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AR 1128 45 1 &
SRk 30 £ 11 A 28 H

#woE R
| REEASTRE SN [ mEEEN R & B
oo K

BTG EEER - AEEERERLFEAEHRERE
(& H & B )

=R~ 7 (EizTHiz) %%U@H%L@FH?E@ﬁ% KF A
G/ R s . HEvE AR, BESHEOR . BB . AR
XY L oNE, Fﬁ%ﬁlﬁ(ﬁ%@ékﬁ@ﬁ%tPﬁiﬁi) D — R IEIZ DU
T

RE M BOE S & WHEDOEAR TS 2016 CERL 2846 H 2 AMEIE) 128
W HEHTESR S O H ORELHEEZ XD Z ERNEVIAENRTEZ L 2%
TR E SR A BB e B IR T D T D IS i i HEE T A R
TA U EEKRTHZEELTVET,

=R~ T (Bl i#z) 85 (Bke4 ﬁf? AN R R E 20mg M
OV A FRE 100mg)  Z FE/ N Ra Al . VR R, FHSEE R . B A A
ﬁﬁ%$9#yu%ﬂiaﬁﬁv%$%ﬁ¢&@:ﬂbf@%#é%@%
EHREBHIZOWTUX, T=Av~7 (Bia 7 z) BHI 0 o i H#ELE T A
RT A2 (EMERRE TRz IE) O VERk & O i fE A#EE T 1 K Z A > (FE/N
R i, e R R, SESEER . B, AR U R ER O
) O—HEIZOWT ) (CFA 30 48 A 21 HfHIT A ES 0821 55
FIRAGEEEIE - AR REELFEAEHREEN) XV RLTEE
EZATT,

é%\:ﬁwvf(%ﬁ%ﬁﬁi ) BIKITH DA T —R EE T 240mg
MARBEINTZ LIV, YR EFHRZ, TN ENREO LB IEW:
Libt@f EENOEREREBEE ORI 2 8mEBECLET, 72

. ER OREERAHEET A T4 0%, BB EZO LB TT,



AL

He/INHIHeL e O b IHERE T A R Z A~ OSGET AT GBI % HER)

Hr &
5= R (FHMERERD) =Y (HHEARERHIER)
2= KGR L7 DRI 2= R BRI,
IV — RN ERE R 20 mg, A7V — R AR A7 — R R 20 mg, AU — AR A ERE
100 mg, A7V —AR{EEFHE 240 mg (—fK4 @ = 100 mg (—f&k4 : =R ~7 GEBIa - z))
P~ 7 (BioHHZ))
3=y 2. AFNOF, TERES 3 A=Y 2. ARENIOF, 1EHER
F 7Y — A AR FRHE 20 mg, [RLAIEFHE 100 mg F 7T — R A FRE 20 mg KON FLAIEFHE 100 mg
OF] R #HE 240 mg (—fix4: : =R~ 7 (Bis (=4 =R~ 7 (Bl z), DIF, TR
FRAHZ) . LR TR 1. /NP S TR AL EL B MRSt A F Ly 7 2t
Dt AF Ly 7 2k BTV AL v AT — HTYVAM AT =X 2747 (BMS) 1)
X A7 A7 (BMS) £h) MBI L7t b PD-1 MBI L7t b PD-1 (Programmed cell death-1)
(Programmed cell death-1) Zxf4 5 b M 1gG4 x4 58 MY 1g64 £/ 7 a—F PR TH D,
®B7u—FAPUETH D, (%)
(%)
7R (241 ] 7= [Z41]
(R B ROy VRN

@O EWNE T FHFRER (ON0-4538-05 FhkR)
#F1  FHRN 5% EORIWER
(F 1)

O EWNE T (O0N0-4538-05 ER)
#1 FHERN 5% EORIVER
(F )




7pds, MVEMEMGZRE 261 (5.7%) . Kigk - HED
T2 (5. 7%) ., FRRREE (7 2 - N LU—JEE
FESE) 31 (8.6%) . NTpénEkE 2 451 (5.7%) ., H
AR RERE E 3 5] (8.6%) . EIEFHeERE 1 4

(2.9%) . BEHkrebEE (RMEHEMBERTE) 141

(2.9%) M WNinfusion reaction 2] (5.7%) 2
ROBNT, £, EEOLEESE (FERBEIR
SEMERE, ZIEALEE, JEREIESE) . T E{AHEERE

1 REEIRIA . WEZe, BIEM M GE, MK - B,
SEIER K OODTHRITRBD bR oT-, KA
TERFEBURDUI B E S (RR R AR 25 T)
E DRI R LR T,

7. MVEMEMRE 261 (5.7%) . KiGk - BED
T2 (5.7%) . fREREE (7« NL—JERE
FESE) 3151 (8.6%) . NTFEEREREE 241 (5.7%) . H
PRI RERE 2 3 5] (8.6%) . RIEHEREREE 1 631
(2.9%) . BHEREREE (RMEHEMERRE) 141
(2.9%) KN infusion reaction 2 (5.7%) 73
WO LT, £, EEOKERE (K&
SEMERE . ZIERLEE, JE A ) . T EIABEEREE
1 RBEIRIA ., BEsk, BIEMMERE, MMk - B,
SEIER KOO RITEBD bR o T, AREl|
TERRBUR LI T S35 S fg (FRR MR
HE 2 ot) 25 0EHERETRT,

g —v

@ MpHMEIIARRER (CA209017 3B) (NEngl J Med
2015; 373: 123-35)
#2 FHRMN LWL EORIEH
(£ 1)

7pds. RVEMEATZE L 6 5] (4.6%) . KEGK - HED
T 1L B (8.4%) . MRRRFETE (FT v N —IE
BHES) 13 61 (9.9%) . ATEEEEFREE 4 451 (3. 1%) .
RO RS RERRE 5 51 (3.8%) . B&REMREE (RME
MEMEBRE) 46 (3.1%) . EAEA,EIIE 1 41
(0.8%) K UNinfusion reaction 1] (0.8%) 73

g <— v

@ WpHMETIIAERBR (CA209017 #%) (NEngl J Med
2015; 373: 123-35)
2 HBRN SR EORIEA
(£ W)

I, FEMEMEE 6 6 (4.6%) . Kk - HED
T 1L B (8. 4%) . MRRRIETE (FT v - NL—JE
BEHESF) 1341 (9. 9%) . HTEEREREES 4 41 (3. 1%) .
FOR A RERR 2 5 451 (3. 8%) . BHEAEREE (JRAME
MM R 46 (3.1%) . AR EIIAE 1 4
(0.8%) M UNinfusion reaction 141 (0.8%) 7%




RO bz, £z, HEDOREES (BERLEIR
REMRIE . ZTCALEE, FRIIE ) . T IR ERERR T
RIS BRRERR S . 1 BUBEIRIN, EgR, MR - BERRAR
S EDBER K LI RITIBD N2> Tz, AKE
TR SUR LI B 5 (BRI A SR 25 Te)
R R 2R T,

RO BTz, £z, HEDORGES (BE IR
REMRRE . Z2TEALEE, JHRIIESE) . T RHRERR S |
HIFEPRRERE T 1 BB IR, Mk, % - BB
S E D BER KD RITIBD SR> Tz, AKE
TEHREIVRI TS5 o M RS (IR A
R ealy) 2@ UEHRETRT,

g ~—

9 ~—

(FER - ERg)
O EWNE THERER (0N0-4538-06 2XER)
3 FBLEN 5%LL EOFEER

(& 1)

k. MEMENMRE 46 (5.3%) ., KIGK - EED
THIS B (6.6%) . FREFETE (F7 2« NL—JEMRE
FESE) 10 5 (13.2%) . ATFHEREFEE 561 (6. 6%) .
FOIR IR REREZE 10 1] (13. 2%) . BB HEREREE 1 1)
(1.3%) . BHrEkmsE (RS HIEMERE) 44
(5.3%) MO infusion reaction 31 (3.9%) 2%
RO LT, £, BEOKEEE (FEREEIR
SEMERE, ZICHLEE, I RHIES) . T EIABERERETE
L BUBEPRIE ., Weok, HEIEMEESE, Mok - iRk,
S E DR K OV RITRD S e o Tz, AR
TERZE BRI X B G (BR R A AR 2= te)
TR R A R T,

g ~—

9 ~— v

(FER P Rz
O EWNE THERER (0N0-4538-06 2ER)
F# 3  FIEN 59 EORIER

(#£ W)

k. MEMEMRE 46 (5.3%) ., KIHK - HED
TS (6.6%) . fRREREE (T - SN U—IERE
FESE) 10 5l (13.2%) . AFHEREREE 541 (6. 6%) .

FRR IR REREEE 10 61 (13.2%) . B FERERE = 1 151
(1.3%) . BHrEbrsE (RMERIEMBRE) 46
(5.3%) M ONinfusion reaction 31 (3.9%) 73
ROz, £z, EEOKERE (KRR
FEMERE, ZICHLEE, JHRHIES) . T ERAPERERE
| BUBEPRIA . ek, EIEMBEIE, Mok - SRk,
S5 E IR K NLAHRITBO LTz, KEl
TER BRI S B 5 ofEH5 (FRRMRAE
R E2Et) 28 U0EIRE =T,




9= @ WESNEIARFER (CA209057 3E%) (NEngl JMed | 9 — @ WEs S IIARFER (CA209057 3XBR) (N Engl J Med
2015; 373: 1627-39) 2015; 373: 1627-39)
F4  FBIEN 5% EORIVER F4  RBEN 5L EORIER
(F %) (F %)
7pks. TVEMERTEE R 10 5] (3.5%) . KiG%k - BHE 7pds. MVEMEATEEE 10 5] (3.5%) . KBk - BHE
O THI 22 B (7.7%) . MREEE (F7 2 - NL— DT 22 1 (7.7%) . PPREEE (¥F7 2 - NL—
SEERES) 26 1] (9. 1%) | iFirelEE 15 41 (5. 2%) | FEERES) 26 451 (9. 1%) | FHrelEE 15 61 (5. 2%) |
FOR I BERESE 27 (5] (9. 4%) . BXRRERES (JRAM FR I BERE S 27 5] (9. 4%) . BXREREREE (M
EREMERERLE) TH (2.4%) | e - BElESE 1 WHREMERRDS) 76 (2.4%) . BN - BERRER 1
1l (0.3%) KON infusion reaction 81 (2.8%) 1l (0.3%) KON infusion reaction 81 (2.8%)
DBO BNz, £z, HEOKERE (KGR DD bz, £7-. BEDOKERE (HERE
10— IRIEMRE, ZIBALEE, BREIES) . THEEIRPERE | 10 X— IRFEMBERE, ZIEALEE, BRRIES) | T IE(APEEE
frE . R FSRERE R, 1 BUBEIRIE. S, BHIER P, EIRAREEREE, 1 AUREIRIE. L. EIER
HEE, 5 E I ER L PLHRITBO R0 MEIE, S EIERLEDODTHRITFBD Sz o
7o ARIERBBURDUIE I E FS (BRI A E 5% 720 ARBIERZBUR T Y34 E G imEg ([
WaEt) FEUEHERERT, IR 25 te) 20 EZT~T,
14— 5. Gxt5% L7 b B 14 _— 5. &G0 DEH
(AP B 3 2 FH] [“Ze 2RIz B 3 % ]
(%) (%)
15— [“Ze etz B 3 % F1H] (AR B 3 5 F ]

(%)

(%)




BN R AR BB HHEE T A N T A L OUGETREAT Gt AT RER)

i IH
Y= (FHEEERD) Y= (BHARETHIER)
2= XfG L 72 BRI 2= R 70 B RN
IR EREHE 20 mg, A Y — R EE F V=R ERERE 20 mg, A7V — R R
100 mg, A7 —A G{fFEHE 240 mg (—#4 @ = 100 mg (—#4 : =R ~7 (B F/HEH#Z))
P~ 7 GBI Z))
3= 2. ARFNOFE, TERBT 3= 2. RFNORE, 1ERKF
F 7R S ERE 20 meg. [FLASIRERE 100 mg MK 7R S ERE 20 mg QMR AR ERE 100 mg
OEL s EE 240 mg (—i%4 : =R L~7 (GBIB (—ies : =R~ 7 (B z), LT, TR
TRAHEZ) . BAF, TAALD 1%, /BRI TR Al i, NERG TERSTEAX L Y 7 R4
Bt AF Ly 7 2% BTV AL v AT — (HZ7YVARMV A=K A7 147 (BMS) )
X A7 A7 (BMS) th) MBI L7t b PD-1 NEAF L7-t b PD-1 (Programmed cell death-1)
(Programmed cell death—1) ZxI4 5 b N 1gG4 x4 A8 MY 1g64 £/ 7 a—F VPR TH S,
T/ ua—FLHUETH D, (%)
(%)
9= [Z241%] 9= [ 72 4]
OEMNS T FHRER (0N0-4538-02 ER) OENE DFHRER (ON0-4538-02 ZBR)
(%) (%)
F 1 FHRN 5% EORIER F 1 HEBLEN 5L EORIEH
(£ 1) (# W)
10 =— ks, MEVERRE 16 (2.9%) ., KIEK - HED |10 = 7k, FEMERER 16 (2.9%) ., KBk - EED




T L (2. 9%) . FRERRET 4 61 (11.4%) . JTEERE
PR 551 (14. 3%) . BHEEERE 261 (5. 7%) . HUR
IRFEREREE 8 ] (22.9%) . RIBFEE 161 (2.9%) .
HEOREREE 16 (2.9%) KOSE I ER 14
(2.9%) MEDOONT-, Fo. TEEHEERTE
infusion reaction, 1 AUBEIRIF, WESS, EEIEM,
JHE, Mk - BRI, (DFhde, Ak, TR, BRALC
i B RE / X A /X — M OV 8 MR I /N R MR R
BER TR O Lo 7o, RRWEAZSBLRILILE
HHEG (BRREEREZED) 23 0EHEER
T,

T 1B (2.9%) . PREERET 4 61 (11.4%) . ATEERE
P 541 (14. 3%) . BEHEREFETE 2 41 (5. 7%) ., HUIR
IRbgREREE 8 5 (22.9%) . RIEFEE 161 (2.9%) .
EEOREREE 146 (2.9%) LS E D ER 145
(2.9%) MBOONT, £, NEBERERE
infusion reaction, 1ZUBESRIN, BESC, FHIE ), HE
JIRE, Bk - BRI, L. k. TR, ML
i RARRE / < A 7N T — S OV P i/ N il e 5
BHRITRRO b2 olz, A BWEHAZRILR LS
L% ROERSR (HRAMAEERTE 2 aT) =
XIS L S

10 ~S—

11—

@EWNE M AEEER (ON0-4538-08 #XER)
(%)

2 FHEN 5L EOFIVEM
(£ 1)

B KBk - BEO TH 241 (8.3%) . FFinER:
FH 1B (4.2%) . TEARHEREREE 161 (4.2%) AW
HLIRIREERERE S 7 1 (29. 2%) 3aB0 BTz, £z,
B MEME R, PRREE (7 0 - N —EBERE
%), BHEEEE R REMBRE) . B
2 infusion reaction, 1ZUPEIRIF., BHEE D KLE
PR (R G REIRARSE efE . 22 TEALEE, FHRIEIE ) |

10 _R—3

11—

@EWNE MAHRER (0N0-4538-08 #ER)
(%)

2 FELRN 5% EOFER
(£ )

¥, KB - EEO T 241 (8.3%) . ek
ELE (4.2%) , TEAEEEERTE 16 (4.2%) KW
FOR IR RERE 22 7 1] (29. 2%) 2N3B 8 Hiiz, £7-.
MR R, fRREE (X7 v - N EERE
H) . BHRERET RMEHEMERRE) ., BIFEE
2 infusionreaction, 17UPFRIFE., EEDKE
P (R b IREARIE e . 22 TALEE, B RIEIESE) |




Wz, EIEMEEIE, MMZ% - BHIRIE. 5 & D IRk,
DR, Wik, IF9e, BB RMARIE/ X A3 TF — K&
UM M i /N ARBOD VE SR BE IR I8 60 B 72 h o
Tz ARWEMFESIRDUIBIEE S (AR A i 5
Waeaty) ZE DRI EZ T,

Mg, EREAEEIIE, MR - B, 5 & 9 IRRK,
DR, ik, 9. BUORUHRMARIE/ X 43T — K&
UM P /N ARIBOD PE SR BEIR 138 6O B 72 -
2o RBIWEMFILRILII % F o fEF 5 (1
IRMAESR T 25 T) Z2aEabiR a3,

11—

@UEAEIMFHERER (CA209066 ABR)

(%)

#Z 3  WTNORETIHBLERD 5%, EOFEIEH
(£ 1)

2B, AFIFEC BV CTRIEMENMEEER 345 (1. 5%) .
KGR « BEDO THI6F] (2.9%) . #EES (7
Voo NU—EGRESE) 28 # (13.6%) . HFHEEEREE
7 (3.4%) . EHEREREE 4 41 (1.9%) . T EERLE
REREE 4 41 (1. 9%) . HUIRBREEREREE 13 51 (6. 3%) .
infusion reaction 15 i (7.3%). 1 Z%UKERI 1
B (0.5%) . HEEOREREE 34F] (1.5%) KOS E
I HESE 161 (0.5%) RO BT, Fo. BIEREE
=S, EIEMESE, MK - SRR, DK,
ok, NF9e, BB RAEIE/ X A /3T — R Oz M
M/ N PESRBEIR I ZR8 D D 7e oo 72, AREIE
MRBLRDUI R E RS (BRRAEEREE 25 T)
TR R A R T,

1=

@A L MAHRER (CA209066 KBR) Y

(W)

£ 3 WTNORETIHILERD 5%LL EOFEIEH
(#£ W)

72, AFIFEC B TRIE MMM E 3F (1. 5%) .
KGR « BEO THI6F] (2.9%) . MEES (7
Voo NLU—IEGRES) 28 1 (13.6%) . IFHEBEREE
7] (3.4%) . EHEREREE 4 61 (1.9%) . AL
REfEEE 4 61 (1. 9%) . HRIRBERERE S 13 1] (6. 3%) .
infusion reaction 15 # (7.3%). 1 %UKEIRI G 1
B (0.5%) . BEEOKEREE 346 (1.5%) KOS E
IMESR L (0.5%) BNBDHHNTZ, o, BIBE
ELOPER, BEIEGEE A, MK - B, DA%
i oe. BT, BRI RARIE/ X A /ST — R Oz M
/NS PESR BRI LR D D e oo 72, AREIE
FPRBLR IS — 434 F o S (R A E
R E2Et) 28 U0EIRE =T,




12— | @UESMEIHERER (CA209037 3RER) 2 12— | @A S TIARER (CA209037 #ER) 2
(%) (%)
z4 WTNORETIHILERD 5%, EOREIEH x4 WTNORETHILED 5%, EOFIEH
(£ W) (F B)
72E. ARAIBHC BV TRV MERZE 8 51 (3. 0%) I, AFFEZ IV THE MR L 8 41 (3. 0%) .
KIGZ « EEOTHIAF] (1.5%), MRS 33 4 KIS « EEOTH A F] (1.5%), HREFEEE 33 #
(12.3%) . FFEEBERESE 22 f31] (8.2%). BHHREmE (12.3%) . FFHEBEREE 22 5] (8.2%). BHkhEREE
PRANE MR %) 561 (1.9%) . HARIRHEE PRANE R MER %) 561 (1.9%) . HRIRIRIEHE
[REE 23 i (8. 6%) . BB 1 41 (0. 4%) . infusion [ 23 51 (8. 6%) . EIFEFEE 1 41 (0.4%) . infusion
reaction 10 fi] (3.7%) . HEE O K EREE 1 4 reaction 10 fi] (3.7%) . HEE O KEFKE 1 4
(0.4%) . W& 261 (0.7%) KOS E SIS 34 (0.4%) . WER 261 (0.7%) KOS E 9 RSk 3 H
13 _R— (1.1%) @D, £o. FEAEEERSE 13 _— (1. 1%) MNED LN, Fo, FPEAKERE
1 BUBERI . EAEALMESIAE . MR - BEREZE. DR 1 BUBERI . EAEAL M TAE . MR - BEESE . DR
K. g, R, BEBUHRUIRIE/ X A/ T — KUY K. R, TR, BEERARE/ I 4/ 3F— KU
P ME /MR MR SRBEIR 1358 D e o T2, R P MR MR PR SRBEIR 1358 D e o 7z, R
BIVERRBLR U BEE RS (BRI RT 25 RE BRI I — S E o B g (AR
te) ZEULEHSRETRT, BERTE 2 ET) 25 0HRFHERE R,
13— OEN M AHFRER (ON0-4538-17 5ER) 13— OEWNE T AEER (ON0-4538-177 R)

(1)
&5 FEILRD 50U LEOREITER
(& B

(%)
#£5 FEENS5WLLEORIER
(F )




14 _— 7pds. PRRERET 9 5] (30.0%) . AFEEEEREDE 14 f1] | 14 _X— 7B, PR 9] (30.0%) . ATHEREREE 14 {31
(46. %) . HURIRFERERESE 7 61 (23.3%) . [AIEME (46. %) . HUIRBRFERERESE 7 61 (23.3%) . [AIEME
iy B 3 1 (10.0%) . KMz - BE O T 3 5 i F8 3 B (10.0%) . KEGH - HHE O T3 i
(10. 0%) . FEFED RS 341 (10.0%) . FHEK (10. 0%) . HEFED RIS 361 (10.0%) . FHEK
PEREREE 2 5] (6. 7%) . S E DL 161 (3. 3%) . BEREREE 2 1] (6.7%) . S &E DL 161 (3.3%) .
RERUH AMIEIE/ 2 A /3F— 241 (6. 7%) K ORI RERURRAMIRIE/ 2 A 3F— 241 (6. 7%) K ORI
fRZERRSE 1 (3.3%) DRBH LN, Fo, B FRZERIE 16 (3.3%) BRBOOLNTZ, Fio, B
RERESE, RIBMRERESE ., 1 BUBEIR. BER. EHIE HERESE . RIEHEERESE . 1 AUBEIR ., BE. EIE
S NE . A « BEIEZS . infusion reaction, > I E., IXMZ% « BEEZ%. infusion reaction, /[»
fhge. e, SaE MR NI PR SR B K OV ¢ e, e, s ME I D M SR B K OVIF 4%
TR B o To, ARRIWEHIEBLRGLIT BT TR b o To, ARRWERIEBLR IS4
% (BRMRAME Y 25T 2 a e R LR FLoflEES (BRAMRAERT L ET) 25t
R HEEHERZ T,

14 ~_—3 ©@uEsEIIAERER (CA209067 #X5R) 14 _— ©@EsMFEIARRER (CA209067 7X5R)
(%) (%)
#£6 WTIOORETHILED 5% EORIEH 6 WTIOORETHILED 5 %L LORIEH
(£ 0%) (#F 0%

16— | 72, AR+ A B U A T RSBV THIRIETE 86 | 16 X— | B, AFl+A E U A= TR I W THIREIEE 86

il (27.5%), AFHERERRETE 102 51 (32.6%). FHIRMR
PERERETE 87 i) (27. 8%) . BEHEREFRETE 21 1) (6. T%)
RVELMERE B 25 41 (8. 0%) . KHEZ - HED TH
60 il (19.2%), FEEEDORFHETE 21 f (6.7%), T

il (27.5%) . KTHERERETE 102 B (32.6%) . HHRAR
PRRERRTE 87 ] (27. 8%) . BHHEAERETE 21 1] (6. 7%) |
VR PR R 25 51 (8. 0%) . KiGZ - EED THI
60 i (19.2%), HEEOZEEE 21 61 (6.7%). F




TIRREREREE 27 6] (8.6%) . BIBHEAEREE 14 41
(4.5%) . WEZe 3411 (1.0%) . Mdds « Bl 2 41
(0.6%). infusion reaction 13 51 (4.2%). 5 &
oS 345 (1.0%) . fhde 341 (1.0%) . FEKCHT
iRGE/ X AT —50 ] (16.0%) . T2 14 41 (4. 5%)
e OVFRIRIM AR ZERRAE 2 61 (0. 6%) 358D BTz,

F7o. 1 BBERRE, BEIEFEAE, DR L O
PV I IR PSR BRI XERD D e o T2, AR
FIFEIC B THRRIEE 66 1 (21. 1%) . ATREREFESE
244511 (7.7%) . HUIRBRBERERESE 47 1] (15.0%) . B
FEREREE 361 (1.0%) . [EMEMIRE 561 (1.6%) .
KIGZ% « BEEOTH 16 5] (5. 1%) . HEED LG
8 (2.6%) . FEEMRLERERET 361 (1.0%) . &l
T ERREREEE 3451 (1. 0%) | BE4% 3 1 (1. 0%) . infusion
reaction 14 f (4.5%). 5 & D 261 (0.6%) .
RESCRRBRIE/ S A3 F—28 4] (8.9%) . AT4¢ 2 14
(0.6%) K OERARMARZERRIE 1 6] (0.3%) A3

STz, F7o. 1 AERP, EIEMEIE, MK -
BERESE . fhde. A& M OV e M i/ N D P 4
BURITRE 0 b2 o 7o, AREIVEFRBLIRDLLE
HES (FRREMEY 2 5T) 2808 E
AN

(%)

TAABEREREE 27 1 (8.6%) . FIBHEREREE 14 41
(4.5%) . WESR 31 (1.0%) . Mg - BEMEZ 2
(0.6%). infusion reaction 13 f5 (4.2%). 5 &
9 M 341 (1.0%) . #H2¢ 341 (1.0%) . BERCH A

fiRSiE/ 2 A/ F—50 1] (16.0%), % 14 %1 (4. 5%)

N OVE IR A ZERRSE 2 61 (0. 6%) 23588 BT,

F7o. 1VBUBERIE. BEIEAEGE, DR &M

P VE I/ OB PSRBT TR D B Ze oo T2, A

FIBEIZ B TR IEE 66 41 (21. 1%) . FFHEREFEE

24 4 (7.7%) . HURIREERERET 47 1 (15.0%) . &

FEREREE 361 (1. 0%) . FEVEMEMIZEE 561 (1. 6%) .

K2 - BEDOTH 16 B (5. 1%) ., BHEEDKERE

EH M (2.6%) . THEIAHERERESE 341 (1.0%) . &l

EHEREFEE 3 151 (1. 0%) | &% 3 1 (1. 0%) . infusion

reaction 14 ffil (4.5%). S5 & 9K 2 61 (0.6%) .

RERUT ARIE ) S A3 F—28 151 (8.9%) . AT 2 13
(0. 6%) KOFRIRIMARZERSE 1 F] (0.3%) 2358
bV, Fiz, 1 ABERT, BEAEMEIE, MK -

] 7 TN 1757 N 1 B N A ON AR LT | IWA Y 5 Rl et

BERILRE D BivZe o 7o, REIWER BRI T —

L ESoEES (RREEET 25 %

BUHERERE T,

(%)




16 ~— | DEFELLF G AR (0N0-4538-21/CA209238 7R | 16 ~—7 | (DIEFRLL A MAHKER  (ONO-4538-21/CA209238 7
) )
() ()
KT DTN ORETHRILRD 5 %L, EORIE R DTN ORETHILRD 5 %5LL EORIEH
(F& %) (F %)
2B AAREZ IO TREMERMZE 11 61 (2. 4%) ek AABEZ IO TREMERMZE 1161 (2. 4%) |
MR RARAE/ X A3 F—48 i (10.6%) . AFHRE MR BUARAE/ X A3 F—48 i (10.6%) . ATFH&RE
fEE 40 1 (8. 8%) . FUIRAREERERET 91 B1 (20. 1%) | fE 40 B (8. 8%) . FIRAREEEERTE 91 Bl (20. 1%) |
Tk 83 1 (18.4%) . EHEHERES 6 B (1. 3%) PRERRETE 83 41 (18.4%) . BHEREREE 6 B (1. 3%) .
IR RERETE 6 B (1.3%) . T IEABRAERE 8 i A FERERE T 6 1 (1.3%) . FIEMAHKRERT 8
(1.8%) . infusion reaction 11 5 (2.4%). Kim (1.8%). infusion reaction 11 (2.4%). K%
R HEDTH 21 B (4.6%), HEDKFIEES % - EEDOTH 21 ] (4. 6%) . EEORKEREE S
fl (11%) o 1 RUBESRAE 161 (0. 2%) . JEEZR 3 4 fl (11%) . 1RV 161 (0.2%) . S 3 Bl
(0.7%), 5 & DIk 2 41 (0. 4%) | FF2& 3 Bl (0. T%) (0.7%) . 5 & 9 g 2 1 (0. 4%) | T4 3 1l (0. T%)
WO Bz, Elo, EEMBEE, LR, WO bz, Elo, EIEMHESLE, OFR.

