AR 1128 45 1 &
SRk 30 £ 11 A 28 H

#woE R
| REEASTRE S [ mEEEN R & B
ool K

BTG EEER - AEEERERLFEAEHRE
( & H & B )

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

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

=R~ T (Bl i#z) 85 (ke4 ﬁf? AN R R 20mg M
OV R FRE 100mg)  Z FE/ N Ru Al . Ve R, SHSEE R . B A A
ﬁﬁ%$9#yu%ﬂiaﬁﬁv%$%ﬁ¢&@:ﬂbf@%#é%@%
EHREBHIZOWTTX, T=ARv~7 (B z) 8K o i H#ELE 7 A
RT A2 (RN RZIE) O VERk & O il fE AHEE DT 1 K Z A > (FE/N
R i, EE R R, SESEA R, B, AR U R ER O
i) O—HLEICOWT ) (CFA 30 4F 8 A 21 HfHT ARSI 0821 5F 5
FIRAGEEEIE - AR REELFEAEHREEN) XV RLTEL
EZATT,

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

. IER OREERAHEET A T4 0%, BB EBEO 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)

(BR7E4 « A7V —AREFE 20 mg, 7P —RRHFEHE 100 mg, A7 P—
A IR R 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. ERIRRE

4. FFZIZOWT

5. H&EGXREMDEE

6. HHICEEL THET XX HIH

P2
P3
P4
P12
P14
P16



1. XL®»IC

BRI DA « L EVEDOTERDTZOIZIE, BT SCEF IS W OB 22 23K
bId, BT, TEORFEMOEAIC LY | FUREIEN 72 & OF 0 728 B/ E %
FREH D AR SN D P T, T b DEH 2 BIC LR EE TR 5 2 L AR
M L 72 o TR Y R BOEE & RO SR TR 2016 (2R 28 45 6 A 2 H RFEIRE)
BN TH, FHMERLFEOFHORE(HEZNS Z L LS TnD,

BRI R A, SRR BT 0 7 7 A VRSB DS L B 5 T 5
RLZENDD, ZOID, AR O ZEMEIZET 2 EMA+0ERT 5 £ TOR,
YHERMOBEEZBZT L ZENIFSNLOBEITH LTHENT S & L bIZ, fE
MADFEE LT BRI E RS2 & D 2 L AR 72— D S Z i 7 R SRR RE T
TLILENEETH D,

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

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

RGe L I HEIRSG, - A VR ERE 20 mg, A7 U — R SEETE 100mg, 4
— R AEERE 240 mg (— 4% - =R~ T GEfs - z))

R ERDETNE © CIBRAREZRHETT - PR O IR/ INHR R At

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

f3E IR 5E ¥ F N IRG TEEASH




2. FHNORK. VERBF

7Y — R S EE 20 mg, [FASTEERE 100 mg K OVR S ERE 240 mg (—k4 - =
R~7 GBI Z) . LUF. TRAD X, DR TERASTE A XLy 7 2
f BEZTV AL ew A Y —RX 2747 (BMS) t1) 2388 L7= & k PD-1 (Programmed
cell death-1) (Zx4 2 b MMl 1gG4 €/ 7 v —F LHIKRTH D,

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

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIEE T2 2
T IR T 2B AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U & K (PD-LI1
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v s LT U v SEROEMALIREE
BIZFRET L TWb, PD-1 U W RIFHURE SIS B b O & 22 IRk Z T8 B
LTk, BMERAMREEE) LU LB T D PD-L1 OFEBLLIEDELF
HIM & OMICADOHBEBFRN & 5 Z & HE I TWs (Cancer 2010; 116: 1757-66)
F 7o B NE S CIXAEEE T AN EET DA v X —T = a > H >~ (IFN=y)
IZ& > T PD-L1 OFIANFHEEI N, BB L EEMARIZI T D PD-L1 ORI LIk O
AALEHIR & ORNCEDOFBIRRE N & 5 & OGS # 25 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z 3Rl RHE S B8 AT, FURRRA CDS B5PE T Hiia o Hifa &
FEME AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D L Z O
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U 2 REEEIX, 2
AR HURRF A e T ML OWEBEEZ BT 5HFD—> L LTEZX LT
Do

ARFNL, SR OFE R 6 PD-1 O/ MEK (PD-1 U F o RFEAREIR) IS/EA L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X 0, BATURFFRN e T kDI
PEA K O AABIRNE k9 2 MRS TG M 2 58 5~ 5 2 & TRk e PLidgsh iR &4 k9
ZENHERR STV D,

IO OFEN S | AFNTEMEIER ) 2 B 2IaREIC R0 55 Lo MfF S,
FE NIRRT AR 2 kP & U T BRIRERIR 2 S L, AR, ek R OV D R
iz,

ARANDVEFIHERAC IS < M O S RIS & B BHEM %23 d 5 b, TE I
EDFREMEDN & D, AARIOEGH RO GHITIT, BEHEOBERZ H0IXATV, BFE R
D BTG AITIE, BB L2 HUTIE U B 2 ik & B8 & FF o R Afl & L Col
EI7RERIZ I 21T\, B ORIERIRIC K D RWER MDD AT, IR AR L
U FI OB GO YR LE AT 5 LERD D,



3. BRERAE
UIBRANREZR AT - AR OIE/NAEAE (R ERE K OFER - ERRE) O7KGRREICRE
i 247 > 72 2R B AR B BR D Rl AE 2 7R T,

(AzhE]
(R B B2RE)

OEWNE DR (ONO0-4538-05 #ER)

7T F R BT RIERE 2 A 2 UIRAEE R B H1/ IV ST 3 O /i 2 bR
B3 (ECOG Performance Status 0 2OV 1) 35 il 255212, AHAl 3 mgkg % 2 M EIE T
RIEFHE L7, RERHMBEE TH LR (RECIST A 7 A > 1.1 i< il
HEIZ LD CR UL PR) 1E25.7% (95%(EHEXM @ 142~42.1%) Th o7z, 72k, FAl
2R E L2 BN 9.0% Th - 72,

