ULOBHERIIR I DL BV T
Hol,

£3 WThHOBRTRARR 5% EOBIER (ONO-4538-24/BMS CA209473 BAEY)

s FlE (%)
Bl I ' SRR
p 192 41 194 )
(AL % Grade  Grade34 Grade5 & Grade  Grade3-4  Grade 5
ZRIfER 129 (672) 33 (17.2) O _185__(95 4) 127 (65.5) 2 (1.0)
R LB T AR UL oL ;R
B2 23 (120) 1 (0.5) 7 (13 9) 2 (1.0)
%97'%{“ 17 (8.9) 0 9 (4.6) 0
— sae 0 0 97 (0. o
SRR ORB TG SALRERERE
15 (7.8) 2 16 (82) 0
14 (7.3) 0.5) 42 (21.6) 9 (4.6) 0

54_(22.7) o 0

0
75 (38 7)) 58 (29.9) 0
0

- 7 w—
0 4 (12.4) 0
0 16 (8.2) 0
0 31 (16.0) 0
0 0

13 67103

o

4 (2. 0 47 (24.2) 19 (9.8) 0
TR RRIBD E 1 (0.5) 0 0 36 (18.6) 27 (13.9) 0
FEENELT R FE 0 0 0 20 (10.3) 20 (10.3) 0
B i BRI AE 0o 0o 0 16 (82) 14 (72) 0
GERAPIUSSEMES D e E
R 0 0 21 (10 8) 1 (0.5) 0
L. . 00 1768 0
AR 2
R R 0 0 14 (7.2) 0
FHEEERL = 2 — 1 F— 0 0 47 (24.2) 1 (0.5) 0
KM= 2 — B F— 0 0 21 (10.8) 1 (0.5) 0

B, ARBIZRBWTHRRIREREREE 22 B (11.5%) | BREUHMARIE/ I F/3F—15
Bl (7.8%) . FFHSREREE 13 1 (6.8%) . FIEMMRES 12 Fl (6.3%) . #HXEE 8 4



(42%) . EEOKRERE 46 2.1%) | EEHM 3 5 (1.6%) . L2 4 (1.0%) .
EHREREE 2 B (1.0%) . FF% 1 1 (0.5%) . KIBZ - /MR - BEEDOTHI 1 61 (0.5%) .
THEAMEEREE 16 (0.5%) K infusionreaction 1 #i (0.5%) MO LNz, £/-, B
FERTEARE, LIk, ik, | BERR, FAE, BEERER, BIBHMERE, X -
BEREsc, BARMARERE, EER MRS, MRERIEGRE., Bk B S 5ER
RS IIRD bk o, RBERARTLRLIIBESSR (HBRREERE LS

) EEUEFHHERETT,

©® ERREFBMIEAER (ONO-4538-43/CA209577 ABR)

HEHERIIAFIRE 510/532 F1 (95.9%) . 77 B REE 243/260 51 (93.5%) 1238 b,
TR L OREBRMBEE TE RWAEBZIIAFRE 376/532 B (70.7%) . 7 7&R
B 119260 1 (45.8%) IZRBD bhlz, W MADORE THRIRN 5%LL EORIWERILR 4
DEBYTHoT,

£4 WThPORTRREEN 5% EOBIIER (ONO-4538-43/CA209577 B

= Bl (%)
=gl p: TS
%ﬁfDRA/J 23.0) 532 260
5 b ol % Grade  Grade3-4  Grade5 2 Grade  Grade 3-4  Grade 5
2 | 376 (10) 71 (133) 1 (. 2) ;19 (45. s) ' _15 (s 8)_ 0
TH 88 (16 5) 2 (04) 0 39 (15. 0) 2 (08) 0

B s, sem—— (8.8) 0 0 13 (5.0) 0 0
icar e 1.\9_'?‘ f' l,_‘k’;_dif T_:ﬁm ‘\*" -&Q“?g:-_. ﬁifﬁ?ﬁ o AT P LA BRI ST S ]
53 (100) 2 (04) 9 (3. 5)

52 (9.8) 4 (0 8) 10 (3,8)
WD B e i T P A T AR

“7:</\7¥/B&°7 /'1~29(55) - (04) ' 10 (3.8)

TYAT =T LM i ) .
AR RS R = TR &4
RRBERIETE 50 (9.4) 0 0 4 (1.5)

Eﬁmamabméﬁé N 35 (6 6) 1 (04)
Eélﬁﬁﬁ? 30 (5 6) 1 (02) 4 (15)

B, AFIBCE W THRIRRMSERESE 89 41 (16.7%) . FFREREE 49 B (9.2%) . #
IREEE 35 6 (6.6%) . BRAAFRAARIE 33 61 (6.2%) . RIEMERRR 26 B (4.9%) . /LHg
B 11 41 (2.1%) . infusionreaction 10 %] (1.9%) . EEDKEEE §H (1.5%) . B
BREEE 761 (1.3%) . KIBK - /MBK - EEOTH 768 (1.3%) . AR 4 ) (0.8%) |
D% 36 (0.6%) . BIBHEEEE3 G (0.6%) . 1 BBERA 141 (02%) . %%H)Rmé
FRRE 1 6] (0.2%) | EH 141 (02%) RUBER 15 (02%) B’BH LN, £z, &
YOSk, TERABERE, BUEMA. R, Hik, B LRARERS,. Bk

10



PSR, FREFEREE. MEEHMm. BAEMEE, EERMEEE RO - BEAITED
Shiaholc, FEWFARRRRIIBESES MAREEREZET) 2F0RHRHR
2T,

® EEEFRFMERE (ONO-4538-50/CA209648 FRHK)

AHEHESIL NIVO/IPI B 316/322 #] (98.1%) . NIVO/Chemo ¥ 308/310 1] (99.4%) .
Chemo &f 301/304 B (99.0%) IZFEH B, BREL ORRBERBEETERVWEESF
1% NIVO/IPI # 256/322 % (79.5%) . NIVO/Chemo #f 297/310 # (95.8%) . Chemo
B 275/304 ) (90.5%) IZRBW biviz, B, EERAEEFFRILNIVO/IPI ¥ 214/322

(66.5%) . NIVO/Chemo & 180/310 5] (58.1%) . Chemo &¥ 128/304 fll (42.1%) 23R
bz,

WO CTHERN 5%ULOBIERIIR S DLBY THot,

x5 w-;'n»:o#?ﬁﬁms 5% EOBIER (ONO-4538-50/CA209648 )

oy Bk (%)
%g;f;gﬁﬁ NIVO/IPIBE NIVO/ChomoR¥ ChemoB%
(e 32245 3106 30447
4£Grade Grade3-4 Grade5  %Grade Grade3-4  GradeS  £Grade Grade3-4  Grade S
éﬁ'H'F}ﬁ 256 (79.5) 102 317) 2 (0. s) 297 (95. s) 147 (474) 1 (0.3) 275 (90. s) 1os (35 5) 3 (1.0)
T T 3 T o

|-_.‘e\u.) S e P
SRS aﬁ-ﬁa‘ﬂ

ﬁm T ) ‘_.12 (37) 2 (06) 0 93 (30.0) 30 (9.7) 0 67 (22. 0) 17 (5 6) 0
SFRBRIBAIE 29 (94) 8 (2.6) 0 20 (66) 7 (2.3)
S =RT \; AT aF: -
T o --’*J’Lﬁfﬁ; -
Eﬁkm&ﬁemﬁﬁ 20 (6.2)

FLR BRI AR T AE 43 (13 4)
i3 7 (z 2) 1 (0.3) 0 59 (19.00 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 (15.1) 6 (2.0) 0
B 26 (8.1) 1 (03) 0 182 (58.7) 11 (3.5) 0 158 (52.0) 8 (2.6) 0
nVsﬁ 14 (4.3) 0 0 98 (31.6) 20 (6.5) 0 71 (234) 5 (1.6) 0
18 (5.6) S 2")‘_ 0 56 (18.1) 7 (2.3) o 49 (161) 9 (3.0) 0
Wﬁﬁ@%&fw AT RPN T RGO 3 SRR i e SN R v
#=IE 7 (2.2) 1 (0.3) 0 20 (6.5) 2 (06) 0 17 (s 6) 2 (0.7) 0
g 29 (9.00 4 (12) 0 61 (19.7) 7 (23) 0 50 (16.4) 11 (3.6) 0
‘e 12 3.7) 0 0 50 (16.1) 1 (0.3) 0 45 (14.8) 0 0
FERR D S E 4 (12) 0 0 33 (10.6) 8 (2.6) 0 26 (8.6) 4 (13) 0
FAHER AR 0 0 0 17 (5.5) 0 0 12 (3.9) 0 0
_ E# 26 (81) 1 0 0 0 10 (3.3) 0 0
CERRE R '
;;i;i;ig”:7y 25 (18 7 (22) 0 18 (s8) 2 (06 0 8 (26) 0 0
TANRGXLVBTI)
7;17 YRZ7=Z7—EH 29 9.0) 4 (1.2) 0 16 (52) 2 (0.6) 0 6 (2.0) 1 (0.3) 0
7 L7 F= 8 5 (1.6) 0 0 39 (126) 1 (03) 0 32 (105) 1 (0.3) 0
3;1;;;;/ A 0 0 0 19 (6.1) 0 0 9 (30) 1 (03) 0
FEREE 2 (0.6) 0 0 65 (21.0) 25 (8.1) 0 52 (17.1) 24 (1.9) 0
/RIS 6 (1.9 0 0 36 (11.6) 3 (1.0) 0 32 (105) 5 (1.6) 0
._emmm» 3 (09 0 0 43 (13.9) 11 35) 0 28 (922 6 (2.0) _T(_)
. Byt _ S -0 ’ :‘ﬂ I R