17— | % SE MR MRS PREREER . AR - BRI, | 1T = | R SRl OB PSR BE . gt - BERRZE
R A FE AR E K OVBEAL R AR 2R I3RR 0 B 727 AR A FE AR N ORI 21338 80 B 7
272, ARIWEMFEBLRDLIZBIEF S (BRI A fE 72, REWEMFEBIRIU I M3t ge o BdE 5 (B
B eat) 2aURERERT, KRR 25 T) Z2a ORI R 2R,
(%) (%)

21 =¥ | 5. ®EXRLLDEE 21 =¥ | 5. BEARLRDEH

(G B4 % FIE]

[Z&PEIC P4 % ]




(%) (%)

22 N— (ZatElC B3 2 F ] (AP BI 3 5 F ]
(%) (%)

SHSHET R O fc il HHEE T A R 7 A > OKGETEPT CHrIH &)
e H

Y= (FHMERERD) Y= (B yHARERHIBR)

2= KIGL 72 D RIS 2= XfG L 7R DRSS
F 7= RS 20 mg. AT Y — iR A F 7= RS 20 mg, AT Y — R A
100 mg, A7 —R T 240 mg (—fix4 © = 100 mg (—fix4 : =R ~7 (B Z))
A~ 7 (BlaFE#Ez))

3= 2. AKFNOFHE, TEHET 3= 2. ARHIOF, 1ERET
A7 — AR R 20 mg. [RLSTEERE 100 mg & 7 — R R 20 mg MR F] AL 100 mg
OVELEE ERE 240 mg (— 4 - =FALv~7 (B (—fix4 - =R~ 7 B rf#az), LLF, TR
FRAHZ) . LR, TR %, /NEPEE S, TR A Z, NS TERAS e A X Ly 7 24t
st AX VY 7 2 (BT Y ARV - v A T — BHTUVAR -~ —X AT A47 (BMS) )
X A7 A7 (BMS) £h) MBI L7t b PD-1 MBI L7t b PD-1 (Programmed cell death-1)

(Programmed cell death—1) ZxI4 5 b N 1gG4 x4 A MY 1g64 £/ 7 a—F VPR TH S,
B/ 70 —FAHKRTH D, (%)
(%)

6 _X— [Z4] 6 ~X— [ 241

[E] [ e ] 25 T AR FRB% (ONO-4538-11/CA209141 545R) ] % e ] 25 T AR 7-0B% (ONO-4538-11/CA209141 55R)




(1)

#1 FBIERDN 50 EORIER (LRVEfRIT RS
5]

(F W)

¥, MVEMENEEE 7 B (3.0%) . BEHSC @ ARIE/
IARF—501 (2.1%) . AFEEREREE 561 (2. 1%) .
R IR REBR 2 17 51 (7.2%) . FFfRBEE 7 6
(3.0%) . EHEEERE 161 (0.4%) . FIEFE 141
(0.4%) . FEEAHREREE 2 61 (0.8%) . FRlRkIMA
FEMGE 161 (0.4%) MO infusion reaction 3§
(1.3%) RO ONTZ, £z, HIEFHESGE, O
. fnoe. KIBZ - EEO TH, 1 BRI,
S M MGBESE B . BT28. MMZ% - REIRS
HEDRLGREE, SE 9 R LOEE O KL EkE
XER O e o To, AREIWERRBLR DL B E
% (BRMREMET 2 5) 2508 RE R
R

(1)

#1 BN 5B EORIWER (Mt x5
S5

(& W)

7B, MVEMERE AR 7 H (3. 0%) . RERCT Eh i E /
IARF—56 (2.1%) . AFtEREREE 561 (2. 1%) .
HURIR B RERE S 17 1] (7.2%) . #REEFEE 7 f1
(3.0%) . BERERErEDE 141 (0.4%) . FIBREDE 1 4]
(0.4%) . TIEARLERERE 2 61 (0.8%) . FRRIMAE
FEFRSE 161 (0.4%) KON infusion reaction 3
(1.3%) Bd o, Flo, BIEMEIE, O
k. k. KRGk - BEO NRF, 1 BRI,
S ME ML MR PESRBETR . AT, IMdk - Bl Y
HEOKEEE, 5E95BERLOVEEOLEFESE
FRO B0 Tz, REIMERFBUR LI S35
SoHEES (HRREEREZE5T) 23058
AR A RT,

10 _—

5. ®ExIG e BE
[H2h B4 5 F1E]
(H%)

[ZErEicBE3 5 FH]

10 ~~—

5. GRS LI EHE
[tz BE3 5 $1a]
(%)

(G501 BI 9 % 5]




(%) (%)
W AR O e il FHHERE T A N7 A L OSGETERT CIrlE 3 RiER)
b4l |=|
57 RN (FHREERD) Y=Y (B TH AR ERHIBR)
2= KR & TR D IESEN, 2= KGR L7 DRI
F 7V — R TR EE 20 mg, A7V — R A ERE F 7V — AR RIREE 20 mg, A7V — R A ERHE
100 mg, A7V — AR EHE 240 mg (—fxd @ = 100 mg (—f&k4 : =R ~7 GEBIa - z))
A~ 7 (BinFH#Ez))
3= 2. ARFIOFHE, 1ERET 3= 2. KFIOFHER, 1ERET
F 7Y — A AR FRHE 20 mg, [RLAIEFHE 100 mg J F 7T — A A FRE 20 mg KO FAIEFHE 100 mg
OELAJE T 240 mg (—ix4 « =R~ 7 (Bs (— 4 =R~ 7 (Bin R z), LUT, IR
FRAHZ) . LR TR 3, /NEPEESL TR A E, NS TERAS e A X Ly 7 24t
St AF Ly 7 24t (BT Y ARV e v AT — (HLTYVARM <A F—X 27 A7 (BMS) £h)
X A7 A7 (BMS) £h) MBI L7t b PD-1 NEAF L7-t b PD-1 (Programmed cell death-1)
(Programmed cell death-1) (Zx%9 5t A 1gG4 Rt 5e MU 164 £/ 7 a—FT PR TH 5,
®B/7u—FAPUETH D, (%)
(%)
8§ _— [ZeetE] 8 N—¥ (2 4tE]

O [FEPEIE S MAEER  (ON0-4538-03/CA209025
R
(%)

#£1 WITNDLORETHRELEN 5% EORIEH

O [FEpELR S MAE R (ON0-4538-03/CA209025
BR)
(%)

£1 WTNOORETHRILED 59, EORITER




9ty

(F W)

723 VB MERTZEER 19 1 (4. 7%) L il 2 1 451 (0. 2%) .
RERUT ARRE/ 2 A 3F—56 f51] (13.8%) . K% -
HEEED T 10 B (2.5%) . 1 ALBERRIE 1451 (0. 2%) |
It RErE L 46 B (11.3%). AF2¢ 151 (0. 2%) .
FR ARFSRERS 2 34 {1 (8.4%) . FhfR[E=E 55 4
(13.5%) . ErmefEs (RMEMEEBXE) 28
i (6.9%) . EIEHERERSE 641 (1.5%). infusion
reaction 21 3 (5.2%) . HJE O L EEE 4§
(1.0%) . FEAHEEERT 241 (0.5%) . FER 141
(0.2%) KOS EIIESR 1H (0.2%) 2B H LN
Too FETo. BIEMIEE, LR, REME/ R
WD PESEBER . MR - BEMRA K OVER IR i Ae JEAR SE
TR b Lo To, ARRWEHIE BN BT H
% (RRMEMRET L ET) 230EFERE R
SR

9 ~—

(& I%)

75, I MERTZE AR 19 651 (4. 7%) L Al ¢ 1 451 (0. 2%) .
RERUT ARRE ) 2 A 3F—56 f51] (13.8%) . K% -
HEED T 10 1] (2. 5%) . 1 ALBERRIE 141 (0. 2%) |
JrksRErE 1T 46 B (11.3%) . AFZe 141 (0. 2%) .
FOARIRAERERE S 34 1] (8.4%) . fRckEE 55 {4
(13.5%) . BtgrelEs (RAME FEMEBK%E) 28
B (6.9%) . FIEHEREREE 6 51 (1.5%) . infusion
reaction 21 fil (5.2%) . HEJE O L FkEE 4 4
(1.0%) ., THEEMAEHEERETE 2 4] (0.5%) . FEX 14
(0.2%) KOS EIER 1H] (0.2%) 237BH LR
Too FTo. BIEMHMEE, LR, REME/ R
WO PESEBER . MR« BENRI K OVER R A% ZEAR SiE
RO SN oTz, REEHBBR T S 34E
G oBEESR (BMKMEMEREZE5T) 2508
FHE R R T,

0 ~<—v

@EBRILF H MR (ON0-4538-16/CA209214 7
)

()

%2 WPRAORECHEIEN 5% EORIER
(& %)

95—y

QERR IR S AR (ONO-4538-16/CA209214 7
%)

(%)

£2 WTNOORETHRILED 59, EORIVEH
(F B




10 ~~—

B, KE+A Y AT EICBW T, MREE
136 5l (24.9%) . JHH&REREE 98 il (17.9%) . HIK
PREERERR E 147 1 (26.9%) . B FEREREE 46 {3
(8. 4%) . VMR A 35 1] (6.4%) . K%k - &
FED THI 36 6l (6.6%) . BEEEOKEREE 20 4
(3.7%) . TIEHEREREE 24 B (4. 4%) . BIEHERE
prs 32 451 (5.9%) . 1HUHESRSA 541 (0.9%) . HEZ
7 (1.3%) . EAEM S GE 161 (0.2%) , M -
BEfE 2 2 1] (0.4%) . infusion reaction 22 44
(4.0%) . S & DMK 2 6] (0.4%) . LR 14
(0.2%) . fHok 2451 (0.4%) . BRBUHRELRIE/ I A3
F—102 il (18.6%) . APz 741 (1.3%) KUK
mieZEreE 2 1 (0.4%) MR LN, £o. &
P52 M i/ ISRl P SR BIE S B OV AL IBLAE 2% 1R D
SR o T, REWEARBURDULBEE SRS (B
RREERT 2 5T) #a0ERE R,

10—

B, AEI+A Y A TR WT, MikEE
136 51l (24.9%) . FFHERERRE 98 51 (17.9%) . HK
RS RER S 147 B (26.9%) . BHEREREE 46 4
(8. 4%) . FEVEMEMRR A 35 1] (6.4%) ., K% - &
FED T 36 B (6.6%) . HEEOKEFEE 20 4
(3.7%) . FIEAEEREREE 24 6] (4. 4%) . FIEHERE
fet 32 51 (5.9%) . 1 ZLBEIRIF 561 (0.9%) . HER
7 (1.3%) . EAEFEESE 1 H1 (0.2%) ., Mgk -
BERE S 2 ] (0.4%) . infusionreaction 22 44
(4.0%) . S&E MR 2 6] (0.4%) . LR 16l
(0.2%) . e 241 (0.4%) . RESCAHEAZLE/ X A /3
F—102 il (18.6%) . HFZ 741 (1.3%) KUK
MmAeZERIE 2 61 (0.4%) RO LNz, £, &
P2 M i/ IR kA P SR BE S S OV AL IEAE 2% 1358 8
LR d o T, RENWEHFREBURDIIS+% 550
HER (RREMEY 2 5T) 28 0HEHRE
BT,

14 2=

15—

5. BExXIHLE DB
(BB 3 5 FHIA]
(%)

(eI BEd % 1]
(%)

14 _X—

156 X—

5. BHExIHEDRBE
[Z4MIcBE 3 5 F1A]
(%)

(A2 B 9 % 5]
(%)




WA % U O B HEE T A BT A L OUGETEFT COrIHx )

i IH
Y= (FHEEERD) Y- (BHARETHIER)
2= XfG L 72 BRI 2= R 70 B RN
IR EREHE 20 mg, A Y — R EE F V=R ERERE 20 mg, A7V — R R
100 mg, A7V —A miEHE 240 mg (—%4 @ = 100 mg (—#4 : =R N~7 (B EHZ))
P~ 7 GBI Z))
3R— 2. RAIORK, EHEF 3= 2. RFNORE, 1ERKF
F 7R S ERE 20 meg. [FLASIRERE 100 mg MK 7R S ERE 20 mg QMR AR ERE 100 mg
OEL s EE 240 mg (—i%4 : =R L~7 (GBIB (—ies : =R~ 7 (B z), LT, TR
TRAHEZ) . BAF, TAALD 1%, /BRI TR Al i, NERG TERSTEAX L Y 7 R4
Bt AF Ly 7 2% BTV AL v AT — (HZ7YVARMV A=K A7 147 (BMS) )
X A7 A7 (BMS) th) MBI L7t b PD-1 NEAF L7-t b PD-1 (Programmed cell death-1)
(Programmed cell death—1) ZxI4 5 b N 1gG4 x4 A8 MY 1g64 £/ 7 a—F VPR TH S,
T/ ua—FLHUETH D, (%)
(%)
4= [Z2414] 4= [Z241E]
OEMNS T FHRER (0N0-4538-15 ER) OENE D FHERER (ON0-4538-15 24BR)
(%) (%)
F 1 RBBEN 50 EORIWER (22T 5 F 1 RERN 50 EORIWER (2 MEMET 64
) )
(# ) (# W)




5 ~—

7pds. MVEMEMEE 11 (5.9%) BT ElfEE/
A ST =261 (11.8%) . KIEZk « BED THI 1
Bl (5.9%) . FFH&REREEE 161 (5.9%) . FORIREERE
[ 341 (17.6%) . fRFRFEE 341 (17.6%) KO
infusion reaction 1] (5.9%) 233 57,
F7o, HIEMGEDIE, Ok, ik, 18HRE.
S PRI B PSRBT . T, B RERRE .
fge - BEME IS, EE O REEE . R
MARZERE, THERAEERES, ERXREXOSE K
RITFBO LD o Tz, ARREWEHFEBUIR DL B
F5 (ARBREEETY Z250) 20 0EHEREY
RY,

R P

5 ~—

7pde. MVEMEMRE 11 (5.9%) . BERUT AlAEE/
IANF =26 (11.8%) ., KIE%k - HED FHI1
Bl (5.9%) . NF&REREEE 161 (5.9%) . FRIREERE
P 341 (17.6%) . #3641 (17.6%) KT
infusion reaction 11 (5.9%) N Hii-,
Fo. BEIEGEGE, Ok, Ak, 1 BPERRE,
G MR I O PSRBT . T, B RERREE
AR, MMk - Bk, HEOKRERE., ik
A2 ZERRSE, TEAEEREES, BERLOSE S
RITIBO N T, REINEHAFEBURILIT S
HHofEFES (RRREMERETLET) 280
LR R AT,

5 ~<—

6 ~<—

Qs T FHERER (CA209205 FER)

(%)

#2 RWHLENSUILEOFEIEH (A1l Treated
Subjects)

(£ 0%)

7p¥s, MVEMERZEE 15 61 (6. 2%) . BT RAFE/
IANF—19 B (7.8%) . KMsk - HEED T 6
B (2.5%) . FFHEREREE 22 1 (9.1%) . AF4k 541
(2.1%) . HRIRpERERE S 28 B (11.5%) ., FHfREE
%40 5] (16.5%) . BFREREREE 4 61 (1. 6%) . AKZE -

55—y

6 ~<—

@/t TAHERBR  (CA209205 FABR)

(%)

#2 BWHLENSILLLEOFEIEH (A1l Treated
Subjects)

(#£ B)

¥, VBN R 15 61 (6. 2%) . RS EUARAE/
AT —19 fi] (7.8%) ., KWK - HED TN 6
B (2.5%) . ATFHSREREEE 22 5] (9.1%). AT 54
(2.1%) . HURIEERERESE 28 1 (11.5%) . Fh#EkE
=40 f51] (16.5%) . BrEREREE 4 41 (1. 6%) . HKZ -




Bl 161 (0. 4%) . EEDRZEREE 361 (1. 2%) .
iRz ZE€42SE 1 51 (0. 4%) . infusion reaction 38
Bl (15.6%) . Bk 241 (0.8%) KOS E IR 2
5l (0.8%) ERHOLNT=, T, FHIEMEIE,
D2, Bk, 1RUNERIA, se Ve Miasi P
SRBEIE . R REE OV AR RERE F IR O b
ol AREWERMFILROUIBEESS (FIKRHR
BEEE 2 E5T) 25 0ERELRT,

Bl 131 (0. 4%) . EFED RS 361 (1. 2%) .
Er R AR ZEARSE 1 %1 (0. 4%) . infusion reaction 38
Bl (15.6%) . Bk 261 (0.8%) MONSE K 2
il (0.8%) 2FRO LAV, Tz, HEIEANMEIIAE,
DR, ok, 1 BUBEPRIN . Sapgh i/ Nkas A%
B, BB EE AT EAEREEE IO b
o lo, AREWERAFEBURILI I L34S OfHH
% (BARMEMET 2 5T) 250EFERE R
R

10 ~S—

5. BhEXAGRLMDLEHE
(GR35 F ]
(%)

(ZZEMEICBE ¥ 5 FH]

10—

5. BEXMRLRDEE
[Z2ePEic R4 % ]
(%)

(A2 B9 % 5]

(%) (%)
s D Bl HHERE T A N T4 > OSET AT CErIH xR )
Fen [=]
PG — (THERIBRD) Y=Y (BUH BRI BR)
2R KGR L Tp HEH, 2= R L IR HEHS,

AT O— R EEE 20 mg, ATV —R AR
100 mg, A7V —AalliE 240 mg (—fi%x4% : =
A~<7 GEis - z))

F 7 — R AL 20 mg, AV — R A
100 mg (—iE4 . =R ~7 (EBETERZ))




3= 2. AREIORK, 1EFKF 3= 2. RAOFE, 1EHEF
F 7RSI ERE 20 meg, [FASIEERE 100 mg M 7 — R S ERE 20 mg FeONA] AR ERE 100 mg
ORI EE 240 mg (—f4 - =hr~7 (B (—fix4 - = v~7 B ffaz), LT, TR
TRAMRZ) . BUR. TR %, /NEPEES, TR A1) 1E, NS TERASE A X Ly 7 2t
S AZ Ly 7 25 (BT YRRV v A T — (HZ7YVARM e~ F¥—X ZA7 147 (BMS) )
X A7 A7 (BMS) ) MBI L7~=t kb PD-1 NEAFE L7t b PD-1 (Programmed cell death-1)
(Programmed cell death-1) (Zx}9 5t FH 1gG4 X9 5t MY T1g64 £/ 7 a—F ik TH D,
E/7a—FAHKRTH D, (%)
(%)
5— [Z2 4] 5R— [Z2 41
OENE AR (0N0-4538-12 F5R) OENE MAHFRER (ON0-4538-12 75k)
(%) (%)

F1 WITNODORETIHILED 5% EORIEH
(F W)

¥, AAIFEZ W CTRVE MRS 7 61 (2. 1%) .
RERCRBRRIE/ 2 AR F— 9 (2.7%) . KM% -
BHEDOTHF 46 (1.2%) . 150ER 361 (0.9%) .
FrinerE s 18 f (5.5%) . FFZ 141 (0.3%) . HUIR
IRFEREFRE T 13 B (3. 9%) , FHFEFETE 10 451 (3. 0%) .
EHEREREE 1 61 (0.3%) . T EMAHEREREE 1 41
(0. 3%) . F AR AR ZEARSE 1 11 (0. 3%) K 0¥ infusion
reaction 11 (0.3%) 23RO LIV, F7-. BEIE

£1 WTHNUOORETIIEED 50, EORIVEH
(F )

E. ARAIFHC BV CTREMERRE 7 6] (2. 1%) .
RERCARBARIE/ S A /RF— 9l (2.7%) . KIF% -
HEOTNHF 46 (1.2%) . 1 5HERE 361 (0.9%) .
ftrers s 18 # (5. 5%) . iFzk 141 (0.3%) . HVIR
PRFSRERESE 13 41 (3.9%) . FR#EFEE 10 41 (3. 0%) .
BHEREREE 1 B (0.3%) . FEAHEREREE 1 4
(0. 3%) . F RIS ZEARSE 1 451 (0. 3%) K O¥ infusion
reaction 11 (0.3%) MNiBDH HIT-, F7-. HIE




HEEIRE, DRAR. Fhdk. St M A PESR
b(ﬂ?ﬁ\ il P T EF?@HJU%QD\ Jibi % - REBEIR |
R KOS E D ERITIRD BN o Tz, KREIE
MFEBVRVLIT B 55 (BRRRAE R 2 & )
i P ERHRIR 2R,

FHEETE, DT, ho. SRR MR PSR
BEpT, RIRREE, EEO &Jﬁam\ ET A LT
R KNS E D ERITFRD SN2 o T, KREIE
MAEIVRI T LHE S oBE RS (AR EE
Waale) ZaUERR LT,

ﬁ7°9—f SRR ERE 20 mg, [RAGRFRE 100 mg &
SRIEERE 240 mg (—f4 - =R A~7 (BB

n’ﬂ?ﬁ&z)\ IR, TARAID 13, /DS ah T3P

9= 5. \hExG LB 9= 5. &ﬁﬁ%kﬁé%%
[HZhEIC B3 % 1] (Z M4 % FH]
() (%)
(“Z2tEIC B3 % F] [(HZPEICBE 3 2 ]
() (%)
S i EE o B I D el (o FHHEE T A R T A v OETRIAT (BT IH % AR EE)
beli IH
YR (FHREERD) Y=Y (B TH AR ERHIBR)
2= X5 & 7R DR 2= X5 &R D EFEM
F 7 — R AR 20 mg, AT Y — R IR F 7V — R ERERE 20 mg. ATV — R IR
100 mg, A7 —RN i FHE 240 mg (—fix4 @ = 100 mg (—f%4 : =R ~7 (EETFHEIRZ))
N~ 7 (BisTHEZ))
3= 2. AREIOFK, 1ERKF 3= 2. RHAN DK, 1ERET

I — R EEEE 20 mg MO [E] A EE 100 mg
(—e4 =R N~7 (Bl z), LT, TR
I NN i SR 7 S Wt S R S /¥ S




2L AF Ly 7 2 BT Y ARV s v A Y —
X A7 A7 (BMS) fk) MB#FE L7t K PD-1
(Programmed cell death-1) (Zx}9 % b M T1gG4
T 70 —FNAPURTH B,

(FHTVARM A —X 2747 (BMS) #)
MEAFE L7t b PD-1 (Programmed cell death-1)
IZk 5D MY 1g64 £/ 7 a—F VPR TH 5,

(%)

(%)
4= [Zz41t] 4= [ Zz41E]
N T AEEAER  (ONO-4538-41 #ER) N T AEEAER  (ONO-4538-41 #AER)
(%) (%)
F1 RERNSWAEORIER (Z2 VM5 F* ORBLED 50 EORIER (ZatEMiT 44
G 1)
(F& W) (F# W)
5_—Y ¥, PRAREESE 2 6] (5.9%) . HHERERES 1 ]| 5— k. MPRREEE 2 1] (5.9%) . AFEEREREE 1 {3

(2.9%) . HUIRARESRERESE 4 61 (11.8%) . [HE M
PR 251 (5.9%) . RIGAK - HEED TR 2 6 (5. 9%) .
1RUBERIE 16 (2.9%) i oniz, £z, &
HeRERE S, HEORERES, MEAEEEREE. &l
ERERERE . BER. BHIEMEE, MK - IR
infusion reaction, 5 & IR, LR, THER.
FRECRRMARIE/ X A /N T — S Ml MR 58
PR, P, BRUR it S8R E & O L PEREAE %1
O BRI Te, ARRWERFRBLIR DU RS EHES
(FRRMEERE 2 51) 2B 0EER L T~T,

S

(2.9%) . HUIRARFEEERSE 4 61 (11.8%). & MEMG
PR 2 4 (5. 9%) . KIBAK - BHED THI 2 51 (5. 9%) .
1 BUBEIRIE 161 (2.9%) DR bz, iz,
BEREPREE, HE O LGRS, T ERAKERS, Al
ERERERE . BER. BIEMME G, MM - B
infusion reaction, S5 & 9K, LK. K.
FREBCARRMRIE /) X A /3T — | S M MR 58
PR, FFoc. BRR e S84 E 2 OV AL PR REAE 2% 1
WO bR o Te, RRWERFBUIRDU T L3455
DEEFES (MAMAERT L2 E5T) 508




%%%%‘é—o

g ~—

5. BEXRGLMDEH
[(AZIEICRE 3 % F ]
(%)

[ZeerEicBE ¥ 5 FH]
(%)

g ~—

5. WEMRLRLBE
(2B % 9]
(%)

(50 B % ]
(%)




REFEHAEETA 71
=RA~T (GRIBTFHEEZ)

(BR5E4 « A7V — A RFEFHE 20 mg, 7P —RRHFEHE 100 mg, A7 P—
AN IR ERE 240 mg)

~ FE/ N R R ~

YRk 2 9% 2 A (ERR3 041 1 AkET)
B4 EE



B &

1. [T DI

2. AANOFE. (FRET

3. ERIRRUE

4. FFZIZOWT

5. H&EGXREMDEE

6. HHICEEL THET XX HIH

P2
P3
P4
P12
P14
P16



1. XL®»IC

BRI DA « L EVEDTER DT OIZIE, BT SCEFIZEE S W TCE 22 23K
bId, HIT, TEORFEMOEAT LY | FUKEIEN 72 & OF 0 728 B/E %
FREH D AR SN D P T, 2 b DEHM 2 BIC LR EE TR 5 2 L AR
M L 720 TR Y RERTIBOEE & RO SR TR 2016 (2R 28 45 6 A 2 H RFEIRIE)
[CBNWTH, FHMERLEOHFHORE(HEZNS Z L L TnD,

BRI ER A, SRR BT 0 7 7 A LV SBEAF DS L B 5 T 5
RLZENDD, ZOI2D, AIMEROZEMEIZBET 2 EMA +0ERT 5 £ TOR,
YHERMOBE LB ZT 5 Z NI SNLBE T LTHENT S & L bIZ, BE
MADFEE LTRSS & D 2 L AR 72— D S 2 i 7 R SR BE RS T
TLILENEETH D,

Lo T, KA FTA4 T, BREECINETITRLN TV DEFKSR -
PR RN EES & 0 LUT OB O S 7 ] 2 HEME 9~ 2 8L b b B 8 B %
TR O B HE TR,

B ATA KT A %, MISATEE N E R E RS P, A ENE AN B AR
BRI S —fRAEETEN AARBRRNBE S, FrEEERITEETAE N A AR 72 kO
—AEMTEN AR g2 OO b LR LT,

RG L I HEIRSG, - A VR ERE 20 mg, A7 U — R SEEHTE 100mg, 4TS
— AR AEERE 240 mg (— 4% - =R~ T GEfs %))

R ERDMETNE « CIBRAREZRHETT - FRAE O IR/ INHR R e

WG ERAMERORE @E ., A=A r~7 (BIE %) & LT, 1[240mg
% 2 MR TR ERET 5,

f3E IR 5E ¥ F N IRE TEEASH




2. FHNORK. VERBF

7Y — R S 20 mg, [FSEERE 100 mg & OVR ST ERE 240 mg (—ik4 - =
R~7 GBI Z) . LUF. TRAD X, DR TERASTE ALy 7 2
BTV AL e<w A Y —R 2747 (BMS) t1) 2388 L7= & k PD-1 (Programmed
cell death-1) (Zx4 2 b MMl 1gG4 €/ 7 v —FLHIKTH D,

PD-1 1%, &M L L72Y 38k (T A, B MR N F 2 7 0% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & AUZHIEE T 2% 2
T IR T 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U 7 K (PD-LI1
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v s LT U v oSEROEMALIREE %
BIZHRET L TW5d, PD-1 U W NIFHURE SIS B b O 2 22 Gk T8 B
LTHY, BMERAMEEE) LU LB TS PD-L1 DOIEBLLIEDELF
HH & OMICADHBEBFRN & 5 Z & HE I TWns (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFEEI N, BB L7 EEMAHRIZI T 5 PD-L1 ORI LD
AALEIR & ORNCEDOFBIRRE N & 5 & OGS # 25 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z 3Rl RE S B8 AMIBIE, PURRRA CDS FHPE T Mo M E
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
GHEIGEREIE T 5 Z EDRENTND, DI &2 H PD-1/PD-1 U 72 RERERIL, 23
AR TURRF A e T MM OWEBEEZ BT 5HFD—>oL LTEZX LT
Do

ARFNE, SRR OFE R 6 PD-1 O MEK (PD-1 U F o RFEAREIR) IS/ A L.
PD-1 & PD-1 U T REDREEZILET S Z EI2X 0, BATURFFRN e T kDI
PEA K O AABIENE k9 2 MRS TG M 2 58 5~ 5 & & TRk e PuiEgsh iR 4 k9
ZENHERR STV D,

IO OFEN S | AFNTEMEIER ) 2 B 2IaREIC 20 55 Lo & MifF S,
FE/ NIRRT AR 2 kT & U T BRIRERIR 2 S L, A2, Ltk R OV D R
iz,

ARANDVEFIRERAC IS < M O Sy RIS & 5 BHEM %238 5 b, TE I
EDFREMEDN & Do AAIOEGH RO GHITIT, BEHEOBERZ H0IXATV, BFE R
D BTG AITIE, BB L HUTIE U B 2 ik & B8R & FF o R Afl & L Col
BI7RERIZ I 21T\, B ORIERRIC K D RWER R DIL DA, IR AR L
U FI OB GO YR ILE AT 5 BERD D,



3. BRERAE
UIBRANHEZR AT - AR OIE/NAEAE (R ERE L OFER - ERE) O7KGRREICRE
i 247 > 72 22 B A B BR D Rl AE 2 R T,

(Azht]
(R BB

OEWNE DR (ONO0-4538-05 #ER)

77 FFRF e BT RIERE 2 A 2 UIERANEE R B H1/ IV ST 3 O /i 2 bR
#3 (ECOG Performance Status 0 2OV 1) 35 fiil 255210, Al 3 mgkg % 2 M REIE T
RIEFHE L7, FERMEEE TH LR (RECIST A 7 A > 1.1 fuZHES< ik
HEIZ L D CR UL PR) 1E25.7% (95%(EHEXMH @ 142~42.1%) Th o7z, 72k, FAl
2R E L2 BN 9.0% Th - 72,

QuFAETAERER (CA209017 357) (N EnglJ Med 2015; 373: 123-35)

7T F RN a G AL FIRERE A2 T D UIBRANREZR B 1/ IV SUEFHE O - bR
8% (ECOG Performance Status 0 & TN 1) 272 {5l (ORAIEE 135 i, K& & ¥ &8 137
Bl) ZXRGUT, REX X'/ ZXIRE UTARR 3 mg/kg % 2 J#[FRIFE CRIEEHE L,
FHEAHMME R Th 5 A FWIM (FIRE [95%EHXM]) X, ARAIHET 923 [7.33~
13.27] A, REZFBARET6.01 [5.13~733] BATHY ., AANL FEHFELIZ
X U FRICHE B RIERE /R LT (O — R 0.59 [96.85%(E#EHX M : 0.43~0.81],
p=0.0002 [J&%!| log-rank fR7E])

e
~

e
o

e
wn

©
S

Probability of Survival

It
w

0.2 =B
o< TTTETTTTTTR
0.0
T T T T T T T T T
0 3 6 9 12 15 18 21 24

Overall Survival (Months)

Number of Subjects at Risk
Nivolumab 3 mg/kg

135 13 86 69 52 31 15 7 0
Docetaxel

137 103 68 45 30 14 7 2 0

“ Nivolumab 3 mg/kg (events : 86/135), median and 95% CI : 9.23 (7.33, 13.27)
Docetaxel (events : 113/137), median and 95% ClI : 6.01 (5.13, 7.33)

K1 OS OH[EAENT O Kaplan-Meier Hifz: (ME/EZ(L S 7-4£EMH])

4



(FERS - R g)
OENH DB (ONO-4538-06 #Hk)
77 F R GO LT RIERE 2 AT 2 U2 B B/ IV XTI O IERAE B
JiE 8% (ECOG Performance Status 0 2 TN 1) 76 il x5, AAl 3 mg/kg % 2 [ IR
THRIEEE Lz, FEFHMIEE T 2R3 (RECIST A R7 A4 2 L1 fRIZES <
JLHIEIZ L D CR UL PR) 1E19.7% (95% (5 HEX ] : 12.3~30.0%) Th o7z, 72db. F
ANZERE L7 BRENIL 9.0% CTHh o7,

QA MARRER (CA209057 %) (N Engl J Med 2015; 373: 1627-39)

7T FF RN h G T FIRIERE A T D UIBRANREZR TIB 1/ IV LTI DIF R B
i & (ECOG Performance Status 0 2 OV 1) 582 5] (RHIRE 292 i, K& & /L 290
B) ZxRIC, REX X323 E L TARAl 3 mgkg % 2 MR CARmiHE Lz,
FEFHMIEE Th o 2AEFHH (FRE [95%EFXHE]) 1. AFIFET 12.19 [9.66~
14981 A, FEHZFHARET9.36 [8.05~10.68] W HTHV ., AL KX FE/NLIZ
* U FRIICHEBERRIEEZ R LT (O — R 0.73 [95.92%(E XM : 0.59~0.89],
p=0.0015 [J&H!| log-rank fR7E]) .