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

7T F SR a G AL FIRERE A2 AT D UIBRAREZR B 1/ IV SUE 3 O /- bR
8% (ECOG Performance Status 0 & TN 1) 272 {5l (ORAIEE 135 i, K& & FB/L8f 137
B) ZXRGUT, REZ X'/ Z3IRE UTARR 3 mg/kg % 2 J#[FRIFE CRIEEE L,
FHEAHMIE R Th 5 A FWIM (FIRE [95%EHXM]) X, ARAIHET 923 [7.33~
13.27] A, REZFBARET6.01 [5.13~733] BATHY ., AFNL FEH TN
* U FRICHE B RIERE Z /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 TTTEETTTTTTR
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 i (ME/EZ(L S 7-4£EMH])
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(FERS - R g)
OENH B (ONO-4538-06 #kR)
77 F R e G UL RIERE 2 AT 2 U2 B B/ IV XTI O IERAE B
i 8% (ECOG Performance Status 0 2 TN 1) 76 il x4 G212, AAl 3 mg/kg % 2 [ IR
THRIEEE Lz, FEFHIEE TH 2803 (RECIST A R7 A4~ 1.1 IZES<
JLHIEIZ L D CR UL PR) 1E19.7% (95% (58X ] : 12.3~30.0%) Th o7z, 72d, F
ANZERE L7 BRMENIL 9.0% CTHh o7,

QA MAHRER (CA209057 7)) (N Engl J Med 2015; 373: 1627-39)

7T F RN h G T FIRIERE A A T D UIBRANREZR TIB 1/ IV LTI DI R B
JeE & (ECOG Performance Status 0 2 OV 1) 582 5] (RAIRE 292 i, K& & % /L 290
B) ZxRIC, REX X323 E L TARAl 3 mgkg % 2 MR CARmimE Lz,
FEFHMIEE Th o 24 (FRE [95%EFXHE]) 1. AFIFET 12.19 [9.66~
14981 A, FEHZFEARET9.36 [8.05~10.68] W HTHV ., AKX FEZFE/NLIZ
* U FRIICHEBERRIEEZ R LT (O — R 0.73 [95.92%(E 48X : 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-Meierth#t  (FEVEAL S = 4EH)



(PD-L 1 BLAR IR D A 50 Mo OV 4= 4:)

WSV EIAEFRER (CA20901 73888 e O"CA209057:88R) (ICHAANBNTZHBED I B, JE
BRI Z B\ CPD-L1 &2 881 L 72 By 5o 2814 (LT, [PD-L1ZEHLER)) (1T
THHERNEG SN —EOBEDT — Z T HSE | PD-LIZSH RN IR RN 21T
ST AIMER VL RMEDOFRERIZLL T D LB Th oz,

AHMECE L Tid, R LR T, PD-LIORERICL S, N &3/ ffl ik
Lfﬁﬂﬁﬂm#ﬁ%?é@mﬂm@%MKo

FER - E RO I, PD-LIB BB 1% DA R ¥ v Ul L IZIEREEOER T
Ho7= (T,

. R LR, JERE RS B2, PD-LIORHERICL T, KFlORZEMET 1
77 A NVIERIETH - T,

=)
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 RBkD PD-L1 FEHEH|TD OS O HESFHT D Kaplan-Meier HifR
(£H : PD-L1<1%DBEEF. 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-4538-05545#)

#£1 RHBH5%ULORIWER

Grade 4= Grade Grade 3-4 Grade 5
AlEAIE A B B | Bl EBIR | EBL IR
(MedDRA IZ & % SOC-PT /38) F (%) FE (%) HH (%)
KRB 35 35 35

ES 24 (68.6) 2 ( 57) 0 (0.0)
MiERL N SREE 2 ( 57)
E=yil 2 ( 5.7)
W W= 4 (11.4)
B Stk R 2 ( 5.7)
H ks 5 (14.3)
T 2 ( 5.7)
HLD 3 ( 8.6)
— - R EFEER L OGO R 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 AR AR 8 (22.9) 2 ( 5.7)
TANTGHRUEET I NT AT 27— HIN 2 ( 5.7
LA 7V 7 F o R AR F—B BN 2 ( 5.7
UL SRR D 3 ( 8.6) 2 ( 57

RFtBLOR®RFEE 7 (20.0)
&7 L7 ME 2 ( 5.7)
BHEER 5 (14.3)
B e SR b L OV ALk 2 ( 57
BA iR 2 ( 5.7)
PR R IR 3 ( 86)
KSR =2 — T — 2 ( 5.7)
R0, 2R3 KOl & 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)
BER IR B 2 ( 5.7)

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

¥, FEMEMPE 26 (5.7%) . KIBK - BEOTHI2 6] (5.7%) . ks (%
T v NU—IEERES) 361 (8.6%) | ATHERERET 2 61 (5.7%) . HURIREERERET 3 4
(8.6%) . RITEHEREFET 161 (2.9%) | BEEREREE (RAETHIEMEE &%) 141 (2.9%)
J Ninfusion reaction 2 {51 (5.7%) 23a8@ Hivlz, £/, BEOKEREE (K EREIRE
e, ZIEALEE, FEREIESE) | TIRRHERERETE ., 1 BUBEIRM, Mk, BEREM N,
2% - BEEDE . 5 & 9 ER L OV RITRD v o 7o, REWERZBURILI LB EE
% (FRRMEMERET 2 E5T) 230EFRRE R,



QA MARER (CA20901730R) (N Engl J Med 2015; 373: 123-35)
£2 REEMN 5% LORIEA

Grade 4 Grade Grade 3-4 Grade 5
RIVERIEH B OB | B RIE | 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)
BB 24 (18.3) 1 ( 08)
T 10 ( 7.6)
BN 12 ( 92
— i EHFEE R L O E LIRS 41 (313) 1 ( 08)
M) JiE 13 ( 99)
57 21 (16.0) 1 ( 08)
Rt I OSEEE 18 (13.7) 1 ( 08)
BHEE 14 (10.7) 1 ( 0.8)
i R LU A LAk = 17 (13.0)
RAER 7 ( 5.3)

EE 7> DS SN A EFERAIL, MedDRA ver 17.1% FIWCHRAKE AT
GradelXCTCAE (Common Terminology Criteria for Adverse Events) v4{ZH#EL %,