TR

Yy am 508 5@ 20 64) 17 (3) 1963 9 (0 s
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A (%)

BEAKSE

B NIVO/IPIEE NIVO/ChemoR¥ Chemo®¥
%ﬁfnwjm 2.0 3226 3108 30445
#£Grade Grade3-4  Grade S 2Grade Grade 3-4 Grade 5 2Grade  Grade 3-4 Grade §
X80 19 (590 5 (16) 0 132 (42.6) 13 (4.2) 0 130 (42.8) 9 (3.0 0
R R S R R R O R TR VS T SR R
KREAE 4 (1.2) 0 0 19 (6.1) 0 0 17 (5.6) 0 0
FME= 2 ST — 1 (0.3) 0 0 20 (6.5) 2 (0.6) 0 15 (49) 1 (0.3) 0
ﬁsﬂé&mﬁ:—:—un 1 (03) 0 0 26 (84) 1 (03) 0 16 (53) 1 (03) 0
i;wﬂviﬁ;ﬁ}ﬁ““""“ Lo ARG i
Emﬁaﬂﬁg 1 (o 3)
L'?-:< Y 2 (o 6) 0 0 42 (13 s) 0 0 53 (17.4) 0 0
| Mewwg 2062 702 0 15 (48) 1 (03) 0
R R R T N R T
ezt 2 (0.6) 0 31 (10.0) 0 0 32 (10 5) 0
% HHEIE 43 (13.4) 3 (0.9 0 23 (7.4) 0 0 2 (0.7) 0 0
b33 55 (17.1) 7 2) 0 24 (7.7) 1 (0.3) 0 5 (1.6) 0 0

7233, NIVO/IPI BEIT 38\ T R AR RERRE 70 1) (21.7%) | FFHSRERESE 42 51 (13.0%) .
FIEMMER 26 B (8.1%) . BABBMARIE /I A /3F—23 6 (7.1%) . TEAHEERE
E 204 (6.5%) . BIBHIEEREE 176 (53%) . HEEE 166 (5.0%) . EEOKE
BEE 14 61 (4.3%) . KB - /MBS - EEOTH 10 #] (3.1%) . infusionreaction 9 51

(2.8%) . BHREREE S Bl (2.5%) | FFk 6Bl (1.9%) . UIEEE 66l (1.9%) . 15
ERIR 4 B (1.2%) | BER 4 6] (12%) | BR2 61 (0.6%) . L%k 241 (0.6%) . E
FL2#l (0.6%) . SLHEER1H] (03%) . FELHERER 1 H (0.3%) . EEHM 1 5]

(03%) . EEZMKEE 14 (03%) . FHARMLZERE 1 6] (03%) RUBMEK - il
R1H) (03%) BB b, o, BEMENE, BHEFR. A2, LRERIER
B R ORFEHBIEEED bR o7, NIVO/Chemo #EIZI3\ TR RIAREE, I
FF—93 B (30.0%) . FERFEE 83 ] (26.8%) . EHEEREE 74 B (23.9%) . AFH%
BEREE 32 41 (10.3%) . HIRERBESAEREE 30 61 (9.7%) . RIEMERIRA 18 61 (5.8%) |
KIBK « NBS - BED TH 8 4l (2.6%) . BIEREREREE 6 B (1.9%) . infusionreaction
6% (1.9%) . EELMKEESF (1.6%) . LEEE 45 (1.3%) | #IRDLEERE
361 (1.0%) . TEAEMEREE 2461 (0.6%) . 1 BERRF 2 6] (0.6%) . S&HEK2
Bl (0.6%) . BEEOKEEE 16 (03%) KU 141 (03%) BRO LI, ik,
EIEREE, DK, B, BUERFK. FR2, FFA. BLtERRE &, MK - BERER.
MEREREMGERE, A, A, RIFRERCEEHMIIED bhizdolz, KEIEAR
BRPIIBEESRS (BERREMBREEZEL) 2B80EHBRETFT
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[ - &)

AR OREFAEYEBREEFTNLVEZRBA LY I 21— a it kv, K5 480 mg & 4
BB TEE L2BROFRM O MEFRESRI SNz, ZO/RR. &K 480 mg & 4
ABRTERE LZBOBEREBICR T 2 FHMEPRE AT, [Cagsl £V, )
12, AF 240 mg % 2 BREIRIRE TR E L7 D Cops LERIT 2 EFRISHE (FR)
FE7o. &K 480 mg & 4 BREIBIR CIRE LE-BOEFRBICB I 2 EEmnEFRE (U
Ty Craxsl &5, ) 1, &AH| 240mg % 2 ARG TIRE L72EED Cuaxss & HLEEL
TREZTRTETFRASINZ OO0, BAABEBIZBWVWTEEFEP ERB SN TWS A -
A& (10mgkg % 2 BREERTEES) THAAZERSG UTZBED Chaxs & B L TIEREZ R
TeFRENE (FR) M2 T, EHROBEICRBIT AT —FIcEIE, &5 3 mgkg

(RE) £7213 240 mg & 2 BREFFRE. 3 L < 134A 480 mg % 4 BREIFMR TR E L7
DOAFIORFBER L AHMEIIREM L OBELZRFTT 2BRERSET VBRI, 4
FEEICOWTREMTON I ER, EROMAE - REOM TADMER R IC B
RERIRVETHSNE, £, REBBEICRBITAT —FITEIEBELRER
ISETFNVEFIALT, A4)3 mgkg CBRMRTERES) | 240 mg 2 BRMARTRS)
it 360mg (3 BRI THRE) LAY AvT (BETERL) 1mgke (6 BRIRMR
TRE) 20t LEZBROFDIEROZEMERM LR, LRRORE - AERORTH
ZER NZEMICHARZZR T2V E TRl E N, S HIT, A& 240mg 2 BHMERT
BE) Xix480mg (4 BERERCHRE) LIFREZHALEEROEIEROELME
et L7efE R, LRROAE - AREOB THEMMERORZ2MICHBERZRIT 2V E TRl S
iz,

£6 FROEBBIE T 2 —F

Fﬁ ? f . Fﬁ E Crnax Crind28 CAvgdZS Cmax,ss Cmin,ss Cavg,ss
(pg/mL) (pg/mL) (ug/mL) (pg/mL) (pg/mL) (pg/mL)
A 51.6 9] 31.0 113 62.1 77.6
meke (35.2,70.8) | (165,403) | (21.2,439) | (75.0,171) | (71,107 | (42.1,127)
727 383 43.7 159 7.8 109
240mgQ2W | (511 103) | (233,59.0) | (308,609) | (102,254) | (415,158) | (62.1,187)
145 29.7 53.0 216 713 109
0 e (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
10mefkg QW | (146 222) | (865.132) | (101, 148) | (329,525) | (184,303) | (236,377)

PR (5%, 95%R) . QW : 2 ARIEIR. Q4W : 4 ARIRIMR. Cmx : FIEHRE% OB B MIEPRE,
Crmindzs : PIEIFR 5% 28 B BIC BT A RIEMBFIRE, Capas : FIEHRE% 28 B E?E'G‘qui’gﬂﬂ:%q:ﬁ

E. Coxs : EFRBCRT 2RAMBFFRE. Coins : ERRBICK T 2RBMBEFRE, Copss 1 EFR
KBz 3V 5 sy i iR EE
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4. HERIZHOWT

AR OBRENBEERBELZH - HFEL, FEFOREICL Y EBREWEAEZRHR L
BRIZRS T 2 Z e BBERTED, UTOO~QDFT X TEMZTHRICBWTERTS
_RETHD,

@ mHRITOWVWT

@1 TR (1) ~ (5) OWVWFNNTHEYT IR THDZ &,

() BEAFBREREET 2B ADEREEIN RS (BHEFRSAZREEILRIRPT.
HiR 23 A RS RRE S ILRURBE . HIR D3 AR RIRE R &)

(2) FEMREREE

(3) HEFFRMFLHEET 5 BADFELEWRPE (BABRESEERM., BSARRESE
Wk, A DEEEHEERE R L)

4) SR ERERZRE L., BB LEREZR | U RER LFRIEZR
B2 OMEREEIRDEHET > TV DIHER

(5) PMEMEEAQNSBERMAEOHRERE TR D EHETT> TV 25 MEiR

-2 ﬁiﬁrw{h%yﬁ?ﬁﬁlﬁﬁllf’ﬁm%ﬁﬂ#Wﬁﬁf i o e snmk & B E RO EEN (TR
DVTNNITEY T 2ER) 23, SRBRMOFHICHETHBROBEE L LTRES
nTnsZ e,