1.0

0.9

0.8

0.7

0.6

0.5

0.4

Probability of Survival

0.3

0.2

0.1

0.0

T T T T T T T T T T
o 3 6 g 12 15 18 21 24 27
Overall Survival (Months)
Number of Subjects at Risk
Nivolumab 3 mg/kg

292 232 194 169 146 123 62 32 9 0
Docetaxel
290 244 194 150 111 88 34 10 5 0

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

X2 OSDH[EfiEtt DO Kaplan-Meier it (FEMEAL S - 4EH)



(PD-L1F& BLAR IR D A 50 Mo Oz 424:)

WSV IAEFRER (CA20901 73888 e O"CA209057:88R) (ICHAAN BN HBED I B, JE
BRI Z B\ CPD-L1 &2 8 8L L 72 B s 5o 2814 (LT, [PD-L1ZEHLER)) (1T
THHERNEG SN —EOBEDT — Z 1T HSE | PD-LIZSH RN IRRINIRAT 21T
ST AIMER VL BMEDOFRERIZLL T D LB ThoTz,

AMECE L Tid, R LR T, PD-LIORBERICL S, N &L ffl ik
Lfﬁﬂﬁﬂm#ﬁ%?é@mﬂm@%MKo

FER - E RO I, PD-LIB BB 1% DA R X v Ukt L IZIEREROMER T
Ho7= (T,

. R LR, R RS B2, PD-LIORBERICL T, KElOZEMET 1
77 A NVIERIETH ST,

=)
T

1.0

3
s

0.9

0.8

— 07 —07
3 3 e
g 06 2 06 x—\\_ﬂ\%"
w v “i.
2 2 \
5 5 X .
05 05 ~
2 2 L
= = - Ly
2 = - .
5 04 3 0.4 -
5 2 T
%03 %03 O gy
a-, A
02 02 B O e m - B

o
I

e
=3

o
2

T T T T T T T T 7 T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 o 3 6 9 12 15 18 2 24 27
Overall Survival (Months) Overall Survival (Months)
Number of Subjects at Risk

Number of Subjects at Risk
Nivolumab 3 mgrkg

Nivolumab 3 mg/kg
108 82 70 60 48 39 26 17 4 0 123 98 86 77 73 65 27 13 5 0
Docetaxel Docetaxel
101 87 69 53 38 30 13 5 2 0 123 102 80 61 44 36 13 4 3 0
“— Nivolumab 3 mg/kg (events : 77/108), median and 95% CI : 10.41 (7.29, 14.26) “ Nivolumab 3 ma/kg (events : 68/123), median and 95% CI : 17.15 (12.09, 20.63)
- Docetaxel (events : 93/123), median and 95% Cl : 9.00 (7.10, 10.55)

= Docetaxel (events : 75/101). median and 95% CI : 10.09 (7.36, 11.93)
Hazard Ratio (Nivolumab 3 mg/kg over Docetaxel) and 95% Cl : 0.90 (0.66, 1.24)

X3 CA209057 B D PD-L1 HEHEH|TD OS O HESFHT D Kaplan-Meier HifR
(£H : PD-L1<1%DBELF. AKX : PD-L1=1%DBEEM)

Hazard Ratio (Nivolumab 3 mg/kg over Docetaxel) and 95% CI : 0.59 (0.43, 0.82)



[ 44E]
CRF R

OEWNE T AHRE: (ONO-4538-05557)

#£1 EHBB5%ULORIWER

Grade 4= Grade Grade 3-4 Grade 5
AlEAIE A B B | Bl HEOIR | EIBL IR
(MedDRA IZ & % SOC-PT /¥8) F (%) FE (%) Hix (%)
KRB 35 35 35

ESI 24 (68.6) 2 ( 57) 0 (0.0)
MmiERL N SREE 2 ( 57)
E=yiil 2 ( 5.7)
W Wk 4 (11.4)
B Stk R 2 ( 5.7)
H b 5 (14.3)
T 2 ( 5.7)
2D 3 ( 8.6)
— % - R EHFEER L OGO R AE 11 (31.4)
I 5 (14.3)
RAEPE IR 2 ( 5.7)
BN 5 (14.3)
o fE RIEE 2 ( 57)
WU 2 ( 5.7)

FRIR IR AR 8 (22.9) 2 ( 5.7)
TANTGHRUEET I NT AT 27— HIN 2 ( 5.7
LA 7V 7 F o AR AR F— B HIAN 2 ( 5.7
UL SRR D 3 ( 8.6) 2 ( 57

Rt B L O R®RFEE 7 (20.0)
&7 L7 ME 2 ( 5.7)
AR 5 (14.3)
B e SR b L OVRE ALk 2 ( 57
A EiR 2 ( 5.7)
PR R IR 3 ( 86)
R =2 —1 /35— 2 ( 5.7)
R0 2R3 KOVl & 5 (14.3)
Jii 1. 2 ( 5.7
3 FSENON AN ik e 10 (28.6)
SIERRR RS 2% 2 ( 5.7)
HTBE 2 ( 5.7)
B 5 (14.3)
RN SN 2 ( 5.7)

EFfi G SN2 EFEG4 1L, MedDRA ver 17.1J% AW TRt 2 7=
GradelZCTCAE (Common Terminology Criteria for Adverse Events)  v4 H AFERRICOGRRIZHE L 5,

¥, FEMEMZE 26 (5.7%) . KGR - BEOTHI 26 (5.7%) . fhtkEds (F
T v NU—IEERESE) 361 (8.6%) | ATEERERET 2 61 (5.7%) . HURRIREERERETE 3 4
(8.6%) . RITEHEREFET 161 (2.9%) . BEEREREE (BRAE TR EMEE &%) 141 (2.9%)
J Ninfusion reaction 2 5] (5.7%) 23a8@ Hivlz, £/, BEOKEREE (K EREIRE
e, ZIEALEE, FEREIESE) | TIRRMSHERERETE, 1 BUBEIR, Mk, BREM N,
2% - BEEDE . 5 & 9 BER L DL RITRD Givie o 7o, REWERZBURILIL B EE
% (FRRMEMEET 2 E5T) 280EFRRE R,



QA MARER (CA2090177%) (N Engl J Med 2015; 373: 123-35)
£2 REEN 5% EORIEA

Grade 4 Grade Grade 3-4 Grade 5
RIVERIEH FREBL O ORBIE | B RHE | BB RBIE
(MedDRA (Z & 5 SOC-PT 43%H) T (%) FH (%) FH (%)
ESE S 131 131 131
Ak 76 (58.0) 9 ( 6.9) 0 (0.0)
B IR 24 (18.3) 1 ( 08)
T 10 ( 7.6)
BN 12 ( 92
— i B FEE R L O 5L OIS 41 (313) 1 ( 08)
M) JiE 13 ( 99)
957 21 (16.0) 1 ( 08)
Rt IO S EE 18 (13.7) 1 ( 08)
BHEIR 14 (10.7) 1 ( 0.8)
i B R LU A ALk 17 (13.0)
RAEE 7 ( 5.3)

EE 7> DS SN A EERAIE, MedDRA ver 17.11% FIWCHRAKE AT
GradelXCTCAE (Common Terminology Criteria for Adverse Events) v4{ZH#EL %,

7. HVEMEMEE 6 1 (4.6%) . RIGK - BHEED THI 11 61 (8.4%) . FhfkFEE (%
T v NU—IEGERES) 1361 (9.9%) | IFHEREREE 4 1 (3.1%) . HUIRMREREREE 5
(3.8%) . BEHEREREE (RME MEMEEX%) 461 (3.1%) . EIEMMEIIE 141 (0.8%)
J Wt infusion reaction 1 5] (0.8%) 23588 HiLlz, F7-. BEEO LGRS (FEREEIRE
fEHE, ZTEALEE, BRHEIES) | TEARHEREE. RIS, 1 BUERp, PEX.
e « BEREA . 5 E D IR L ONMHRITFRD D ie o 7=, AREIVEFAF BRI T B

% (RREMRT 25T) 2E0EHEREZRT,

(FER R
OEMNE T FHE (ONO-4538-06715#)
F3 RERN5%L LORIER

Grade 4= Grade Grade 3-4 Grade 5
RIVERTEH FBL DI | Bl RDIE | BBl ORI
(MedDRA |Z X % SOC:PT 43#H) T (%) FH (%) T (%)
BESESN 76 76 76
B 64 (84.2) 16 (21.2) 0 (0.0)
o WAk 9 (11.8)
PR IR B AER T iE 7 ( 9.2)
e 26 (34.2) 2 ( 2.6)
R 5 ( 6.6)
T 4 ( 5.3)
L) 8 (10.5)
N2 4 (53
M- 4 ( 5.3)
— i - G BEE B L O BN O IR AR 29 (38.2) 1 ( 13)
9 9 (11.8) 1 ( 1.3)
TR 11 (14.5)
FEEL 11 (14.5)
R R AR S 18 (23.7) 3 ( 39)
Vo NEREGR D 6 (79 2 ( 26)
KRB L ORI E 17 (22.4) 3 ( 39
IRF NI A AE 4 ( 53 2 ( 2.6)




ABRIGE 11 (14.5) 1 (13
TR RIS 10 (13.2) 1 ( 13)

FEPED N 4 ( 5.3) 1 ( 13)
IR 25 0 Fs L O PR pe 2 12 (15.8) 4 ( 53)

IR i A 4 ( 5.3) 2 ( 2.6)
B i 36 KON T Rk 26 (34.2) 1 ( 13)

EHFESE 6 (7.9 1 ( 13)

J&3% 11 (14.5)

RN IN S 4 ( 5.3)

AT B SN HES4 1L, MedDRA ver 17.00% W TRi A& 2 72
Grade(XCTCAE (Common Terminology Criteria for Adverse Events) v4 H ZARFEFRICOGHUIZHEL 5.,

7k, RVEVEMIE M (5.3%) . KIG% - HEO FHISH] (6.6%) . MkkEE (¥7
Ve N L—JEERESE) 10651 (13.2%) | IR RERE 501 (6.6%) | F IR BREERE R E 10451 (13.2%) |
BB RERE 1] (1.3%) . BFkaerES (RMEMEMEELSE) 461 (5.3%) K Qinfusion
reaction 35 (3.9%) 2P LTz, T, EEOLZEREE (REMEIEGLRE, 2
B, BOROBEIES) | TEERHEREREE . VRUBERIE, BESE. EEMEE A, A - BRI
5 E DR B OB RIFTER D N2 Do 1oy REWEAREILRILIEE RS (B AE
BErate) 2a0EHERETRT,

@SB IAEER (CA209057 #88R) (N Engl J Med 2015; 373: 1627-39)
£ 4 FHFHP 5%LL EORIEA

Grade 4 Grade Grade 3-4 Grade 5
AlE AR FE O ORBIE | KB ORBE | BH 0 ORBE
(MedDRA IZ X % SOC-PT /338) FE (%) FH (%) T (%)
BESEN 287 287 287
S 199 (69.3) 30 (10.5) 0 (0.0)
WG WAk 24 ( 84)
FPR IR RE AR T 19 ( 6.6)
B GRS 74 (25.8) 4 ( 1.4
T 22 (77 2 ( 0.7)
B 34 (11.8) 2 ( 07)
Mg i 15 ( 52)
— - R FEER L OG- EALORAE 90 (31.4) 4 ( 14)
I 77 i 29 (10.1) 1 ( 03
I 57 46 (16.0) 3 ( 1.0
KRB LOREREE 43 (15.0) 2 ( 07)
B 30 (105)
B H SR B L O A R RkRE = 36 (12.5) 3 ( 10
RA SR 16 ( 5.6)
FeRG R X O TRk 60 (20.9) 3 ( 1.0)
EOFEIE 24 ( 8.4)
BiS2 27 ( 94 1 ( 03

i H#E SN A HFG4 1%, MedDRA ver 17.10% AW TRt 2 7=
GradelXCTCAE (Common Terminology Criteria for Adverse Events) v4{ZH#EL %,

2B, BV A 10 1 (3.5%) . KAFHK « HED TR 22 il (7.7%) | ffkEE (X
T v NU—IEEREDE) 26 61 (9.1%) | AFRERERREE 15 1] (5.2%) . FIRIRHSRERE E 27
B (9.4%) | BHEREREE (JRAMEFIEMEBREE) 7 6] (2.4%) | B4dk - BEREZE 161 (0.3%)
J2 O infusion reaction 8 f41] (2.8%) 23i88 Hiiz, £7-. BEEOREREE (52 &R EIRE

9



i, ZIALBE, JARIES) |« FERAHEERT, BITMAERTE. 1 BN, R,
HIEMENIE, 5 & 9 RR K OODHRITIRD b h o To, ARIWERFEBURDLIZ R E S
% (RMRAERE 2 E0) Z2aUEiHRRE T,

10



[ - HiE]

AR OREMEYBETT L ZFHA LY 2 2 L— a3 02k v, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TS LIBROARR O Mg iR ER S S iz, ZOfs
R AHI 240 mg G LTZBROREEEIL, AH) 3 mgkg 45 LICBROBRE & & ik
LTREZRT ETRHENTZb DD, ARANBFICBO CARMR RIS TV D H
- & (10mgkg % 2 BFFEECRE) CAKIZ G UI-BEOugE & & ik U CEfH
oy LRSI (FR) AT BEOBEICE T 27 — #2125 & KA 3 mg/kg
(IREE) 0T 240 mg % 2 HFFIFE CHG- L 72 BROARRF OBRE & & Ao 3 ik b
ORI & T D IRE ST T AR S, Y% OV TREIT DAL AE R,
ERROME - HEOR TAEIMER ORI 2RIV E TRIS R,

K5 FAOKYBRE T 2 —F

M - R Cmax Chmind14 Cavgdl4 Cimax,ss Cmin,ss Cavg,ss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (352 7608) (10-;?54-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
20 me Q2W 61.712,?03) (15~22?.354-6) (25-31‘}:7.8) (105254) (41?57,.21358) (62.11(,)9187)
0meke QW | (1473100 | (519.792) | (00 114) | (331 50 | (s913) | (37380

HRAE (5%, 95%47) . Q2W : 23 EIFHIFE . Cimax : AIIEIFR 518 O fig i M PIREE, Crinars 1 AR G-#2 14
HH ﬁ13075%1ﬁm{%ﬁ$/§&f\ Cavgdl4 : %DIE*QE‘?&I“' HH iT@qug[ﬁl{%iEP/%rg\ Cmax,ss : Eﬁ%ﬁ.ﬂ%iiiﬁ
D B MLE P IREE . Cuinss @ & FIRIBICIS T 2 BARMLIE HIREE . Cavess @ EFRIEICIS1T 2 A I
TR

11



4. FEFRIZOWVWT
RS & U TS (BFFE) AE o Tnd 2 &b, Yikild 4@
IZETXDER THOIMNERD D, TDO LT, KF OB #EY) /2 BE 2720 - FF
/EL/\ AHNOBEHIZ LY BEELRRWEH 2B LIRSS T 5 2 EBRMERT=D, LIF
DO~@DT X T &I MR IZBWTHEHAT & TH D,

O MEFRITHOWT

@1 TR (1) ~ (5) OVWTINICHEYTHMETHDL Z &,

(1) EATHRENIEET 203 A Fa ISR (BENT RS A2 R HE LS IR L |
HIE S AR B EEHL R T . HUBS AURIREIRPE 7R &) (CERK 30 4F 4 A 1 HIREAL £ 437
%)

(2) HrEHERERPT CERL 29 42 6 H 1 RS « 85 figk

(3) FENFRANFNFEET 203 VB FEEFRET (D5 AR EEER BT, 23 A2
W EBE, 3 AR EEHERE T e &)

(4) ARALFHIEEZHE L, %;E{I:#ﬁ“/ﬁmﬁlx:t%mh#éﬁﬁm 2 Dt % E
(AR DR 21T > T Dfiax (AL 28 427 A 1 AR 1 2540 figk

(5) #ﬁrﬂéﬁﬁl@ﬁﬁﬁm%@ﬁm RILEITR D M AT > TV Dtk Pk 28 4F 7
A1 BEER 1290 gk

O-2  fifieE DAL SRE K ORI E R FE S O XIS 443 72 ik & #EBR 2 R EAT (FRO
WFNZRE S T D ERN) 23, HE2REEORANCET HIEROEEE &L L TREI N
TV Z &,

*

o EARFFEUSE 2 FEOMHIHEZ KT LI2&IC 5 ELLEDO M AIRIRE D BRIRIHE 2
ToTWDZ &, 26, 28U LT NAFYRER T & LUEIRIES - OIHE %2
7o TND T &,

o [ERIRFFISER 2 FOMNHEZ KT L72RIC 4 L ELOBEKRERZ A L T D
Z&, o 3ELLRIE, DD AVERYIRE A S e PR GRS DO BRIRIHE 24T -
TnWbz ek,

© BENOEEMEREBEDOAHIZONT

AL F WA BT T 2 EE DAL E S v, SR OFRE A, A - &«
IR OB P ORISR 5 iRt A FFRNELE LB E OWE
. FRESNITT DN D IEHINE > TN D Z &,

12




@ BIEA~ORIEIZDOWNT
@-1 R B 2 B

BV PERTIR R OB R BIEA R L72BRIC, 24 FERIBIERIRHI O T, 2%k X
EEE IR 2 BT, B L 72 RITERNCIG U CABRE B O CT S5 D RIEH O#E RN &
FRRAORE RN BRI S, EBICHIEATRER KR - T D 2 &,

@2 ERWFEIC L 5FEESINICET 22 N

AR 5 BT 72 5 e O\ Re 2 A 2 BIRIERE D RIEE=2 U 7
EEDIEROA Y ) == T ZATOWERE L FRE A TE 5 F— AERKH 2
SN TWD Z L, B, BIRIAHNCOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADOZWr-ox B LT

BIVEA (MEMEMEEIZIN 2 BREAEDAE, Ok, Tk, BT RARE ., KIBK.
HEO TR, 1 BBERAE, ITHEERE S, AU E . RtiasE, BEE (BAre
PRAIE VE MR % 2 5 de) . R, W, SO KRS, FHIRMA2IEFIE, infusion
reaction, S ME M/ MRV PEEREENR (ITP) | W8 O 9% KOG, IR EME, OlFEE (O
EARE) « IRAR - DEMEISMUES) . Mg M) (X U<, YakhEax X I3ir e
FEBI D BEFAMEZ A3 2 R & B U (RITEA O Wroxtic o Bl U CTHRE R SR &5 T
DNAFEICH D Z L), EHICHEY)RLEN TE HEGFINESTNEZ L,
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5. B#EXRL R HBE
(B0 B § % F1E]
O TROBEIZBWTARIOENERRIES N TN D,
o TITFFRHEGLALFIRIEREZ AT 2 URAREZRMIB W/ IVHI SUIFREOR

bR R E
o T IFTRAEGTLFRIERE 2 AT SO RER B M/ IV LTI DI
bR

7%, FFERF LR CEGFRE(R A R UTALKRE G B s EE 2BV T,
JFHI L L TEGFRF | % ¥ v % F— B IEA UFALK T 1 % o o % F— L IEA 0
TBIRIRE 29 2 /B,

©@ TFRLIZEEN T D BT D AR DB G K O IOV TR, AFIOFME
PHELENTE LT, AROEREGXR LR LR,
o ALFRIERIGIRO B
o fFRAHBNIRIE
o MOTUEMESGA L O L TRE Sh o B

@ WA A R 74 > (AARMRE Y2 (28T, ECOG Performance Status 0~1
D75 3% L) . X% ECOG Performance Status 2 ™V @ Cix. & 3 HAAHUEA
(P&t %) OBFREGENER SN TEY | 77 F T RHI O AL E K
WD SN WTr =205 5, ZO5E. 77 F T RAORNERN 2 L BE
3 HARGUEAIHEA COWBEBEL G T 2 EF BT, AFORGEZEBETE 5,

@ AFNTMAFMARRBRIZB T, RE LR, IR EREOWT N OBEICE
WTH FEZ FR AR L TEBIERHGES LTS, 2L, FERE LD
BETIX, PD-LIZBLRIZ LV GRIMEOMEM AR D 2 &R SN D RERDE D
NTNDHZ b, ERVEERZEORBEIZBWDCIIPD-LIZEE LR L ETA
ROEEAIGOHW AT 2 Z ENEE LV,

o PD-L1 ZELED 1% AWM CTh D 2 &R SN IR LR BEIZ BT,

(ED ECOG @ Performance Status (PS)

Score T

0 | <ML <IEBTE 5, MWl R CHHAEESHIRZ AT D,

PIREICI LUWEENIHIR S5 28, SITARE T, BAEERH > TOEEIFTH 2N TE D,

Ul gl oz, wimsiee

BATARETCTH A DOHDOEY O Z 13T _RTHEEEAEEIZTE R, HHRD 50%LL i3~y Rahcila s

Sk

3 ROENTZESDOHEDEY DZ L LTERY, BHRO 50%LL EE2 Xy R+ TilmId,

4 ALENT RV, BAOHFOEY DOZ L34 TERY, BEICy R+l I4,

14




JFH], RE % XV ORI OFTEMEEEH O 5 2 8+ 5, 52
NRAT ) X7 (B Hliaz) oo =F 2k (BGE4 - PD-L1IHC
22C3pharmDx % =] ) 12L&V PD-L1 L Z MR LI IR Lm0 B
ThoT, AFloOZEE (W54 : PD-L1IHC 28-8pharmDx [# =] ) |2k 5
FRAENRE RS, LT OSE 2 2B ICARA| OB O Al & & fiaf ¢ &
Do

SCHRSE)
+  Andreas H Scheell et al. : Mod Pathol. 2016; 29: 1165-72
Fred R. Hirsch et al. : J Thorac. Oncol. 2016; 10.1016/j.jth0.2016.11.2228
Marianne J. Ratcliffe et al. : Poster presented at the American Association for Cancer
Research (AACR) Annual Meeting 2016; New Orleans, LA, USA; April 16-20,
2016

[Z2 2RI B3 2 F1H]
O TFTRUCHEUTHEEIZOWTIEIARBORENED L SNTWDL I Enb, &EE21T
F oA ARG

AFN DRI AT LI BOE D BEEIE D & 5 3

@ BHRATOFHIIZ BT RRICEE Y T 5 BE IOV TE, KA OFEITHERE S e

AN

L DIRFERPUK D 2N EITIRY | HERICAAZEH T2 2L 2BETE D,
VMR B OA PF SUIBE E D & 5 B3

50 e R A A C R 52 % iR 6 D FRE KON B 0D 5 S i ik 2 -0 S A it ¢
FEOMINZRIEMEZA LD IR B 5 B

A AR B OO0, e 24 L < X0 B R R OB D
boHEE

s Mg &M Mg L 5T OboHEHE

ECOG Performance Status 3-4 1 o

R -2 U O BEMEEA O 51 W T, 2R, MERGICHSET 5 2 L o, Bk L 7
DEWEROFRBOBZNNG D%, E¥EE LAY LAl Sh-8E QISR 2oV TIEZ DR Y

T2,
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6. BEZELTHEETREFIH

O WASCEZFITIN 2, MEREEE DR 5 GRS 1T -5 & ARHF O Frit M OV 1Efi
RO DI HLEIMERE T3 ICEM L T oA+ s 2 L,

TREBRIARIZ N D . BB I OFRICAIMEL Vet 2 +odi L, REZ5
ThoEEGET5HZ L,

R EREIC BV TIE, PD-L1 FBIR G il L7z L CARAI OB G- R &5 2 Hlr9- 5
T EDNEE LA, PD-L1 BEENHER TE RWIEA I, AFI O H O % i

@

®

il

ZHIMT L7z ETTHREGTH 2L,

TEREWER O~ R A MZHOWT

MEMEMEEDR D LOND ZERHDHDT, AFOEGIZH T > Tk, BKIE
W (PRI RIS, ik, FEENE) OfER &L O X i o FEhn s, Bl5% +57
179 2 &, Fo, BEIDSUTHEE CT, MG~ —F —EORAEL EfT 5
Z &,

AFN DO EIZEE D infusion reaction |2z TEEARFIZ 7% iad TE 5 UE
HxAT > 7 ECBt 2 2 &, £72.2 [B1H AR O AHAI# 5112 infusion reaction
DHHLOLNDZ L HHDHDT, KAE M OARAFE G TRIT AL Z YA
CERET 5%, BEOWREBEL+H2ICBIET 52 L, 723, infusionreaction &
FHLLI2A 121, B TOMBE R OYERA ERICEE T 5 ThREZ +oils
T5Z &,

FURIREREREE 23 DD 2 L3 d 5 DT, RAIOF 5B haHT & O 5-H1 1
P EIIRI R BB RE M A (TSH., 028 T3, b5l T4 SFORE) 2 FhEd 5
Z &,

AFNOEGAIZ X0 | WEOREFOSITENT 5 & & 2 B DRk % IR RE
DHLLNDLZERNDD, BRENBDLNTGAEITIE, BB LIZEGIIS U
B R 72 ek & 8Bk 2 Re O Al & i U Cli bl A BRI W 21TV B o
FOSIT X 2 BWER AN g0 2355118, AFIDORFES T I K OEIE RE R
WEVRIORGEEZZET L2 L, ek, BIBEERLVEOREIZEYAIE
R OYGEERFRD IR WIGEITIL, B BB AR VE LSO gz Bl o8 0
HLEET D,

BHA& TR, BOAM N OH I ARE L CHORIERR BT A2 Z X3 H 570D,
AR OEEHETHIZ S RWEM ORI 2R T D,

1 RUBE IR (BE | BUBEIR I 2 5 de) b bbiu, BERWEES 7Y R—U &
ICEDZENHLHDOT, BAg, FEl, WEEFEOFEROFHLMBEE O EF-IC+
SEETDHZ L, 1 BREREN DN S EICIE &G ERIEL, AR il
FOFGFEDHME) R EZITH Z &,

AR ORI T, &GBE2S 9B, THLRRIL, &ERBND 14
3 3 B G&T Z S ICAIMEDRHEZ1T > TW Z & 2251, ARG I
FEHIRC IR R CRIROMERBZAT O 2 &
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(E2) hilHE
Hm, EEKRS. RK LRSS 2 5B ER 0ZEHE

< REeEXXFBARBR LD BE>
HE R E G O b 5 B
BEYIEE A DFL TV B EBHE

WEE A URYYE Db S B

i SRR B BUE OREEIE D & 5 B
B0 TR LTV B TR O & 5 BB

< FeZFRAPHEERS ERDEE>
BHEIE OB D HBE

MR 2 ST IRRRMEIE D & 5 B3
JFFEE D & 5 B

BREE D & 5 BE

HEOH 5 BE

IR 5 AIREME D B 2 FBHE

< KEeHXRALOEKAREIER>

B BEHH

vavIiER T T T4 TF—

PO, PARA, TREREREE

AR A

VBT 2, I HRAEE

A4

FEFEME M N EEEDEBRE (DIC)

P 2 4L, B, iR, K%k

Sf LR

S R R AR A T (B A

SRR

B2 R (Stevens - Johnson JEMERE) . HEEtER SIEIEIE (Lyell SEMERE) . ZIHLEE
DX R =T AKE, FRIE - RIRETR

DFEZE, FRR AR ZEARE

JEYLIE

PRIR AR VE O RE G 3 WEBRE  (SIADH)
HERAONREORNER, MAE R, RMHRES, B OB S O R MM EB)[EE . Radiation
Recall 5
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EEEREES A FFA4 v
=RV T (EETHEBEZ)

(R7E4 : A7V —ARREEE 20 mg, 7Y — A EEFHE 100 mg, 72—
A IR R 240 mg)

~ERAE~

ER2 9F2 A (B3 041 1 A%KET)
LS BE



ER/N

1. IZFC®IC P2
2. AANOFE. (FRET P3
3. BRI P4
4. JFRIZHOWT P19
5. H&EGXREMDEE P21
6. WHIZEEL THETNEHH P23



1. IILBIZ

= 3L 5 DA ZME « ZEMEDRER O T DI, I SCEFEIC DWW o B2 KD
BND, S5, IHEORFEIFOMEAIC LV | PURERKS 72 & OFH0 7 ek
FREEGAERINDLH T, 2RO OERNZBEICLE R BE RS 5 2 L B3BREO
FEE 7p o TRV M BUER & SO O FATT #2016 Ak 28 4F 6 H 2 H BRI E)
ICBWTH, EHERL SO OREHELZNS Z L L ENTVD,

BORE A EIR A, SRR Z 2T 0 7 7 A AV BEF O ESR S & B 5 MR
BRHZENBDDH, T, BAINERONRZEMEICET D IERNHERT 5 £ TOM,
VHEEGLOBEEZRZITHZEDBMFHFINLBEFICH L THERT L LI, BIE
HDFEEL LT BRIC Bkt IS 2 & D 2 & PN AIRER — & O BF 23 7= I Rt B < H
THZENEETHD,

L7eRoT, KUA RTA4 2 Tld, BREMS ZIE TIZE LTV D EFIKTEH -
BHER RN FES & | LUT O =S5 0O g 70 5 A HEtE 5 2 BLA 0 D B e i B %
Tl OB FHE R T,

I, ARTA BT A A%, MSIATBOE N EIE G ERER SR, ASAFEANBAR
BRI s . — A FE AN B AREERNEHE S K OVA LR AE BN B AR SR 2 O )
Db EAER LT,

SR L AR BEREL AT Y — R L 20 mg, A 7Y — R A ERE 100mg, AT
— AR 240 mg (—A4 - =R~ T GEIR 7RI Z))

R ERDRREIDE « Bk RS

REERDMERORE  WBH., RACIZ=Rr~7 (EfaFf#fz) & LT, 1E240mg
Z 2 MR TR BT 5, 7272 L, BHERAEIC ST 1k
MBREOLEX. BEHFIT 12 W AME TE+ 2,
RIRBIBR R AE 2 I RASEIZ K L CTA B A~ T (BB 7R
Z) LOFRT 2561%, @E ., MAZIZ=Rr~7 (Bia
%) & LT, 1[H80mg % 3 #MMIRT 4 BRI 5, £0
%, = ~7 (BE7HE#z) & LT, 118240 mg % 2 HH
[FIR CRIEFHET D,

s R 98 ¥ F O DNEPIG TEERASE

(Z%E)

R A NE I C B 5 v — R A SRR SOmg (— %4 A BV A~ T GEIE T %))

DNRESUNT DR, HIEKR O &=

R IE 2 R ARIBUIBRANRE R A R A

Mk & OVH & @, RAZIZA ) A~7 BEF#HEZ) & LT1H 3 mgkg

(RHEE) % 3 WRHIFIRE T 4 BIRFEFET 5, 7ok, oburENEEL
FlEPEHT 25803, =R~ 7 GBI T ) ST 2 &,




2. AERN DR, 1EREF

A7V — AR R 20 mg, [FLATEERE 100 mg K OVR SEERE 240 mg (— 4 - =
R~ 7 (BIEHE#LZ) . LIT. TARAL) 1T, AR TERASt e A XLy 7 X
f BEZTV AL e<w A Y —RX 2747 (BMS) t1) 2388 L7= & k PD-1 (Programmed
cell death-1) (Zxf3 %t il 1gG4 €/ 7 v —FAHKTH S,

PD-1 1%, I&MAL L7V 88k (T MR, BMIfAL O F 2 7 0% 7 —T M) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & AUZHIEE 2 2
THE) BT HZRERTH D, PD-1IIHURIE R %ﬁﬁépuluﬁyF<HnJ
KLOVPD-L2) EfEA L. U SERICHFINE S 7 VB (REL T U o REROTEVE(LIRRE
ﬁu%%bfwéOM}lUﬁy%i%ﬁﬁ%ﬁ@u%_t%@%ﬁ&@%ﬁﬁ_%ﬁ
LTHY, EMEREAELE DO L EGHEMEICI TS PD-L1 OFRBL L itk DALE
WM & ORI ADOFEREBIR N & 5 2 & 3G ST % (Cancer 2010; 116: 1757-66)
F 7o R R fE A CIRARRE T N EE T DA v X —T = H >~ (IFN=y)
IZX > T PD-L1 OFENFHE SN, BB L EMEREICIS T 5 PD-L1 ORI & itk D
ALEHIR & ORI EDOFBARRN 5 & D#HE S & 2% (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z i@ S E -3 AMiaiE, PUsRFER CDS Btk T Hifa o>l fafs
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
HEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 72 RER&IE, 23
AR R A 72 T ML OWEBEEZ BT 58FD—> L LTEX LT
Do

AFNT, BB OFE R D S PD-1 OMfus EIR (PD-1 U H > RS HE) 1SS L.
PD-1 & PD-1 UV REDFEREIET S LICL 0, DATURRERNZ T MRS
PEAL R O AUKBRRN S k9~ 2 ARG BTG M 2 58 5~ 5 & & TRkt e piiE s iR & r 9
DR INTVD

AREN OB I < b D5 SOSIZ K EW%%ﬁ%Ebhﬂi%Xi%tV
£ % HH ﬁbwibé AHN DB G- R O EGRITIE, BE OB 2 HoIATV . REDPR
D HNTGEITIE BE LT FLI mbk$W%ﬁﬂﬁk&%%%OE%k@#LTﬁ
@Wﬁﬁﬁ%lﬁ%ﬁ%ﬁb\ W DRIESUSIZ & DRI gD 2581213, BIF R E RV
%V§U®&5%®i@@]7‘£ﬂ?§%ﬁ5%%75}3@60



3. BRREEE
SR HLf0 il O KGR IRF IZ R 21T o 72 £ 22 R IR B O pliiE &2 797,

[ 2]
OEWNE DR (ONO0-4538-02 #ER)

AN (BUF, IDTICY) 12X 2 RIERE 4 A3 2RI UIER AN GE 72 T / TV 5]
ST o EMEAJEERSE (ECOG Performance Status 0 2 TN 1) 35 Bl & %512, AHF 2
mg/kg % 3 JE IR CAEHEE Lz, EEFHMIEE Th 528805 (RECIST A K7 A
> 11 RIC S < R & D CR UL PR) 13 22.9% (90%(S#EIX [ : 13.4~36.2%)
Thotlz, BB, FANIRE LBEEIX 125% Th - 7=,

QEMNE M AHFRER (ONO-4538-08 k)

(LS IERIB R O ARIAYIBR A HE 72 WL/ IV I SO %6 o B B Al A5 (ECOG
Performance Status 0 2 Y 1) 24 il 256t 512 | AAl 3 mg/kg 2 2 3 Ml fHI R C AR efE L7z,
FERHEE TH 58505 (RECIST HA K74 > 1.1 MUZHES 9@z L% CR
UE PR) 1% 29.2% (90%(ZHEX M : 16.7~45.9%) ThH o7z, 728, FHANIHRE LM
ElE 6.0% CTH -7,

@VEETTFHRER (CA209066 #ER)

vraf ~ 7 ZARIE Y ¢ )V A B EW AT T 7 Bl (LLF, TBRAF)) V600 2R D7
W SRR IE R TR O ARTE BIBRANRE 7 I/ IV ] ST F s oo MR B AR (ECOG
Performance Status 0 . OV 1) 418 5 (ASAI#E 210 #l, DTIC #f 208 #1) A %42, DTIC
ZxfHR & U CARAI 3 mg/kg % 2 WM RIFE T A EmE Lz & & OF MR VL 22 R
L7c, FERHIEE Th 224 HME (LLF, T0S)) (Rl [95%EHXH]) D
FEMTHE BRI, AHKIEEX NE® [NE~NE] % A, DTIC # T 10.84 [9.33~12.09] 7 HTH
V. AANL DTIC 1Tk LHEHFRNCH B RIER 2R LT (O — REE 0.42 [99.79%15 48
X[ :0.25~0.73], p<0.0001 [J&%!] log-rank HE], 2014 £ 6 A 24 BT —X 1 v A
76

. HEARRE (UUF, W)



—A— FHIH
oD FHIVINT LB

0 3 ] g 12 15 18

at risk H1EHRR (B)
HAEE 210 185 150 105 45 a 0
FhIINGBE 208 177 123 a2 22 3 0

X1 OS ® Kaplan-Meier Eh##

@Y BRI (CA209037 #BR) 2

AV AT (Bfarffz) (CUF, T4 U A<7]) Xid BRAF BLEA 2 &L
FIRIERZ AT 5 RIGURARE 2 M/ IV X3 HRoEERalEEis (ECOG
Performance Status 0 &z OV 1) 405 5] CARAFIRE 272 #il, {b59&0% (DTIC XX NVR T Z F
PR 2R OB BE 133 B) 2RI fLEEEE IR & L OARH] 3mg/kg
% 2 JARIRINE CATEHHE L7z & & OB R OS2 it LT, FEFMIEE Th 5
Z5h% (RECIST A RI A+ 1.1 JRICEES < FyuflElc LA CR XU PR) I2OWTA
BRI G ST WD 120 B2 fRHT RN & U CHRRIfRT 217 - 7o R, AHIRET
31.7% (95%(EHEIXH] : 23.5~40.8%., 201443 H 10 HF—4% 1> b4 7) ThoT,
BB, HINZEDROBEIIRE L TWeroTz, b9 —ODEEMEHEE TH 5 0S