¥, HVEMEMEE 6 B (4.6%) . RIGK - BHEED THI 11 61 (8.4%) . FhfkFEE (%
T v NU—IEGERES) 1361 (9.9%) | IFHEREREE 4 1 (3.1%) . HUIRMRHEREREE 5
(3.8%) . BEHEREREE (RME MEMEEX%) 461 (3.1%) . EIEMMEIIE 141 (0.8%)
J ¥ infusion reaction 1 5] (0.8%) 2358® Hillz, F7-. EEO LGRS (FEREEIRE
fERE, ZTEALEE, FRHEIES) | TEARHEREE. RIBemE. 1 BURp, PEX,
e « BEREA . 5 E D IR L OB RITFRD D 7e o 72, AREIVEFAF BRI T B
% (RREMRT 25T) 2E0EHEREZRT,

(FER R
OEMNZF T FHE (ONO-4538-06315#)
F3 RERN5%L LORIER

Grade 4= Grade Grade 3-4 Grade 5
RIVERTEH B DI | Bl RDIE | BBl ORI
(MedDRA |Z X % SOC:PT 43#H) T (%) FH (%) T (%)
BESES 76 76 76
B 64 (84.2) 16 (21.2) 0 (0.0)
WG WAk 9 (11.8)
PR IR BSAEAR T iE 7 ( 9.2)
Ell 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 BRI 6 (79 2 ( 26)
KRB L ORI E 17 (22.4) 3 ( 39
IRF NI A AE 4 ( 53 2 ( 2.6)




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

FEPED FEN 4 ( 5.3) 1 ( 13)
IR 25 s L O PR pe 2 12 (15.8) 4 ( 53)

IR i A 4 ( 53) 2 ( 2.6)
B i 36 KOV T Rk 26 (34.2) 1 ( 13)

EHFESE 6 (7.9 1 ( 13)

J&% 11 (14.5)

RN IN S 4 ( 5.3)

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

7k, RVEVEMIEBME (5.3%) . KIF% - HEO FHISH] (6.6%) . MfRkEE (¥7
Ve N L—JEERESE) 10651 (13.2%) | IR RERE 501 (6.6%) | F IR EREERE R E 10451 (13.2%) |
BB RERE L] (1.3%) . BFkaerES (RMEMEMEEBLSE) 46 (5.3%) K Rinfusion
reaction 35 (3.9%) 2FDH LTz, T, EEOLZEREE (REMEIEGLRE, 2
B, BORBEIES) | TEERHEREREE . VRUBERIE, BESE. EEMEE TR, A - BRI
5 E DR B OB RIFTFRD B2 Do 1oy REWEHREILRDLI B E RS (B A E
BErate) 2E0EHERETRT,

Qs IAEFER (CA209057 #88k) (N Engl J Med 2015; 373: 1627-39)
£ 4 FHEHP 5%LL EORIEA

Grade 4 Grade Grade 3-4 Grade 5
Al A FE O RBIE | KB ORBE | BE 0 ORBE
(MedDRA IZ X % SOC-PT /738) FE (%) FH (%) T (%)
BESEN 287 287 287
S 199 (69.3) 30 (10.5) 0 (0.0)
WG WAk 24 ( 84)
FPR IR REAR 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- RAE 90 (31.4) 4 ( 14)
I 77 i 29 (10.1) 1 ( 03
I 5 46 (16.0) 3 ( 1.0
KRB LONEREE 43 (15.0) 2 ( 07)
AR 30 (105)
B H SR B KON A R RkRE = 36 (12.5) 3 ( 10
FAEE 16 ( 5.6)
FERG R X OV TRk 60 (20.9) 3 ( 1.0)
TR 24 ( 8.4)
BiS2 27 ( 94 1 ( 03

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

2B, MM A 10 B (3.5%) . KAFHK « HEED TR 22 i (7.7%) | FfkEE (X
T v NU—IEEREDE) 26 61 (9.1%) | AFRERERREE 15 1] (5.2%) . FRIRHERERE E 27
B (9.4%) . BHEREREE (JRAMEFIEMEBREE) 7 6] (2.4%) | B4k - BEEZE 161 (0.3%)
J2 O infusion reaction 8 31 (2.8%) 23:88 Hiiz, £7-. BEEOREREE (5 &R EIRE

9



i, ZIALEE, JARIES) |« FEAHERT, BITMAERTE. 1 BERN, R,
HIEMENIE, 5 & 9 R K OODHRITIRD b h o To, ARIERFEBURDLIZ R E S
% (RMRAERE 2 E0) Z2aEiHRRE R,
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[ - HiE]

AR OREMEYBETT L ZFA LY 2 2 b— a3 02k 0, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TS LIBROARR O Mg iR EN S Sz, ZOf
R AHI 240 mg K G LTZBROREEEIL. AH) 3 mgkg 45 LIZBROBREE & & i
LTREZRT ETHENTZb DD, ARNBFICBO CARER RIS TV D H
- & (10mgkg % 2 B CRE) CAKIZ G UIzBEOugE & & ik L CEfE
oy LRSI (FR) AT BEOBEICE T 27 — #2125 E | A4 3 mg/kg
(REE) 0T 240 mg % 2 HFFIFE CHG- L 72 BROARRF OBREE & & Ao 3 etk b
ORI & T D IRE ST T APER S, Y% BSOSV TREIT DAL AE R,
ERROME - HEOR TAEIMER ORI 2RIV E PRS-,

K5 FADKYBRE T 2 —F

M - R Cmax Chmind14 Cavgdl4 Comax,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 | (147310) | (519.792) | (00 114) | (331 5 | (8913 | (37380

HRAE (5%, 95%47) . Q2W : 23 FIFHIFE . Cimax : AIIEIF 518 O g i M PIREE, Crinas 1 FIAIF G214
HH ﬁ13075%1ﬁm{%ﬁ$/§&f\ Cavgdl4 : %DIE*QE‘?&I“' HH iT@qug[ﬁl{%iEP/%rg\ Cmax,ss : Eﬁ%ﬁ.ﬂ%iiiﬁ
T2 B MLIE P IREE . Cinss @ B FIRIBICIS T 2 BARMLIE HIREE . Cavess @ EFRIEICISIT 2 A I
TR