=

o [EENGRIFERSE 2 EOYMMBHERZET LicBIZ 5 EULEORARKROBERE Y
ToTWBZ &, 9B, 2FEUER., BARYREEZ XL LEBRIEEFZOWEZ
fToTWBZ &,

o ERGFRAE 2 FEOMMPFHELET LRI, HILBBEOBAEWRIEL ST S
FEL EOHLBRARFEDERZIT>TNDH T L,

o EMGHFEAEL 2 EONHATEEZET L-RIC 4 EULOBREREZAELTVS
e, vh, 3MEL R, LR DN AKYRE L S HLRRFE OBREIME %
ToTWBAZ L,

@ BRHNOERMMEFREEOEMIZONT

ERLEREBRIIHEETIHEEDPEB S, BEACENSOBRBO, A &
2MEREHNFROFTHEE VEMSEICHT 2 FRIZER, AEFRARE LB ORE
XX, EREOHLIITONAEHPE- TS L,

® BIER~DORIHIZONT

@-1 HEBRAmICBYT 5 BH:
MEMMEBEOEERBIERANRAE LIEIC, 24 REZREAHR O T, HEMRX

14




FOEHERERR TRV T, B L2 BWERIZIS U T ABREE KR O CT % ORIV OERNT £
BERREOKRPY AFICF O, EHITINFTRERARI2NE > TS Z &y

@2 ERESEEICLIAFFRAGICET 5B

BABRICED 2EMN R MBROBREEZA T 5EREFENBERE=F ) 7
ZEDIERDOAL ) == T 2TOERE L HFREHLF TE 27— LAEREHIE
fREShTWaZ &, 2B, BREERICOVWT, BARE LZORKICHIICAMSNT
Wwazi,

@-3 BItEAORZHT-CRIRIZE LT
BIVER (BEMEMRBICI X, EEMENE. OFFR. R, METHRAFE. K%,

NESE, EEOTH, | BIFERA, BUERFK, FFFL, IFHERE. Fk. BtEng
%, FIRIRESEERES . TEABERS, HREE, BFEE, RITEE. B, EEOK
JEREE, FPARMARZEIRAE, infusion reaction, BHE R MIREE, MIKARIEERE. B,
B, SBEDRERIG. BRREME, DIEEE (LEME) - #4R0R - OEEHSMTRES) |
FRIFEREE, MEEHMm, BEALE) X LT, YRER LEBEREBEOFMEELR T2
ERMEEEL FERORZECMRICE L THRERVUXEEZZITONAFMHIZHE Z
&), BELICENRABR TE 2EHINES>TVWEZ L,

15



5. BEXNBLLRDBE
(A0 B3 2 FH]
O TROBFIZBWTAAOEDUEBKRIEI N TV,

7o) IV URREREBAE T 7 F A 2SR EREICR
IS IR ORBIBEIRF R R ETUIBRORBERBE (RAEMmRS)
WRIL R HERRIEIC LY pCR AR bhaho e REEBOWNEBRE (KA
Bm#Es)

{LHEFERIBROBIGYIRARE 2 EST - BRORERBE (NIVO/IPI #5 X
NIVO/Chemo #¥45-)

@ HERERIEFRFEMERE (ONO-4538-50/CA209648388k) 12\ T, MR E Shiz{bHER
¥ (Chemo) BJH & ELEZ LT, NIVO/IPI# & X IINIVO/Chemolz & D HF ZEN R S
TW53, 7272 L, NIVO/IPI# 5 X IINIVO/Chemo#& 5 D Wiz W Th, ﬂ:‘;ﬁﬁ:‘
Bl g | CTEEBRAEERORBBAENEL RA2MEMBBD L (p11Z3H) |
tmmn%ﬁﬁﬁin%)_lb\ﬁ%&mﬁtéﬁﬁbﬁwénrwé_&(m~
8ZM) » 5. PD-LIBEF MR L L CAARE ORI EOHM 5 Z L BREEL

vy,

PD-L1EREN1%EKM (TPS<1%) THD I L NHERINZABBICB W TIX

ARFILS DOIEFERIRE L EET 5,

AR OBHIF L LT, R5E4 : PD-L1 IHC 28-8 pharmDX (& =] MEABEHh T3,

® TRICENTIAREICHT EEEFORERMERFIEIC SO TIX, A& 0FMER
X ENTELT., FAHOBRENFHRLRLRD,

-3

—RIGEEZ T TV AR VRIE IR A2 BT I ER O BE TR 2 AK 8
hEE

RAEBhEE S LTORE

HTAEBhAIEIZ L D pCR 23R LN BEICXHT IR MBIRIEE LTO®
=3

T EMEEEE L L COMoREMEER L 0fFHRS

EMIZE Y 5 FH]

@ TFTREZYUTIBEZOVWTIHAROBRENBER L I TWEZ 1L, BEZIT
bRnwz L,

AR DS LIBBIEDBEERED H 2 BE

@ WBEAOFHEIZBWTTRRICHRY T2 BE OV, AROREIIFER 2wy

v HOBEFBIRE R 2WVBEICRY | BECAREZHERAT S L2ERTE D,
BE MR B O UIBEEDH D BE
fEGRE CREE LR bé%%&@ﬁ%ﬁ@ﬁ%ﬁ%ﬁﬁ%@%&%ﬁ
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BOMCREREYH DD BE

« HOARBERBOAD, XIXBMHEARE LTERED B EABRRADOBETRED
»HHBE

o RBBHEE GEhHMRBEELZEL) 0bDBE

¢ EEOBRREIIEEERATIAE

«  ECOG Performance Status 3-4 %0 D 3

(£ ECOG ? Performance Status (PS)

Score

EE

0

E{MEREBHTED, BHAMLFALBEEEIHRZ2AITLS.

RERNZE LVEBNIRIR S 02 05, SITRRET, BIERDE S TOEEIRITI LR TE S,
Bl - BVWRE, FHEX

SITAETCE R ORDEY O L 3T XTAREBEMEERTERV., AP 50%A Ly A TIBITT,

BN BHOEDEY DL LM TERY, BRD 50%ULEERy RMEFTBRIT,

W (N

£<LB;FRV, BEROFDOEY DZ Lige TERY, B2y R HFTRIT,
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6. BEIZEREL THETREEH

@ WAXEZIINZ, BERTESE P RET 2 BREFICES & AH O R R ONEIERE
B NERIERE+DICBR L CHLERTI L,

@ WBRRABICEN DL, BEXIIZOFRKRICASDMEREREL+oHBAL. MEEE
ThbRETHZ L,

@ (LFHRIERBROBIBEIBRTREREST - BROREBICE W TIL, PD-L1 #HED
R LIz ECAA 2 S AREORE 2 B2 Z L NEE LW, PD-L1 BH
ENHER TERVWBEITIE, FFZ B 0OFRAREOEER 2 @I Lz L TRE
THI L,

@ FRBUERAO<XY RV MTONT

REMRRBYRD bbb Z e BH B0 T, AENDREICH > Tk, BKKE
K (PRI REE, wuk, REE) OREFBRUIE X BREOEHESE, B+
WKITH Z &, E£iz, BHEZIS U THE CT. ME~—I—S0RELZERET S
Z e, ‘

AR OB EITEREED infusion reaction |2 2 TERARIC O nD TE A4
E&IToTz ETRBT A Z &, $£7-.2 Bl B LLEO A 5-FFIZ infusion reaction
BoHobhdZebdhHdDT, KFKRERRUOAFRREGEETRITI AL Z A
VERIRT 5%, BEORBE+LICBERT S &, 21, infusionreaction %
L HAITE, 2 TOMERVIERSEL2ICEET 5 TREL OB
THZL,

R RERES . TEABEESERUVRIBEER OO LBHDHDT,
AR OHERIAET R O 5 HIB P EMRICNoWERZE (TSH, R T3,
B T4, ACTH, M a)VFY —NVEDRE) 2EBTEZ &,
ARNOFEEIZ LY BEOREKISIZEET 2 L& X b Hkx REBRRE
BHOLbNEZZLERHE, BENPFDLNEZHBEICIE. BRLEBRIZG LR
HPAR 72k & FRBR & FEO R & EHE U CEE)RERBE Z 1TV, REORE
RIGiC X 2 BERBBRDNZHAITIE, AFROKREIIPLE, RURIBRER
NEVRIOBRESEERTEZ L, B, BIBRERVEYOREIZLDEIE
AOBERBD BNRVBEEITIE, BIFRERNVE LS ORI OB
HEBT D,

WEKTH, TR OB ABRB L THLEERRERT B350,
A OBERTHRICHBEHERAORERIZ+2ITEET D,

1 BRI (BE 1 BERB 2 &) bbb, BRFEES M7 ¥ F—v X
KELZLHRHDOT, BB, Bl EHFEOERORERLMAFED EFIZ+
NEBTHIZ L, 1 BBERAREDLNZHEICIIREEFILEL, 1 R) B/
ROBREEOBENZLBEEITI> Z L,