(FofifE [95%IEHEIX ) (22N T 182 Bl A R~ BEL) BT THRIET 21T - 72
TR ARHIRET 15.47 [12.39~NE] 7 H | {LZBERET 13.67 [11.50~NE] 7 H TH |
AFNIACTFIFIE TR LR AR BRIER 2R S o 7e (AT — FEE0.93 [95%15
FEIX M : 0.68~1.26], p=0.6299 [J&H! log-rank ¥/E], 2014 4E 11 H 12 BF—&Z v k
F7),

GEMNE T HRER (ONO-4538-17 55k)

(LSRR IERIB R O ARIRYIBR A RE 72 ML/ IV I SO % o B B AfE A (ECOG
Performance Status 0 TN 1) 30 ffilz x4, KAl A Y A~T7 %0 (LLT, TAA
+A Y LA~vT ) Hh Lo, FEFHMEHEE Th 528205 (RECIST A K7 A > 1.1 IR



WZHES L hfullEIlc XD CR XX PR) 1 33.3% (95%(2#EX ] : 17.3~52.8%) Tk -

770 728, FHICHRE LT-HEEIX 23.8% TH - 7=,
* KK Lmglkg ((AE) &4 ¥V A~7 3mglkg ((KE) %R HIC 3 WG T 4 [BLAEEE L2k,
AF 3molkg (REE) A 2 8RR CAREE Lz, PRSI\ TR, AR 2 ROIci#E L.,
A Y A= TIFARFNOBELGK T 5 30 0L Lo Z BV CHRE- 2 BE LTz,

@EsM IR (CA209067 7AER)

(LA RTIG IR ORIGYIFR AR GE 22 I/ IVH o Bk B il 235 (ECOG Performance
Status 0 & TN 1) 945 ] ORAI+A &V L~ 78 314 B, AFFE3166], A Y A~T
BE3IS ) 2t RIC, A B AT HEEZRRE LTRF+ A U LA~ T HE R OERH
B G- OAIE R VM2 BEt L, EERMBEE T 5 0S (HFRAE [95%E X M 1)
DEHEFENTRERIL, AFI+ A Y A~ T7HETNE [NE~NE] 5 H, AAI#E T NE [29.08
~NE] Z7H, A Y A~T7HET19.98 [17.08~24.61] W ATHY, AAI+A Y L~T
B G R OAFNB G153 A BV b~ TGS LR FOICH B R ER 2R Lz (ORAI+ A
Y A~ Tih o — N 0.55 [98%(EHEX[H : 0.42~0.72], p<0.0001 [J&%! log-rank
BE], AEE Y — R 0.63 [98%[EHHX[H : 0.48~0.81], p<0.0001 [J&%! log-rank
ME], 2006828 H1 BT —4% v hA7),

1.0 Pa

0.9
0.8
0.7
0.6
0.5

B HE

0.4 X FH+AEYLTTH

03{ A &HH
0.2 S AEVLTTE
0.1 *  ABRUO : {19

0.0
) 0 3 6 9 12 15 18 21 24 27 30 33 36 39
at risk%t H£EHE (A
FH+AEVLITEHE 314 292 265 247 226 221 209 200 198 192 170 49
FHFEE 316 292 265 244 230 213 201 191 181 175 157 55

AEYLTTEE 315 285 254 228 205 182 164 149 136 129 104 34
2 OS ® Kaplan-Meier Fig#

*: KA 1mglkg ((KE) &4 BV A~7 3mglkg (1K) %R AIC 3 MG T 4 BT L7k,
A 3 mglkg ((EE) % 2 BRI CARBEE L, PEHBGEIZ RSO T, AH 2 RIS
L. A Y LT IIABOBERKR T 25 30 45U EoOBEEZ BW TS 2B LT,

7B IRIBUIBR AN BE 72 P A Il B & P RICAH + A B Y A~ T B EIZHOW TR
U7-1EsNeE T FEEBR (CA209004 3858) D =dh— b 8 1281 5 ERE (modified WHO %
HEIZ S < CR XX PR) 13, LFHEIERIBEES T 46.4% (13/28 i, 95%(5 HEIXH -



27.5~66.1%) . {LFHRIERETAHRERE T 38.5% (5/13 f3]. 95%(EHEX M : 13.9~68.4%) T
HoTm,

(PD-L1 FBLIRBLE DA i Je OVZ2 44)

MBS IAERRER (CA209067585R) (THA AN BN BE OT — X (ZHES & JEIEHRE
IZF W CPD-L1 2588 U 7= MR S b 214G (BLF, TPD-LIZEELEE ) BINCHRERM
(ZHRAT 24T - T2 MR OV B DR RITILL T LB Y Th o7,

BB LT, PD-LIZEERN %A (PD-L1<1%) OMBEHEMN & i L T1% E
(PD-L1=1%) DEFHEMTA Y A~T7 O _EFREHEMEMEA 2SRRI U (F),
BB, AH+A ) A~ TRORENT 0 T 7 A JWIEPD-L1 <1%0 BH M L PD-L1=
1% D BEEM TR TH - 72,

PD-L1SIE1%RE PD-L1%RE1%LLE
1.0 P, 1.0
08 i 09
08 . 08
07 0.7
06
g °° £ R
# 05 g 05 T
= Srag, i — . Ty
_____ 04 -
041 e FEIHAE LT TR e fe AH+ A EYLTTH &
03] A Emm s 031 A Fpum b-=
02| & AEYLTTR 021 - AEULTTE
01 *  ARUO : 4T41Y 01 *, ARUO : 4THIY
00 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 33 35 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
at risk# SFHm (A at riski#f EFER (B
AMHAEYLTIB® 123 M3 102 91 82 82 79 74 T4 72 66 18 4 0 CKMHAEULTIEE 155 144 132 127 116 112 105 102 101 99 85 27 3 0
FHIT 117 103 86 76 73 65 62 59 57 55 50 16 2 0 FHME 171 165 158 148 139 131 122 117 112 109 98 36 1 0
AEYLTIR 113 96 87 79 71 61 57 50 44 43 32 10 1 0 AEULTIH 164 155 138 126 116 102 89 83 77 74 64 21 2 0O

X 3 CA209067 FRBXD PD-L1 EIHEH|TD OS D Kaplan-Meier Hif
(R : PD-L1<1%DBHELEM, FXK : PD-L1=1%D BHEEM)



DIEFE LR MAHFRER (ONO-4538-21/CA209238757)

SEARUIERTE O IMb/c H1/ IV o MR aME A 906 1 (A ARNEHE 28 Bl Ede, AFIRE
45371, A BV A~T (GEETHELZ) BE453 ) ZXfRIC, A BV A~TExRE LT
AF) 3mglkg % 2 MR CERMEHE L & S OFMER R 2MEEZ R Lz, EERH
HH Th 5 M AN (P i [95%EHEXMH] ) O RIFETRERIE. AFEET NE

[NE~NE] # A, A U A~T7HETNE [1656~NE] A THY ., AEFNIA Y L~T
(2 RPN BAIER 278 LTz (% — R 0.65 [97.56%f5 48X : 0.561~0.83] |
p<0.0001 [J&5H! log-rank #iE]. 2017 46 A 12 A5 —% v b4 7) |

* : AJCC (American Joint Committee on Cancer) JF#iZ04E (55 7 B0 (o < G4,

1.0 fme L

0ol  ® -A- L KR

—S— - (EYLITH
0.81
0.7 1

0.6

0.5

0.41

4 it HF o B B

0.3

0.2

0.1

0.0

T ! T ' ! T T ! T ' ! T " T ! T T ' T

0 3 6 9 12 15 18 21 24 27

at risk$§ EEFLFEIM(B)
AREIBE 453 399 353 332 311 291 249 71 5 0
AEYLTTE 453 364 314 269 252 225 184 56 2 0

4 BERAFHM O Kaplan-Meier B



(224 14]
OEMNE TR (ONO-4538-02 #5k)
AEFRITEE (100%) (2RO B, AKH L DERRERPEETERVAEFFRIT
30/35 B (85.7%) IZ#B®H LTz, FHHEN 5% EORIERIZTRO LEBY ThoTz,
#1 FEBRRN 5% EORIWER

BB RIS Bk (%)
FEARGE 35 {3l
(MedDRA/J ver.16.0) 4> Grade Grade 3 BL I
AEIER 30 (85.7) 9 (25.7)
o WAk E
FOR AR REIR T E 5 (14.3) 0
Bl
T 4 (11.4) 1 (29
B 2 (5.7) 1 (29
RIS 2 (5.7) 0
—i% - REEEER X O SR O IREE
I I7 5 (14.3) 0
[EsVRY 2 (5.7) 0
HEE 3 (8.6) 0
FR A R
Sk 2 (5.7) 2 (5.7)
g R AR AT
ALT #40 4 (11.4) 1 (2.9)
AST #4hn 5 (14.3) 2 (5.7)
M7 VT 2 A 2 (57) 0
1T CK a8 5 (14.3) 3 (8.6)
Mg 7 L7 F = Hm 2 (5.7) 0
fHr > Ko RN 2 (57) 0
1.7 LDH #50 5 (14.3) 1 (2.9
i/ TSH J8/0 3 (8.6) 0
M TSH #4hn 7 (20.0) 0
CRP #4/0 5 (14.3) 1 (2.9
I BREREHE N 4 (11.4) 0
v-GTP H#4/1 4 (11.4) 4 (11.4)
JRA TR o B 2 (5.7) 0
~NEZ U 3 (8.6) 1 (29
U 2 REREE D 5 (14.3) 1 (2.9
I RO 2 (57) 1 (2.9
fi e fafn (KT 2 (5.7) 0
1 MR 2 (5.7) 1 (2.9
R EREE 2 (5.7) 1 (29
M ifnERE s 6 (17.1) 0
SHERE T3 HE0 2 (57) 0
Wit T3 W 8 (22.9) 0
Wit T4 W 6 (17.1) 0
SHERfE T4 #3900 2 (57) 0
U v~ F R 3 (8.6) 0
1A ALP 50 5 (14.3) 1 (2.9
PUHUR BRI R 3 (8.6) 0
AR~ — A — 8 2 (5.7) 0
ARy 2 (5.7) 0
Y—T 7 I X T aT A N 4 (11.4) 0
A CK i 2 (5.7) 0
BRI L O A MRk E
AR 2 (5.7) 0
PR E
R b 2 (5.7) 0
K= 2 — T — 2 (5.7) 0
FREF KO FRRRREE



BRI BiE% (%)

FEARGE 35 {3

(MedDRA/] ver.16.0) 4= Grade Grade 3 ULk
EEH 6 (17.1) 0

& D PEIE 11 (31.4) 0
F5 2 (5.7) 0

iR INGRZSIN AL 2 (5.7) 0

RE TR R J& 2% 2 (5.7) 0
FRE (R 4 (11.4) 0

k. HEVEMZRE 16 (2.9%) . KIBK - HEDO TR 1B (2.9%) | #filEE 4 4
(11.4%) . FFHénebsEa 5 6 (14.3%) . BEERERE 2 1 (5.7%) . FURIREERERE T 8
(22.9%) . RIEEEE 146 (2.9%) . EEOKEEE 1H] (2.9%) KOS E I EE 14
(2.9%) MWFRH Bz, Fo, TEEHIERS ., infusion reaction, 1 AUBEIRFT. BEXK.
HIEFEETRE, % - BEIEEAE. DO, Wik, TS, MEERUHMARIE/ X A/~ TF— KOV
FENE /NS PE SR BEIR IXRR D B IR o 2, AREIVEARBUR T BI#EES (AR
R 2 &) 2B RZ R,

QEWNE TR (ONO-4538-08 7ik)

BEFRIL 2224 Bl 91.7%) 28D B, KHlE ORRERAEE TERVWAEFH
Z03 1824 1] (75.0%) 1278 BTz, FBLED 5%LL EORWERIL TRD LB ThH-
77

£2 BEEN 5%UEORIER

FREBIR % (%)

FEAGE 24

(MedDRA/J ver.18.0) 4 Grade Grade 3 LAk

2REIVER 18 (75.0) 2 (8.3)
APAR A

FOPR IR BE AR T 6 (25.0) 0
S

L 2 (8.3) 0
—i% - BEREER X O SEOREE

N 4 (16.7) 0
AR AR A

IR E > 2 (8.3) 0
Rt L OseEREE

FEXI SIS 2 (8.3) 0
e, MERR X OWtRREE

T e 2 (8.3) 0
KR F L O FRERkRE S

HEE 5 (20.8) 0

D PEIE 5 (20.8) 0

R INIR S IN & 2 (8.3 0

B, KWK - HEO TR 241 (8.3%) . AFHERERETE 161 (4.2%) . FEMAHEAERS
16 (4.2%) M OVFVRIRERERETE 7 1] (29.2%) MRD BTz, Fo, BEMERZEE,
FREERRE T (57 >« NU—EREFSE) | BRERE (RAME R EMEE %) | BIRREE,
infusion reaction, 1 ZUBEIRT, HEEDREREE (BERIEIRIERRE, ZIPALHE, R

10



B | ek, BEIERBEIIE, B - R, SE I IRR, LR, Bk, ITR. B
FRRRRIE / < AT — R O e ML /RIS PESE B 13580 B e o 7o, ARINERSE
BURVPLIIBIE SRR (RRMAER T 2 &t) 2Bt e =T,

@UEAFEIAERER (CA209066 RA5R) V
BEFGIIAFIRE 192/206 6] (93.2%) . DTIC £ 194/205 1] (94.6%) (238D S, TR
BRE & DK RBIFR N E T 2RV FEFRIIARAIRE 153/206 41 (74.3%) . DTIC A% 155/205
B (75.6%) IZFBD HAVTZ, WTIDORETHILEN 5% LORIERIZT TR LB T
HoT,
£3 VT NHORETHEIEDR 5%LL LOBHER

1|22 00
BEBNH AHIHE S DTIC ¥
-Sh.
%ﬁggDRA/J ver.17.0) 206 71 205 )
o 4= Grade Grade 3 UL E 4= Grade Grade 3 UL E

2RIEH] 153 (74.3) 24 (11.7) 155 (75.6) 36 (17.6)
Mg LY 3R bEE

I PR RIS E 0 0 23 (11.2) 9 (4.4)

1 RIS E 0 0 21 (10.2) 10 (4.9)
B I

{5 22 (10.7) 0 25 (12.2) 0

THI 33 (16.0) 2 (1.0 32 (15.6) 1 (0.5)

L 34 (16.5) 0 85 (41.5) 0

Mg L 13 (6.3) 1 (0.5) 43 (21.0) 1 (0.5
—i% - BEEER X OGN OREE

T IE 21 (10.2) 0 25 (12.2) 1 (0.5)

I I7 41 (19.9) 0 30 (14.6) 2 (1.0)

HEE 15 (7.3) 0 10 (4.9) 1 (0.5)
B KOs E

BARIEER 11 (5.3) 0 19 (9.3) 0
B RE RIS L O A MRk E

RAHivR 12 (5.8) 0 3 (1.5) 0
PR PR

SFR 9 (4.4) 0 14 (6.8) 0
FRgF KO PR RRREE

BT 13 (6.3) 0 4 (2.0 0

e B S 3 (1.5) 0 11 (5.4) 0

7 FERE 35 (17.0) 1 (0.5 11 (5.4) 0

%% 31 (15.0) 1 (05 6 (2.9 0

A BE 22 (10.7) 0 1 (0.5) 0

IRE . AR W CRVEMERIR B 3 41 (1.5%) . KIS - T O T 6 61 (2.9%) |
PRRREE (7 v« NL—EERESE) 28 i (13.6%) . IFHERERET 7 61 (3.4%) | B
REREE 4 1 (1.9%) . TFEMAHEREEETE 4 6] (1.9%) . FURIRHEGERET 13 41 (6.3%) .
infusion reaction 15 {51 (7.3%) . 1 BUHEIRYE 161 (0.5%) . DR GRS 3 5] (1.5%)
KOS EIER LA (05%) MWD OIT, £z, RBIBEE, Pk, EEMEIE, X
% - BEMEIE . DFRSE. AR, IFZE. BRI RLARIE / X A/ T — R OV M i/ MO
BRBERIEER O IR Do 1o, ARRIWERBBUR LI EES (BAREERET +5T) %
BUHEFHERE T,

11



@yFAE AR (CA209037 #BxR) 2

A EFRITAAIRE 265/268 B (98.9%) . ALFHEIERE 98/102 5] (96.1%) 1Z#RD 5
AU, IRBREE & DR EERN G E T E WA EFHGIIAAKIRE 199/268 15 (74.3%) . b+
FRIERE 85/102 1] (83.3%) IC38 D BTz, WFNDRETRILERN 5%LL EORIWERIX

TEROEEBY THHoT,
F4 DTN ORETHERERR 5% EORIER
B (%)

B s JAY 7
R AIRE (LR

(MedDRA/J ver.17.1) 268 102 )

4= Grade Grade 3 UL | 4> Grade Grade 3 UL |

AEIER 199 (74.3) 33 (12.3) 85 (83.3) 35 (34.3)
Mk LY o RpEE

E=qin 18 (6.7) 3 (1.1) 24 (235) 5 (4.9)

[ i BR e 9 1 (0.4) 0 8 (7.8 2 (2.0)

I R ERIBE 0 0 20 (19.6) 16 (15.7)

i/ Nk SiE 1 (0.4) 1 (04) 12 (11.8) 6 (5.9
PR

FRIR RS REAR T 18 (6.7) 0 0 0
B I

LGS 11 (4.1) 0 15 (14.7) 1 (1.0)

T 42 (15.7) 1 (0.4) 16 (15.7) 2 (2.0)

L 33 (12.3) 0 39 (38.2) 2 (2.0

Mg i 12 (4.5) 1 (04) 21 (20.6) 3 (29
—i% - BEEER X OGN OREE

S 9E 14 (5.2) 0 7 (6.9) 0

95 82 (30.6) 3 (1.1) 41 (40.2) 4 (3.9)
5, PR X OWLE A GHE

HEANZEE S KOS 4 (1.5) 1 (04) 9 (8.8) 0
Fife PR AR AT

ALT #8n 14 (5.2) 3 (1D 1 (1.0 0

AST 40 15 (5.6) 2 (0.7) 2 (2.0) 0

I ER B 0 0 7 (6.9 3 (29

1/ N E 1 (0.4) 0 8 (7.8 3 (29

P i BR % 3 (1.1) 0 8 (7.8) 2 (2.0
e L OsesEEE

ABRGE 18 (6.7) 0 17 (16.7) 0
BRI L O A RREEE

BaHm 15 (5.6) 0 13 (12.7) 1 (1.0

AR 11 (4.1) 0 8 (7.8) 0
PR R

K= a2 —a F— 1 (0.4) 0 10 (9.8) 1 (1.0)

BEIEGE 3 (1D 0 10 (9.8) 0
M. MERIS K ORI

I ] 5 13 (4.9) 0 8 (7.8) 0
FRER X O PRk S

Jii B AE 2 (0.7) 0 28 (27.5) 0

& 9 FEE 51 (19.0) 0 2 (2.0) 0

%% 34 (12.7) 1 (04) 5 (4.9) 0

iR INGRZ SN A 16 (6.0) 0 2 (2.0) 0

= HEAEABE 24 (9.0) 0 0 0

7B, ARFIBHZB W CRIEMEMEER 8 1 (3.0%) . KIF% - EED TH# 4 6 (1.5%) |
PR 33 451 (12.3%) . JTHERERETE 22 45 (8.2%) | TEFHERERET (RN HELMER 2%
) 541 (1.9%) . FUR IR RERE S 23 5] (8.6%) . EIIEMFESE 1 41 (0.4%) . infusion reaction
10 5 (3.7%) . EEDREEE 141 (0.4%) . R 261 (0.7%) KOS E IS 3 4

12



(L1%) #RD BN, Fio, TFERAMIERE, LIMR, BEFHEE, Bk -
Mgk, LY. K. HFA. BERUBRARIE/ S 435 — R OV RERE L INOR A PSR RS
D BV T, RRERRBLRLEBIES S (RERERRTE2ET) a0
FHER & RT

GEMNE DR (ONO-4538-1735R)
AHEFRLIILH (100%) (25D Hiv, AFlE ORREBEGENGE TCERVWAERL LA
Bl (100%) (23D BTz, FEBERNS%U LORIERIZTTEO LB Tho Tz,
#5 FEBRRN 5% EORIWER

LREBIKR B (%)

FEAGE 30 i

(MedDRAV/J ver.20.0) 4 Grade Grade 3 L1 I
RITEH 30 (100) 23 (76.7)
MgHR LY R EE

Sy 2 (6.7) 0
3 IARE TS

HR AR RE TTIESE 2 (6.7) 0

R AR REAR T 7 (23.3) 0

BEELTS 2 (6.7) 2 (6.7)
H Ik

(EE 5 (16.7) 1 (3.3)

T 16 (53.3) 1 (33)

] 2 (6.7) 0

G 4 (13.3) 0

A% 3 (10.0) 0

e - 6 (20.0) 1 (3.3)
—i% - BEREER X O SEOREE

it 5 (16.7) 0

[=Y3 7 (23.3) 1 (3.3)

RRGPETRIE 2 (6.7) 0

FEEL 12 (40.0) 1 (3.3
JHNEE R fR

JFRERE LT 7 (23.3) 4 (13.3)

B 2 (6.7) 0
AR AR A

ALT #3700 11 (36.7) 3 (10.0)

75— 5 (16.7) 1 (3.3

AST #4h0 11 (36.7) 2 (6.7)

y-GTP #4 5 (16.7) 3 (10.0)

Y S —FHIN 12 (40.0) 7 (23.3)

IREFD 2 (6.7) 0

LA 7 /vl VR AT 7 X2 —EEn 4 (13.3) 0
Rt L OsesEEE

B U A E 2 (6.7) 0

BT V7 2 v LfE 2 (6.7) 1 (3.3)

KT+ U 7 A 5 (16.7) 4 (13.3)

BRI 8 (26.7) 1 (3.3)
B R 2R3 L O ARk E

RAEiR 5 (16.7) 0
R R R

U 2 (6.7) 0

SRR 5 (16.7) 1 (3.3)
M as. MERR X OWthpkEE

R M 26 2 (6.7) 0

I e SE TS 2 (6.7) 0
KRR O PRk

13



B BIR Bi%x (%)

FLAGE 30 #il

(MedDRA/J ver.20.0) 4 Grade Grade 3 L I
Z O FEIE 10 (33.3) 0
5 18 (60.0) 2 (6.7)
BEIR B IR 5 4 (13.3) 1 (3.3)

7R, AIRIESE QM (30.0%) | ITHERERE 1401 (46.7%) . FRIREEREREETH] (23.3%) |
[FR 1 i B3 431) (10.0%) K% - BEEE O #3451 (10.0%) | B oD F J B 5 3451 (10.0%) |
T EAFERERE 26 (6.7%) . 5 E 9 BEK LU (3.3%) | BERUH @l AEE/ < A4 XF—24 (6.7%)
R OFflRImAR ZERRIE LR (3.3%) 235O LTz, F7-, BHEREREE, FIBHRERE, 174
PERIE ., e, BIEMEEAE, MK - #lE% . infusionreaction, Lofiidk. ik, #edk
I/ NI PESRBE SR K OFF 2 1338 D 7e o 7=, ARIVERARBURDUZELEH S (K
BREERT 2 E5T) 2E0EHERE R,

@M FMARRER (CA209067757)

BEREGIIARA+ A BV L~ 7 RE312/31361 (99.7%) . AFIEE312/31361 (99.7%) . A
B U A= 7 HE308/31141 (99.0%) 1278 HAL, IRBRIK & ORRBERNPEE T RVWEH
FGUIARK+ A BV L~ THE300/313061] (95.8%) . AHKIEE270/31361 (86.3%), A U A
~ 7 HE268/31161 (86.2%) IZ7B® L LT, W N ORETHELEN 5%, EORIWEAIZT
HDOELBY Th-oT,

K6 WVWTNHORETHRIEED 5%LL LORIER

B (%)
2lapre A
et FAEAEY L TR AR TEU LT
*(Me”gDRA” ver19.0) _ 313 44 313 311 4l
4> Grade Grade 3 UL | 4= Grade Grade 3 UL 4= Grade Grade 3 UL E
EIEN 300 (95.8) 183 (58.5) 270 (86.3) 65 (20.8) 268 (86.2) 87 (28.0)
PN IR
RO A e TTHEE 34 (10.9) 3 (1.0) 15 (4.8) 0 3 (1.0) 0
FOPR IR BE AR T 51 (16.3) 1 (0.3) 32 (10.2) 0 14 (4.5) 0
BRI 23 (7.3) 5 (1.6) 2 (0.6) 2 (0.6) 12 (3.9) 5 (1.6)
B Ik
HE 28 (8.9) 1 (0.3) 18 (5.8) 0 28 (9.0) 2 (0.6)
PN T 40 (12.8) 26 (8.3) 7 (2.2) 3 (1.0 35 (11.3) 24 (1.7)
155K 12 (3.8) 0 19 (6.1) 0 17 (5.5) 0
T 142 (45.4) 30 (9.6) 67 (21.4) 9 (2.9 105 (33.8) 18 (5.8)
H PRz 19 (6.1) 0 13 (4.2) 0 7 (2.3) 0
CIT 88 (28.1) 7 (22) 41 (13.1) 0 51 (16.4) 2 (0.6)
/A 50 (16.0) 8 (2.6) 22 (7.0) 1 (0.3) 24 (1.7) 1 (0.3)
—i% - RHEER IO®RS
AL IR AE
I J0E 31 (9.9) 1 (0.3) 25 (8.0) 1 (0.3 17 (5.5) 2 (0.6)
B 22 (7.0) 0 12 (3.8) 0 10 (3.2) 0
55 118 (37.7) 13 (4.2) 111 (35.5) 3 (10) 89 (28.6) 3 (1.0)
FEEL 60 (19.2) 2 (0.6) 21 (6.7) 0 21 (6.8) 1 (0.3
AR AR A
ALT ¥4 59 (18.8) 27 (8.6) 12 (3.8) 3 (10) 12 (3.9) 5 (1.6)
72T —BHm 23 (7.3) 9 (2.9 17 (5.4) 5 (1.6) 15 (4.8) 4 (1.3)
AST #81 51 (16.3) 19 (6.1) 13 (4.2) 3 (1.0) 12 (3.9) 2 (0.6)
Y —E N 43 (13.7) 34 (10.9) 24 (7.7) 12 (3.8) 18 (5.8) 12 (3.9

14



Bi%x (%)

Rt peT Ry A TE) LT

(M;‘;‘DRA” ver.19.0) 313 43 313 44 311 %

4= Grade Grade 3 UL b 4> Grade Grade 3 VA E 4> Grade Grade 3 UL 1

R 19 (6.1) 0 10 (3.2 0 7 (1.3) 1 (0.3)
Rt L OsesEEE

BAEGE 60 (19.2) 4 (13) 36 (11.5) 0 41 (13.2) 1 (0.3)
B R S L OV AL

BAfR 42 (13.4) 1 (0.3) 29 (9.3) 1 (0.3) 21 (6.8) 0

ik 17 (5.4) 1 (0.3) 15 (4.8) 1 (0.3) 9 (2.9) 0
TR E

FEPE D E 17 (5.4) 0 15 (4.8) 0 11 (3.5) 0

B R 14 (4.5) 0 18 (5.8) 0 9 (2.9 0

SR 34 (10.9) 2 (0.6) 24 (1.7) 0 25 (8.0) 1 (0.3)
)TN TS S RON 7 =1

AL 24 (71.7) 0 20 (6.4) 2 (0.6) 15 (4.8) 0

I [ 36 (11.5) 3 (1.0) 20 (6.4) 1 (0.3) 12 (3.9 0

fitiligz 2 21 (6.7) 3 (1.0) 4 (1.3) 1 (0.3) 5 (1.6) 1 (0.3)
F2 &8 KO THLGR R E

& WA 15 (4.8) 0 17 (5.4) 0 11 (3.5) 0

% 9 FEE 112 (35.8) 6 (1.9) 67 (21.4) 1 (0.3) 113 (36.3) 1 (0.3)

S 91 (29.1) 10 (3.2) 72 (23.0) 1 (0.3 68 (21.9) 5 (1.6)

iRy ZYN A2 38 (12.1) 6 (1.9 14 (4.5) 2 (0.6) 38 (12.2) 1 (0.3)

=5 ME A BE 27 (8.6) 0 28 (8.9) 1 (0.3) 16 (5.1) 0

B, AH+HA Y L THAZRB WD TR 86 (27.5%) | JITHEREFE E 1024
(32.6%) . HIRIRFEREREESTHI (27.8%) | EHEREFETE2161 (6.7%) . VB Mz HE25
B (8.0%) . KAFZE « HED FHI60%F] (19.2%) . BEE DR EREE221H] (6.7%) . FiE
RESRERE 2761 (8.6%) . FITEHEREREE 145 (4.5%) | BER3M (1.0%) . Kok - B
221511 (0.6%) . infusion reaction 13/ (4.2%) . 5 & 5 55341 (1.0%) . 72361 (1.0%) .
RERL T RRAE / < A3 F—5001 (16.0%) | T 514451 (4.5%) K& OVF# IR e 2842 E 2451 (0.6%)
MO BTz, Flo, VRBERIE, SEIEFEAE, OAhR & OV i MR S5 5T
ERR O BALIR Do To o RFIBEIZ I\ THRRREE66/1 (21.1%) | ITFHEREREE 2461 (7.7%) |
FOR IR RERE 4761 (15.0%) . BREREREE 36 (1.0%) . [IEMEMEESH] (1.6%) |
KRG - BRE D FFI1661 (5.1%) | HEE OO J JiFR 3811 (2.6%) . T TR RERR F 3151 (1.0%) |
B RERERRE 301 (1.0%) . BEZ3HI (1.0%) . infusionreaction 14f1 (4.5%) . 5 & 9K
220 (0.6%) . BERUHRMEIE/ S A/ 3F—2861 (8.9%) . AF4c2M (0.6%) M ONERMRIL
FRFERRIELE] (0.3%) MFB® Dilz, T, VRUHERS G, BEMIIE, MK - B,
O AR e OV PR i MBI PESRBER I 3GR 8 DAL 0o 7o, REIME A ZE BRI X
BlEERES (RMAMEET 25T 2308 RE =T,

IR UIBR R RE 70 BN R AR 2 K GUIAA+ 4 BV A~ TG 2 e L2 oS
I #H5ABR (CA209004 #kER) D =7k — b 8 IR\ T, (LFIRIERIBIREE 28 ] & (L2
ERERRAEE 13 6 & O T, ZaMtIcUfE 2RI oo ol,
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DEFR LR A RER (ONO-4538-21/CA2092387:K57%)

BEFGIIAKIREA38/4521% (96.9%) . A &'V L~ 7 #E446/45301 (98.5%) (2780 5
AU, IRBREE & ORRBRAEE T E WA FFGIIAHINEIBS/452145 (85.2%) . A &'
L= T EE434145301 (95.8%) IZFBD HLTo, WM ORETHRILENS%LL EOREIERIX
TEROEEBY THHoT,

KT VTR0 TRIEENSWL EORIER

T H ik AEYLRTEH
Grade 4= Grade Grade 3 UL | 4= Grade Grade 3 UL
RIVEHTH A YL FEBIR | FBL O EBUE | BBl EBIE | EI B
(MedDRA |2 k. % SOC-PT 4y4H) - S D) (%) ¥ (W) (%)
ESEN 452 452 453 453
ER 385 (852) | 65  (14.4) | 434 (958) | 208  (45.9)
B SR L OV ALk e
RAER 57  (12.6) 1 ( 02 49  (10.8) 2 (04
i PO 35 ( 77) 1 (02 19 ( 42) 1 (02
B IS
T 110 (24.3) 7 ( 15) | 208 (459) 43  ( 95)
HEL 68  (15.0) 1 ( 02 91  (20.1)
20 29 ( 6.4) 46 (10.2) 1 (02
Wt 12 (27 1 (02 4 ( 9.7) 2 (04
M PN RZIG: 24 ( 5.3) 14 ( 31)
KB 9 ( 2.0) 3 ( 07) 45 (99 34 ( 75)
— - RHBEERBL OGO REE
1 7 0E 57  (12.6) 1 (02 53 (11.7) 4 (09
957 156 (34.5) 2 ( 04)| 149 (329 4 (09
FEEN 7 ( 15) 54 (11.9) 2 (04
R R I A
U —BHINN 30 ( 6.6) 19 ( 42 26 ( 57) 16 ( 35)
ALT #n 28 ( 6.2) 5 (1.1 66  (14.6) 26 ( 57)
AST #3Hm 25 ( 5.5) 2 (04 60 (13.2) 19 (42
77— HIM 25 ( 5.5) 9 (20 14 ( 31) 5  ( 112)
PRI OSRHEE
AR 18 ( 4.0) 39 ( 86) 1 ( 02
PR R PR
BEp 44 ( 9.7) 1 ( 02 79 (17.4) 7 ( 15)
IR KO TR RkREE
BER IR % 24 ( 53) 50 (11.0) 9 (20
EHFEIE 105 (23.2) 152 (33.6) 5 ( 11)
95 9  (19.9) 5 ( 11) | 133  (294) | 14 ( 31)
2 &N EIFSERON TaiF] e
I ] 15 ( 3.3) 2 ( 04) 24 ( 53)
W WREE
R IR AR IR T RE 49 (10.8) 1 (02 31  ( 6.8) 2 ( 04)
R BB RETUHERE 36 ( 80) 1 (02 18 ( 4.0) 1 (02
ELYS 7 ( 15) 2 (04 48  (10.6) 11 ( 24)