11



4. FEFRIZOWVWT
RS & U TS (BFFHE) g o Tnd 2 &b, Yikiid 4@
IZETXDIER THOIMNERD D, TD LT, KF OB #EY) /2 BE 2720 -« FF
/EL/\ AHNOBEHIZ LY BEELRRWERH 2B LIZBRICHINT 5 2 EBRMERT=D, LIF
DDO~@DT X T &I IZBWTHEHAT & TH D,

O MEFRITHOWVT

@1 FRo (1) ~ 5) OVWTINICHEYTIMETHDL Z &,

(1) EATHRENIEET 203 A LS R (BN RS A2 R HE LS IR L |
HUIE DS AR B EEHL R T . HUBS AURSIREIRPE 7R &) (CERK 30 4F 4 A 1 HIREAL £ 437
%)

(2) HrEHERERPT CERL 29 42 6 H 1 BN « 85 fiigk

(3) FBENFRANF DT ET 203 U FBEERET (D5 AR HER EIRbT, 23 A2
W EPE, 3 AR EEHERE T e &)

(4) ARALFHIEEZHE L, %;E{I:#ﬁ“/ﬁﬁn%1Xi%Hh#§/£ﬂu 2 Ot % YE
(AR DR 21T > T Dfiax (AL 28 427 A 1 AR : 2540 figk

(5) #ﬁrﬂéﬁﬁl@ﬁﬁﬁm%@ﬁm RIEITR D M AT > TV Dtk Pk 28 4F 7
A 1 BEEE ;1290 gk

O-2  fifieE DAL FHRIE K ORI E R FE S O XIS A-43 72 Fnidk & B8R 2 R EAT (FRO
WFNZREE T D ERN) 23, HE2REEORANCET HIEROEEE &L L TREIH
TV Z &,

*

o EARFFEUSE 2 FEOMMIHEZ KT LI2&IC 5 ELLEDOMN AIRIE D BRIRITHE 2
ToTWDZ &, 96, 28U LT NAFYRERZ 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 PRSI S DO BRIRIHE 24T -
TnWbz ek,

© BENOEEMEREBEDOEHIZONT

LG R BT T 2 BEE DAL E S v, SRR OFREA, A - &«
IR OB P ONERSE IR 5 E iRt A FFRNELE LB E OWE
. FRESDITT DN D IEHINE > TN D Z &,

12




@ BIEA~OHRIEIZDOWNT
@-1 fERR AR BE 3 2 B

BV PERTR B O B R BIE AT L72BRIC, 24 FERIEIERIRHI O T, 2%k X
FEEE IR 2 BT, B L 72 RITERNCIG U CABRE B O CT S5 D RIEH O#E RN &
FRRAORE RN BRI S, B BICHIEATRER (KR M > T D 2 &,

@-2 ERWFEIC L 5FEESINICET 22 N

S ABIRHE D D BT 72 5 e O\ Re 2 A 2 BIRIERE D RIEE=2 Y 7
EEDIEROA Y ) == T ZATOWERE L FwE A TE 5 F— AERKH 2
SN TWD Z L, b, BIIAFNZOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADOZWroxN B LT

BIVEA (MEMEMEEIIN 2 EEAEDRE, Odk. Tk, BT RARE ., KX,
BHEO TR, 1 BEERAE, ITHEERE S, AU E . Rtlasd, BEE (Fre
PRAE R MER K 2 &) . RIBBEE, Mg, BE O REREE, §FFRMA2IERSE, infusion
reaction, S ME M/ MR PEEREENR (ITP) | W8 O 9% KOG IR EME, OlFEE (O
EARE) « IRAR - DEMEISMUES) . M M) (2x U<, YakhEax X I3ir BrER
FEBI D BEFAMEZ A3 2 R &8s U (RITEH ORZ2Wroxtic o Bl U CTHRAE R SR & 52T
DNAFREICH D Z &), EHICHEY)RLEN TE HERGFINESTNEZ L,
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5. B#EXRL D BE
(B0 BE§ 2 F1E]
O TROBEIZBWTAROENERHRIEI N TN D,
o TITFFRHE G FIRIEREZ AT 2 URAGEZRMIB W/ IV SUIFREOR

bR R E
o T IFIRAEGTCFRIERE 2 AT S URARERTIB M/ IV SUTHEFE DI
R bR

7%, FFRF LR CEGFRE R A B UTALKRE & B 51 EE 2BV T,
JFHI L L TEGFRF 1 % ¥ v % 7 — B IEA UFALK T 1 % o o % F— L IEH 0
TBIRIR 29 2 B,

©@ TFRLIZHENE T D BT 2 AR DB G K O TIEIZ OV T, AFIOFME
PHELENTE LT, AFOEREGXR LR LR,
o ALFRERIGIR D B
o IfFRAHBYIRIE
o MOTUEMESA L O L TG Sh o B

@ WA A R 74 > (AARMRE SR 128\ T, ECOG Performance Status 0~1
)75 3% L) . X% ECOG Performance Status 2 ™V @ Tix. & 3 HAAHUEA
(P& Ft%) OBFIRENMER SN TEY | 77 F T RHI O ALK
WD SN WTr =203 5, ZO5E. 77 F T RAORNERP 2 L BE
3 HARBUEAIHEA COWBEBEL AT 2 EF BT, AFORGEZEBETE 5,

@ AFNTMAFMARRBRIZBN T, RE LR, QIR EREOWT N OBEICE
WTH FEZ FRAREIK L TEBEDRHGES LTV D, 2L, FERE LD
BE T, PD-LIZBLRIZ LV GRIMEOMER SR D 2 &R SN D RERDE D
NTNDHZ et ERVEEREORBEIZBWDCTIIPD-LIZEE LR L ETA
ROEEAIROUW AT 2 Z ENEE LU,

o PD-L1 ZELHED 1% AWM CTh D 2 &R SN IR T LR BEEIZ BT,

(ED ECOG @ Performance Status (PS)