BIERT &, FFrE, FgBRRE. R, BILEBRBEXR LN LB3H D
DT, BHOICHBEREZITV. BEOREL HHICBETDI L,
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® IRIGTRTRRELRET - BROREBAREITERT BT, AR OEKRRIZIE W
T, BEHE»D 1 ERIT 6 BRZ L, R 12 BAZ L icAMEOFEZ
T2 TV Z L2 BB, AFREPIIERNICERRE CHROBRBEZITI Z L,

® AEBTRITAHEMIRE L LTERT AR, AR OBRKRRICENT, &
EBtAM G 2 R 12 BRIS L, FRLMEIE 6~12 7 A M I L IcEMEO TG %
fFo TV L EBEID, ARIBRETILEHNICEGRRE CHROBREITS Z L.
23, HRMBNREE L LCHEAT 3 BAIE, AFOREHEIX 12 VARMETE
T3z,

19



2% 10

REEREET A R4 v
=H®r~T (BETFHEEZ)

R4 : A7 V—RRBWBIE 20 mg, 37V —FRRRBE 100mg, 7Y
—RERBE 120 mg, 7V —REHHE 240mg)

~JRFER AR~

FR3FE12A (F445AWET)
BEAGBE



O R O

BR

XUBIT

AR OFE. 1ERBF

ESRPR AR

MR DO\ T
BEXNRLRDBE
BEICBR L THEET REHE

P2
P3
P4
P7
P9
P10



1 XL®iC

ERAROFENME: - ZREORRDOTDITIE, TIMIXESICESWEBEERERRIRD LN
5, EHIT, IEEORFEEMOESRICLY | HUEERRR & OBRFHRFREMBFERS
BERBINDEPT, ThHOERERZHEICKHERBHEICRMET 52 L NRBEOMEL /25T
By, REMEBCEE & BWEOEAFEH 2016 (FHK 28 66 A 2 AMEBRE) TV TH, &
FHERREDOHEROREEELYRDZ L LT TV,

FREABFERRIT, BREACREET a7 7 A VBRBREOERRLHALNCRRS
TERBB, 0D, HEHERVREMIZET 2 FRB+LERT 2 ETOM. YRERK
MOBEEZRI T DI LRI NIBEICHLTERT L & bIT, BHERABREE L
BRUCHBERIEE L 5 Z L RFER—EDBG LM TERBEB THERATI Z LWEETH
%, _

L7e3o T, AFA F74 Tk, BARBREEROINETI/ LN TV EFERFR - fiF
BRHIZESE, UTOERRMOREREREHET 2B b LEREHR, B2 HFRUE
BEEETT,

REB, BAA KT A %, MSATBIEAERSERSIRE A, A EEA B AREBRK
JEFES, —BEMAEAN B ABRARESR —BAEEAN B ABERES OB OB L 1E
L7z, ‘

RRLRDEERS 7 V—RARHE 20mg, A7 O—RREERE 100mg, 7 V—R
RIERE 120 mg, A7 V—RRBEHE 240 mg (—RE : =Fnr<7
(BfETFHBRL) )
HELROIPEIDE | RETHE
HELRAABERVAR : BE. BARIR=RA~T (EETFHERL) & LT, 1E240mg & 2
BRI 1 B 480 mg % 4 B CREEET 5.
B & KRR EE DFESTERISH




2 FHIORKMK. EREF
ZF 7 V— R REEE 20 mg, F/RIEEHE 100 mg, RRTEEHE 120 mg K& ONFRIEFHE 240 mg
(—f&4 : =AnN~7 GRisFmz) . T, RAL &5, ) i3, NEFEEL KRS
HEAF VY IR TV APV wAf¥—X R 47 (BMS) #) 23BEFE LIzt b PD-
1 (Programmed cell death-1) {Z®3 3t "M 1gG4 €/ 7 v —FAHUEKTH 5,

PD-1 iX, B LY /%8R (THIME, BAERERUYT T2 740% 5 —T k) ROEHER
MBRICHI TS CD28 77 I U — (T MRROESEZFHBIICEL RICHET 55 F8)
BT 5% EETHS, PD-1 AR TMIICHEER T2 PD-1 Y H F (PD-L1 RUPD-L2)
LEEA L. U oSERICIEMES N ERE L TY U3 ROTEHRIREZ RIS LT 5,
PD-1 U 7 FiZRIBRMRLMNC e b ofks ZEEHEBRICRHAL TR Y, BEREAESRE
2 B HIBR L7 BESSARRIC 317 5 PD-L1 OFB L it o A7 1AM & ORIICAOAABIEER 35 5
T LRPEEINTVWS (Cancer 2010; 116: 1757-66) . £z, BEEEAERE CITABRBET
HIRRREATAS VF—T zu < (IFNYy) [ZX > TPD-L1 OEERFEIN, BEEL
T RESSHERRIZ 3317 5 PD-L1 ORE L % 0 A7 & ORICEOHRBER I H 5 L ORED
%% (SciTransl Med2012;4:127-37) , & HIZ, PD-L1 Z3RHIFIL S 73 AMRIZ, HURSF
B/ CDS BBt T Ml DAIRREEEHEZRB I 55, HPD-L1 HifATPD-1 & PD-L1 & D
BEEMET S L 2OMREFEEERREIET S Z L BRINTVWD, DI L H 5 PD-1/PD-
1 VA FREIZ, PAMBRSTUEIGFRNZ T I b OKRE 2 EEE 2BFD—o & L
TEzbh T3,

AENL, FERROFREN S PD-1 OMfasEEL (PD-1 Y UV FEGEED) [2f&& L., PD-
1 £ PD-1 Uy FLOREFMETSZ LIk, RAFERKRNA T HROEMELE UM
AFARIZE S 2 HIBREEFEE R R T 5 2 & TRENRNIEBENREZ TR T EMEREENT
AP

THDHDREN D AFTTEIER T SHTCRBRIRICZ Y /Db O LI, R
RANBBE LR L LEBRRAREER L, A, TEERUBEERHER I,

AF D EFRMFICES BEORERRIC X BRIERSERH bbh, BEXIETICES
AREMNH B, FHOREPRRERICIT, BEOBELZTHITTV., BEXRD LR
SBAITIE, BB LI ERITR U BPR R0 & R 2 7oA & B U TR R ERR
ATV, BEORERGIC L 2EHEARRDNZBAITIE. BIBRERVE LV HORESED
EORLBEITO BERD B,



3 EREREE A
RFERREOEBRHI O 21T - L ERBERAROBRBEZ R,

(BohiE]

ENE THERER (NM-K2002 RER)

FRAHBERE" (BEORE - ARESICESWTHIR SN IBREDO D 5 BE 1R
ShENT) 56 BIEHRBIT, AH 240mg % 2 BRIFRR TRIAHHE LTc, EEFHMEHEE TH 51k
ERIEROH HBE (45 ) OFZHR RECIST HA F74 2 1.1 RICES RRBEIC LS
CR XUX PR) 1% 22.2% (95%fSHEXKM : 112~37.1%) ThoTe, 2B, FANTHRE LI-BIE
1X5.0%CH oz,

i, LFEREBORVEBE (11 6]) OFZHRIL, 182% (95%ERXM : 2.3~51.8%) T
HoT,

*1: BEPEBRTH D - L BEBFEHRE TR S, oSS ER CT, FDG-PET, LTIHHELE

NESEREZOBEBRRBEROBEICRN ULEMOR2E (LR, BSAR. BRBARVEAR) 1T
IV, +ARLERBEEM LI ETLRBENEE S d -7 LREBEHIEE (BHECAE &
MY AERVRERRLS) BE, 28, bERREBOFEICIIDLTHRLE Shi,

¥ FROVWThI YT 5 BE,

BV U AEGEROHEET I REOIREBRE

EEEE (K OrERETIREOCRERE

- TER ) L ANEER OB EE T B RTLRBRE

- BERY U EHEROZEFT 5 RELEBBRE

- PEAMRRES S AR IR DR T B BB
EREOFESOHEH L, AEXEEAOHIRERIUR (PSA) HSHEEETTBERE



[Z2tE]
ENE DERER (NM-K2002 #RER)
AEERIX 53/56 B (94.6%) BD B, FA L ORRBREBBETERVAETFRIT
35/56 Bl (62.5%) WD bz, BHIRERN S%ULOBWERIITRO LBV Thotz,
#£2 REBR 5% EOBIEA (NM-K2002 BE) (L&A AR M)

BENKSE i g (%)
25 56 B
(MedDRA/J ver.22.1) 4 Grade Grade3-4  Grade5

2l 1‘r3ﬁﬁ
g F

"’mwﬁmmm@ﬁ'$
.5:.-;--- 5 2

TZ3=VTI) b 7/z7:7h-2t§?1u 3(5.4) 0 0
72/\7¥/@7 J b7/z7:7—121§71u 4(7.1) 0 0
% 5 FENE 6 (10 7) 0 0
5 9 (16.1) 0 0
BER RIS 3(5.4) 0 0