B AFIBEZ IO TRHIE MR 11 B (2.4%) | BORSUHRLARIE/ < 43T —48
(10.6%) . fiTBEREFETE 40 {5 (8.8%) . HUIRMRFERERET o1 5 (20.1%) . #RiEFETE 83
5 (18.4%) . BHEREREZE 6 5] (1.3%) . BIEHEREREE 64 (1.3%) . FEMAHpeE=E
8151 (1.8%) . infusion reaction1l {5l (2.4%) . K% - HED T 21 5] (4.6%) . =
JE DRz R 5 1 (L.1%) . 1 AUBERIS 1651 (0.2%) | B 341 (0.7%) . 5 &9 EAK
2 0 (0.4%) . JiFZ5 34 (0.7%) 730 ST, Ei-. BIEREALE, L%, fH%k,
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o M M/ IS D PSR BRI . AR - Bl AR AR FERRE M OMBALMERRAE 2013580 &
Nrpinoie, RREWEHZESURILIIREE SRR (RRRAER T 25 2o Bt
Y,

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

AFNIOREMEpERETT LV EZRA LY 2 a2 b—y g 2k v KH 3mgkg ik
240 mg % 2 JAREIR TR G L 7ZBROARAF O MG TIRES T Sz, ZORFR, KK
240 mg Z %5 LB EIL. AK 3 mgkg 25 L BROBRGEE & ik LRl
T ETRIENTZLOO, HRANBEIZEBOD THERMERHER I TV AL AE 10
mg/kg % 2 HMRHIMRECH&REG) CARFIZEG L BEOgEEE & & ik U CRfEEZ <3 & Tl
Shis (F2), Mz T, BROFEEICHT 27— 2 Ic k5% | AH| 3 mgkg X 240 mg
Z 2 AR TG L2 BERO A O R & & A M UL e & O 2 Gt 2 1%
FTOSET VPR S L, BBhEIZOW TR TO iR, ERRo Mk - A&
WA O EVEICHE R ER T W E Pl SN, -, EERAERAE BT
HT —RIZHADE | KA1 mgkg XL 80mg & A vV A~ 3mgkg % 3 HMHHRE T
B UTe BROAHN O R 7 & 22tk & ORI A a3 2R LUSE T LV MEE S 1L, i
BRI DWW TIREI AT OISR, RRLo Mk - HEOM TR ML ER 1T
EFPHlENnT,

K8 AANDEHBRE T A —F

- R Crax Chind14 Cavedi4 Cmax,ss Chin,ss Cavgss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)
3 meke Q2W (352 7608) (10-;?54-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
240 me Q2W 61.712,?03) (15-22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 mgkg Q2W (14;,9;19) (51.621 '739.2) (79.9(;),'?14) (33?,9232) (18421,1 ;13) (23$,7§86)

HRAE (5%, 95%47) . Q2W : 20 FIFHIFE . Cimax : AIIEIHRG-1% O fig i L P IREE, Crinars 1 RIEIFR G2 14
El H ﬂ:ﬁﬂjé%{ﬁ[ﬁl?%‘:‘j]}%g\ Cavgdl4 : %ﬂ@&’%‘fﬁl“ El H if@qugmi%ilzpﬂ%g\ Cmax,ss : %ﬁ%ﬁgﬂ:j@
T D MIE TR, Cuminss 1 EHARIBIZIS T 2 BARMIETIRIE, Cavess : EHAIRIBIZIS T 2 FEHMLIE T
=38
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4. FEFIZOWVT

MR UIBR AR 72 MR i B (S T 2 561203, AR & U CERAuREIA (45
) DL TNDZ &0k, éumﬂﬁ%uﬁtﬂ ’%MT%%@M XChHDHLULENDD, £
O LT, EHEM Y X7 EHGHE (RMP) ([ZHD X AR O EES 2V SUEE~D 1k
HilA3 8 2 Mgk T o T, AN OE G- 72 BE A 2Wr - 58 L, AFIOBGIZ L HEZR
BIER 238l LT-BRICxHE T 2 Z E 3B e 7o, LLFOO~@ DX T &iii7= 3 Mizkic
BWHEAT2RX&ETH D,

O MEFRITHOWVT

D1 T (1) ~ (5) OWTHNITENT Dk THDH Z &,

(1) EATBRENEET 203 A Fa LS R (BE N RS A2 R BE LS IR L |
Mt 23 ARSI SRR . ik S A BSIRRRE 72 &) (CFRR 30 45 4 A 1 HIER : 437
%)

(2) FrEksrEsle CFERR 294 6 A 1 HEFS - 85 fiiak)

(3) BN FE NG ET 203 AT (23 AR EWPE, 03 A2
W I19PBE. 23 ARSI EEHEE R 72 &)

(4) SRACFEIEE A RE L, %;Eﬂ:#éﬁfiaﬂuﬁ12&%3%%%/2?1[1%2@5@ X L
(AR DR 21T > T Dfiax (AL 28 427 A 1 AIRFAR @ 2540 figk

(5) #ﬁﬁ@ﬁﬁlﬂﬁﬁfibuiﬁm@ RILEITR D M AT > TV Dtk CEEk 28 4F 7
A1 BEER ;1290 gk

©-2 EVEREMEOALFRRIE K ORINE IR OIS 53 7 ik & B8R 2 FF DR Al
(FROWTINITIEE T DER) 25, GEZEBOAFICET IGROBMEE L LT

BESNTNDZ &,

*

o [EEMFFESE 2 FOUMIMHEZ K T L7221 5 4FELL LD D AUTBE DB IRIHE 2
{ToTCWAHZ &, 95, 2L R, BAREMIRIELS I & LIZBRRIERE T ONHME %2
IToTCWVWBHZ L,

o [EAIRFFISE 2 FOMBINHEZHE T L7211 5 UL B0 B E EVEIE G2 Ol
IR ZA LTV D Z &,

Q@ BEANOERLFREBEOMERIZOVNT

3R LG A B E T T 2 B DL S, BRI D OFRE O, Ao - &
EMEIENE R OB IR CERSE IR DR, AEEFSNRE LGS o®RE
EH . SRHECMITITON D IEFHINE S TND Z Lk,
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® EBIMERADIRIT2OWT
®-1 BWERFBEE O3 AH I B3 % B

W MERR B O EE R BITERA R AE LZBRIC, 24 BRRIR2IRIRHIO T, ik X
EEE R 123 T, B L 72 BIEANCS U CABRE E L O CT O EIEH ORI 24
ERRAEOR RIS Y APIE O, EHITRISATREZRARI N E > Tnd Z &,

@-2 EERNEFEFICLAFBLNNICETLEH

N ASIRICHE D D B A itk e OB RE 2 A4 D ERIEFE DNEER =4V v
EEDHERDOA T ) —= T HTOERE L IF#ME LA TE D F— LERIRH 2
SN TWDHZ L, B, BIIAHICOWT, DABE L ZFOFBEICHDITAmENT
WnHZ &,

@-3 BIFERDZUTLRINICE LT

BIVEH (FRVE MR BTN 2 | EAEMEEDAE, O R, Mk, B RARE . RIBXK.
HEO TR, 1 RBERA, ITHERERETE . HURIRE eI S, Mitbas . BiEE (A -
PRADE MVEMEB R 2B te) . RIS, Mk, BEEO LGRS, FIRILSIERSE, infusion
reaction, SoENE ML/ MIGBPESEBER (ITP) | W8 EE DS SO, MR R 3, DR (O
Gl « ZRAR - OEVEIAMIGHESE) | iR ) (2xf LT, Makhiiak )T B e
BRI DO HERNEZ G 5 AN & EEE U (RIVEH OZBr-CRIGIZB L CRER SR 23201
ODNOEHICH D Z L), EHITHEEIRENTE KGN ESTNDL 2 L,

=t
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5.

BEXMR LI DBE

SRl tE i AT ) |

@

@

TREDBEHEIZBOTARADOFIMERREN TN D,

o ALFIRIERIGR K OBEER OARIGEIERANRE 72 TLHT/ IV ] SO LR 58 o v R iE
BE

o SERUIRFZOIb/C B/ IVH Y o BafERE BT DI L

723, BRAFEE AR Z6 T 5 BEITH WL, BRAFBIFEANC L 210K LB ET

HZk,

AHI+A BV b~ 7 BGIMEFFRERTBRE ORIGUIBR R G e M B AR 4 5
& LA S ARRER (CA20906735R) ICBW T, MR E S A B Y A~THKE
2k L CHMERRGES LTV D, 722 L, AAl+A B Y A~ 7 H5 & AHK| B
5% el U7 BRI BEHZ B WL CiE, PD-LIEERICE D A BV AT D L3
HNRD R DBAD TR ENHFERPGELNTND (Tp2R) , 2o, Rk
Ui RE 2R B R AR 2B W T, REIE A Y AT L OJFHEE ORI 2 f
Wrd 23540, PD-LIEHE* 2RI 52 ENEE L, PD-LIEEEN1%LL ETH
D EDHER SN BE TRV TL, JRHL AFREMER LS A EET S, k. BiG
UIBRARE 72 S B RS 2 b 5 & U 72 igEsh o 1 #EEBR (CA20900435R) D =27k —
R8IZIH W T, (b FIERIRE BE AL FHRIERBRREBEE & ORI TARAI+ A U A
~ 75O NECIE R 2R ITIRD DTV,

kARFIOBZWE L L, RFE4 : PD-L1IHC 28-8 pharmDx [# =t | 23A&R ST\ 5,

(1)

AJCC (American Joint Committee on Cancer) JR3A/3%E (55 7 i) 1235 < 54
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(%

EPECBY % ]

O TRICEYTHIREICOWVWTUIAROREN LD L SN TWD Z b, &5 %217
brpnz &,
o ARHIDITIZHRT LIBBUE DOBEER O & 5 BE
@ WRERTOFHIIZEB W T RRRICIEY T D EBEF IOV T, AA OB GIIHELE I L0
D3, MOTEEEEIRE A R WIGAICIR Y HEICARZHERT L2 L E2ZETE 5,
o MEMMEEDOEI I ED H 5 BE
o SRR A TRV R 2 78 6 D A K ONE B D U i i 2% <0 Jk e M it 2%
LD RIEMEL DA BN 5 BE
o HOEHREEREOAE UTEMEMZE L IXERMED B E R EOBEERD
&) é /%‘%‘
o eI (GEMERIRBAIE 2 5Te) ObDEHE
e ECOG Performance Status 3-4 2 0B
(2 ECOG @ Performance Status (PS)
Score EF
0 AL R IRETE %, BIFAIEE LB EAEENHEIRER T2,
1 PRI LUMEENTIHIIR S DA, BATAIRE T, BAEERCEE > TOMERIIITH Z &N TE 5,
B . BRI, HGEE
) WATRRECTH YO DREIY O Z LT T R TAREEMMERIZTE 220, B o 50%LL LT~y FAT
SI Rl
3 RONTZHSOEDED DZ L LnTE7R0, HHO 50%LL EE2 Xy Rl 2,
4 2LET RV, BOOHFORD O LiFael TERY, By R BT TiId,
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6. HEICERL THETNEFH

O ICEZEITN X, BOEIRFEEE DRt 5 ERFE I D & ARA O Feik K OV E
DT OIZ B HAZ T L TS5 2 &

@ IREBRMAICIENI G, BE UXE OFERICHE IR OfERRIMEZ -+ L, FE %25
ThoEETHZ L,

@ IRIGYIBRAREREERAERE ICBW T, AF LA VY A~ T L OO AR
R D854, PD-LL BBLE MR T 2 Z &N E LW, PD-LL RBLE D R
TEXRWEARIZIE, AR LA VY A~T L OOHOBEE 2@ fIwr Lz L oiks
THZ L,

@ FERBMEHO~FY AL MZOWT

MEMEMRER D 5oND Z ENRNHDHDT, REOEKGIZH T - Tk, BRI
AR (PR RIS, Bk, EVE) OMEFE R OISR X A O 3%, B4 14
ZAT9 2 &, Fio, LEIL U THE CT. i~ — 0 —%0R&% FiiT 2
Z&,

AFNOP 5L EE D infusion reaction (2 2 CEAMFIZ 726D TE 5 Y
i aAT>7c L CThMT 5 2 &, £72.2 [ B BB OARHI % 5-FFIZ infusion reaction
NHHLOLNDZ L HHDHDT, KAE M OAKRAE G TRIT AL Z YA
CERET 5%, BEOWREBEL+H2IIBIET 52 L, 723, infusionreaction &
FHLL72E 121, B TOME R OYERA ERICEE T 5 ThREZ il
T5HZ &,

FURIREREREE 2N D oD Z L3 d 5 DT, RAIOF 5Bl haHT & OG- H1
HREMIAY IS FOR IR RER A (TSH., iz T3, Wl T4 FORE) 2K 5
Z&,

AHNOFEEIZ LY | WEORIEFINTERRER T 5 L& 2 BN DHER 2 R EEHIE
DHLOLNDZENHD, BRENBOOLNTGAEITIL, BELEFERIIS LT
B 72 5% & RRBR 2 FF D[R Aill & g U Cal bl 2 B nie W 21TV Il o
FOSIT X 2 BWER AN g0 2 355113, AFIDORIE T I, K OEIE BE AR
NEHOBRGEEZBETDHZ L, 2B, BBRERLVEOREIZLYETE
R OYGEERFRD B WIGEITIL, B BB R VE LSO gz JilF o8 0
bEETD L

A& TR, BORAM N OH I ARGE L COHORIERREBLT A2 Z B3 H 570,
AFNDOBEERETRICORIEHORBIZH2IZEET H 2 &,

1 RUBE RSP (BE | AUBEIR 2 5 de) b bbiu, BERWEES 7Y R—U &
ICEDZENHLHDT, g, FEl, WEEEOFEROFHLCMBEE O EF7- 2+
SERETAHZ &, RN EONZSE TR G2 HIEL, 4R H
OG- EDOWEYLEZITH Z &,
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IR BIBRANRE 70 S SR IE BB A T 2 BRI, ARAIDEGRIRRBRIC B W T, &5
BR&A6 3 B AU, ELARRIL, BGHE2 5 1 ERIL 6 B Z & G MEDRE
ﬁ%ﬁofwt_&%%% . ARHNIB G X EBIRICD R OMEREZIT O Z &,

@%&@ﬁ@£@@$%m®m%@%%&&LT@%#%% 1%, AANOERIR
ﬁ% IZBWT, 12l Z EICAGMEDRHli Z1T > TV Z & 2 5EIT, AFIEREG-FiX
m%%_w%®%;%ﬁo_& k. WML L L THERT28BE8IE. A
FoOBEHIIT 12 VAETETDH L,
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EEEREES A FFA4 v
=RV T (EETHEBEZ)

(BR5E4 « A7V —ARMFE 20 mg, 7V —RRHFHE 100 mg, 7P —
AN IR ERE 240 mg)

~ TR SHER I ~

VR 2 943 A (ER3 041 1 ASkET)
B4 EE



B &

1. IZFC®IC

2. AANOFE. (FRET

3. ERPR AR

4, JEEZOWNT

5. &GRSR LM DEE

6. BHITEEL THHET X FIH

P2
P3
P4
P8
P10
P11



1. IXC®»IC

BRI DA « LEVEDTER DT DI, BT SCEFICEE S W OB 226 23K
bNd, SbIZ, ITFEORFEIROMEAN LV | FURESRES 72 & OFF R 728 B E
FREH D ARR SN D P T, T b DOEHM 2 BIC LR EE TR 5 2 L ABRER
PR & 72> TR Y RE M BOEE & SO FEARTTEE 2016 (125K 28 42 6 H 2 H BRRERE)
IZBEWTH, FHEELEOEHOREEHELXD Z L L Tnd,

BHE S ER AL, RS 27 e 7 7 A VISBAF DRSS & B BN R
RLZENDD, ZOID, AR O eI 2 EMA+0ERT 5 £ TOR,
YHERMOBE LB ZT L ZENHFSNLBEITH LTHEMNT S & L bI, BE
MDFEE LT BRI E RS2 & D 2 L MR 72— D S 2 i 7o RSB RS T
THLILENEETH D,

LIeRo T AKHA RFTA TR BARBEREL I E TR LTV D EFEIEH -
FHAR) A EED & | LUT OB HE b O il 2268 ] 2 HEE 3~ S 8L D B 2R B B %
RO EHEHE T,

B ATA KT A %, MSATEE N E R E RS P, A ENE AN B AR
BRARES A R . —RAEMTEN AARBRRNRHE =, —RAEETEN BAR B Sl 2o KO
NFRAEFTEN AR QPSR A2OmM I O b LR LT,

KIG L I HEIEN - ATV — AR AT 20mg, A7 Y — ARG EHE 100 mg, A Y
— AR EE 240 mg (—ikA =R~ T GBI FHIER))

REERDREIR « 3 SUTERRERR 279 5SS

REERDAELROHE  @% ., BAIZIZ=Fr~7 BIEFHIRL) & LT, 1[F240mg
7z 2 T[EIAIRE CARafFET %,

BE Wk 72 2EE L /NERER AL TEERRA A




2. AFOKK. 1ERBERF

7Y — R S EE 20 mg, [FSTEERE 100 mg K OVR ST ERE 240 mg (— k4 - =
A~ 7 (B Z) . LI, TARALD) 13, ARG TERASE AT LYy 7 R
f BEZTV AL e<w A Y —RX 2747 (BMS) t1) 2388 L7= & k PD-1 (Programmed
cell death-1) (242 b MMl 1gG4 &/ 7 u—F LR TH D,

PD-1 1%, #&EMAE L72 U /)8R (T MIfR, BRI OV F o 7 /0% 7 —T fifd) LOVE
BERMIAIC R BT 5 CD28 7 7 2 U — (T MR OTEMAL 2 MiBhAgIC IE & AIZHIE 5 5
FHE) IR T A2ZEKRTH D, PD-1 ITHURSESMAIZIEELS 5 PD-1 U > N (PD-LI
KONPD-L2) &EfEA L. U o SERICHmfIrES 7T L 2 L TV 7 SBROTEMAIRAE 2
AIZHEI L TW5b, PD-1 U F Y RIZFURERHIRRLSMNC B N OFR ~ 22 SRR I C 8 B
LCHY, BEMERAMERE )OO L IEEHEMKICIS TS PD-L1 OREL L itk DALF
WM & ORNCAEOMEBERRN H 5 Z & 3 E STV % (Cancer 2010; 116: 1757-66)
Fo EERAERE CIIHERRE T MRS ELAT LA X —T7 2 a v~ (IFN=y)
IZX > T PD-L1 ORBENFE I, I8 L BB T 5 PD-L1 ORI LifFE O
A & ORNCIEOMBERRD H 5 & O H & % (Sci Transl Med 2012; 28: 127-37)
S 512, PD-L1 Z9RHIFBL S 728 AT, PURKERA CDS Bt T Hife oo M 55
IEME 2 S5 A, H1 PD-L1 14K T PD-1 & PD-L1 & OfEAAET 2 &2 OHIM
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U 2 REEEIX, 7
AR FUR R A7 T MR D OBEEE 2 ERET 2HFO—>2 L LTEX LT
Do

AFNL, FEHRBR OFKE R ) PD-1 OMifas I (PD-1 U 4 MGG ) I2FA L.
PD-1 & PD-1 UV REDREREZMET D Z LIk, DAHFERRNZ T Mok
PEAL R O AR k9~ 2 ARG BTG M 2 58 5~ 5 & & TRk e piiEgoh iR & r 9
ZEDERINTV D,

T DR G  ARFNTEMEREG T 2 87 R IREEIZ2 055 O LIRS,
SHSHIVE B 2kt g & U TR PRRBR & 520 L, A0 etk OB AR R ST,

AFNOVEMHEFIZ IS BEORIERISIC X DRIEMER & b b, EEIILTIC
ELARMEND D, AFNOEGH R OREG#ICIT, B OBIZEZ 752470, BE R
O BTG AT, I L2 F RIS U7 MR 2 ek & R 2 R oAl & s L i
B2 @ERRZ I ATV IR OREROGIZ K D EIER S b 2 58121, BIRRE RV
RO GHEDWY)IRALE 24T 9 MR D D,



3. BB
BRI REs s & A 9 5 SESEER I O KGRI Z G- 2 1T - 72 £ 72 B R RER O i &
N B

[H2hE]
[E B (A 55 AR BR  (ONO-4538-11/CA209141 785k )
7T FF R o G AL EIRIE A T %0 560 H LIRSS T T ER A RD b
72 ARG B A D SR AT HRIE O IG & 72 5 72O T /IV ] o0 SESEE R R 2 g 36141 (H
ARNBE2TH 2 Gte, AAIRE240061, <HREE12161) Z2 %212, RS ERAEIR Lz
B (AR —F, FEXXEALTEY S~ T) ZRHRE L TARAI3my/kg%
A MR CAMERE Lz & 2 OFMER L2t Lz, FEIHMEEE Th o4
A (LA, ToS) ) (HufiE [95%(EHEHIX ] ) O Hr AT #E F X, AHIEETT7.49
[5.49~9.10] # A . xHREET5.06 [4.04~6.05] & A TH V. AFNTIRERTE Y EAHANE
RUTIBRITHR LR IS BRIER 2R LTz (O — RE0.70 [97.73%(5 #HIXH -
0.51~0.96] . p=0.0101 [J&Hllog-rankiE] ) .
*1 1 W H 0 ST DAL 2 R 2 &,
*2 1 bR b SNEREALE, O, o+ FUHE & OWEEE,

1.0
ool - AHE
' -&- RHEBEE
0.81
0.7
X 06
7
FE 05
041
0.3] ‘
0.2 e
0.11 R W
D'D_I 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
at risk# £FHM (A)
AF|IE 240 167 109 52 24 7
*EEE 121 87 42 17 5 1

1 OS @ Kaplan-Meier Hi#g



(PD-L1ZEBLIR LR O A 20 K OV 4 M:)
[E B [E B MFE R (ONO-4538-11/CA2091413888) ICHHAANONT-BED S b,

FESALAR I BV TPD-L1 2 38 8L L 7= B 2 5 b 5514 (LR, TPD-LIFEIE]) (2
BT A WA SN —EORE DT — 2 1 HSX | PD-LIZSELRRNEER T %

T TZAIER NVZEBIEDORERIZLLTO LB TH -T2,

BEHMEIZES LT, PD-L1F RN 1% A0 O AR BREE N RIZREEOFER TH -7 (F

%),
728, PD-LIOFBRIZL 5T, AFOLZEMET a7 7 A4 VAR TH - 72,

-
o
S
i
o
S

—Nivolumab 3 mg/kg " —Nivolumab 3 mg/kg
o | X Investigator Choice % "~.: ..... Investigator Choice
& g
@ @
W 60 - % 60
S S
E =
a0 - =
i Ty
a a
20 20 -
0 - - - - - - - - - - - - y 0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
L4FHM(A) LERFHR(A)
at risk at risk
Nivolumab 3 mg/kg 96 74 59 42 30 25 22 19 16 1 8 5 1 0 Nivolumab 3 mg/kg 76 54 39 32 29 20 19 17 15 1 3
Investigator Choice 63 45 24 14 10 6 4 3 2 2 0 0 0 0 Investigator Choice 40 30 19 14 10 7 5 4 4 1 0

A Nivolumab 3mg/kg (events:67/76), median and 95% CI: 6.5 (4.4,11.7)
""" "0 Investigator's Choice (events:39/40), median and 95% CI: 5.5 (3.7,8.5)
Nivo vs INV Choice - hazard ratio (95% Cl): 0.73 (0.49,1.09)

A Nivolumab 3mg/kg (events:81/96), median and 95% CI: 8.1 (6.7,9.5)
"""" G-+ nvestigator's Choice (events:60/63), median and 95% Cl: 4.7 (3.8,6.2)
Nivo vs INV Choice - hazard ratio (95% CI): 0.55 (0.39,0.78)

ONO-4538-11/CA2091413RBR DOPD-L1EBRJTO OSSO FEFEN % 24E T + v —T v 75 —F DKaplan-
Meierfi#
(£ : PD-L1=1%DBRELM, £AX : PD-L1<1%DBELM)



[Ze21k]

EFR e E S MAHRER (ONO-4538-11/CA20914153K5R)

HEFRIIAKIRE229/23661 (97.0%) K O HEEE109/11141 (98.2%) (258D HAL, 1A
BRE L DR REBUR DR E TE RV EFRIIAKIREL39/236%1 (58.9%) | xfHF#E86/111
5] (77.5%) (2388 BTz, FEENSWLL EORIWEHIZTEDO LB THho7-,

£1 REARBSWLLOBWER (VMR RER)

HH AHIHE f BRI
Grade 4= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
AlEAIE A O FEBIR | FBL EIIR | Bl OB | EHL BBIR | EBL O EIBLR | BB EBE
(MedDRA IZ & % SOC-PT /48) (%) FH . (%) . (%) (%) (%) FH (%)
KRB 236 236 236 111 111 111
SIS 139 (58.9) 31 (13.1) 1 ( 04) 86 (77.5) 39  (35.1) 1 (09
RSSO NPT
12 ( 51) 3 ( 1.3) 18 (16.2) 5 ( 45)
I BRI E 9 ( 81 8 (72
B I E
16 ( 68) 15  (135) 2 (18)
20 ( 85) 23 (20.7) 1 ( 09
M N% 5 (21 1 ( 04 10 ( 9.0 3 (27
8 ( 34) 8 (72
— k- REFEERL OB LA OREE
) 9E 10 ( 42 1 ( 04 16 (14.4) 2 (18
33 (14.0) 5 (21 19 (17.1) 3 (27
FERED S 3 (13 14 (12.6) 2 ( 18)
R R A A
IR 4 (17 6 ( 54)
Rt B LSRR E
AR 17 (72 8 (7.2
PR R IR
FAY M= 2— 3 F— 1 ( 04) 7 ( 63)
FEE B IO kbR
Jit B 14 (12.6) 3 (27
B R 7 ( 3.0) 10 ( 9.0
THFEIE 17 (72
18 ( 76) 5 ( 45) 1 ( 09

ERi S SN-GEHELLIT, CTCAEVAOD %V THEM L. MedDRA ver 18.1) % AW CHAIEZ 7=,

7p¥s, [MEMEMIZE 7 6 (3.0%) . FERUTHRMELE/ X A 3F—5 i (2.1%) | THRE
[ 5 6 (2.1%) . FURBMEEERETE 17 61 (7.2%) | ek 7 61 (3.0%) . EinerE
1 (04%) . BIBFEE 16 (0.4%) . FEAHRERE 2 4] (0.8%) . FFiRMAETER
JiE 1 %1 (0.4%) M UNinfusionreaction3 5] (1.3%) NiRd Hi=, Fi=. FEIEFSEIE,
DB, hde. KiGdk « BEO TR, 1 BOBEIRF, serethm M PESREE R . IF4%.
M e - BEEES . BEOKERE, 59 BEREKOEEOREREEITRD bR oT,
AEIERAREBURIUIEESES (FBRREMREE 2 ET) 280EERERT,



(At - HE]
AR OREMEpERRET V2R L7y I 2 b—Ta 2k, AH 3 mgkg (&
) XE 240 mg % 2 BEREIREIIE TG L72BROARF O Mg HIREDSRG Sz, £ Ok
R, KA 240 mg & # G UT-BROEEE EIX, AA 3 mgkg i h L -BROBREE & & ik
LCHEfEZRT ETHISNTZbDD, BARANBFIZBOD TARMEPHERINLTWDHIH
% - R (10 mg/kg % 2 ARG CHRE) CTARIZ &G LB & & il L CEE
ot e FHENT. (FR), AT BEROEEICB T 27 — #2125 &  AH 3mg/kg
(REE) I 240 mg % 2 AR TG LB AFI OB GER & Ao Uik b
OB A MRET T 2 BRBELUST T VMBS, YR O W TR M T iz i 3
FREORE - HEOM THIWE R ORI =R IT R0 &Pl Sz,
K2 FHOEYBE N T A —F

FRE - R Cmax Caindia Cavgats Coaxss Coins Cavgss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)
3 meke Q2W <35~52§ '760-8) (10.17?'264.5) (17.21‘,"333.9) (75.1)1,3171) (27.612,'107) (42.717,.?27)
240 me Q@2W 61.712,?03) <15~22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 mg/kg Q2W (14;,9;19) (51.62f'739.2) (79.9(?,'?14) (33?,9232) (18421,1 ;13) (233,7286)

AR (5%4%,95%40)  Q2W = 2B MIHIFAE, Conax : HIIEIHE 522 O fie i L5 R EE . Crminara @ A 5-2 14
A BIZRT 2 R RIIE IR, Covears : HIEIHRE% 140 B £ TOFHMIEFIRE, Cmaxss © EFIRBIZIS
Ljé%%m?%ﬁl:f]/%};f\ Cmin,ss : ﬁﬁ%ﬁﬁéiﬁﬁé%ﬁm(%qﬂﬁ%ﬁ\ Cavg,ss . ﬁﬁiﬂ(,ﬁﬁﬂiﬁﬁéqzi@ml%qj

B



4. FERIZTDOWT

RS & U TR (SFIFHE) Ao T 2 e, Yk 2
UNCER T Dk THHIMLEND D, O LT, KF OGN EY 22 EBE 220 -
E L, AANOEGIZ X0 BEZBEMR 2R LIBRICRIET 2 2 ERnEER /-, LU
DO~@DFT X TENWIZTHXIZBWTHHT A RETH D,

O mEFITHOWVT

D-1 FREd (1) ~ (5) OWTNNITEY T DR THDH Z &,

(1) BAEGBRENEET 203 A2 HEOEEERLTIRRTSE GBS E A RS USRI AwE,
S A RSIEGEEE LSRR, IS ASIRIERE e &) CER 30 454 A 1 HIAL @ 437
i7%)

(2) HpEHERERBE CERR 294 6 H 1 BIFA « 85 fitink)

(3) HEM IR ENFEET 203 A HOEEERRE (D ARIEEREWRbL. 23 A2
W IEBE, 3 ARSI EEHERE B e &)

(4) ARACFHIEEZHE L, S RCFEREME 1 SUISSRAL 2B 2 Ol s 5L 1E
AR DR AT > TV D ftiax CER 28 4 7 H 1 HIRFAL : 2540 fiiax

(5) HUHEMERER AL B EANE Ok A EITR D B AT > T D fiax (CERk 28 4 7
H 1 HERFA : 1290 f gk

@®-2 E@%ﬁ®%$%%&@%¢%%ﬁﬁ®ﬂﬁ’+“@ﬁﬁk@%%ﬁOE%X
(TERHERT (FROWTINITEZY T D EASUIEBER) 23, Y% 0RO AFZE
TOWRMOEMEE L LTRHES LTS Z &,

*

o [ERIRFFIUSR 2 FOMWHE 2/ T L72RIC 5 L EO D AR O IRRIHE %2
ﬁOTW5_EO9%\2$uhi\#h%%%%%£kbt% NS5 7 DWHE %
ToTWVWHZ &,

o [ERIGEFFEUSHE 2 FOUIHEZ /T L721RIC 4 L0 Lo B SEER eI o R
WHEZIT-> TV, 55, 2FLLEIX, DSAIEYREREZ & CosiSE B IE R 2R O
ERBHE 1T > TN D Z &y

o [EANRFFUTERHEMATFIUSZ OYENHE A& T L7c#&IZ, 5 FLL Eo 0 sV E

DEFFRIHMEZIT-> TR, 5 b, 2HEL I, DAL Z ST OEARI OB A
RIFEDOBAIHEZ I T>TW\WDH Z &,
B, AFNZEDERICBOTCIRERSEO2FNEBRAL BT 5720, BEOIEK
(ZY 72 2 WEHEMIE EOROWT IR TR 2 7= T ERD GASHEE DLk
1K OBIWE S BLRE DO RHGC+43 72 F05% & 1B & FEO[ERT) & OB dED &
WZ2RT 52 &,




© BENDOERMLFREEDOEH|IZONT

AR BUCIE S 2 BMEE D ELE S, BRSO OB D, AR - &2
PRSI R D N ONEE R S S B B EE RS (o9~ D iR i, AR AL
258 O FH . FERHELDITATON D EHINE > TnD Z &,

® BIfER~DOIRITONT
@-1 MR o B MH:

VR PRI P (8 S5 O B e BIVE AN S8R LT BRIT, 24 ISRIRBIRIRHI O T UREMiR: 3
(FEER B BT RBL L EIERNICS U CABE B O CT S O RIVEH OHRINT 2
HIRREORKRPY BHICHB LN, EDICHISATRER KRN E > TND 2 L,

@-2 BEFRIEEEICL 2AFFSRINCET 2 EH

8 ARSIRIZHE 0 5 BB 70 ik e CBRE 2 A 4 DRI FEE D EEE=2 ) 7
EBOERDOA V== 7 ZTWEIRE L FHRZ A TE D F— L ERAH 2
fEShTWD Z L, kB, BiEHICO>WT, DABE LZOFEIZHZIZAMmESNT
W5 Z ok,