Score T

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

PIREICI LR IHIR S5 28, SITARE T, BAEERH > TOEREIFTH 2 LN TE D,

Vol gl oz, s

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

Sk

3 RONTZESDOHEDEY DL LTERY, BHRO 50%LL EE2 Xy R+ TilmId,

4 ELENT RV, BAOHFOEY DOZ L34 TERY, BEICy R+l I4,
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JFHI, RE % X VORI LS O FTEMEEER O 5 2 8k 5, 52
NRAT ) <7 (B Hliaz) oo =AWk (BGE4 : PD-L1IHC
22C3pharmDx 4 =] ) 2LV PD-L1 LA MR LI IR Lo B
ThoT, AFloOZEE (W54 : PD-L1IHC 28-8pharmDx [# =] ) |2k 5
FRAENRE LG, LT OSE 2 2B ICRA| OB O Al & & it ¢ &
D

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 FIH]
O TFTRUCHEUTHEEIZOWTIEIARBORENED L SNTWDLZ Enb, BEE21T
F oA ARG

AFN DRI AT LI BOE O BEEIE D & 5 3

@ BHRATOFHIHIZ BT FRICEE Y T 2 BE IOV TIE, KA O G ITHER S ey

AN

L DIRFERPUR D 2 NG EITIRY | HEICAFZEH T2 2L 2BETE D,
VMR B OA PFSUIBE E D & 5 B

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

A OB OO0, UTEMHER 24 L < X0 B @R R OB D
bDHEE

s Mg &M Mg L 5T 0o o HEHE

ECOG Performance Status 3-4 1 o

B2 -2 U o BEMEE A O 5 W T, 2R, MERGICHAET 5 2 L o, B LR L 7
DEWEROFRBOBZNNG D%, E¥HE LAY LA Sh-8E QISR 2oV TIEZORY

T2,
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6. BEZELTHEETREFIH

O WASCEZEITIN 2, MEREEE DR 5 GRS 1T -5 & ARHF O Frit M OV 1Efil
RO DI LB IMERE T3 ICEM L T oA+ s 2 L,

TREBRIARIZ N D . BB I OFIRICAIMEL etz + o3 L, REZ5
ThoEEGET5HZ L,

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

@

®

il

ZHIWr L7z ETHREGTH 2L,

TEREWER DO~ R A MZoOWT

MEMEMEEDRD LOND ZERHDHDT, AFOEGIZH T > Tk, BIKIE
e (PRI RIS, ik, FEENE) OfER &L O X i o %, Bl5% +59
179 2 &, Fo, BLEIZSUTHEE CT, MG~ —h —EORAEL EfT 5
Z &,

AFN DO EIZEE D infusion reaction (2 2 TEEARFIZ 72 %D TE 5 UE
iZAT > 72 ECBta 2 2 &, £72.2 [B1H AR O AHAI$ 5-FF1Z infusion reaction
BHLOLNDZ LB HDHDT, KAE M OAKRAE G TRIT AL Z YA
CERET 5%, BEOWREBEL+H2ICBIET 52 L, 723, infusionreaction &
FHLL725E 121, B TOMEE R OYERA ERICEE T 5 F ThREZ il
T5Z &,

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

AFNOEGAIZ X0 | WEOREFOSTENT 5 & & 2 B DRk % R REIHEE
DHOLLNDZERNDHD, BRENBDLNTGAEITIE, BB LIZELIIS U
B 72 ek & 8Bk 2 Re O Al & i U Cli bl e BRI W 21TV B o
FOSIT X 2 BWER AN g0 23551018, ARFIDORFES T I, K OEIE RE R
NWEVRIORGEEZZET DL, ek, BIBEERLVEOREIZEYAIE
R OYGEERFRD IR WIGEITIL, B BB AR VE LSO gz Jill o8 0
HLEET D,

BHA& TR, BOAM N OH I ARE L CHORIERREBLT A2 Z XD 5720,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 RUBEIRIP (BE | BUBEIR 2 5 de) bbb, BERWEES 7Y R—2 &
ICEDZENHLHDT, Ag, FEl, WEEEOFEROFHLCMBEE O EF- 2+
SEETDHZ L, 1 BEREN DS EICIE &G ERIEL, AR il
FOFGFEDHE) R EZITH Z &,

AR ORI T, &GFGE2S 9B, THLRRIL, &ERBND 14
I 3 B GET Z EICADMEDRHE 21T > TWe Z & 2251, ARG HIE
FEHIRC IR R A CRIROMERBZAT O 2 &
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(E2) hilHE
Hm, EEKRS. RK LRSS 2 5B ER O E

< REZXBARBR LD BE>
HEE R E G O b 5 B
BEYIEZ A DFL TV B BHE

WEE A URYYE Dbl 5 B

i SRR B BUE OREEIE D & 5 B3
I SUTIEYR LTV B TR O & 5 BB

< R FRAPEERS ERDEE>
BHEIE OB 5 BE

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

BREED & 5 BE

HEO B 5 BE

IR 5 AIREME D & 2 FBHE

< KEeHXRALOEKZREIER>

B BEHH

vavJiER T T T4 TF—

PO, PARA, ITFREREREE

AR A

VBT 2, I HRAEE

A4

FEFEME M N EEEDEBRE (DIC)

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

{ LR

SR R AR A T (B A

SRR

B2 REARE MR (Stevens - Johnson JEMERE) . HEEMERR SEIEIE (Lyell SEMERE) . ZIHLEE
DX R =T iAKIE, FRIE - RIRETR

DFEZE, FRAR AR ZEARE

JEYLIE

PR VE O RE G 53 WEBRE (SIADH)
HERAONREORER, MAE R, RMAHRES . WE OB S O R MM EB)[EE . Radiation
Recall 5
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EEEREES A FFA4 v
=RV T (EETHEBEZ)

(BR7E4 : A7V —ARREE 20 mg, 7Y — A EMEFHE 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&EGXR LM DEE P21
6. WHIZEEL THETNEFHH P23