723, FIRIBHEAEREE o ] (16.1%) | FFHERERES S 61 (8.9%) . FVEHEMERA 3 61 (5.4%) .
FRSUHARIE/ X A/3F—3 ) (5.4%) . BHREREE 3 B (5.4%) . EEE DB EREE 2 B (3.6%) |
PREIEE 2 5 (3.6%) . infusion reaction 1 41 (1.8%) . FFR& 151 (1.8%) RUKB% - /4
g - EEOTH 1 B (1.8%) AW bite, $ic, BEMENE, DB%, Bk, 1 R
. BUERFR, Bk, BALMEIBE R, TRABERE. BITMEREE., Bk - MR, BiRD
RERIE, BER2MIKEE. MRAEREE, Fik Bk, SLoBE, DIEEE, RIFR
. B R OELIIR® bh Ao, AREARRRUIEEFS (RAREHRREY

Bl) REUEMRRETT,



(R - AE)

AHNOBEREDBBET NV EZFA LY I 2 b—a ik D, AH) 480 mg & 4 BRI
RTREIIBEAROMRE - ARETRE LEBROAA O MEPRESR SN, TOK
R AH 480 mg & 4 BRBR CTRE L2 BROERRBICEIT 2 FHMEFRE CLTF. [Cagss!
EWV S, ) X, AA240mg & 2 BREIEIFR TR E LT2BRD Caygss LERIT 2 & FHISHE (T
) . Flo, AH|480mg % 4 BREMFR TR E LI BFHIRIBIZB T 2 Bm g PRE (UL
To [Coaxssl VN5, ) 13, AH1 240 mg % 2 BRIEINECRE LIBED Craes & B LT
BEERTEFHSNEZbDOD, BARABBFIEBWTAEEIERILTWSHLE - AE
(10 mg/kg % 2 BFFR TR E) THRAEZ RS LTZBEOD Chaxss & B U TEMEZ R T & T
Ehie (FR) . MAT, BHOBEICKIT 27 —F &S, &H 3 mgkg (FE) Xt
240 mg % 2 WHEIFERR, &L < 1245 480 mg % 4 BHEIER CRE LIZBOFRORBER LA
PRI LM e OEL R 2BRBRET VBRI, YRKEEIC OV TRETMT
bR, LROME - AREOH TAMEROREMICAREZER IRV L TFRISNT,

R3I FAOEDWB T A —F

fﬁ & m % Crnax Chnind2s Cavgdzﬂ Cmn)gs Cmin,s Cnvgs
(ng/mL) (ng/mL) (ug/mL) (ug/mL) (pg/mL) (ng/mL)
51.6 272 31.0 113 62.1 71.6
3 mg/kg QAW
(35.2,70.8) | (16.5,40.3) | (21.2,43.9) | (750,171) | @7.1,107) | @2.1,127)
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) | (15.5,47.4) | (37.0,74.8) | (145,336) | (27.5,137) | (62.1,187)
193 99.6 116 396 214 275
10 mg/kg Q2W
(146,222) | (86.5,132) | (101,148) | (329,525) | (184,303) | (236,377)

PRIE (5%4,95%R) « Q2W : 2 ERIEIME. Q4W : 4 BEIRIM. Cmux: MIEIREHORBMIBFFBRE. Crinazs :
VIER 5% 28 B BB A RIEMBEPRE, Cupas : HIEHREH 28 A B CORHMBEFRRE.  Craxss 1 E
FRBICBT 2 RBMBEDRE, Crins | EFIRBITRIT 2 BEMIBEFRE, Cupss : EFIRBIZIIT 250
EFIRE



4 HRIZOWT

ERLY A EHEE (RMP) (cE3&, AHOERMRZEMEEAREE ~0 % IKH
BHHMRThH>T, FFOREFEGD2BE LW - HEL. FROKREGICLYER
RBWERERE LBICRIET 2 2 L BBERID, UTOO~@DF T ZHH T
RICBWTHEAT & TH S,

O mRIZHOWT
@1 TFED (1) ~ 5) DWVTFNNICEEY TIMBR THDIZE,

(1) BEFBRESBET 28 ADRESEI RS EERFRSAZRESRR

File, MRS AR FREBEHL AR, MRS A RRRE R &)

() FEKEERRE

(3) HERFRMENEET 22 ABFEERRE (03ABRESRECHE, 2 ADRE
B IRBE, A BRGEEHEEREE R &)

(4) SRACERIEELRE L, SORIBERLEREZRE | IS REBLFRIED
FbE 2 OHEREIEICR D BH 217> TV SRR

(5) PUBMEREEAILS BENE OREREEIR D BHEZIT > TV SR

@2 REAHBOBWRUZR (2% BABKERZSRE. FRTBBABRTA
RS A v BETH 2 hR.2018.) 2B L. b2 RIER OBHWER B ORI+
SRR BB EROEM (FROWTHMNTHZY T SERM) 23, LU2HRA
DOAFNCETHHROBEE L LTEREBESHL TS Z L,

o EMRHFDE% 2 EOMPIPHERET L2RIC 5 FU LD ARROBRRIHE 21T
S2TWHZ &, b, 2FURR, BAEYREZEL LICBRRESZFEOHEZIT
TN3Z L,

o EMMAHFRER 2 FEONMFHELZET LRI 4 FULOBERBEREZAL TS T
L. 9 b, 3EULIK, RERARBIIHT 2 NBARYEREEZS0ONARROBEERHE
PTFoTWAZ L,

@ BERNOERSEREROER)IZOVWT

ERLFREBRCRF T 2HEENRB SN, HELENLOBBRED., Aok -T2
HERZPFROBFERVEME KT 2 BRI, AEFERBELLHEOMREE
%, ERESNITITONDEHIBESTNB Z &,




@ BMER~O®RIBITONT

®-1 FERR B 5 E
MEEWRBREOERRBIEANRRAE LBIC, 24 BEZ2RAERI 0T, HrRERNIX

BEMBRICBNT, BRLUEZBERIECTAREERERDY CT S0RWEADERNIZLE
RREOKERBYAFIZEOL, BT TRARERHNE--TWAZ L,

@2 BERMEFHFIC L 3FEFSRSSCET 3 E R

BABRCED ZEMNRMB R OERELZ AT 5 EREEERRERT=2) 7%
EDEEROAT Y —= TEITOERE L IR E LA TE 5 F— AEREHIBER S
RT3z e, 28, BREHIZOWT, BABRELZORKIZHFICEAHIN TS
Z ¢,

@-3 BIHEROBERSIZH LT

BIVER (RIEMRRRBICING, TEMEAE, LK. Bk, BEmRAE. KBk,
ANBde. BEEDTH, | BT, BUERTA. FIRL, FFHAERE, FF . LIRS %,
FOR AR, TRAAREE, WRRE, BEE,. BBRE, Mk, BEORNEE,
IR FERSE ., infusion reaction, 72 MIKHEE, MIRARIEERE, fkk, Wk, BE
DRBERTS. FEIIREE, LREE (LRS- BU% - DRIEHISMRAES) | RIS,
WS, JETLEE) (ot LT, MBRHERR U B E SRR o B PA M R L
L BHEROBECRSICE L TSR UKEL ST bNALREHS L) | HbIC
BWE) 2 BN TE DEHBESTNDZ L,



5 BENBRLRIBE
(Aot B4 53]
O TROBFIZBWTAFROAEMER RIS TWS,
o REFHBABERIA FT74 ] (AARBRERES) &3, #BOR2E5KR
R OYRBFHIRE % M Lz BT, RS S R 72 _ EREREER & 2 s h.
2o, EBORE « MRESIC RSO THES N ATBRIEDO RV BE

® TRIZEZYUTIZRFOEBREROMERFEIZOWTIX, FEOEMEREELINTE
59, AFOEHRLRLIRV,
o fhORBHIEEA L OHAKRS

[Z2HicET53R]
O TREEETIBFIZOVWTEAFOREPEREEINTVWD I L2 b, REZIT
blhanwz &,
o FHIOETTH LIBBUEDBERERED H 5 BE

@ REATOFHHICB VT TRICEE T 5BEICOVTIR, AFORFIIHERI L2V
A, MORFRIUE R R WVIBEITRY | HECAHEZHERAT I L 2ERTE D,
¢ FEMEMRBOSHFIIBEENH D BE
o MEEGHRE CHRER LR 5 BE R UTEBIME O B BRI A L BGEIT 2 %
DRI RIEMEER RO D BE

«  BHERERBOAG ULBMMRE L IXEREO B CARRBORERED
bHoHBE

o [BEBRBEE (EhHMRBERLZE) 0b3BE

o REREOBEIBEERETIAE

ECOG Performance Status 3-4 =0 D B#&

(1) ECOG D Performance Status (PS)

Score EF

0 2 MERLEHTE S, FRHRATLRALBEEEIMRRITL S,

AREICE LW EBIIBIR S WD B, SITATRRT. BIEECE-> TOERIITI 2Lt s,
AN SN

FBITHRETHEYDOFDEY O Z 21X T_XTCAREERMMERITTE R, APD50%L EiZ~<y FATH
iy 28

3 RONCEZOHEDEIY DI L LATE RV, BFRD0%UELEEZ Sy FABRFTIBIT,

4 2BV, BLOHFOEY DI Lixe TEAR, BNy FHFTIRIT.