@-3 BEHEADZWrx N LT

BIVEA (MEMERMZEEIZIN 2 EREAEDRE, Ok, Tk, BT RAREE ., KIBK.
HEO TR, 1 BBERAE, ITHEER S, AU E . RtasE, BEE (BAre
PRAME FEMER K2 B te) . RIS, s, EEORERE, fkiRZERIE, infusion
reaction, SFSEME ML MRIBZDPESEBER (ITP) | 1 B D5 IO, MR W a kOl S (o
FEARE) « IRAR - DEMEIISMUES) . Mg M) (2x U, YakhEax X I3ir BER
MBI DRLFMEZ A3 D RN & s U (RITEH OZWr-OR It I B L TRE R SR 25 1)
DNAFRMEICHDHZ L), EHICHY)RMEN TE DN ESTHWD Z &,



5. REMBRLLRDBE

(A2 L B9 % FH]

© 77 F T F 2 TALERIERED & 5 BEIZB W TAROFEIEI RSN TN D,

@ TFRICENST 2 BB IR 2 AR OB 5RO ISV T, AR OF M

LS TELY, AROEEXR LRG0,

o T IFTRAIE ETLFRRIEIC X DIRRIED IRV EE
o IiTERAHBIRIE

o MOTUEMESGA L O L TR Sh o B

@ AANTE R FE B MARRER S BT RIS W TS L THZIMED B

AES LTV D A3, PD-L1 FEELRIT K D GRMEDMM N R D Z & VR S D5 R
DIEFELNTWDS Z L, PD-L1 ZELR* sl Lo B TARA OG- & O 2
THZENEE LV, PD-L1 RN 1%Ll TH D Z BRI NZAEITEND
TIE, AR OIEREIRIE S BET 5,

kARFIOZWEK L LT, IR524 : PD-L1 IHC 28-8 pharmDx [# =] 23EFREN TV 5D,

(ZzefEicBd % HH]

D FRICHEST 5 BEICOVTHAROR G IR E SRTVD 2 L nb, #5517

DN &,
o AHNDOESTITHR LIRHUE DO BEAERE D & 5 BH

@ BERTOFHIZEBW T FRLICHEYS T D BEIT OV TE, AR OEGIIHELE I 00

DN, A OIRFRERPIL A 2 WG EICIRY | HEICAFZEN T2 2L 2BETE 5,

o HEMMZEEOEI XIIB D H 5 B

o @B AR CRVE R 2 58 D B K ONE B M 0 Flc S i ik 2 <0 S e 1 i ¢
LEOICRIEMEEA DD B

o HOMEEROADE XUXEMERZE L IIHFHEMEO B O REEDOBHERE D
b oEE

o EERBHE GEMEMHaBHIEL 5T) ObHEE

e ECOG Performance Status 3-4 /"0 D H3g

2

(ED  ECOG @ Performance Status (PS)

Score EF

0

< - EBTE 5, R L [F U HHF A HIRZ <ATA 5,

1

PIRENZIE LWEENIHIR S 1525, BTHIRE T, BAFREH > TOERIITO 2N TE D,
Bl O FEEE

BATR[RECTH T OFHDEIY O Z 13T X CHEEEIMEEIZTE R, A D 50%LL Eid<y ATl D

2
ED

3 ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+l Zd,

4 ELENT RV, BAOHOEY OZ L34 TERY, BEICy R+l I4,

10




6. BEZELTHEETREFIH

O WMCEHFICN 2, $ERTEES DR 2GR I EE D & ARHF O Rpit: K OV 1E
DT OIZ B HE + I L TS5 2 &,

@ WBEBIAICESL D . BE T OFIRICH IR OEktt z2 +53 L. FE x5
ThoERGETH L,

@ PD-L1 8B & sl Lz ECARFIO B G 2 25 Z & A2 E LVvd, PD-LI
FELEDPHER CE WA, AFIOMEHOES 2@ U HE Le ETiE5T5
&,

@ ERBEHO~R T AL MZDONT

MEMEEERH 5D Z ENH DD T, ARNOEGIZHT- > TiL, BIKE
W (PR RIEE, Wk, 5EEAE) OB O X SR A O Eii%E, BlEx 4
W79 2 &, Fio, LEIL U THE CT. i~ — W —%0R&% FEiiT 2
ok,

AFNOFEEILEE D infusion reaction (i . CTEARC 25726 dD Tx 5 Y
x24T -7 L CBtET 5 2 &, £72.2 [l H BB OAHI$% 5-FF1Z infusion reaction
BHLOLNDZ L HHDDT, KL R OKRAE G TZRIT AL Z YA
vEWET %, BEOWREEZ SIS 52 L, 708, infusionreaction %
B L2521, 2 TOMEL ONERAERIZEIE T 5 £ THRE & +08l5
T5HI L,

ORI RERE E 2N B B oD Z &3 H 5 DT, AFIO & 5-BbaET M OV 511
HIE SR RS RERR AL (TSH. 07BE T3, EHE T4 FOHE) 2R 2
ik,

AHNOBGIZ LY | BEORE ISR T 5 &35 2 LDk~ 7RO RE
DHOLLNDZ ERDHD, BENBDOLNIZHEITIE, I L-ERIIL LT
BEFRA 72 el & B8 BR 2 e o R AD & B U CE bl e BRI 21TV I O
FOSZ & D BWER BN 25551213 AFIORIES I IR, K ORI EE A
NWEVRIOBRGEEZZRT DL, B, MIBRERVEOREIZEVEIE
HOYGEDNFRD B2 WIGEITIE, B EE ARV LSO il oB
HBET D,

BeHHET %, BRI S8 AR U T LEWERANEET L ZERH D720,
AFN OB EHE TR HRIERORBBUZH3ITHET D,

1 BOBEPR I (BIE 1 BRI 2 5 Te) 23 Hodu, FERWMES RT3 R—v &
WZELHZERHLHOT, Ag, Bl RMHFEOER OB MAEED &2+
PR T DI E, 1 EREN LN S E TG E2FIEL, 4R U
o5& DO R EZITH Z &,

® AHOERRRIZINT, BEFENG WA, ZALIRIL, &E5HGED 14
L 6 WA Z LA IMEDFHI AT - TV e Z & 2 5B, AFIEG HILEBIT
(R OMERZAT D 2 &

11



KEEHEETA K4V
=R N~T (Blor#x)

(BR7E4 « A7V —ARFEFHE 20 mg, 7V —RRHFEHE 100 mg, 7P —
A REFE 240 mg)

~ Pl R R ~

YRR 2 944 A (ERL3 0451 1 HEkED)
B BE



B &

1. [T DI

2. AANOFE. (FRET

3. ERIRRUE

4. FFZIZOWT

5. H&EGXREMDEE

6. HHICEEL THET XX HIH

P2
P3
P4
P12
P14
P16



1. IILBIC

IS DOF N - ZEVEOMEROT-DIZIE, BT SCEF ISV B B AR D
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFHN 72 5T B E R
FPEIMMPERINDH T, 2RO OERMNZ BICLERBF IS 5 2 & BB O
ML 0o TR Y REMBLEE & SO FART #2016 CERK 28 426 A 2 A B E)
IZBWTH, HEFMERGLEOHHAORELHEZXD Z L LS Tn5,

BRI ESR G, B EASC R 2T 1 7 7 A VDB O ESR G & B 5 ) B
BHZENDDH, DD, AIMERONZEMEIZET HERDHERT 5 E TORM,
MHEIMOBEZMLZIT 5 2 EnHIfF SN BT LTHERT 5 & & bic, BIfE
DL LT BRI B et % & D 2 L AR 72— 8 O BAF % fiii 7o 3 Ak R <6
THZENEETHD,

LTl o T, KA NI4Tl BARBBERES N E T/ LTV D EFIEFH -
FHFR RN FED & | LUN O SR 5 O fii 70 8 A HEdE 3 2 BLA b LB e B B 2
TR O EEHER~T,

I, BAA BT A %, MSIATBOE N EHRE G EFRERR G, AmAEEANBAR
BRI 7o . — AR ENE N B ARBRR NEHE S K O — AL FE N B ARWREG T2 O
T EAER LT,

RG L I HEIRSG, - A VR ERE 20 mg, A7 U — R SEEHTE 100mg, 4TS
— AN R EE 240 mg (—fiX4% - =R~ T GEIBFH#LZ))

REERDMETNE - ARIRUIBRARRE TSR D B by

MBERDAERORE - BE, A=A r~T GBiaf#i %) & LT, 1[5 240mg
% 2 BRI C AT 5,
(L ZFEARTIRIR OIRIEUIBRA E XTSRS o Bl i 12k L C
AVY LvT (Barifz) EO0FHT 2581, 8%, A
F=AR~7 GEETH#Z) & LT, 18240 mg % 3 i
fRCA4EEREET 2, 20%, =AL~7 (BEEFHZ) &
LT, 1[a] 240 mg % 2 A [ RIks CAmErE+ 2,

B I 5B 3O /NP T RIS

(%)

A I B D Y — R A SR ERHEIE S0mg (— %L A Y A~ T (Ein i Z))

DIFRE TN R, HIER O H &

2h e XX 2h B ARIE YIRS RE USSR O B

ME K W &: =R~y (Bafifz) Loz, @, AL
) A~7 GEfaF##Ez) & LTI1IE 1 mgkg (KE) % 3 H#H
kR T 4 [ EET 5.




2. AHN DR, VERBF

7Y — R S 20 mg,  [FESTEERE 100 mg & OVR ST ERE 240 mg (—k4 - =
R~7 GBI Z) . LUF. TRAD X, DR TERASTE ALy 7 2
BTV AL e<w A Y —R 2747 (BMS) t1) 2388 L7= & k PD-1 (Programmed
cell death-1) (Zx4 2 b MMl 1gG4 €/ 7 v —FLHIKTH D,

PD-1 1%, &M L L72Y 38k (T A, B MR N F 2 7 0% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & AUZHIEE T 2% 2
T IR T 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U 7 K (PD-LI1
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v s LT U v oSEROEMALIREE %
BIZHRET L TW5d, PD-1 U W NIFHURE SIS B b O 2 22 Gk T8 B
LTHY, BMERAMEEE) LU LB TS PD-L1 DOIEBLLIEDELF
HIM & OMICADHBEBFRN & 5 Z & HE I TWn% (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFEEI N, BB L7 EEMAHRIZI T 5 PD-L1 ORI LD
AALEIR & ORNCEDOFBIRRE N & 5 & OGS # 25 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z 3Rl RE S B8 AMIBIE, PURRRA CDS FHPE T Mo M E
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
GHEIGEREIE T 5 Z EDRENTND, DI &2 H PD-1/PD-1 U 72 RERERIL, 23
AR TURRF A e T MM OWEBEEZ BT 5HFD—>oL LTEZX LT
Do

ARFNE, SRR OFE R 6 PD-1 O MEK (PD-1 U F o RFEAREIR) IS/ A L.
PD-1 & PD-1 U T REDREEZILET S Z EI2X 0, BATURFFRN e T kDI
PEA K O AABIENE k9 2 MRS TG M 2 58 5~ 5 & & TRk e PuiEgsh iR 4 k9
ZENHERR STV D,

IS OFEN S | AFNTEMEIER ) 2 B 2R EIC 20 55 b0 L MIfF S,
R R A xS & U BRI ERBR & TEhE L A ME R R OV D e S vz,

ARANDVEFIRERAC IS < M O Sy RIS & 5 BHEM %238 5 b, TE I
L AR B B, ARDBRG T RO GHITIT, BEOBLEE TV, BESR
D BTG AT, BB L2 HGUTIE U B 2 ik & B8 & FF o R Af & L Col
YRR AT\, B OIERIRIC X B RIER AL D HAICIE, B E R
L H O 55O YR IE 54T 5 LENR D B,



3. BB
RIBYIFRAHE XX ERFE M 0D BB fages D A GRIRE I Z R 2 1T - 72 5 72 B AR R D Bl &
NE IR

[H2hE]
DEFELF AR RER  (ONO-4538-03/CA209025 7kb#)

MEFAEREERZET 2HEMEEGEA (T3 T =7 A=F =T VI Tz=T,
INYR=T ) e E TR A A T D AT SO THER RS 0D 38 B A R R ol e AR
821 13l (HA N 63 il & Gde, AHIRE 410 5], =~V AARE 411 B ZxRIC, =
R AAERRE UCTAA] 3 mg/kg & 2 M CaiE Lz & & oa otk
BYEZ AT Lo, BEFHIEE CTh 524 (BLTF, ToS) ) (FRRfi [95% (58X
M1 ) 1%, AFIEET 25.00 [21.75~NE"] # H, = U AXRET 1955 [17.64~23.06]
TATHY | KANFT=Ra Y AR LFRHFIICE BRIER 2 LTz (N — R 0.73
[98.52%(E #E X [#] : 0.57~0.93] . p=0.0018 [J&}H! log-rank #&7E] . 20154F6 H 18 HF —
By NAT)

1.0
0.9-
0.8-
0.7 T

a 067 oy, ey,

17 0.5 9

= 0.4

0.3- e

—A— AHIE
oD IO L AE

0.2
0.1
X
0 3 6 9 12 15 18 21 24 27 30 33
at riskE ArFERE (B)

AHIEE 410 389 359 337 305 275 213 139 73 29 3 O
INOVLZEE 411 366 324 287 265 241 187 115 61 20 2 0O

1 OS OHEfRMTE:D Kaplan-Meier Hifz




F7-. BARNIBSHER 63 i (ASHIEE 37 i, =~ U A ZHE 26 f5]) @ OS (FFufli [95%
EREXRE] ) 1%, AFIRET 27.37 [23.62~NE] 7 H, =X Y LA ZFETNE [NE~NE]

AH Tz (Y— R 1.50 [95%(EHEX[H : 0.49~4.54] ) .
* o HEEAEE (BUF, [RER)

1.0 =
0.9
0.8 4 . wen SEI YRR~ F 3T 1)
0.7 4

s 06 —A— FFIE
# 0.5+ e TN LA B

$

0.4
0.3
0.2
0.1
3 A R O PR L G L TR T B Sy
0 3 6 9 12 15 18 21 24 27 30

at risk2y A 7EHARE (B)

AAHBE 37 37 36 35 35 34 24 16 8 4 0
INXOULREE 26 26 24 24 24 24 20 15 9 3 0

2 BARANEFIZRITS 0S O EENED Kaplan-Meier B




QEFEIF S MFRE (ONO-4538-16/CA209214 7 5#)

(LERRIEARTREE™ OMELTHE U TSR O W T R A B e e s ;B 1,006 61 (H AR NGBS
R pEET, AYLAvT (EarHEz) 0 CUF, TR+ A B A=) 28
550 f5il, A=F =7 £ 546 f5l) G, A=F =T EXE LTARA+A Y AT D
AR Ve a2 G LTe, EERHMEEE TH % International Metastatic RCC Database
Consortium (LR, TIMDCJ ) VU 27 5346 @ Intermediate 2 O Poor U A7 OB (AHA
+A Y A~ TREA25 B, A=F =T HE 422 ) 1ZFTF D OS (FofiE [95%(FHE X ] )
X, AFI+A BV A~ 7FETNE [28.16~NE] 7 H, A=F =7 T 25.95 [22.08~NE]
BTHTHY ., AH+A BV A~ TRHUIA=F =7 RHIR LEHFIIICHE B RIER 27~ L
7= (ONH— Kk 0.63 [99.8%f 5 #EIX 1] : 0.44~0.89] | p<0.0001 [J&%!] log-rank #27E] . 2017
FEEHTHT =Xy vA7)

*1 ;A ST 2 R H L OIRREN 2 WBE, 72720, LUFOSAITYZIGEEBICE O,
SEABIBR FIRE 72 B [k LT 1 BRI UM MBIRE (7272 L. & N SRR -+
(LLF. VEGF) ) XiZ VEGF ZZREZFEN & LI-3EF 2 bR< ] AMETT S, AR it
BAEIFRIEO RGN D 6 7 B UL ERRIB%ZICTHER LicHEe
*2: Al 3mglkg (KHE) &4 BV A~<7 Imglkg ((KE) Z[FHIC 3 EEMRT 4 [BSREEE L 72%.
AHK 3 mglkg (RE) % 2 BRI CAREE Lz, JFRESRICBOTIE, A4EEPICEE
L., AV AT IEIARFOBRGHKRT S 30 oLl EOMREE BTG 2Bt LT,
*3: LLFOO~@®DWTHUT HZY L2ARWEAICIE Favorable U A7 1 X% 2 THH 2= H4 121X
Intermediate U 27 | 3XHHE LU LA 7= 335G 12I% Poor U 27 & STz,
ORI & 2 ST D ARRBRO IMEAFIR T £ T 1 4R, @Karnofsky — IR AE 8004,
@~E T\ B AEDEAEE FIRAT., @fERO D LT MED 10 mgldl B2 5. O4FHEREAN
FHAEME LR 2E 2 5, @f/IMEED LA LR A2 2 5

e h%.‘:'x
0.9 Tl
e
0.8 @, ——
£ 0.7 \_k
5
i TRy
g O° - \.phn‘_, o
o
-
3 0.5 kT -
-
£ 0.4
=
5; 0.3
o — AFE AV AR
0.2 ———— AT TR
ORTA §THIY
0.1
0.0
T T T T T T T T T
o 3 a o 12 15 18 21 24 27 30 33
Orvarall Sundeal (Momths)
AKHF+A ) AT 425 399 372 348 332 318 300 241 1e 44 2 [+}
A=F =T 422 87 352 315 288 253 225 179 89 34 3 [+}

X 3 OS D EfENTRED Kaplan-Meier B3
FENTRIE4EM : Intermediate TN Poor U R 7 BB
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72k, EBEILFEHIHEFER (ONO-4538-16/CA209214 #AER) (23 C, IMDC Y 27
7FE7N Favorable U A 7 O B 13X F HAHMIHE H OfATHGHEEF & S ieho Tz, Ykt
BRIZHLA AL S 47 Favorable U A7 DFBE DT — X IZHS X RBMITIENT 21T - 72
R, AF+ A BV A TR L CA=F =T HTRFRERME LTS (T
B,

0.7

0.6

0.5

0.4

0.3

Probability of Overall Survival

0.2 — AF A LT

0.1 ORTA ; 1810

0.0

T —T T T T T T T T 1 T T T
0 3 6 9 12 15 18 21 24 27 30 33
Overall Survival (Months)

AH+A Y A~TRE125 124 1200 116 111 108 104 98 78 27 2 0

A=F =T 124 119 19 117 114 110 109 104 84 32 3 0

X 4 OS @ EfENTRFD Kaplan-Meier Bifg
RN 5 4EM « Favorable U 2 7



[Ze21E]
DOEFR L[ AR RER  (ONO-4538-03/CA209025785%)

A EFGIIAKIEE 397/406 5] (97.8%) . =2 U A AR 386/397 B (97.2%) 1272
DAL, TREREE & ORRBRAGE T E RWAFHGIIAAIRE 319/406 5] (78.6%) . =~
= U AR 349/397 i (87.9%) TR HALTZ, WAL DORETIBLERD 5%LL Lo gIE
HIZTTEROEBY ThoTz,

1 WTNLOFTHEEER 5% EORIER

BiEx (%)

i VAS =1
Rt A TR AR
" 406 1 397 5
(MedDRA) ver.18.0) 4 Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

2RIEA 319 (78.6) 76 (18.7) 0 349 (87.9) 145 (36.5) 2 (0.5)
MER LY R kEE

B 1 32(7.9) 7(1.7) 0 94 (23.7) 31 (7.8) 0
W WREE

FOPR IR FE REAR T iE 24 (5.9) 1(0.2) 0 2(0.5) 0 0
H ks

550 24 (5.9) 1(0.2) 0 21(5.3) 0 0

T 50 (12.3) 5(1.2) 0 84 (21.2) 5(1.3) 0

D 57 (14.0) 1(0.2) 0 66 (16.6) 3(0.8) 0

A% 8 (2.0) 0 0 117 (29.5) 17 (4.3) 0

Mg - 24 (5.9) 0 0 36 (9.1) 1(0.3) 0
—f% - REEER L OB GENORE

) E 18 (4.4) 1(0.2) 0 33(8.3) 7 (1.8) 0

95 57 134 (33.0) 10 (2.5) 0 134 (33.8) 11 (2.8) 0

KD S NE 11 2.7) 0 0 75 (18.9) 12 (3.0) 0

A MV 17 (4.2) 0 0 56 (14.1) 2(0.5) 0

FEEN 34 (8.4) 0 0 37(9.3) 2 (0.5) 0
RRIR IR A

M = L 25 m— L H 1(0.2) 1(0.2) 0 24 (6.0) 1(0.3) 0

Mz L7 F =8 27 (6.7) 1(0.2) 0 33 (8.3) 0 0

R 19 (4.7) 1(0.2) 0 29 (7.3) 1(0.3) 0
R L Ok

L AT a— L fiLE 2(0.5) 0 0 29 (7.3) 0 0

e I 9(22) 5(1.2) 0 46 (11.6) 15 (3.8) 0

@Y 27U %Y RifjE 5(1.2) 0 0 64 (16.1) 20 (5.0) 0

AR 48 (11.8) 2(0.5) 0 82 (20.7) 4(1.0) 0
B RR & O A RkEE

RAER 27 (6.7) 1(0.2) 0 14 (3.5) 0 0

PR 23 (5.7) 0 0 5(1.3) 0 0
PR R PR

S Yo 11 (2.7) 0 0 51 (12.8) 0 0

SEIR 24 (5.9) 0 0 19 (4.8) 1(0.3) 0
MR SR, MOERES K OVithRkEE

MK 36 (8.9) 0 0 77 (19.4) 0 0

EF-% R 30 (7.4) 3(0.7) 0 51(12.8) 2 (0.5) 0

S I 3(0.7) 0 0 41(10.3) 0 0

Jitifig 2 16 (3.9) 6 (1.5) 0 58 (14.6) 11 (2.8) 0
B KO PRk

SIERR G 2% 12 (3.0) 0 0 20 (5.0) 0 0

B LS 26 (6.4) 0 0 33 (8.3) 0 0

T - BEFETRE T A SREERE 4 (1.0 0 0 22 (5.5) 0 0

% O FEAE 57 (14.0) 0 0 39 (9.8) 0 0

95 41 (10.1) 2(0.5) 0 79 (19.9) 3(0.8) 0




7k, MVEMEMIRE 19 611 (4.7%) . #iZe 161 (0.2%) | BEECTRbfRE/ I 43T —56
Bl (13.8%) . KEEZ - EEO THI10 6 (2.5%) . 1 BEER 14651 (0.2%) . FFHERER:
X 46 1 (11.3%) . TR 141 (0.2%) . HURIRBEREFREE 34 1] (8.4%) . ffefzEE 55
Bl (13.5%) . BFEkRERETE (RMEMEMER2£%) 28 #1 (6.9%) . EIEHHEREE 6

(1.5%) . infusion reaction 21 {5 (5.2%) . EEEDLZEREE 4 6] (1.0%) . FEAEHKRE
fEE 2 B (0.5%) . MBS 1B (0.2%) KROSE I EKE 141 (0.2%) ARH LN, £
7o, ERERVEEAE, OFFAR. eV MRS ESRBES . IS « BERREA M OVFRIR f e €
FIEITRR O BV D o T, AREIWERRBLRIUIRE SRS (RAMEERE L ET) 25
DR TR,

@FE B ILFFH MAEFER (ONO-4538-16/CA2092 147K 5%)

BEFZRITIAA+ A BV L~ THE 544/547 1511 (99.5%) . A =F =7 #F 532/535 i (99.4%)
IO B, BBEE ORRBEEA/TE TCERWEEFZIIAF+ 1) A~ TR
509/547 5l (93.1%) . A=F =7t 521/535 il (97.4%) T8 bz, WFHRNDORE
THBLRN S%LL FORIERHIZTTERD LB ThoTz,

#£2 OTh OB TRERR 5% EOBHER

iR ok 'fﬁjﬁ (%)
e FHTAED L TR R=T =T
%(ﬁ;fDRA/J ver.20.0) 547§ 535 )
e 4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5
EIEH 509(93.1)  250(45.7)  0( 0.0)  521(974) 335(62.6) 2( 04)
MR LY 2 RkEE 47( 8.6) 8( 1.5) 0 183 (34.2) 73 (13.6) 0
2 34( 6.2) 2( 04) 0 83 (15.5)  24( 4.5) 0
M i BRI iE 1( 02) 0 0 30( 5.6) 3( 0.6) 0
BRI E 3( 05) 1( 02) 0 69(129)  32( 6.0) 0
i/ N E 2( 04) 0 0 95(17.8) 25( 4.7) 0
A aplA 160 (29.3) 34( 6.2) 0 140 (26.2) 1( 02) 0
k=Y = e 28( 51)  11( 2.0) 0 0 0 0
R B R TT 59(10.8) 2( 04) 0 12( 22) 0 0
FOPR IRFEREAR T E 85 (15.5) 2( 04) 0 134 (25.0) 1( 02) 0
IR 287(52.5) 41( 17.5) 0 430 (80.4) 67 (12.5) 0
-0 38( 6.9) 2( 04) 0 38( 7.1) 1( 02) 0
- REE 9( 1.6 0 0 30( 5.6) 0 0
{5 %% 35( 6.4) 0 0 39( 7.3) 0 0
T 145(26.5)  21( 3.8) 0 278 (52.0) 28( 5.2) 0
M PN REIG: 31( 5.7) 0 0 32( 6.0) 0 0
HIEAR R 15( 2.7) 0 0 96 (17.9) 0 0
i 3( 0.5) 0 0 27( 5.0 0 0
H R TR R 6( 1.1) 1( 02) 0 55(10.3) 0 0
BIOTIN 109(19.9)  8( 1.5) 0 202(37.8)  6( 1.1) 0
AN 23( 4.2) 0 0 149 (27.9) 14( 2.6) 0
Mg - 59 (10.8) 4( 0.7) 0 110(20.6) 10( 1.9) 0
—f% - RHEERS L OGN ORI 314(574)  33( 6.0) 0 415(77.6)  75(14.0) 0
e 5E 72 (13.2) 8( 1.5) 0 91 (17.0) 12( 22) 0
997 202(36.9) 23( 4.2) 0 264 (493)  49( 9.2) 0
HENE D SAE 13( 2.4) 0 0 152(28.4)  14( 2.6) 0
A VN 25( 4.6) 1( 02) 0 29( 5.4) 0 0
FEE 79 (14.4) 2( 04) 0 33( 6.2) 1( 02) 0
fife R A AT 210(38.4)  111(20.3) 0 224 (41.9) 100 (18.7) 0
TI=UT )N T AT 2T —
EHIm 60(11.0)  27( 4.9) 0 50( 9.3) 8( 1.5) 0
72 7= 71 ( 13.0) 31( 5.7) 0 41( 1.7 17( 3.2) 0
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BiEx (%)

B e YA
T FATAEY LT =TT
" 547 {51 535 51
(MedDRA/J ver.20.0) 4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5
TANRT KT X R AT
= 7 —EHm 58 (10.6) 19( 3.5) 0 49( 9.2) 7( 1.3) 0
7 V7 F =480 35( 6.4) 1( 02) 0 35( 6.5) 2( 04) 0
1 PR BRI A L BN 11( 2.0) 0 0 30( 5.6) 0 0
U —EHN 90 ( 16.5) 56 (10.2) 0 58(10.8)  35( 6.5) 0
I R EREGR D 3( 0.5 1( 02) 0 40( 7.5) 23( 43) 0
RN~ el % 4( 07 1( 02) 0 73 (13.6) 36( 6.7) 0
(GNEEN 18( 3.3) 0 0 28( 5.2) 0 0
i BRI 6( 1.1) 0 0 40( 7.5) 11( 2.1 0
B kO E 156 (28.5) 48( 8.8) 0 197 (36.8) 33 ( 6.2) 0
1 I A 28( 5.1) 8( L.5) 0 10( 1.9) 0 0
AARIBHR 75 (13.7) 7( 1.3) 0 133(249) 5( 0.9) 0
B HSRE & O ARk E 149 (272) 14( 2.6) 0 121(226) 5( 09) 0
EafEipra 76 (13.9) 5( 09) 0 39( 17.3) 0 0
7 P 49( 9.0 3( 0.5) 0 26( 4.9) 0 0
IU iR 17( 3.1) 1( 02) 0 36 ( 6.7) 1( 02) 0
PR R IR 136(24.9) 11 ( 2.0) 0 253(473)  7( 13) 0
ST Y 31( 5.7) 0 0 179 (33.5) 1( 02) 0
SEIR 53( 9.7) 4( 0.7) 0 65 (12.1) 1( 02) 0
RN TS SRR NG ] e 107 ( 19.6) 8( 1.5 0 145(27.1) 10( 1.9) 0
I K 45( 82) 0 0 31( 5.8) 0 0
e ] e 31( 5.7) 1( 02) 0 33( 6.2) 2( 04) 0
s 0 0 0 55(10.3) 3( 0.6) 0
Jififig 2 32( 5.9) 6( 1.1 0 0 0 0
eI $ KO TRk E 289 (52.8) 20( 3.7) 0 358 (66.9)  58(10.8) 0
B2 w5 40( 7.3) 0 0 46 ( 8.6) 0 0
ES ) 0 0 0 29( 5.4) 0 0
FEE - R EFEIRIN TR ENE A 5( 0.9) 0 0 231(432)  49( 9.2) 0
& D FEE 154 (28.2) 3( 05) 0 49 ( 9.2) 0 0
W% 118(21.6)  8( 1.5) 0 67 (12.5) 0 0
EiRNITRZ SN 22 50( 9.1) 8( 1.5) 0 22( 4.1) 1( 02) 0
g 2( 04) 0 0 27( 5.0 0 0
T g 0 0 0 43( 8.0) 0 0
MRS 37( 6.8) 9( 1.6) 0 225(42.1)  87(16.3) 0
5 LT 12( 2.2) 4( 0.7) 0 216 (40.4)  85(15.9) 0

B A+ A Y A= TRECHW T, ffRekEE 136 1] (24.9%)
(17.9%) . FURERBEREREE 147 5] (26.9%) . EHEREFETE 46 1 (8.4%) . MIEVMEMGYE
.35 5] (6.4%) . KB - EED T 36 5l (6.6%) . FEED R 20 1] (3.7%) |
TEEREERERR S 24 (5] (4.4%) | RIEHEREREE 32 6 (5.9%) . 1 BUBEIRIE 5 %1 (0.9%) |
WEde 701 (1.3%) . FAEAGEESIGE 16 (0.2%) . M4 - Bl 2 45] (0.4%) . infusion
reaction 22 5l (4.0%) . 5 & 5 B¢ 2 i (0.4%) . L2 141 (0.2%) . %€ 2 141 (0.4%) .
BRI BARIE/ < AT —102 {5 (18.6%) . NT& 7 5] (1.3%) MK OEHRfA% ZERIE 2 5
(0.4%) D3R HALIZ, FTo, GVl MRS MEERBER & OB LIRS RIZRD b
o To, ARIWEMBBRIUIREESES (RRREEET 25T 2308 RE R

‘é—‘o
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[t - HE]

AR ORHEMEYBETT L ZFA LI 2 2 L— a3 102k 0, AHKI3 mgkg (K
) NIE 240 mg A 2 MM TG L2 EROARF O MG PR E DG Sz, £ 0fk
R, A 240 mg &G UTBROREREIL, KA 3 mgkg ixh LI BROBRE & & ik
LCREEZRT & TFRHIENTZbDOD, AARNBEICEOTHARENHERINTWDH
% - A& (10mgkg % 2 BRIFIR TR L) TARFIZ &L LB OREE & & g L CE
g e PRSI (FR) AT EEOREICKIT 57 — 21255 AH| 3mg/kg
(RE) I 240 mg % 2 BRIFIE CTEG L7ZBROARFI OMRTE & & AW T et &
OB A T DRI SOGT T A DEEE S L, Y EBEIZ OV TIREI M T h v o kiR,
RO - HEOB THIIMER NEEMICHEREZRIT VW e FllSn, 72, B
MRS BT 57 — XIS X AHl 3mgkg T 240mg & A U A~ 7 1 mg/kg
Z 3 AR TG LB OARA OMREE & L Zat & OB ARG 2 BENSTET
IUBHEEE S, YKBEICOWTIREI M ThNof R, Eito L - AEoM etk
AN FA =t e e R i [ g Wt

K3 FROEKWERNT A—F

- Crnax Chnind14 Cavgd14 Cimax.ss Cmin.ss Cavess
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)

3 meke Q2W <35~52§ '7608) (10.17?'264.5) (17.21‘,"333.9) (75.1)1,3171) (27.612,'107) (42.717,.?27)

240 me Q@2W <513%ZO3) <15§f§2£ﬂ (25i?i78) (10&?254) (41iZ?58) (62a??87)

10 meke Q2W (14;?;19) (512?392) <7933§14> (33??232) (18i};13) (23§7§86)