1. IILBIZ

=3 5 DA ZME « B EMEDRER DT DI, I SCEFEIC DWW @ B2 KD
b5, S5, IHEORFEIFOMEAIC LV | PURERKS 72 & OFH0 7 /e A%
FPEEGAEAR SN T, 2RO OERNZBEICLE R BE RS 5 2 L B3BREO
FEE 7p o TRV R M BLER & SO O IR T #2016 Ak 28 4F 6 H 2 H BRI E)
ICBWTH, EHERL SO OREHELZND Z L L ENTVD,

BRI EIR A, B RS R M T 0 7 7 A L SBEF O ESR S & B 5 MR
BRHZENBDDH, ZOH, BINERONRZEMEICET D IERNHERT 5 £ TORM,
VHEEGOBEZRZITHZEDBMFRFINLBEFICH L THENT L &I, BIE
HDNFEL LT BRIC Bkt IS 2 & D 2 &N ARER — & O BAF 23 7= T R B < H
THZENEETHD,

L7eRoT, RUA RTA4 2 Tld, BB I E TIZE LTV D EFIKFEH -
BHER RN FES & | LUN O =35 O g 70 (5 & HEtE 5 2 BLA 0 D B e i B %
Tl OB E R T,

I, ARTA BT A A%, MSIATBOE N EIE N RS SR, ASHFEABAR
BRI s . — A E AN B AREERNFHE S K OVALRAE BN B AR SR 22 O )
Db EAER LT,

KGR & IR D EMN, ATV — R I 20mg, A7 Y — R EEEE 100mg, A7
— AR AU EE 240 mg (—%4 - =R~ T GEIETH#Z))

R E R BIMEIHR - AN R

B LRAMERORE @, A=A L~7 (Eaf##z) & LT, 18 240mg
% 2 WM CARMERET %, 270 L, BRI T 2%
PFRIEDOGE L, BEHFIX 12 W HMETET 5,
RIGEIBRARE R B R AMEICRT L TA BV AT GEG LR
Z) LOFRT 2561%, @E . AZIZ=Rr~7 (B
%) & LT, 1[E80mg # 3 MMM T 4 BLAHHEFHET 5, £D
%, =R ~7 (BiE7HE#z) & LT, 118240 mg % 2 HEH
[FIRR C R FHET D,

B 3E IR 58 ¥ F  NIRG TEEASHT

(%)

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

DINRESUNT DR, HIER O &=

2 RE X1 zh R ARIGUIER AR 2 M R AR

Ak & OV & 8%, RACEAEY A~7 (Eis i z) & LT10E 3 mgkg

(RHE) % 3 WRHIFIRE T 4 BIAFEFET 5, 7od. oburEEEE
B EPERT 25813, =R~ 7 GBI z) ORI 2 &,




2. AARN DR, 1EREF

A7V — AR R 20 mg, R ATEERE 100 mg K OVR S ERE 240 mg (— 4 - =
R~ 7 (BIEHE#Z) . LIT. TARAL) 1T, AR TERAS e A XLy 7 X
BTV AL e<w A Y —RX 2747 (BMS) t1) 2388 L7= & k PD-1 (Programmed
cell death-1) (x5t il 1gG4 €/ 7 v —F LHKTH 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 & BUZHIE T2 2
THE) BT HZRERTH D, PD-1 IIHURIE R %ﬁﬁépuluﬁyF<HnJ
KLOVPD-L2) EfEA L. U SERICHFINE S 7 VB ARE L T U o REROTEVE(LIRRE
ﬁu%%bfwéOM}lUﬁy%i%ﬁﬁ%ﬁ@u%_t%@%ﬁ&@%ﬁﬁ_%ﬁ
LTHY, EMEREAELE DO L EGEMEICI TS PD-L1 OFRBL L itk DALE
WM & OFICADOFEREBIRN & 5 2 & A ST % (Cancer 2010; 116: 1757-66)
F 7o R R fE B CIRARRE T N EET DA v X —T = H >~ (IFN=y)
IZX > T PD-L1 OFENFE SN, 5B L EMEREICIS T D PD-L1 ORI & itk D
ALEHIR & ORI EDOFEARRN & 5 & O#HE S & % (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 @5 S E 728 AMiaiE, PUFRFER CDS Btk T Hifa ol fafs
FEME AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
EEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 72 RERE&IE, 23
AR TURRF A 72 T ML OWEBEEZ BT 58 FD—> L LTEX LT
Do

AFNT BB OFE R S PD-1 OIS EIR (PD-1 U H > RS HE) 1SRG L.
PD-1 & PD-1 UV REDFEREIET S LICL 0, DATURRERANZ T MRS
PEAL R O AVKB IR k9~ 2 AR IRS BTG M 2 58 5~ 5 & & TRkt e piiEg o iR & r 9
DRI TWVD

ARFN OB I < b D5 SOGIZ K EW%%ﬁ%Ebhﬂi%Xi%tV
ERAlIL ﬁbwibé AHN DB G- R O GRIZIE, BE OB HoIATV . REDPR
D BTG EITIE BH LT FRI mbk$W%ﬁﬂﬁk&%%%OE%k@#LTﬁ
@Wﬁﬁﬁ%lﬁ%ﬁ%ﬁb\ W EDRIESUSIZ & DRI gD 258121, BIE R E RV
%V§U®&5%®i@@]7‘£ﬂ?§%ﬁ5%%75}3@60



3. BRREEE
S HLf0 i D KGR IRF IR 24T o 72 £ 22 R IR B O pliE &2 79,

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

AN (BUF, IDTICY) 2K 2AbFRIERE 2 A3 2RI UIER AN GE 72 T / TV 5]
STFFE o EMEAJEERE (ECOG Performance Status 0 &2 TN 1) 35 Bl & %512, ASH 2
mg/kg % 3 JE IR CRMEHEE Lz, EEFHMIEE Th 528805 (RECIST A K7 A
> 11 RIC S < Rl & D CR UL PR) 13 22.9% (90%(S5#EIX [ : 13.4~36.2%)
Thotlz, P, FANIRE LBEEIX 125% Th - 7=,

QEMNE M AHFRER (ONO-4538-08 #Hk)