-]

BEIZREL THEETREER

AT CEFICM A, BOEIRFEHRE BN RET 2 ERIFICE S & AH O Rtk R B IESE
ROl bBinfEde +oICBR L TrbERTAZ L,

BRBAMRIZESL D, BEXREOFRRICANERRRELHFHAL, AELH
Thrb&ETHZ L,

FREWERD< R T A MZDONT

REMEMRBR D bbb Z L RH 5 DT, AFNIOREIZH Tz o TX, BHEER
(PP REE, Bk, REAE) OMRRUKE X BREOERES, BEL+HI
1752 &, Ele  LEITS L THE CT, iE~—V —SORELERTHZ &,
AR DOEEITEPE D infusion reaction (24 2 TRBRFIZ 4 RRIE D T & 2 #EHE
ZITo7c ECTRRtET 5 Z &, £7=, 2 BB UIFEOARA# 55T infusion reaction 73
HobhdZebbbDT, ARREPRUOAKBERTRIINA ZAH A
ZRET D%, BEOREBE +/TBET S5 2 &, 23, infusionreaction % FH
L7=H{EITIE, ETOBBERERSZECEE T ETCRAEL+LBETD
z&, :

FARRISREIE S, TEAREEERVRIBTEES OO ZLBH DD T, K
Hl ¥ 5-BRLART R O 5B R EHRIC W RERE (TSH. 28t T3, ¥F
B T4, ACTH, L arFy —VEORE) 2RETHZ L,
AFNOFEIZLY | BEORERIER T B & B2 bndiFe RERESOHIE
BHLONDZLBH D, REFED DNEHAICIE, FRLAEABFRIIELEE
FIEY 72 Znslk & RRBR & 1O [E AN L U GBI RERIZE 21TV, BEORERK
T K 2 BIER B DN D BEITIE, AFI ORI P 1k, RUBIBEREFRNVE
VEIDBREERZERTHI L, 2B, BIBRERVECOREIZI Y BWERA DK
ENTD BNRWVEAICIE, BIBRERLVE Y UAOREMFEIF OBMNG ZE
ERAP

BEXRTER, AR OE I ABA L THORWERBRERTAZLRH DD,
AR OB ERTRICHBWERORBICHSITERT 5,

1 BUBE R (BIAE 1 BURERA 2 B te) 23 bbh, ¥RKEMES P 7 F—T AT
EDZLENHBZOT, OB, Bl BHEEOEROFERCMBEEDS LF I+
BToZ L, 1ERRNPEDLDNLBEICIRBRELFIEL, AR VRAIDEK
EEOBURMEZITO Z L,

BIERFJ, FFAR2, FTHRERRE. PR, LERERB S bbNE Z L B3H 20
T, EHNICIFRERELZTV., BEOREBEZ+ICEBETHZ L,

10



o FHOBEEKRRARIZBWT, 6 ARZ L ITEIMOFEMEIToTCWVWEZ L 28E
I, ARG HIIEHNICERRE THROMEREITO Z L,

11



2% 11

RBEEREETA R
=ARN~<7 (Bi=TFrE#z)

(RR4 « A7 VR REHE 20 mg, 37V —FRRHE 100 mg, F7V—
R AT 120 mg, 37— A E 240 mg)

~ RB& bR~

AR AEI A (S04 5 A KA
A



B

1. IZLoic P2
2. AEIOFR, 1ERBF P3
3. BRIRAGAR P4
4. HERIZOWT P9
5. WERRLLRDHBE P11
6. EIZELTHEETXEEIE PI3



1. XU

EEROADME - ZEMORERDOT-DITIE, FIXEFTESWEBERFERIRD
bihd, LI, EFEORZHEMOEBRIC LD | IBERLZ EOEFRRETHRIERS
FEELVEABINIP T, INbOEEHZEICHLERBEICRET S 2 & NERD
REL 2o TR BREMBGEY L EOEARSE 2016 (L 28 4 6 A 2 ARAZRIE)
WZRWTYH, EFHNEEREOERORBLHEEZNIZ L LI TV,

FREABFEREMSIL, BBRERASRES a7 r A VEBEFEOERHEALNCE
RHEZEBHD, 0D, APMERUEEEICETIHRB+LEET 5 TOH,
UREEROBRBEZRIZITAZLPHFINIBEFICH L THERAT I L L I, BIE
ARREE LB LB RS2 L 5 2 L NFRER—EOEM 2 /-3 RS < A
THZEREETH D,

L7zl oT, BHFA FT74 Tk, BREESLINETIEELNTWVWAESZEEY -
BEHRMICESE UTOERROREREREZHET 2B A0 LLEREL, B2
FRUOEEFEERT,

BB BATA RT A4 0%, MIITERIEAERSERBRBESHE, ASHEEARR
BREREYS. —RAAEA B ARBRABES R O—BFEAN A ABRBRFZESOWH
JIDb EER LK,

KR LR BERR AR KRR 20mg, 47V — R RFFRE 100mg, 7Y
— R RIEERE 120 mg, FF DR E 240 mg (—RR4 : =
A< (BEFHEBEZ))

MR ERDIPEXIDR : REE_EBBICRIT BT MBIRE

HELRIRERVAR: BH. RAIKII=Rr<7 (BiaFE#Ez) & LT, 1E240mg
% 2 BREIEMRXIX 1 [B] 480 mg % 4 AR CRIEFHFET S, =
L, #EHMEE R VABE LTS,

B3 R e ¥ ENEFRMTEKNAH




2. AH DI, ERHBF

ZF 7O — RN AT 20 mg. FRTERRE 100 mg, FARRRE 120 mg R O AREHE
240 mg (—f&% : =R ~7 (H@iTFHEBRZ), AT, TR&F] &vH,) &, MBS
TEHRESHLEAF V7R3 BRIV A M v ¥—RX 2747 (BMS) ) 2
BE%% L7-t bk PD-1 (Programmed cell death-1) {2543 % & ME! IgG4 £/ 7 v —F A Hufk
THb, \

PD-1 1%, {EHEL LD 38k (THIAR, BRIRR T F 27 4% 7 —THIR) RUE
BERMBICRET 5 CD28 7 7 2 U — (T MOEM(LZMHBIMICIE L AIZHIET 545>
F#) CRTIZEERTH D, PD-1 IFHREFMIRIZHEIT 5 PD-1 ) > F (PD-L1
BOPD-L2) EfEA L. VU2 BRITMENES A BEEL TY U3 RROEE(CIRE R
RICAE LT3, PD-1 U U iR TMIZLIAMT b b Dk 72 ESHERIC IR
LTRY, BUEAERE) U LEREAERICI TS PD-L1 OB LHTEOATF
B & ORIICADBBEBERRH 2 Z L B S T3 (Cancer 2010; 116: 1757-66)
o BENEAEARE CITERBETARIELT A VI —Tza T~ (IFN-y)
IZX->TPD-L1 ORANFEIN, BB LIEEMABRIZIIT S PD-L1 ORB LIk D
AR & ORICIEDOFBEERRH 2 & OMEH H D (Sci Transl Med 2012; 4: 127-37)
& 5T, PD-L1 ZHI R I oS AMIRIL, PURFES CDS it T MlROMIRES
EMEZBIEE¥ 528, B PD-L1 HifAT PD-1 & PD-L1 & DA ZET S & F 0l
EEEMENREETAIZENREINTVWS, EDZ L5 PD-1/PD-1 V) H v FRERIX, 2
AFEREA TR R T MIR» D ORBEZEMT 2BFO—2 L LTEX LT
5,

AFNL, RBERABROF R B PD-1 DMK (PD-1 UV F v FESHRIK) ITFHE L.
PD-1 & PD-1 VW REDBEEEMAETEZ &2V, PARKREENR T HROE
AL R O ARBRRIC R 2 RS EEME 2R3 5 & L TR RNUEEIR Z =T
ZEPRERINLTVS,

AR OERABFICES < BEORERIGIZ X 2BWERE R H bbh, EEXIIFETIC
ELWRERD D, AFROREPRORERITIX, BEOBLEZ +0ITITV. REHRE
» LB EITIE, BB L FRICE U B2 mesk & R 2 RO ER L Ul
MRERZE 21TV, BEORERISIC X 2RHERR LN S HEITIL, BIBRESRNV
EVARIDOREF OB IMAEZIT O BENRD D,



3. ERERRE
R LRI T DT MBI RIE OARFICTH B 21T - = X2 BHERRBRDORE L =
7

[E5hiE]
ER RS MAARB (ONO-4538-33/CA209274 k)
5B R EVE R BE_E BB OB E"1709 ] (A ANBAE 49 BlE&te. AKIHE 353 4,
T EREE356H) ERRIC, TTERERRE UTAA 240 mg % 2 BRI CRE
HE (R 120AM) Lzl E0AMERVEZEMEZRETT L. FEFMEBERETHS
BN AEFHR (BUF, TDFS) &W5,) (FRE [95%EHEXM]) 1X. AHIBET 20.76
[16.49~27.63] A, 7R T 10.84 [8.25~13.86] VA THYV, AFBIIS &
REICK U EMICERREEZ R Lie (NP — R 0.70 [98.22%f5#EX M) : 0.55~