OB (5%, 95%50) . Q2W @ 23 I [EIME. Cmax @ P 512 O fc i M35 T IR . Cminaia : PRI 51414
HEICEHT DR IIE P . Covears : FIEHRE% 140 B £ TOFHMIETILEE . Craxss © E i IREEIZ I
VDR ILTE P HEEE . Cominss 1 EHIRIEICI T DIARMIE FHLEE . Cavess : & FIRFEICISIT 2 3 i
R
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4. HERIZOWT

(BB R IR OARIABIBR A BE X T E R M o B A AR L 3~ 2 358121, &G
e UCHEABRGERE (2FRE) SBEohTnas 2 ennn, YA 2 EuIcE
MCXDHERTHDHIVNERDH D, TO LT, EHLU A7 EHG W (RMP) ([ZFEDX,
AN D B 22 MRS TS B~ D Wb SR 23 8 2 ik T do - T, A D $e b3 15 B 72 1R
Fa 2l - FrE L, AFIOFGIZ I BERREAZRBEBL L ZBRITHIST 5 2 & A3
27D, UTOO~BDFT R CEH-THHICBWTHERT 2 XETH D,

O MEFRITHOWVT

D1 T (1) ~ (5) OWTHNIEST LR THD Z &,

(1) EAFERENEET 20 AHOE LR FESE (BB RS A2 REEEHLRIR B
Hudgle 23 A2 B EEHL AR T, MUY AR T2 &) (CERK 30 454 H 1 HIRFA 437

i)

(2) HEHERERPT CERL 29 42 6 H 1 HRS « 85 figk

(3) HEMFIRAFENFRET 203 A HEEEFFE (DS AR EWRPL, 25 Al
W IEBE, 8 s HERE R R )

(4) AR AbFRIEELZRE L, %%{K%fé’?%ﬂﬂﬁ12&%%45%)?%1][!%20)1}:@ & B
R D AT > T D ftiag (R 28 4E 7 A 1 HRFAL : 2540 fiigk

(5) #ﬁﬁﬁéﬁﬁlﬂﬁﬁfim%@ﬁm R TLR D M E T - T Dftiak (AR 28 4 7
H 1 HERFA : 1290 f gk

O-2 B O FRRIE K ORIE R BLURE O RIS IZ 50 22 505k & R 2 R =R (F
ROWTNMNITEZ LT HER) 23, UE2REORANCEET DIEROEMTE & L ThE
ENTNHZ &,

*

o EARFFEUTE 2 FOMMPIHE Z R T LIZ&IC 5 4L LD D ATRIR O BRIRIHE %2
ToTWLZ &, 26, 28U LT NAFYRERZ T & LUEIRIES - OIHE %2
7o TND T &,

o [ERitIFEEE 2 EOPIHINHMEAZ K T LI2&IC 4 FELL ORISR O FRIHE
1o TR, 95, 2400 EE, BUHALEE O 5 A SEMERE & & Te S AR D F K
WEZIT->TWB I L,

@ BADERMLFREHOEHIZONT
IR AR BLCIEE T 2 BYEE DAL E S h, BERGEN O OfFERE 0., Aot - &%
e R %%E@fﬁiﬁi@f@ﬁ&(}iﬁﬂﬁ ZXT D IE R, AEFRORE LG oS
W, ENHESLIITON D EHINE S TND 2 L,
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@ BIEA~ORIEIZDOWNT
@-1 R B 2 B

BV PERTIR R OB R BIEA R L72BRIC, 24 FERIBIERIRHI O T, 2%k X
EEE IR 2 BT, B L 72 RITERNCIG U CABRE B O CT S5 D RIEH O#E RN &
FRRAORE RN BRI S, EBICHIEATRER KR - T D 2 &,

@2 ERWFEIC L 5FEESINICET 22 N

AR 5 BT 72 5 e O\ Re 2 A 2 BIRIERE D RIEE=2 U 7
EEDIEROA Y ) == T ZATOWERE L FRE A TE 5 F— AERKH 2
SN TWD Z L, B, BIRIAHNCOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADOZWr-ox B LT

BIVEA (MEMEMEEIZIN 2 BREAEDAE, Ok, Tk, BT RARE ., KIBK.
HEO TR, 1 BBERAE, ITHEERE S, AU E . RtiasE, BEE (BAre
PRAIE VE MR % 2 5 de) . R, W, SO KRS, FHIRMA2IEFIE, infusion
reaction, S ME M/ MRV PEEREENR (ITP) | W8 O 9% KOG, IR EME, OlFEE (O
EARE) « IRAR - DEMEISMUES) . Mg M) (X U<, YakhEax X I3ir e
FEBI D BEFAMEZ A3 2 R & B U (RITEA O Wroxtic o Bl U CTHRE R SR &5 T
DNAFEICH D Z L), EHICHEY)RLEN TE HEGFINESTNEZ L,

13



5. BEXHB LR HRE
[HZhEIZ B3 % FI1H]
O TROBEIZBWTARAOGIMEDRFES L TN D,

o MEHAMEFERLZAGT 20EMEER (T F=7, A=F=7, VT7
=T XY R=TE) 2ETETFRIEREEZ A T ARG UIRARGE X TR D
RIS AR (A BB 5-)

o ALHRIERIGHEDIMDC U A 7 45%5E7)5 Intermediate X 1 ZPoor U 2 7 D (DiRTEH)
PRARE ST MO B MaE RS (A B A~ T L O E)

@ TREICHEE T 2 BE T 2 AR OR G X O IFEIC OV TR, KEIOA R
PHELENTE LT, AFOEREGXR LR LR,
o ALFIERIGEBE ROV A N A VRBN OB OIGEE A H T 5 BE Tk
2 AFN BB -
o IR,

(D s [/ 45 IR (ONO-4538-16/CA209214 3ER) 1230 T. L FOO~@®DWFHUT H %% L
72 WGAITIE Favorable U A7 1 X0d 2 THH %172 98551213 Intermediate U A2, 3B L L&
LAl Poor U A7 L &t (6 X—T&MH)

BRI & 2 ST DA O BEIEA B 1 £ C 1 FRm
Karnofsky —fi%{KHE& 80%Alifi

B B A S T IR

WIEH D AN 7 MMED 10 mg/dl 22 5
IFHPERE DS E Y LR 2 2 2

M/ RECDS FEVEE FIR 2 2 %

CISICISICHC)
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[Zz 4E Iz B4 % $H]

D FRICHEST 5 BEICOVTHAROR G IR E SNTVS 2L b, 5 %17

DRV L,

o ARHNDORSTI R UIBBUEDRBEERE D & 5 B

@ BFRATOFHEIZ BT FRRICE Y T D BE IOV TE, AR OFEGIFHELRE S ey
R, ALDOTRFERIRB DS R WGEICIRY | HEICAAZHAT5 2 L 2BETE 5,

o HEMEMREDOESUIBED H 5 BHE
o iR G CRE R 280 D B M ONE B O U SR il 2% <l et i 2
DM RIEMERE N A DI D BH
o HORERBOEPH SUTEMERLH L I3 D B SRR B OBER O

&5 BHE
o EESBAERE (& MBI 25 Te) Db L BHE
. Karnofsky Performance Status 70%Ai5 12 0 Fg
(&2) Karnofsky Performance Status (PS)
Score EFR
100 R, BRICKT 2BEOF AN, BERIER
B L
I=aaY, NEE= 2 SN \ °
80 DRV BEARSEIRD B 2 23, B30 L CIER OiFEh vl hE
B~ LR AE HECAECE T, 70 B BHOMEHITE 528, EWOIGE - HET 5
’ T s ? Z CLIERTATRE
i ] Q7R BRI N o - N : N
éfgég;ﬁggégfgié%@f%é 0 | AU EARC LA CE B, LE CEADILE
- ° 50 PR 2 B IR L TR S L OVERINY e RIRAT A DS L 2
40 B, EORERE LOEENLE
FOEY O & %S TTE v, ik 5o 30 BENT T, ABERSMELERILZE LEE > T
— o =) 1/\
) )’b % G % /‘\ y '%\ N N N >
gfgﬁﬁﬁigﬁgﬁﬁééfzﬁé°ﬁu 20| JFRICHIE, NBh B ORI R o
e : : 10 [ FEHNE- T
0 5
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6. BEICEL THEETREHHE

O WASCEZFITIN 2, MEREEE DR 5 GRS 1T -5 & ARHF O Frit M OV 1Efi
RO DI HLEIMERE T3 ICEM L T oA+ s 2 L,

@ TBRIEBRIAICHENI G, A T Z DFEIETH IR a2 453 L. FE 4215
ThoEEGET5HZ L,

@ FEREWEHDO~RT AL MTOWNT

MEMEMRERD LoD Z ENRH DD T, KFOEKGIZH T2 > Tk, EKIE
AR (PR RIS, Bk, FEEVE) OMEFE R OSSR X f A O %, Bl a 145
AT 2k, Fio, BEIR U THES CT, MiF~— —%DiE %z £ 2
Z &,

AFN DO EILEE D infusion reaction |2z TEEARFIZ 72 %D TE 5 UE
H&AT > 72 ECBt 2 2 &, £72.2 [B1H AR O AHAI$ 5-FF1Z infusion reaction
WHHONDZ L bHDLDT, KFERE R OAFEGHHE T HIT A Z A
YEWET 5%, BEOWREBE+H2ICBIET 52 L, 708, infusionreaction &
FEHL LI A I2IE, AT ORI K QYRR ERICIEE S 5 £ TRE L 0Bl
T5Z &,

FURIREREREE 23 oD Z L3 d 5 DT, RAIOF 5B ha T & O 5-H1 1
T EIIRI R BB RE R A (TSH., 028 T3, ibEfE T4 SFORE) 2 FhET 5
Zé&,

AHNOFEEIZ LY | WEORIEFINTERRE T 5 L& 2 BN DER 2 R REHIE
DHLOLNDZENHD, BRENRBOOLNTGAEITIL, BELLEFRIIS L
B R 72 ek & RRBR 2 Rp O Al & i U Cli bl e BRI W 21TV IR o
FOSIT X 2 BWERI AN g0 23551018, AFIDORFES T I K OEIE RE R
WERIORGEEZZET DL, ek, BIBEERLVECOREIZEYAIE
MOUEEDTRD HNRWGEITIE, BT B E A /VE - LIS OS2 1l oo 1B n
HEET D,

BeER&T %, BOEM O ARGE L T O RIERBR BB T2 2 8355720,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 RUBE RSP (BE | AUBEIR 2 5 de) b bbi, BERWES 7Y R—2 &
ICEL T ENDHLOT, NG, Bl IRILSEORER O FEBLC B ED E57- 12+
SEETAZ &, 1 BRI SE TR GE2HIEL, 4R 8
I OF 5 E DY L EZITH Z &,

@ AHNOEFRHERIZ I T, AL FPHERERRBF BT 5 ARG Tl 550
S 1AERIT 8 M I L, LA RIREEFICB T 24 VY A~ 7 AL TIX
BeGBRAE O VAR 6 I Z & (WIENT 12 #E%) ([CAIEOFEM 21T > TV
722 L BB BIT, ARG PILEMICEGRE CHROMREITH Z L,
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BEERMEEST A RF A4 v
=R~ 7 (B FHE#Z)

(BR5E4 « A7V — A REFHE 20 mg, 7P —RRHFEHE 100 mg, 7P —
A REFE 240 mg)

~HHARSF ) VN E~

YRR 2 94 A (ER3 041 1 AkED)
B4 EE



B &

XU ®IC

AFN DR, ERBEST

A IR AR

el ANE

EECD O B AN )
BHICER L THEET N EHH

IR O

P2
P3
P4
P8
P10
P11



1. [ZT®IC

IS DOF N - BEVEOHER DT DIZIT, B SCEFICE SV B A A R
BND, 6T, IEOREREFOMESRIZ L0 FUKEIRS 72 & OHF 72 J R 1E A%
FERMDPEARBENDLHF T, 20 DOEEKNZ FICHLER BT IR 5 2 & PR
ML 0o TR REMBGEE & SO FART #2016 CERk 28 426 A 2 A B E)
IZBWTYH, EHMERNEOMHRAORE(LHEZXS Z L L ShTnd,

BOFVE RS E SR ST, SRS 2 T 1 7 7 A ADRBEE D ES L & B S i
RHZENDD, DD, HEROLZEMEICBET HERNH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIfF SN BT I LTERT S & &bz, mIfE
RMFEBL L 7RIS B 23t % & D 2 & DA fE /e — 8 O B i 7= 3 e BE CfE
THZENEETHD,

L7 oT, KRHA RTA4 Tl BARBEESINE TR LTV D ESEIREN -
R RN EED & | DUT O E IS O it 70 8 2 HEE S 2 B0 b B e ik B 2
F RO EFREE T,

I, RHA BT A 3 MAZATBAE NEI L EREIS O, /IS EEEARAER
BRI s . — AR N B ARERIR NRHE & I OVt E N B AR IR -2 O 1 7 D
b EER LT,

KIG L IR HEIEN - ATV — AR AT 20mg, A7 Y — ARG EHE 100 mg, A Y
— AR EE 240 mg (—ikA =R~ T GBI FHHIRR))

R ERDMENIAR « FFFESUTERPE DO H MY AR V% 2 U v oSl

REERDMEROHE - BH, lRAIZIZ=AL~7 (a7 x) & LT, 18240 mg
% 2 W IR TR EET 2,

BE Wk 72 2 E L /NERER AL TEERRA A




2. AERN DR, 1EREF

A7V — AR R 20 mg, R ATEERE 100 mg K OVR SEERE 240 mg (— 4 - =
R~ 7 (BIEHE#Z) . LIT. TARANL) 1, AR TERAStE A X Ly 7 X
f BEZTV AL e<w A Y —RX 2747 (BMS) t1) 2388 L7= & k PD-1 (Programmed
cell death-1) (Zxf9 %5t MM IgG4 €/ 7 v —F LHUKRTH 5,

PD-1 1%, I&MAL L7V 88k (T MR, BMIfAL O F 2 7 0% 7 —T M) KOVE

R R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIE T 2 4
%Ei) LRI HZEETH D, PD-1 IIPURIETHIRIZ BT 2 PD-1 U o K (PD-Ll
KLOVPD-L2) EfEA L. U SERICHFINE S 7 VB (REL T U o REROTEVE(LIRRE
BAIZHEI L TW5b, PD-1 U H Y RIZFURR RIS B N DRk & 22 g F % _%Efﬁ
LTHY, EMEREAELE LU L EGHMKEICI TS PD-L1 OFREBL L itk DALF
WM & OFICADOFEREBIRN & 5 2 & 3G ST % (Cancer 2010; 116: 1757-66)
F 7o R R fE B CIRARRTE T M EE T DA v X —T = H >~ (IFN=y)
IZX > T PD-L1 OFENFHE SN, 6B LI EERRICIIT 5 PD-L1 ORI & itk D
ALEHIR & ORI EDOFBARRN 5 & DO#HE S & 2% (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 @5 H S E 728 AMiaiE, PUsRFER CDS Btk T Hiia ol fafs
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
GSEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 72 RERERIE, 23
AR R A 72 T ML OWEBEEZ BT 58FD—> L LTEX LT
Do

AT, BB OFE LD S PD-1 OIS EIR (PD-1 U W RS HE) 1SRG L.
PD-1 & PD-1 UV REDFEREIET S LICL 0, DATURRERNZ T MRS
PEAL R O AUKBRRN S k9~ 2 ARG BTG M 2 58 5~ 5 & & TRkt e piiE s iR & r 9
DR INTVD

TS OHRN G | AFNTHENENEG 6T 22 G EEIC e 0 ED b0 L IS,
PR T U UoRERE B xR b U iR R 2 i L, A, etk OEE
PEDHERS S 4172,

AANOIERBEFIZ D BB DRIEFUSIC X D RIEMENH bbb, HEX ;WEEV
£ % HH Fib)ébé ﬁﬁﬂ@&frqj&()\&fﬂ& (T, BEOBRZ 401ATV AR
O BTG EITIE, FEHLTZFRI ﬂ?L?’:%‘—F‘%’Jéﬁ%ﬂﬁk1‘%%}%75:%30!:%&@#LTL
728172 Lﬁ%ﬁb\ W EDGIE UG & D RIE N gD 58121, BIE R E RV
T R OB G E DY R ILE ZAT 9 BN 3@ Do



3. BRPRARE
3 ST R O i) R O ) RO A GBI EM A 1T o 72 AR R R R EBR D
fE & R,

[H2hhE]

@O HEWF DR (ONO-4538-15 FER)
HFEEMEBHREBELE YT LY v~T XRF v Earffiz) IR, [7r

Y F = 7)) ATHEGUESUIARMAE OFFFESUTEAMEO H A & 3% 2 U L NJERE

(ECOG Performance Status 0 &2 O8N 1) 17 Bl & %52, AH| 3 mg/kg 2 2 ¥ IR T A0
HHE L7, EERHEHH Th 5285048 (MET IWG criteria (2007) (235 < Ao E12 &
% complete remission (LA T, [CRJ) I partial remission (LA T, [PRJ) DOFEIE) X
75.0% (95%IEHEXH : 47.6~92.7%) Th o7z, 7eds, FANIRE L72FIEIZ 20.0%T
Hol,

© MWpshaE MARRER (CA209205 #%%) (Lancet Oncol 2016; 17: 1283-94)

H & M B G TR T L Y ® o~ 7S K D IRIER A2 - B3 UL G
OEHE ) oNEERE (24— | B, ECOG Performance Status 0 2O 1) 80 {31
ZXPBIT . AA 3 mg/kg % 2 WRHIFIRE CREFHE L7, FERHMEHEE TH LR (&
FT IWG criteria (2007) (233 < FIfEIZ L D CR UL PR OEIE) 13 66.3% (95%1F
FEX M : 54.8~76.4%) Tholz, 7ok, FANIHE L-BIEIL 20.0%TH > 72,

(24 1]
@O EWNE DERER (ONO-4538-15 #R)
BEFERITIEHNRD B, AHE ORREBERENGE TERWVAEFL L RHIED
HiIVTc, FBLERD 5%LL EORWERII TERD LB ThHoTz,
£ 1 RHRP 5% LOBIER (REMMBIARER)

B RIR R
FEARGE
(MedDRAV/J ver.18.1)

Btk (%)

AFIE
17 i

4= Grade Grade 3-4 Grade 5

EEIEN 17 (100.0) 2 (11.8) 0
Mg T v REE

#Zifn. 1(5.9) 1(5.9) 0

U o RERIE 1(5.9) 1(5.9) 0
HiB L OBk EE

ST 1(5.9) 0 0
alapA e

R IR B REAR T E 3(17.6) 0 0
Bl

i) 1(5.9) 0 0

i 1(5.9) 0 0

T 1(5.9) 0 0

[ZES 1(5.9) 0 0



B (%)

LRE BRI I

FAsh 17 {31

(MedDRA/J ver.18.1)
4= Grade Grade 3-4 Grade 5
T EL 1(.9) 0 0

—f% - 2EREER L OGN OREE

eI 2 (11.8) 0 0

SN SOS 1(5.9) 0 0

=R 2 (11.8) 0 0

FEEN 7 (41.2) 0 0

REAE 1(5.9) 0 0
JRYLE R K OVF A dUiE

LRNER/S 1(5.9) 0 0

fiti g% 1(5.9) 0 0
BE, PR X OLEA OHE

EAZPE D O 1(5.9) 0 0
Y7 R e

IR Tl Y 1(5.9) 0 0

i MR 1(5.9) 0 0

REIE 1(5.9) 0 0

i ERHR 1(5.9) 0 0
RF LUl

KA Y 7 AlfiE 1(5.9) 0 0

%) b U 7 A e 1(5.9) 1(5.9) 0

FBKIROE 1(5.9) 0 0
AR L OYE A Rk b

BAfR 1(5.9) 0 0

fiREs 1(5.9) 0 0

77 P18 2 (11.8) 0 0
PR R R

FEMED E N 1(5.9) 0 0

SR 1(5.9) 0 0

KM= 2 —m/RF— 1(5.9) 0 0
MR g, MOElEs & OVithRkE S

R M 2 1(5.9) 1(5.9) 0

FRGEDORIE 1(5.9) 0 0
R B X OB PRk

B AE 1(5.9) 0 0

¥ $ENE 1(5.9) 0 0

SUERRRRG 2% 1(5.9) 0 0

& O FEIE 5(29.4) 0 0

FiB 4(23.5) 0 0

ks, HEMENRE 16 (5.9%) | BERUHRARE I A F—2 6 (11.8%) . KRG -
FEEOTH L #H (5.9%) . IFéRERET 11 (5.9%) . FURIMERERES 3 5] (17.6%) .
FfR e 3 51 (17.6%) KON infusion reaction 1 51 (5.9%) 2338&® Hivl=, 7=, HIEM
HEJE, OAR. Fhigk. 1 BUBEIRIN ., St MRS PESRBER . TR, B HEREREE
RIS, Mk - BB, EEEORJEEE ., FIRMEZERIE, TS PRk
VDS EIERITRD b2 Do 1o, REWEMFEBURIUIEEERS (AREEERE +5
te) ZETEFHHERZ R,

@ WESNVE TAEERER (CA209205 #ER)
HEFLRIT 238/243 ] (97.9%) (2D LI, AFIE OREBEGBAEE T RWAE
HET 185243 ] (76.1%) IZFRD HiTZ, FEEN 5% LORIERHIZ TERD LB T

5



HoT,

#2 FEBRHN 5% EDOBIER (All Treated Subjects)
B (%)

oo A 1
*‘Egijgﬁf’ = KA

(MedDRAV/J ver.18.1) 243 1

4= Grade Grade 3-4 Grade 5

2RITEH 185 (76.1) 48 (19.8) 0
MR LY > REE

I HRERIBE 13 (5.3) 6(2.5) 0
aanA

FR R REAR T IE 14 (5.8) 0 0
B I

20 14 (5.8) 2 (0.8) 0
T 34 (14.0) 2(0.8) 0
LTI 24(9.9) 0 0
M - 19 (7.8) 1(0.4) 0
—fk - 2EEER L OGN OREE

T 50 (20.6) 2(0.8) 0
FEEN 21 (8.6) 0 0
BE, hER L OLEA OHE

HEAITPE D B 33 (13.6) 1(0.4) 0
AR AR AT

TI=T ) NIRRT =T — N 13 (5.3) 7(2.9) 0
TANRTGXUET I ) N T AT =T —BHN 14 (5.8) 5(2.1) 0
Y R—E N 14 (5.8) 9(3.7) 0
R R K OV A Mk

RAfR 19 (7.8) 0 0
PR R R

SER 14 (5.8) 0 0
R B KO ik

& D FEIE 21 (8.6) 0 0
b 28 (11.5) 2(0.8) 0

k. FEMMMZRE 15 F] (6.2%) . BERUBEAIRE/ X A/ 3F—19 f (7.8%) . KE
% HEOTHI6H (25%) . IFHREREE 22 1 (9.1%) . FFL 54 (2.1%) . HIRIER
FEREFEE 28 5] (11.5%) . FR#EEMEE 40 il (16.5%) . EH&RElE 4 1] (1.6%) . Mok -
BEfEEZ 1 B (0.4%) . BHEEOREREDS 341 (1.2%) . FFlREIERE 1 6] (0.4%) |
infusion reaction 38 5 (15.6%) . F#4¢ 2 il (0.8%) M ONSE H A 2 45 (0.8%) 23588
bivle, Eio. BEIEMENIE, Ok, ik, LRUFEIRIE ., Sos M i/ MR 2R |
RIS e OV F IAARSRERE F 1XR8 0 D e o 7o, AREIWERR BRI IXBE S (R
RAERE 2 5T) 2B DEERE =T,



[k - ]
AR OREMIEDBEET NV EZFIH L2 I 2 b—a AR Y K3 mgke (K
) Xi¥ 240 mg % 2 HFEMNE TR G L2 BROARF O MG FIRES G Sz, Z0hk
. AHAI 240 mg 2 x5 LZBROBRER R, AH] 3 mgkg & 505 LIZERORE R & ik
LTmEZRT & TPRSNZbOD, AAANEREICEWTEAENI R SN TV D
% - & (10mg/kg % 2 B TR G) TARIZ&RG LIZBROREE & & ik L CTRE
T ETHShE (FR) AT EBEOREEICR T 527 — 212 H3E | A 3 mgkg
(RE) X% 240 mg % 2 WEIFIFE THR G L 7ZBROARA| OIREE & & A 20 XL e &
DEE A FT T D REELUS T T VDR S L, UEBIEIC OV TRRE DT DAL RER,
EREOME - HEOH THRME R O AZR TRV E THRIS U,
K3 FAOEYBE T A —F

- R Crax Chind14 Cavedi4 Cmax,ss Chin,ss Cavgss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)
3 meke Q2W (352 7608) (10-;?54-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
240 me Q2W 61.712,?03) (15-22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 mglkg Q2W (14;,9;19) (51.621 '739.2) (79.9(;),'?14) (33?,9232) (18421,1 ;13) (23$,7§86)

AR (5%4%,95%40) . Q2W @ 2B MIHIFE, Conax : HIIEIHE 522 O die i L5 R EE . Crminara A 5-2 14
HH ﬁ13075%1ﬁm{%ﬁ$/§&f\ Cavgdl4 : %DIE*QE‘?&I“' HH iT@qug[ﬁl{%iEP/%rg\ Cmax,ss : Eﬁ%ﬁ.ﬂ%iiiﬁ
LT%%%E?‘%E‘:{%E@\ Cmin,ss : ﬁﬁ%ﬁﬁéiﬁﬁé%ﬁm(%qﬂﬁﬁ\ Cavg,ss . ﬁﬁiﬂi,ﬁﬁﬂiﬁﬁéqzi@mlﬁqj

B



4. HERRIZOWVT

AR E U CTHEARERE (2FRE) NN TNnD Z enn, YRt 4
UNCE TE Diisk THOLMEND D, TDO LT, KB OEG @Y BFE 220 - 5
E L, AANOBRGIZ I BEEZAEHAZRBEL LRI T 2 2 ERnEE /oo, BITF
DDO~@DT X T &I IZBWTHEHAT & TH D,

O MEFRITHOWT

D1 Fid (1) ~ (5) OVWTIIIEYT IR THD Z &,

(1) EATHRENIEET 203 A Fa ISR (BENT RS A2 R HE LS IR L |
Mt 23 ARSI SRR RE . sk S A BSIERRE 72 &) (PR 30 45 4 A 1 HIER : 437
%)

(2) FrEkkrEsbe (AR 294 6 A 1 HEFAS - 85 fiiak)

() BT A FENIEET 203 B EEFPT (23 AR EWPL, 3 A2
W19, 23 ARSI EEHEE R 72 &)

(4) HRALFRIEE AR %L/%%M%$%Mﬁlli%%ﬁ%%ﬁm%2®m X L
(AR DI 21T > T Dfiax (AL 28 427 A 1 AR 1 2540 figk

(5) #ﬁﬁﬁifﬁlﬁ&ﬁﬁfﬁmﬁwﬁm RILEITR D M AT > TV Dtk CEEk 28 4F 7
A1 BEER ;1290 gk

DO-2 HEAKR T XU X EOAL SRR E R ORIVE R BLRE O %S 50 7o Jnidk & 1
Bra FEOERT (FROWTICES T DIERM) 25, Y% BER OAANCEE 4 5 1BED
EEHEE L TRHEINTND I &y

#

o [EEMEFFESE 2 FOUMIMHEZ K T L7221 5 FFELL O D AUTBE DB IRIHE 2
{ToTCWAHZ &, 95, 2L R, BAREMIRIELS I & LIZBRRIERE T ONHME %
IToTCWVWBHZ L,

o [ERIMEFFEUSHE 2 FOYHEZE T L72RIC 4 FLL ELOEKRERZ A L T\ b
k. 96, 34EDL R, AR O 23 A S IETE & A el R i S OHE
BIToTWNWH I L,

@ BADERMLFREHOEHIZONT

PRI IERE BT T 5 LA O A E S, BEREEN D OFRE D, Ao - &
EMEIENE R OB IR CERSE R DR, AEEFSENRE LGS 0®RE
EH . SRHECMITITONDIEEHINE S TN D 2k,




® BHER~DORRZOWT
Q-1 fEFR AHIC B3 5 2

B MERRE B O EE A BITERA N L-BRIC, 24 BRRIR2IRIRHI O T, ik X
EEE R 123 T, B L 72 BIEANCS U CABRE E L O CT O EIEH ORI 24
ERRAEOR RIS Y APIZE O, EHITRISATREZRARI N E > Tnd Z &,

@-2 EERNEFEFICLAFBLNNICETLEH

N ASIRICHE D D B A itk e OB RE 2 A4 D ERIEFE DNEER =4V v
EEDHERDOA T ) —= T HTOERE L IF#ME LA TE D F— LERIRH 2
SN TWDHZ L, B, BIIAHICOWT, DABE L ZFOFBEICHDITAmENT
WnHZ &,

@-3 BHER OB LT

RIVER (RVEMERIZR BTN A . BAEMMEE ., DR, 9k, BRUmRARE ., RIBR.
HEOTIH, | RUBERp, ITRERERE T . FIRIRBRAERS . Mhfa . BiEE (Bre
PRAVETREMER R 2 ETe) | RIS, I, EEORERESE, FIRILEIERIE, infusion
reaction, S ML/ MEIUDPESEBER (ITP) | 8 DS LG, G VLT, Db (o
Gl « IR « DEPEIAMGHESE) . MR M) (6 LT Y aga X B E R
BB DO REPIME 2 A9 S R & dEHE U (BIER OR2Hr-ox S IsB L THRE M OSSR 25217
DILRMICH D Z L), EHITHEYRLEN TE SEHRE-TWD Z L,



5. B#ExtpL s BE

(G hEICBE§ 2 21E]

O HFEMBIABAL T L2y F o~ T IRPME XA O B LA
OEMAYE D F ) L YERE B W TAAIOA N RER TN D,

@ TREICEZMS T 2 BE KT D AFN OB G K OMEHFIEIZ SV TIE, RAIOF 2
DHESLENTEL T AFOBERG L2 HR0,
o ALFIRIERIBIK DB
o fLOHUEEMEEEA L OFH L Tk SN D BE

(242 B4 5 4 H]

O TRICEY T 2EEIZOWVWTIARORENER L SN TN 2 b 5217
DR L,
o ARFNDEGT S LISBEUE DB D & % BH

@ RERATOFHMIC I T FRRICEE S T 2 BT W TR AAlOREITHELRE S nvZe

DS, AMOTEPRPTUE DS R WIGEITRY | HEREICAFZENT 52 L 2BETE D,

o MEMMEEOAI IO H 5 BE

o MR AR A CRHVE S 2 58 60 D B K ONEENME OO HO BRI g2 S0 G it ¢
LEOICRIEMEEA DD B

o HORERBOAD, XUHIEMER7ZRE L < IEXHERMED B R B OB TR D
bR

o eI (EMmEaBEZ 5Te) Ob DB

*  ECOG Performance Status 3-4 "V 0

(ED  ECOG @ Performance Status (PS)

Score EF

0 | &<MERIEFH TS5, Bl &lFE U R EAERNHRZR AT D,

PERBNZIE L WEEN SRR S 4525, BTHRE T, AR > TOERIIT O Z &N TX D,

Ul moss, wsee

BATARETCTH A DOHDOEY O Z 13T R THEEEAEEIZTE R, HHRD 50%LL i3~y RaTila s

2| 5

3 ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+l Zd,

4 ELENT RV, BAOHOEY OZ L34 TERY, BEICy R+l I4,
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6. HEICERL THETNEFH

O WACEFIIN A, REREER B TRAET D GRS 1T D & AH D Frie M ONiE 1E A
O DIZ LB R ERE B L ThBEERT 52 &,

@ 1REBRLAIZIENL D BE UL OFIEICHINER OfERMEZ ot L, FE x2S
ThobETLHZ &,

@ ERRBEHO~RT AL MIDONT

MEMEMRERD LoD ZERH DD T, KFOEKGIZH T - Tk, BKIE
AR (PR RIS, Bk, EVE) OMEFE R OISR X A O %, Bla 145
175 2 &, Fo, BEIZSUTHEE CT, Mg~ —F —%50ORELET 5
Z&,

AFN O 5L EE O infusion reaction (2 2 CEEAMFIZ 72D TE 5 Y
i aAT -7 L ChMT 5 2 &, £72.2 [ B LI OAHI# 5-FFIZ infusion reaction
DHHLOLNDZ LB HDHDT, KAE M OARAE G TRIT AL Z YA
CERET 5%, BEOWREBEL BRI 52 L, 723, infusionreaction &
FHLLI2E 121, B TOMEE R OYERA ERICEE T 5 ThREZ il
T5HZ &,