(LS IERIB R O ARIAYIBR A HE 72 WL/ IV I SO %6 o B B A 25 (ECOG
Performance Status 0 2 Y 1) 24 il 256t 512, AAl 3 mg/kg 2 2 3 Ml IR C AR e e L7z,
FERKEE TH 28502 (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
ElX 6.0% CTH -7,

OVEAEFHRER (CA209066 #ER)

vraf ~ 7 ZARE Y ¢ )V A B EW AT R 7 Bl (LLF, TBRAF)) V600 2R D72
BB PEIE R TR ORI BIBRANRE 7 I / IV I ST F 38 oo MR B AR E (ECOG
Performance Status 0 & OV 1) 418 5 (ASAI#E 210 #l, DTIC #f 208 i) A %42, DTIC
ZxPHR & U CARAI 3 mg/kg % 2 WM RIFE T A EE Lz & & OF MR VL 22 R
L7c, FERHMIEE Th 224 HME (LLF, T0S)) (Rl [95%EHXH]) D
FEMTHE B, AHKIEEX NE® [NE~NE] % A, DTIC #C 10.84 [9.33~12.09] 7 H TH
V. AANL DTIC 1Tk LFEHFRNCH B RIER 2R LT (O — REE 0.42 [99.79%15 48
X :0.25~0.73], p<0.0001 [J&H!] log-rank HE], 2014 &£ 6 A 24 BT —X 1 v A
76

* HERRE (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##

@SB IFABR (CA209037 #BR) 2

A AT (Bfarffaz) CUF, T4 U A<7]) X BRAF BLEA 2 &L
FIRIERZ AT 5 RIGU R AR 2 M/ IV X3 HRoEERalEEsE (ECOG
Performance Status 0 &2 OV 1) 405 5] CARAFIRE 272 #il, {b5290% (DTIC XX NVR T Z F
Py ENRY Y ZER L OB BE 133 Bi) 2RI fLEEREE IR & L TOARH] 3 mg/kg
2 2 JARIRINE CATEHHE LTz & & O MR OS2 i LT, FEFMIEE Th 5
Z3h% (RECIST A RI A+ 1.1 JRICEES < FyuflElc LA CR X PR) I2OWTA
BRI G ST WD 120 Bl 2 fRHT RN & U CHRRIfRT 217 o 7o R, AHIEET
31.7% (95%(SHEIXH] : 23.5~40.8%., 201443 H 10 HF—& 1> b4 7) ThoT,
BB, HINZFDROBEIIHRE L TWeroTz, b9 —ODEEMEHEE TH 5 0S

(Fofi [95%IEHEIX ) (22N T 182 Bl A R~ BEL) B THRIET 21T - 72
R ARHIRET 15.47 [12.39~NE] 7 H | {LZBIERET 13.67 [11.50~NE] 7 H TH |
AFNIACTFFIE TR LR AN 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 TR (ONO-4538-17 55k)

{ESIRIERIB R OARIAYIBR A RE 72 T/ IV I SO % o B B AfE A (ECOG
Performance Status 0 TN 1) 30 ffilz x4, KAl A Y A~T7 %0 (LLF, TAA
+A Y L~vT)) Fh Lo, FEFHMEEE Th 528205 (RECIST A K7 A > 1.1 R



WZHES L hfullEIic XD CR XX PR) 1 33.3% (95%(EHEX ] : 17.3~52.8%) Tk -

770 72, FHICHRE LT-HEEIX 23.8% TH - 7=,
*: KF) Imglkg ((AE) &4 ¥V A~7 3mglkg (KHE) Z[F HIC 3 WG T 4 [BLAEEE L2k,
AF 3molkg (REE) A 2 B RIRINE CAREE Lz, PRSIV TR, AR 2 ROIc#E L.,
A Y A= TIFARFNOBEGK T 5 30 0L Lo Z BV CHRE- 2 BE LT,

@ISR (CA209067 7AER)

(LA RTIG IR ORIGYIFR AR GE 22 M/ IVH o Bk B il 835 (ECOG Performance
Status 0 & TN 1) 945 ] ORAI+A &V L~ 78 314 B, AFFE3166], A Y A~T
BE3IS ) 25t RIC, A B AT HEEZIRE LTRF+ A U LA~ THE R OERH
B G- OAIE R VM2 BEt Lz, EERMBEE T 5 0S (HFRAE [95% X M 1)
DEHEFENTRERIL, AFI+ A Y A~ T7HETNE [NE~NE] 5 H, AAI#E T NE [29.08
~NE] Z7H, A Y A~T7#ET19.98 [17.08~24.61] W ATHY, AAI+A Y L~T
B 5 R OAFNB G153 A BV b~ TGS LR FOICH B R ER 2R Lz (ORAI+ A
U A~ Tih o — N 0.55 [98%EHEIX[H : 0.42~0.72], p<0.0001 [J&%! log-rank
RE], AEE Y — R 0.63 [98%[EHH X [H : 0.48~0.81], p<0.0001 L&) log-rank
ME], 2006828 H1 BT —4% v hA47),

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, PEHBSEZ RSO TIE, AH 2 RIS
L. AU AT IIABOBERKR T 25 30 45U EoOBEEZ BW TS 2B LT,

7B IRIBUIBR AN BE 7o P A B B & P RICAH + A B Y A~ T B EIZHOW TR
U7-1EsNeE T FEEBR (CA209004 3458) D =d— |k 8 1281 5 ERE (modified WHO %
HEIZ -5 < CR XX PR) 13, fLEIERIBEEE T 46.4% (13/28 i, 95%(5HEIXH -



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

(PD-L1 F&BLIRBLE DA 2 Je OVZ2 42 4)

MBS IAERRER (CA2090675858) (THA AN DN BE OT — X ZHES & JEIEHHRE
IZ3 W CPD-L1 2588 U 7= MR S b 251G (BLF, TPD-LIZEELER ) BINCHRERM
(ZHRAT 24T - T2 M OV B DR BRI T LB Y Th o7,

BB LT, PD-LIZEEBRN %A (PD-L1<1%) OBEHEMN & i L T1% E
(PD-L1=1%) DEBFHEMTA Y A~T7 O _EFREEMEMEA 2SRRI - (F),
BB, AH+A ) A~ TRORENT 0 T 7 A JWIFPD-L1 <1%0 BHEHEM L PD-L1=
1% 0D 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