0.90]. p=0.0008 [J&3! log-rank #RE], 20204E 8 A 27T RF—F v v A7),
*1 o BERE, BERIREEZREE L. UTOWTINCHKYTIRENHRE Sz, B, X7 V—
=V 7RERTRY 27 FEFREEENEIRD b BE AN TRE Shi,
* YRZZF v (BUF. ICDDP) &\ 5,) R ELATRIAIRIEE % T, B OFRBEERFAIBUIRE
B2 ypT2-ypT4a Xi% ypN+ D RBAE,
* CDDP 2 E il AIBRIELZZ T TR LT, Mk ORBABRFOLHRE RS pT3-pTda ik pN+
THY, 2O CDDP 25 iR RIERRES T YBRELZERT LT3 BE,
1.0

0.9
0.8
0.7

0.6 AFRE

0.5 A

-..L*Q‘th
0.4 / ﬂ*_b_% R SO ——
R, VSR,

e = b = ANl A — MK Db~ -

0.31 77N

Probability of Disease Free Survival

0.21

0.11

Wl ie=—=—=———————— =
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
At risk 3t EEABTT L O/ (B)

AFUBE 353 296 244 212 178 154 126 106 85 68 57 51 36 23 20 3 1 O
FS5EREE 356 248 198 157 134 121 105 94 80 65 54 50 37 22 19 10 2 0

1 DFS @ Kaplan-Meier Ei# (ONO0-4538-33/CA209274 BB




(BRI B DA ZHE)
EpE RIS MRS (ONO-4538-33/CA209274 RBR) ITHAANDNIZBEDT — I
FH3& | DFS IZ oW CIRBEEANCIR RN 21T o o RIITRDO LBV Tho T,

#1 RRBEALA D DFS OFER (ONO-4538-33/CA209274 BRK)

TR R e
- NN Rt
T R T,

— HEERER, *1: REEN Y UEERB (N4, NO X RBA»SRH Y < @iEk 10 ERE. No o8 Y <% 10 @
PIE) | PD-L1 HERER (1%, <1%XITHEREE) . CDDP 2 & eiaimBiiiER (B, &) #BIRF L L-ER Cox
WA — FEFL

0.5 1

‘n
0.4 / MM%--*

03— 77 e R - AR A- M- ABMA- - -A M- A

0.2 -

Probability of Disease Free Survival

0.1+

0.0

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 42 45 438 5l
At risk ¥ BERESTLOoOHM (B)
AFIBE 281 195 150 118 98 86 71 61 49 38 32 30 23 15 12 7 2 0
ZFZ AR 279 238 199 173 146 124 97 80 63 47 38 34 27 17 14 3 1 0

2 REREESBAEMRMIZIIT S DFS © Kaplan-Meier Bi#} (ONO-4538-33/CA209274 BAR)



1.0 4

0.9

0.8 +

07 75w REE

0.6

0.5

/ """ e
0.4

0.3

0.2

_ Probability of Disease Free Survival

0.1

0.0

T T T T T T T T T T T T T T T T T T
] 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 S

At risk ¥ EIEAHBIN T b ORI ()

AZIRE 52 36 34 29 26 25 24 24 22 18 14 14 9 3 3 2 0 O
FSEREE 44 34 28 25 21 20 19 1715 14 13 11 6 4 4 0 0 O
K3 WEMAEMFICHIT 5 DFS @ Kaplan-Meier Bi#t (ONO-4538-33/CA209274 BB
1.0
0.9 -
0.8
0.7
0.6
0.5
0.4 -

0.3 -

0.2

Probability of Disease Free Survival

0.1

0.0

T 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 36 390 42 45 48 51 -

At risk ¥ EEARBTTHEOHM (B)

AKIRE 23 17 14 1010 10 10 9 9 9 8 65 4 4 1 0 0
FSEHRBE 30 24 17 1411 10 10 9 7 7 6 63 2 2 0 0 0
4 REWBEMEICIIT B DFS O Kaplan-Meier fifit (ONO-4538-33/CA209274 BB



[Z&2]
ERIFRIF MR (ONO-4538-33/CA209274 RER)

BHEBERITARKIBE 347/351 61 (98.9%) . 7T & REE 332/348 B (95.4%) [ZTRBD b,
R L ORRBRPEE TERWEEFRIIAHFIE 272351 B (77.5%), 77 £ EE
193/348 B (55.5%) IZ@RBD BNz, WTFNLOHTRERY 5% EORWERIIX TR
LBV THoT,

#2 WThHrOBCRERR 5% EOBIER (ONO-4538-33/CA209274 BRIR)

B (%)
=R
%gigﬁﬁ AFBE AR
(MedﬁRNJ ver. 23.0) 35141 348 #1

£ Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade §

B'H’FFE

?kﬂﬁ&ﬁ&mﬁfi i 334)
- mmm&ﬁmTﬁ -

3(0 9

59 (16. s)

- B - 24 68) 13 (37)
' |EIE 24(6 s) 2(0.6)

% 61(17.4)
B s e
73S —¥HI 33 (9.4) 3 (3 7) 0 20 (5. 7) 5 (1 4) 0
W2 v7F=8m 20 (5.7) 1(0.3) ] 11(3.2) 0 0
_)/\—fiﬁﬂuh 34 (9.7) 18(51) 0 - 20(5.7) 9(2 Gl 0
B R A R R

20 (5 7) 2(0 6)

81(231) 0 0 40 (115) 0
b33 53(15.1) 2(0.6) 0 19 (5.5) 0
PRk B2 KBS 19 (5.4) 2 (0.6) 0 4(1.1) 0

728, AFIBEITIRBW T, FIRIRBREREE 65 B (18.5%) | BRALAHMARIE 44 Bl (12.5%) |
FFHERERES 29 B (8.3%) . HHARFEE 29 5l (8.3%) . BHHREREE 25 6 (7.1%) . ME
A 19 B (5.4%) . infusionreaction 16 1 (4.6%) . KEBX - /NGB - EEDOTH
11 61l (3.1%) | LIEEEE 7 61 (2.0%) . BEE DK EEE 6 ) (1.7%) . L5253 41 (0.9%) .
HIERREAE 2 ) (0.6%) | BIEHREREE 2 4 (0.6%) . 2 141 (03%) . 1BMER
W16 (03%) . FR2 161 (03%) . BER 1] (03%) ROEE 5 [EE 14 (0.3%)

BRBO b, 7o, BUERFR. FFR, BBLHERE R, TREREMBEREE, MK - BERERK,
HiRMARZERIE, ER2DKMEES, MRERIEGRE. i, RIFERE, BEHDEROE
LIIBD beh oz, ARIEARBRIEESER (BEAREERELZSD) 28T
ERHBRETRT,



(A - i) ,

AR ORFEMAENBBES NV ZFIB LI 2L —a kY, AF 480 mg % 4
AR R TG IR O AL - HRETRE LZBEoXRRI o miEFRESRE S
Teo ZFOFER, AH| 480 mg % 4 BEIER TRE LIZBORERBIZE T 5 EHMEF
BE (LLTF. TCugs) EVVD, ) X, A&l 240 mg % 2 BEIFIMR THEE L7BED Cugss &
B2 L TFRISNEZ (TR) . £z, A5 480 mg % 4 BREIBRB TRELEZBOER
KRBIZBIT2EMMEFRE (LLT. (Cuxs) V5. ) X, &F| 240 mg % 2 @R
FRCEE LIEBED Cuxss LB L THEZAT L TRIESNZ OO0, BAABEIZBN
TAFHERHRENTVWSHE - AR (10mgkeg % 2 BB TRE) TAHIZREL
ToBED Chaxss & B L CIEMEZ R T & FRIS A (FR) . M2 T, EROBEICK T
57 —FICESE, AF3mgke (RE) #H LT 240mg % 2 BRI, Xi3AH 480
mg % 4 BEMRTRE L BROARORER L AMEIIEEM L OBBEELRET5
BRERISETFABBEIN, YHEEIZOWTRIMThUEEER, LRoRE - AR
DECAER VRS ICHRRZERIIRV ETFRI S,

£3 FHOEHRB AT A —F

m (f . Fﬁ E Crnax Chmind28 Cavgdzs Cmmgss Crmin,ss Cnvg.ss
(ug/mL) (ng/mL) (pg/mL) (ug/mL) (pg/mL) (ug/mL)

D 516 72 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)

727 383 437 159 87.8 109
240mg W | (51.1,103) | (233,59.0) | (308,60.9) | (102,254) | (415,158) | (62.1,187)

480 15 QAW 145 29.7 53.0 216 713 109
(102,207) | (15.5,47.4) | (37.0,74.8) | (145,336) (275,137) | (62.1,187)

193 996 116 396 214 275
10mehkg QW | (146 900) | (86.5,132) | (101,148) | (329,525) | (184,303) | (236,377

Rl (5%43, 95%5) . Q2W : 2BRARIFRE. Q4W : 4BRIMIFE, Cmax : WIEH 51 R &M% PR,
Crindzs : B 5428 B B 1231} 2 B/RMIEFBREE, Covpazs : FEFR 514288 B T TOEHMFTPERE,
Cma:gss : E#ﬁﬁ.&‘:j’sﬁ' 6%%)_-@-?%*&&\ Cmin,ss . ﬁ:’ﬁlﬂtﬁﬁll%ﬁéﬁﬁlﬁﬂ?qaﬁﬁ‘ Cavg,s: : Eﬁﬂﬁﬁg
RT3 I hEPRE