ORI RERE S 23 DD 2 L3 d 5 DT, RAIOF 5B haHT & O 5-H1 1
T EIIRI R BB RE M A (TSH., 28 T3, ifEfE T4 SFORE) 2 FEhEd 5
Zé&,

AHNOEEIZ LY | WEOREFINTERRE T 5 L& X BN DHER 2 R EEHIE
DHLOLNDZENHD, BRENRBOOLNTGAEITIL, BELEFERIIS L
B 72 05k & RRBR 2 FF D[RRl &g U Cal bl 2 B nis W 21TV il o %
FOSIT X 2 BWER A o 2 35511, AFIORIE T I, K ORI RE AR
NEHOBRGEEZBET DI L, 2B, BBRERLVEOREIZEYETE
R OYGEENRFRD IR WIGEITIL, B BB AR VE LSO gz Bl o8 0
bEETD L

BHR& TR, BOAM N OH I ARE L CHORIERREBLT A2 Z XD 570D,
AR OBEHETHRIZHRWEMORBBUCH2ITHEET D 2 &,

1 RUBEIRIP (BE | AUBEIR 2 5 de) b bbb, BERWES 7Y R—2 &
ICEL T ENDHLOT, NG, Bl IRILSEORER O FEBLC B ED E57- 12+
DERETAHZ &, VBRI SE TR G2 HIEL, 4R 8
I OF 5 E DY L EZITH Z &,

@ AFNOEEFRRBRIZBWN T, BB 6 7 HLUMNIE 8 R Z & 1c, FHLIEIT,
BEBRME S 1EME I R2ER L ICHEIMMOFMAZIT> T2 25 E (I,
AR G TERRIC R CHROMREITH Z &,

11



KEFEHEETA R4V
=R N~T (Blor#x)

(BR7E4 « A7V — A REFE 20 mg, 7P —RRHFEHE 100 mg, A7 P—
A REFE 240 mg)

YRR 2 949 A (ER3 041 1 AokET)
B4 EE
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1. [T DI

2. AANOFE. (FRET

3. ERIRRUE

4. FFZIZOWT

5. H&EGXREMDEE

6. HHICEEL THET XX HIH

P2
P3
P4
P7
P9
P10



1. IILBIC

EFE S DA « L RMEORERDOTZOIZIEL, I SCEFIZE SV ER KD
BB, EHIT, IEORHAHFIROEAIC L0 | FUKERRL e & O A2 5 BRI
FRESRE KR IS T, 2D OEEMN 2 BEICNERBE RS 5 2 & AR O
REHE 70> TR RFMBGEE & dOE O AT #2016 (CEAL 28 46 A 2 HFEIE)
IZBWTH, FHEELEOEHORECHEEZX S Z & L InTns,

FHLE AT IR T, B EAC L 2T n 7 7 A VB OESR S L I DM R
BHLZENDD, ZOD, AR OREMEICET D ERNS ST 5 £ ToM,
UHEELOBEZBRSZITHZ PRI BEFICH LU THEAT L L & b, fE
FDFREBL U T BRI LB IR RS A & D 2 & DAAIBE 7R — 7 D B 2 4ifi 7o 3 R S B C i
THZEDEETHD,

LTl o T, KA NI4Tl BARBBERES N E T/ LTV D EFIEFH -
B R EE D & . LUT O BRSO fei 7o 2 HEE 3 28180 b B R B 5%
Ji B O B R,

B ARATA BT A %, SIATEOE NE IS ERE AR AT, AR B AR
BRI . — MR N B RERRNFHE 2 K O ERE N B AR B oW o
b LR LT,

RfG L I B EINL L ATV — R AR 20 mg, A7 Y — R AT 100mg, A
— RS EE 240 mg (—#%4 =R~ T GEis 7R Z))

R LR BIREIR © D AALFIEIEL (T U 7o IR OIBR NG 70 AT - IR OB

MBERDAERORE - BE, A=A r~T GBiaf#i %) & LT, 1[5 240mg
% 2 MR AT 5,

B N IE ¥ DB TS




2. AHN DR, VERBF

7Y — R S 20 mg, [FSEERE 100 mg K OVR ST ERE 240 mg (—k4 - =
R~7 GBI Z) . LUF. TRAD X, DR TERASTE ALy 7 2
BTV AL e<w A Y —R 2747 (BMS) t1) 2388 L7= & k PD-1 (Programmed
cell death-1) (Zx4 2 b MMl 1gG4 €/ 7 v —FLHIKTH D,

PD-1 1%, &M L L72Y 38k (T A, B MR N F 2 7 0% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & AUZHIEE T 2% 2
T IR T 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U 7 K (PD-LI1
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v s LT U v oSEROEMALIREE %
BIZHRET L TW5d, PD-1 U W NIFHURE SIS B b O 2 22 Gk T8 B
LTHY, BMERAMEEE) LU LB TS PD-L1 DOIEBLLIEDELF
HH & OMICADHBEBFRN & 5 Z & HE I TWns (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFEEI N, BB L7 EEMAHRIZI T 5 PD-L1 ORI LD
AALEIR & ORNCEDOFBIRRE N & 5 & OGS # 25 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z 3Rl RE S B8 AMIBIE, PURRRA CDS FHPE T Mo M E
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
GHEIGEREIE T 5 Z EDRENTND, DI &2 H PD-1/PD-1 U 72 RERERIL, 23
AR TURRF A e T MM OWEBEEZ BT 5HFD—>oL LTEZX LT
Do

ARFNE, SRR OFE R 6 PD-1 O MEK (PD-1 U F o RFEAREIR) IS/ A L.
PD-1 & PD-1 U T REDREEZILET S Z EI2X 0, BATURFFRN e T kDI
PEA K O AABIENE k9 2 MRS TG M 2 58 5~ 5 & & TRk e PuiEgsh iR 4 k9
ZENHERR STV D,

IS OFEN S | AFNTEMEIER ) 2 Bl 2R EIC 20 55 b0 L MIfF S,
BREEEE 2R & LTCBRRER 2 R U, Ak, et R OCREMER R ST,

AFNOVEREFF 235 B EE O RIERUSIC K 2 BITE S0 & b bdu, B UL LTIC
ELAEMEDN S D, ARNOERGHROEREGRIZIT, BEOBRE HOITATO, BENR
O BIVIEE AT, B LI HBUTIE U REFIRY 20 ik & REBR 2 Ff D[RRl & s L Col
IR 24TV BE OREIRIZ L DREIER S DN 2 581213, BB EE AL
T HIOEGEOHYVLIVEZAT O LERD D,



3. BRERAE

D3 AAESEIRIE R\ DT L 7 B SRR AN e 2o

AR B AR TR O IR 2 7R T,

(Azht]

[EIBRAL[F S MAHRRER  (ONO-4538-127K85k)

2O LN DAL 2 G 3 2 BEAEE IR S AN IG AT OV OIBR AN GE 70 AT - %8
OHE T EE AR (GO OAEIEEEAH LY ETF5emPlNICALE T 5 I
) 49301 (A ARNEE2260 23T, AAIRE3I0MF, 7T LARELE3MF]) A XF4IZ,
77 R AR E L TARHI3 molkg Z 238 [H][HFR T A ffE Lz & & OFRIE R OV 4
P fat Lo, E2FHMEEE Th 2 24 (FIuiE [95% X ] ) 1%, KA
T5.26 [4.60~6.37] 7 H. 77 &BREETAL14 [3.42~486] WA THY, KANTT 7R
BIMER AR Uiz (0N — RH0.63 [95%/ 548X M : 0.51~0.78] |
p<0.0001 [/&%llog-rank FE] )

(2% LFERTARIC

1T « FE3E D B O AKGRIF (A 24T > 72
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[Z241%]

OENFEIMAEREB (ONO-4538-12 75#x)

A E R G IAKIRE 300/330 ] (90.9%) . 7T & AREE 135/161 14 (83.9%) 123D B,
IRBRIE & ORI RBIURNEE TE WA EFRIIAHFIEE 141/330 # (42.7%) . 77 &R
¥ 43/161 B (26.7%) ZFE0 BiLTz, W ORF TRILRD 5% EORIERIL T %
DEBYTHoT,

1 VTP ORTRIARD 5% LOBHER
Bi%k (%)

[sis =g /\;k
ket AT TS
%ZI\ESDRA/J ver.19.0) 330 1 161 §1
o 4 Grade  Grade 3-4 Grade 5 4 Grade  Grade 3-4 Grade 5
AR (i;”?) 34 103) 42 43067 7@z 212
H IR E
T 23 (700 2 (0.6) 0 3 (1.9) 0 0
—f% - EHEER X OS50
DIRTE
9% 57 18 (5.5) 2 (0.6) 0 9 (5.6) 2 (1.2) 0
R & ¥ KOV T ARk
Z 5 PRI 30 (9.1) 0 0 9 (5.6) 0 0
35 19 (5.8) 0 0 5 (3.1) 0 0

72  ARFIBEZ BT RVE MEZR B 7 1] (2.1%) BB B ARIE / 2 A4 F—9 1] (2.7%) |
RIG - BEED TH 451 (1.2%) . 1 BUHEIRI% 3 651 (0.9%) . JITHEREREE 18 il (5.5%) .
% 16511 (0.3%) | HURARERERETE 13 5] (3.9%) . kR 10 ] (3.0%) . BEH%nEk=
F 141 (0.3%) . TERHERERE 141 (0.3%) . iR ZERIE 1 41 (0.3%) K& U infusion
reaction 1 5 (0.3%) 2378 biLiz, £7o, BEIEMMEGE, OfHK. sk, BVl
BUDPEERDE R, BRI PR, EEOERE, MK - BIER, BERKOS L O BERITR D
Lo lo, REWERFRBURGUIB RS (BRRAMERT 2 5T) 3 EFHER
ERT,



[ - HiE]

AR OREMEYBETT L ZFHA LY 2 2 L— a3 02k v, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TS LIBROARR O Mg iR ER S S iz, ZOfs
R AHI 240 mg G LTZBROREEEIL, AH) 3 mgkg 45 LICBROBRE & & ik
LCHEfEZRT & TSN DD, BARNBEICEW TARER R I TV
% - & (10mgkg % 2 B CRE) CAAIZ G UIzBEOugE & & ik L CEH
oy LRSI (FR) AT BEOBEICE T 27 — #2125 & KA 3 mg/kg

(IREE) 0T 240 mg % 2 HFFIFE CHG- L 72 BROARRF OBRE & & Ao 3 ik b
ORI & T D IRE ST T AR S, Y% OV TREIT DAL AE R,
ERROME - HEOR TAEIMER ORI 2R IT Vv E PRS-,

K2 FHDEHBRE T A —F

M - R Cmax Chmind14 Cavgdl4 Cimax,ss Cmin,ss Cavg,ss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (352 7608) (10-;?54-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
20 me Q2W 61.712,?03) (15~22?.354-6) (25-31‘}:7.8) (105254) (41?57,.21358) (62.11(,)9187)
0meke QW | (1473100 | (519.792) | (00 114) | (331 50 | (s913) | (37380

HRAE (5%, 95%47) . Q2W : 23 EIFHIFE . Cimax : AIIEIFR 518 O fig i M PIREE, Crinars 1 AR G-#2 14
HH ﬁ13075%1ﬁm{%ﬁ$/§&f\ Cavgdl4 : %DIE*QE‘?&I“' HH iT@qug[ﬁl{%iEP/%rg\ Cmax,ss : Eﬁ%ﬁ.ﬂ%iiiﬁ
D B MLE P IREE . Cuinss @ & FIRIBICIS T 2 BARMLIE HIREE . Cavess @ EFRIEICIS1T 2 A I
TR



4. HERIZOWT

IS U A 7 EEEHE (RMP) (ZHED & | AHI D E I 2 MR BIE B~ ) S 4T
N HHER T > T, AR OGN #EE) 72 BE Z2W - FrE L, AFIO#EGICL Y BHE
7REWER 2B LTRSS 5 2 & DB 7e D LLF OO~@DF T A& 72 7 i
RIZBWTHEHT 2 E2TH D,

O MEFRITHOWT

@1 TR (1) ~ (5) OVWTINICHEYTHMETHDL Z &,

(1) EATHRENIEET 203 A Fa ISR (BENT RS A2 R HE LS IR L |
HIE S AR B EEHL R T . HUBS AURIREIRPE 7R &) (CERK 30 4F 4 A 1 HIREAL £ 437
%)

(2) HrEHERERPT CERL 29 42 6 H 1 RS « 85 figk

(3) FENFRANFNFEET 203 VB FEEFRET (D5 AR EEER BT, 23 A2
W EBE, 3 AR EEHERE T e &)

(4) ARALFHIEEZHE L, %;E{I:#ﬁ“/ﬁmﬁlx:t%mh#éﬁﬁm 2 Dt % E
(AR DR 21T > T Dfiax (AL 28 427 A 1 AR 1 2540 figk

(5) #ﬁrﬂéﬁﬁl@ﬁﬁﬁm%@ﬁm RILEITR D M AT > TV Dtk Pk 28 4F 7
A1 BEER 1290 gk

O-2 BREOAFHRIEK OEIER IS OXIS A4 72 50i% & #BR 2 R o= (FRO
WPRNIREE T DERM) 25, SR ORANE T 20 ORMEA L L TRES
TV Z &,

*

o EARFFEUSE 2 FEOMHIHEZ KT LI2&IC 5 ELLEDO M AIRIRE D BRIRIHE 2
ToTWDZ &, 26, 28U LT NAFYRER T & LUEIRIES - OIHE %2
7o TND T &,

o [ERIRFFIASER 2 FOUIHE 2/ T LIRS, THILSmONAKMIREZ & Te 5
FLLEDOHLBARFZOBEREZIT>TND Z &,

o [EEMEFFEUS% 2 FOYMIMHEEZK T LI2RIC 4 FLL EOBKRREREZA L T 5
Z &, OB 3FELLEIE., THIbESE O D A SRWPRTE & G e E b g T DR IRAHE &
IToTCWVWBHZ L,

@ BEANDOERKMIFREHOEHIZONT

EEMERE I F T 2 TE PR E I, BEESEN L OFRE D, A0 - &
AMEEFRFROEHE L REMFEICHT SRR, AFFEELBE LG E0oHRE
¥, FERESDIATON LGN ESTND Z &,




@ BIEA~ORIEIZDOWNT
@-1 R B 2 B

BV PERTIR R OB R BIEA R L72BRIC, 24 FERIBIERIRHI O T, 2%k X
EEE IR 2 BT, B L 72 RITERNCIG U CABRE B O CT S5 D RIEH O#E RN &
FRRAORE RN BRI S, EBICHIEATRER KR - T D 2 &,

@2 ERWFEIC L 5FEESINICET 22 N

ARSI 5 BEFTR 72 50 M O\ RE 2 A 2 BIRIERE D ElfEl =2 ) v 7
EEDIEROA Y ) == T ZATOWERE L FRE A TE 5 F— AERKH 2
SN TWD Z L, B, BIRIAHNCOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADOZWr-ox B LT

BIVEA (MEMEMEEIZIN 2 BREAEDAE, Ok, Tk, BT RARE ., KIBK.
HEO TR, 1 BBERAE, ITHEERE S, AU E . RtiasE, BEE (BAre
PRAIE VE MR % 2 5 de) . R, W, SO KRS, FHIRMA2IEFIE, infusion
reaction, S ME M/ MRV PEEREENR (ITP) | W8 O 9% KOG, IR EME, OlFEE (O
EARE) « IRAR - DEMEISMUES) . Mg M) (X U<, YakhEax X I3ir e
FEBI D BEFAMEZ A3 2 R & B U (RITEA O Wroxtic o Bl U CTHRE R SR &5 T
DNAFEICH D Z L), EHICHEY)RLEN TE HEGFINESTNEZ L,



5. B#EXRL R HBE
(B 2hiEIc B d % F1E]
O TROBHFIZBWTABOFENEDSRIESN TN 5,
o 22U FOALFRIERED & HIREYIBRA BRI 1T - R E AR

@ TRUCEYS T 2 RBE IR 2 AR KO B G OER IR DV Tid, AFIof 2hi%
DHELENTEL T, AFOBERG L2 HR0,
o —RIREK O ZRIBFE LT TORWEE
o fiiRABLR L
o fOHUEEMEEG S & O L TikB S D BE

[“Zz 4l B3 % FH]

O TRIZEYTIIBEFICOVTIAKIOE G NG E INTNWDH T b, &5 51T
Dipnz b,
o KFIDRATI K LIBUE OB ERED & % B

@ REATOFHMIC BN T FRRIZEZ S T 2B IO T, AFI OB EITHER S vz

DS, MOTEPRRPTUE D R WIGEITRY | HEICAFRZETNT 52 L 2B TE D,

o MEMMEEOAI IO H 5 BE

o MR AR A CRHVE S 2 58 60 D B K ONEENME OO H B g 2 <0 G it ¢
LEOICRIEMEA DD EE

o HORERBOGOF B L < IEHEIMED B g kB OB TR D
o 5B

o g CEMmEMlaBREZ E1e) Ob 5B

»  ECOG Performance Status 3-4"V 0 3

(ED  ECOG @ Performance Status (PS)

Score EF

0 | &<MERIEFH TS5, Bl &lFE U R EAERNHRZR AT D,

PIRENZIE LWEENIHIR S 1525, BTHIRE T, BAFREH > TOERIITO 2N TE D,

Ul moss, wsee

BATARETCTH A DOHDOEY O Z 13T R THEEEAEEIZTE R, HHRD 50%LL i3~y RaTila s

2| 5

3 ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+l Zd,

4 ELENT RV, BAOHOEY OZ L34 TERY, BEICy R+l I4,
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6. BEZELTHEETREFIH

O IRASCEF TN Z, BEEIRGEES D IRAET 2 ERME T D & AR O FeE & OV E 4
RO 7= DI B w2 o B LT bR« 2 L,

@ JRWBALAICIENL D B ULE OFIEICH MR a2 oA L, FE 215
ThoEETHZ L,

@ ERBEHO~RT AL MZDONT

MEMEMRERD LoD Z ENRH DD T, KFOEKGIZH T2 > Tk, EKIE
AR (PR RIS, Bk, FEEVE) OMEFE R OSSR X f A O %, Bl a 145
AT 2k, Fio, BEIR U THES CT, MiF~— —%DiE %z £ 2
Z &,

AFN DO EILEE D infusion reaction |2z TEARFIZ 7% iad TE 5 UE
H&AT > 72 ECBt 2 2 &, £72.2 [B1H AR O AHAI$ 5-FF1Z infusion reaction
WHHONDZ L bHDLDT, KFERE R OAFEGHHE T HIT A Z A
YEWET 5%, BEOWREBE+H2ICBIET 52 L, 708, infusionreaction &
FEHL LI A I2IE, AT ORI K QYRR ERICIEE S 5 £ TRE L 0Bl
T5Z &,

FURIREREREE 23 oD Z L3 d 5 DT, RAIOF 5B ha T & O 5-H1 1
T EIIRI R BB RE R A (TSH., 028 T3, ibEfE T4 SFORE) 2 FhET 5
Zé&,

AHNOFEEIZ LY | WEORIEFINTERRE T 5 L& 2 BN DER 2 R REHIE
DHLOLNDZENHD, BRENRBOOLNTGAEITIL, BELLEFRIIS L
B R 72 ek & RRBR 2 Rp O Al & i U Cli bl e BRI W 21TV IR o
FOSIT X 2 BWERI AN g0 25 511E, AFIORFES T I, K OEIE RE R
WEVRIORGEEZZET DL, ek, BIBEERLEOREIZEYAIE
MOUEEDTRD HNRWGEITIE, BT B E A /VE - LIS OS2 1l oo 1B n
HEET D,

BeEA&T %, BOEM N OE I ARGE L T O RIERBR BT 2 2 035570,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 RUBE RSP (BE | AUBEIR 2 5 de) b bbi, BERWES 7Y R—2 &
ICEL T ENDHLOT, NG, Bl IRILSEORER O FEBLC B ED E57- 12+
SEETAZ &, 1 BRI SE TR GE2HIEL, 4R 8
I OF 5 E DY L EZITH Z &,

@ AFNOEEFERBRIZBNT, BEHBAL TEMIZ6 AT L, THUMBIT, 128

&l

CHIMEDRHI 21T > TWZ Z & 22810, AARS PIEHIRIC migmd T

HROMER AT Y Z &,
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KEFEHEETA R4V
=R N~T (Blor#x)

(BR7E4 « A7V —ARFEFHE 20 mg, 7V —RRHFEHE 100 mg, 7P —
R FR R 240mg)

~ A R R o B i~

YRk 3 04£8 A (ERL3 0451 1 HEkET)
B BE



B &

1. [T DI

2. AANOFE. (FRET

3. ERIRRUE

4. FFZIZOWT

5. H&EGXREMDEE

6. HHICEEL THET XX HIH

P2
P3
P4
P6
P8



1. XL®»IC

BRI DA « LEVEDHER DT DI, BT SCEFIZ IS W TCBE 226 23K
bId, BT, TEORFEMTOEAI LY | FUREIEN 72 & OF 0 728 E I
FREH D AR SN D P T, 2 b DEHM 2 BIC LR EE TR 5 2 L AR
M L 72 o TR Y BT BOEE & RO SR TR 2016 (2R 28 45 6 A 2 H RFEIRIE)
ICBNWTH, FHMERLEOHEHOREHEZNS Z L LshTnD,

BRI ER A, SRR BT 0 7 7 A LV SBEAF DS L B 5 T 5
RLZENDD, ZOI2D, AIMEROZEMEIZBET 2 EMA +0ERT 5 £ TOR,
YHERMOBEEZBZT L ZENIFSNLBEITH LTHEMRT S & L b, BE
MADFEE LTRSS & D 2 L AR 72— D S 2 i 7 R SR BE RS T
TLILENEETH D,

Lo T, KA FTA4 T, BREECINETITRLN TV DEFKSR -
PR RN EES & 0 LUT OB O S 7 ] 2 HEME 9~ 2 8L b b B 8 B %
TR O B HE TR,

B AHA BT A %, MSATEIE N ER G RS S, AmAEMEAN RAR
BRI S —fRAEETEN AARBRRNBE S, FrEEERITEETAE N A AR 72 kO
—IRAEMEN AR g2 OO b EEK LT,

RG L I BEIRS, - A VR ERE 20 mg, A U — R SEETE 100mg, 4
— RS EE 240 mg (—#%4 =R~ T GEfs 7R Z))

KRB DMREIAE: « DSAALFIRIEL (I U 7 YIBRASRE 72 1T » T8 0D BN b S o iz
&

MEERDMEROAE  BE, RAZIZ=R L ~T GBI %) & LT, 1[5 240mg
% 2 MR AT 5,

Bl N OE ¥ F DB TS




2. AHN DR, VERBF

A7V — R S 20 mg, [FEASTEERE 100 mg K OVR S ERE 240 mg (— k4 - =
R~7 GBI Z) . LUF. TRAD X, DR TERASTE ALy 7 2
BTV AL e<w A Y —R 2747 (BMS) t1) 2388 L7= & k PD-1 (Programmed
cell death-1) (Zx4 2 b MMl 1gG4 €/ 7 v —FLHIKTH D,

PD-1 1%, &M L L72Y 38k (T A, B MR N F 2 7 0% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & AUZHIEE T 2% 2
T IR T 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U 7 K (PD-LI1
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v s LT U v oSEROEMALIREE %
BIZHRET L TW5d, PD-1 U W NIFHURE SIS B b O 2 22 Gk T8 B
LTHY, BMERAMEEE) LU LB TS PD-L1 DOIEBLLIEDELF
HIH & OMICADHBEBFRN & 5 Z & HE I TWns (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFEEI N, BB L7 EEMAHRIZI T 5 PD-L1 ORI LD
AALEIR & ORNCEDOFBIRRE N & 5 & OGS # 25 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z 3Rl RE S B8 AMIBIE, PURRRA CDS FHPE T Mo M E
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
GHEIGEREIE T 5 Z ENRENTND, DI &2 H PD-1/PD-1 U 72 RERERIL, 23
AR TURRF A e T MM OWEBEEZ BT 5HFD—>oL LTEZX LT
Do

ARFNE, SRR OFE R 6 PD-1 O MEK (PD-1 U F o RFEAREIR) IS/ A L.
PD-1 & PD-1 U T REDREEZILET S Z EI2X 0, BATURFFRN e T kDI
PEA K O AABIENE k9 2 MRS TG M 2 58 5~ 5 & & TRk e PuiEgsh iR 4 k9
ZENHERR STV D,

IS OFEN S | AFNTEMEIER ) 2 Bl 2R EIC 20 55 b0 L MIfF S,
FEMER R B N AR 2 kP & U TR IRARIR 2 S0 L. A2, aE R OV M e
iz,

ARANDVEFIRERAC IS < M O Sy RIS & 5 BHEM %238 5 b, TE I
EDFREMEDN & Do AAIOEGH RO GHITIT, BEHEOBERZ H0IXATV, BFE R
D BTG AITIE, BB L HUTIE U B 2 ik & B8R & FF o R Afl & L Col
BI7RERIZ I 21T\, B ORIERRIC K D RWER R DIL DA, IR AR L
U FI OB GO YR ILE AT 5 BERD D,



3. BB
DAY FPRIERR (S U 7= UIBR AN BE 72 A T « F3-28 D S i e v B2 B 0D 7K GRRF L 2 A &
1T - 1= EREIR B O 2 =T,

[ 2]
[N AHRRER (ONO-4538-41735%)

FIFFHH L ALA R LFE R R LK E O PRSI AIS AR O )
BRAREZ2EST - PR OEMEHgfE R i B (ECOG Performance Status 0 &2 OV 1) 34 il %
KIGT  AH 240 mg % 2 FAF B TR Y Uiz, EEFHEEE Th 2 203 (Modified
RECIST criteria (2004){Z34-3 < FalE12 5 CR UL PR) 13 29.4% (95%(5 #EIX [ :
16.8~46.2) Tholz, ¥, FANIHE LIBEEIX5.0%TH -7,

[Ze21E]
[EINZE I AHAER  (ONO-4538-415457%)
HEFELRIT32/34%] (94.1%) 1T O B, AKlE OREBENEE TERVEEER
1323/3441 (67.6%) (ZF8& BTz, FEEDPEWLL EOREHIZTERO LB THoT-,

K1 FEHEEHPS%WLUEORIER (ZEtMTREH)

HE REIRE
Grade 4 Grade Grade 3-4 Grade 5
RIE R H FEBL FEBIE FEHL FEBIE FEBL B
(MedDRA (2 X % SOC-PT 43H) FHE (%) FHE (%) T8 (%)
SREIK 34 34 34
aan/A
FOR AR REAR TR 2 (5.9) 0 (0.0) 0 (0.0)
Bl
T 4 (11.8) 2 (5.9) 0
A% 3 (8.8) 1 2.9) 0
BITIN 2 (5.9) 0 0
I - 2 (5.9) 0 0
— ik - R EEBL OG- ERAL DR EE
sy 3 (8.8) 0 0
997 2 (5.9) 0 0
FE N 2 (5.9) 0 0
B AR AR AT
U —PHIN 4 (11.8) 2 (5.9) 0
TIT—EHIN 3 (8.8) 1 (2.9) 0
UL SERER 2 (5.9) 0 0
Rt B L O S®FEE
AARIBER 2 (5.9) 1 2.9) 0
A R L ONS B ALk e
RAER 3 (8.8) 0 0
ia[ PSENON AN ik
% 4 (11.8) 0 0
BEIR B2 2 (5.9) 0 0

ERH SIS SN - AEFLL L. MedDRA ver 20.0) 2 W THAEZ 7=,

Grade % CTCAE (Common Terminology Criteria for Adverse Events) v4 Z|ZH# T %,




RS, MRREE 2 (1] (5.9%) | IFHEREREE 1 61 (2.9%) | FUIRIRFSARERTE 4 (5] (11.8%) |
PR 2 5] (5.9%) . RABZE - HEEO THI 2 5] (5.9%) . 1 BUHEFRI 1 61 (2.9%)
WO BN, FT-, BHERERE, EEOR GRS, TRAHEIERE, BIRHEEERE,
RS EIEMEESNE, IMZ% - BEEZS. infusionreaction, S & 9 A, Dbk, hsk. #4
MRRRMARAE/ X A /X F— S i MR SR BT . T2, BRlRImAR ZERRIE K OV AL
PEIRE R ITFRD DI e o 7o, REWERRBBUR DI EES: (BRRMRAER T 25 T)
ZEUEFERERT,



4. HERIZOWT

IS U A 7 EEEHE (RMP) (ZHED & | AHI D EFE M2 MR BIE B~ i 1 A
N HHER TH > T, AR OEENEE) 72 BE Z2W - FrE L, AFOFGICL D BHE
7REWER Z 3B LT BRICXIS T 5 2 & BB R 7o D LU DO~@D 3T Al 72 i
RIZBWTHEFT 2 ETH D,

O MEFRITHOWT

D1 Fio (1) ~ (5) OWTNITEY T Dk THDHI L,

(1) EATHRENIEET 203 A Fa ISR (BENT RS A2 R HE LS IR L |
HIE S AR B EEHL R T . HUBS AURIREIRPE 7R &) (CERK 30 4F 4 A 1 HIREAL £ 437
%)

(2) HrEHERERPT CERL 29 42 6 H 1 RS « 85 figk

(3) FENFRANFNFEET 203 VB FEEFRET (D5 AR EEER BT, 23 A2
W EBE, 3 AR EEHERE T e &)

(4) ARALFHIEEZHE L, %;E{I:#ﬁ“/ﬁmﬁlx:t%mh#éﬁﬁm 2 Dt % E
AR DR 21T > T Dfiag (A28 457 H 1 AR« 2540 fitigk

(5) #ﬁrﬂéﬁﬁl@ﬁﬁﬁm%@ﬁm RILEITR D M AT > TV Dtk Pk 28 4F 7
A1 BEER 1290 gk

O-2 MR B 2l b2k K OYRIE S BARE D et I 2+ 57 72 ik & B8R & K5
ER (FEOWT YT DER) 2. Y% B OAARN T 2 IREOETEE &
LTRBEINTWDZ &,

7

o IRANGRFFEUSER 2 EOMBITHE Z & T L721&IC 5 L EO R AIRROBRRIHE 2
ToTWH T &, 9B 2L, BATEMIRIELE & LIERRIES - OMHE %
TlheoTnd I &,

o [EEMEFFEUSE 2 FOUMMHEZ KK T L72&IC 4 FFLL ELOREREZ A L T D
Z ol OB, 3AELL T, EMERRE A R E O A A SRR A G T e R B T D R
HHEZIT->TCWAHZ &,

© BENOEEMEREBEDOAHIZONT

AL F WA BT T 2 EE DAL E S v, SR OFRE A, A - &«
IR OB P ORISR 5 iRt A FFRNELE LB E OWE
. FRESNITT DN D IEHINE > TN D Z &,




@ BIEA~ORIEIZDOWNT
@-1 R B 2 B

BV PERTIR R OB R BIEA R L72BRIC, 24 FERIBIERIRHI O T, 2%k X
EEE IR 2 BT, B L 72 RITERNCIG U CABRE B O CT S5 D RIEH O#E RN &
FRRAORE RN BRI S, EBICHIEATRER KR - T D 2 &,

@2 ERWFEIC L 5FEESINICET 22 N

ARSI 5 BEFTR 72 50 M O\ RE 2 A 2 BIRIERE D ElfEl =2 ) v 7
EEDIEROA Y ) == T ZATOWERE L FRE A TE 5 F— AERKH 2
SN TWD Z L, B, BIRIAHNCOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADOZWr-ox B LT

BIVEA (MEMEMEEIZIN 2 BREAEDAE, Ok, Tk, BT RARE ., KIBK.
HEO TR, 1 BBERAE, ITHEERE S, AU E . RtiasE, BEE (BAre
PRAIE VE MR % 2 5 de) . R, W, SO KRS, FHIRMA2IEFIE, infusion
reaction, S ME M/ MRV PEEREENR (ITP) | W8 O 9% KOG, IR EME, OlFEE (O
EARE) « IRAR - DEMEISMUES) . Mg M) (X U<, YakhEax X I3ir e
FEBI D BEFAMEZ A3 2 R & B U (RITEA O Wroxtic o Bl U CTHRE R SR &5 T
DNAFEICH D Z L), EHICHEY)RLEN TE HEGFINESTNEZ L,



5. B#EXRL R HBE
(B 2hiEIc B d % F1E]
O TROBEIZBWTARORER RSN TND,
o ALTFRIERED & D UIRARREMEST - S O Mg s b f fE R

@ TREICEZMS T 2 BE KT 2 AFN OB G K OMEHFIEIZSW TR, REAIOF M
DHELENTEL T, AFOBERG L2 HR0,
o —IBRAEZIT TV RWEE
o fLOHUEEMEEEA L OFH L Tk SN D BE

[“Zz 4kl B3 % FH]

O TRIZEYTIIEFICOVTIAKOE G NG L INTNWDLZ b, &5 51T
Dipnz b,
o KFIDRATI K LIBUE OB ERED & % B

@ REATOFHMIC BT FRRICEZ S T 2B IO TL, AFI OB EITHERR S vz

DS, AMOTEPRRPTUE D R WIGEITRY | HEICAFRZETNT 52 L 2B TE D,

o MEMMEEOAI IO H 5 BE

o JRoE I R AR A CRRVE R 2 58 6D D B K ONE BN 0 JUH T i 2 <0l Yt il 2%
LEOICRIEMEA DD EE
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