4, HEERIZHOWT
AFIORENEERBELZH - HEL, AFOREICI Y BEEREHERZRIA L
BICxHeT 5 Z L RUNERED, LTOO~@DT XTI TR W TERT S
_RETH5B,

@ HERIZOWT

@1 FiED (1) ~ 5) OWTRANIEBTIHRTHD L,

(1) BEAEFBREIEET D BARREEIL RS GRHEF RS A BREEILRT.
HIR DS A SRREEE B RUABE. MU AS ARSI &)

@) HEREERL |

(3) FERRMEBREET 2 BADFERERE (BARREERERPE, S ARRES

. BEBR. BAREREEREERER L)

4) ARAFEREZEZRE L. S EBCERIEZEE 1 U RIES LA RS2 R
2 DR EMEIIR D BHETT > TV 5 HEsR

(5) MEMEEHOFERMEORBRELEICRIBHEIT> TV S HER

®-2 REE LB RER ORIMERIETRF ORI +5 7R M & R BR 2 o E Rl
(FROWTNPICHYS T HERM) 25, YRR ORFICET 5 HROFEH L LT
EEshTnsz L,

&

o [RERIFERER 2 FEONHELZET Li2BIC 5 ELUEORARROBEKRFES
ToTWBZ L, 5b, 2FEU IR, BAEYREZT L L-BERBEEFZOWEL
IToTWAZ &,

o EMMRFFBE%R 2 EOVMMBHERET LeBRIC 4 L EOWRBEIFOBKRFE
ZiToTCnadZ e, 9b, 2FUER. RELEBORAEDEEEZELHBAER
DEEFHEZIToTNWB Z &,

@ BEHOERMKFREEDOKHITOVT

EXRMERERIIHFTIEEENRESh, NEACENSOBERBO, AU - &
2HERPHFROFTHERE VEME IR 2 FHREME, AEFRBIRE LHEOHRE
s, BISERDMIITONBSEEINE-TNBZ L,

@ EBIMERORIGIZOWT

@1 BERRZR DXL ARz BE3 2 B
MEEMEBEOEBLRBMERNRA LZEIC, 24 REAZREAR OT, Yk
IEERRIC BV T, BB LIZRWERICE U TARBEER O CT £0RWER DRIz &4




BRREOKRPY AT/ O, ELICXSTRRERPE-THLZ L,

@-2 ERMEEFIC X 3FEFRANICHET 2EH

NBABRCED 3 EMNRABMEOEREEZA T IEREEEVEMERE=4 ) 7
PEDREERORAI ) —=v 72 TVWERE L FREEE TE 2 F— LEREHHE
HEhTWBZ &, 2B, BEEICOWVWT, BABRE L ZOREICHRFICAMENT
WwarZLl,

@-3 BIfEA ORNTPRISICB LT ‘

BIER (BMEMMBRRICMZ, EREMHELE, LK, K. BBHRME. RIBX.
NS, BEOTHL, 1 BBERA, BUERFR, FAL. FFHEeEEE. R, BE{biag
7%, FURBRSREREE, TRAMEEE, HREE. BEE. BIBES. M BEEOK
[EREE, FARMARZERAE, infusion reaction, EE/RMIKIEE. MERERIEREE., B,
BEde, B ORERIG. IR IREBHE, DIREE (LERS) - HRIK - OEERSUES) |
TREFERE, BB, L% X LT, YR GLEMERBBEOEMEZHT 5
ERf L EEL EMHERORBECHIGICEA L THRBERVXEZZITOLNAIZHFIIHSZ
&), EHICHEYRNEN TE SEGFHNIESTND T &,
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5. REXNMLRBBE

[t B3 2 BE]

O FHBRELRE Lm0 BE TSN T, AROEDERRIES LTS (K
RBIC BV TR L SNIcBE ORI ps BI), 7275 L, BRI LY AF D
APERRZ BERANTRENTNS (p5S~6 B ZLhb, BE - REBAL
CRVTHL, RTHBIRIEE L B E 2. AR ORI L EET 5, £,
CDDP % & TeiiBifiBhRIERE D 2 W BEITB T BRI L B L= A& OB
PEIXRBITH D 2 L 225, CDDP &0 A& RAEMIBEAIC & 5 18RS TS
TR I b DREEEET S,

@ TRICEYTIBECHT HAFORERCERFIEICOWTIX, AFIOFLE
HSLENTELT, FFOREXIRL 25220,
o MoONREMEERAE OHARE
s HNATHIBMRIEL LTS
o  RIBYIRTREZABEICHT RS

(Z2tizB+ 2 HR] .

QO TFTREEZEYTIBREFZOVWTHEHAKOEENERL SN TWEZ b, HERTT
brnwz b,
o FHORS IR LIBBIEDOBRERO H 5 BE

@ WBRATOFHEHIZIWTTRIZESE T 5B IOV T, AFOREIHRE S L

B, HOIBFERRER R VWERICRY , BECAMNEZERTZL2EBETE S,

«  FHEMEMRBOGHIIBEDH S BE

« AMERRE CHRER 2RO 5 BE K UEBIE O RS BRI ORI K
FEOMCRIEMELYR AN D BE

*  HERERRBOAH. XEMRIZRE L REREDO A CRRRBOERD
HoHRBE

o RSBBEE (ELRMRBHEELZSL) OboEE

¢ WEOBYRIBEEATIAE
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*  ECOG Performance Status 3-4 &0 (%

1 BCOG ? Performance Status (PS)

Score | B

0 | &< MR ESTES, BFATLALAHEEIHIRZITX S,

PIRRIC I LWIEBNIRIR S B 23, HTAIEET, BEESE-> TOERIATI 2 &R TE B,
B - BEVVRE, BEBEE

BT CHEYOEDEY OZ LIZT_CABREMMELIITERY, APD 50%U LR~y FATRIY,

RONTASOEDOEIY DL ULHTERY, BFD 50%UEERYy RPVFFTRI T,

B w|e

2 BTV, BHOFOEY DI LiFe TERY, BEKy FIARFTBRIT,
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6. BERZERELTHERTNEHH

@ B XESIOMZ, BERFEESE BRET 2 EREICESERFOFFMER O IESS
BAOEDITLBERERE BB L THhOERTI 2L,

TRRBAMAIZES S, BEXIIZORECADERVERIELTHHAL, RELH
ThbgRETHZL,

ERBIERORX I AV PZONT

)

®

MEMEHRBER D DbNDEZ L BH BT, FROEREITH Tz > TiX. BRKE
W (RS, k., BEE) ORRBERUME X BREOCERS, BEs+5
7O &, £, HEQSCTHEE CT, MFv—V—SORELERT S
Z L,

AFN OB EIXEEED infusion reaction |2 X CEARFZ+ RGO TE HHE
#E1T o1z E TRt T 5 Z &, F7=.2 B B LAEDOAHF|# 5K infusion reaction
BHLbNEZELHBDT, KRREP RUOEHREER T RIZI AL F P4
vERET %, BEORBESICBET S L, /2B, infusionreaction %
EBRLUZHAICIE, ETOMBERMERBZELICEET 2 TREL HH8lE
THIE,

FIRIBHSREREE, TEABERERVBIBREENH LRI ERH B DT,
AF O 5 BEART R O 5- B I E BRI NS REIRZ (TSH. £ T3,
Tt T4, ACTH, P ansF Yy —NVEORIE) ZERTHZ L,
FENOBEIT LY BEORBERICCER TS &5 2 bhbke REBOFHE
RHobhBZLNbb, RESBDLNIBAITIL, BRLLFRTS Lk
BRI M & R o ERD & E i U CEY R ERZET 21TV, BEORE
BISIZ X 2BIERANBRDON A HAITIE, AR OERE TP, RURIBEESR
NEVRIOREEEEBERTHZ L, 2B, BIBRERNVEVOREICXVENE
AOBENPRD bNRWEEIZIE, BT RERNVE LSO 5 E kI 0B
LERTHZ L,

BERTE, SRRV ARB L TrLEWERANRRTAZENH D7D,
AR ORER TRICOEWERAORBICHICTERTDHZ &,

1 BUERA (BE 1 BIERABZEt) Bbbbh, BREMS b7V F—T X
KEZZLRHZOT, BB, B, EHEEDOEROFEBRLMFFMED LRI
NEBTDIZ L, 1 BERFEIRDN S IIEELFIEL, 1R VE
K oOBELEDOEN2OBEEITI Z &,

BIERTS. FARL, FHSREREE, k. MBS RRLODLNE 1D D
DT, EHEIFBERETEZITV., BEORBE+RICBRTIZ L,

AFNOBERRRICEBNT, REBBE»D 96 BB XTI 12:8F 2., 96 BB
160 BEETIR1I6 AT L, FRLUKIL, 24 BEZ L IZEDMEDOFTM2IT- TV e
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T aBEI, ARG PIIEHCERRE CHROMRBZITI Z L. 2B, &
FoOBEHEIZ 12 VB ETLT S,
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