X3 CA209067 FRBXD PD-L1 EIHEH|TD OS D Kaplan-Meier Hif
(7R : PD-L1<1%DBHELEM, FX : PD-L1=1%D BHEEM)



@IEFE LR MAHFRER (ONO-4538-21/CA209238757)

SEARUIERTE O IMb/c H1/ IV o M R fE A 906 il (A ARNEHE 28 Bl Ede, AFIRE
45301, A BV A~T (GEETHELZ) BE453 ) 22X, A BV A~TExRE LT
AF) 3mglkg % 2 MR CERMEHE L & S OFMER DR 2MEEZ R Uiz, EERHM
HH Th 5 MM (R i [95%EHEXMH] ) O RIFETRERIL, AFEET NE

[NE~NE] # A, A U A~T7HETNE [1656~NE] A THY ., AFNIA Y L~T
(2 USRS B AL R 278 LTz (O — R 0.65 [97.56%f5 48 X[ : 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) JFiZ3dE (55 7 B0 (CE < 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



(24 1]
OENE TR (ONO-4538-02 #5k)
AEFRITEE (100%) (ZRD LI, AKH L DERRERPEE TERVAEFFRRIT
30/35 B (85.7%) IZ#B®H LTz, FHHEN 5% EORIERIZTRO LEBY ThoTz,
#1 FEBRRN 5% EORIWER

BB BRI B (%)
FEARGE 35 Bl
(MedDRA/J ver.16.0) 4> Grade Grade 3 BL I
AEIEA 30 (85.7) 9 (25.7)
o WhkEE
FOR AR REAR T E 5 (14.3) 0
H ke
T 4 (11.4) 1 (29
B 2 (5.7) 1 (29
RIS 2 (5.7) 0
—i% - REEEER X O SR O REE
I I7 5 (14.3) 0
1 B 2 (5.7) 0
HEE 3 (8.6) 0
FE R R P
JH b 2 (5.7) 2 (5.7)
g R AR AT
ALT #40 4 (11.4) 1 (2.9)
AST #4n 5 (14.3) 2 (5.7)
M7 VT 2 A 2 (57) 0
1T CK #an 5 (14.3) 3 (8.6)
Mg 7 L7 F =8 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/n 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
~NE S u 3 (8.6) 1 (29
U 2 RERER D 5 (14.3) 1 (2.9
I RO 2 (5.7) 1 (2.9
fi R fafn AR T 2 (5.7) 0
1 MR 2 (5.7) 1 (2.9
R ERE 2 (5.7) 1 (29
M i ERE 6 (17.1) 0
SHERE T3 HE0 2 (5.7) 0
Wit T3 W 8 (22.9) 0
Wit T4 W 6 (17.1) 0
SHERfE T4 H30 2 (5.7) 0
U v~ F R 3 (8.6) 0
1A ALP 50 5 (14.3) 1 (2.9
PR BRI R 3 (8.6) 0
AR~ — A —HEhn 2 (5.7) 0
EAEZARLNp] 2 (5.7) 0
Y—T X TaT A N 4 (11.4) 0
A CK i 2 (5.7) 0
ER R L O A MRk E
AR 2 (5.7) 0
PR E
R b 2 (5.7) 0
K= 2 — R RXF— 2 (5.7) 0
R g F KO FRRRREE



BRI Bi%% (%)

FEARGE 35 {3

(MedDRA/] ver.16.0) 4= Grade Grade 3 UL E
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

7k, FEMEMRE 1F] (2.9%) . KB - BEO TH 161 (2.9%) | FfRFEE 4 4]
(11.4%) . NFHénelsEa 5 6 (14.3%) . BRERERE 2 1 (5.7%) . FURIREEREREE 8
(22.9%) . REIEEEE 16 (2.9%) . EEOKEEE 1H] (2.9%) KOS E 9K 14
(2.9%) MFRO B, £, TEEHIERS ., infusion reaction, 1 AUBEIRIFT. BEXK.
HIEFEERE, Mok - BEIEEAE. DO, Wik, TS, MERUHAARIE/ X A/~ TF— K OV
PN/ NS PE SR BEIR X8 D B IR 0o 2, AREIVEARBUR LT BIHE ES (AR
R 2 ET) 2B RZ R,

QEWNE TR (ONO-4538-08 7ik)

BEFLIL 2224 Bl 91.7%) [Z8BD BV, KAl ORRERPEE TERVWEFH
Z03 1824 1] (75.0%) (2780 Tz, FHED 5%LL EORWERILITRD LB ThH-
770

£2 BEEN 5%UEORIER

FREBIR % (%)

FAGE 24

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

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

FOPR IR BE AR T 6 (25.0) 0
B

L 2 (8.3) 0
—i% - BEREER X O SELOREE

3 4 (16.7) 0
AR AR A

IR E > 2 (8.3) 0
Rt L OseEREE

FEX SIS 2 (8.3) 0
e, MERE 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 OVFRIRERERETE 7 1] (29.2%) MRD LTz, F7o, FBEMERZEE,
FREERRE T (57 >« NU—IEMREFSE) | BHRERRE (RME TR EMEE %) | BIRREE,
infusion reaction, 1 ZUBEIRT, HEEDREEE (BERIEIRIERRE, ZIPALHE, R

10



B | ek, BEIERBEIIE, B - R, SE I IRR. LR, Bk, ITR. B
FRRRERIE / < AT — R O e L /MR PESE B 1358 B e o 7o, ARINERSE
BURTPLIIBE SRR (RRMAER T 2 at) 2aEitRe =T,

@UEAFEMAFERER (CA209066 RA5R) V
BEFGIIAFIRE 192/206 6] (93.2%) . DTIC £ 194/205 1] (94.6%) (238D S, 1R
BRE L DK RBIR N IE T 2RWA 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|2 00
BEBNH AHHE 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 o SRbEE

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

1 MRS 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 i 13 (6.3) 1 (0.5) 43 (21.0) 1 (0.5
—i% - BEEER L O GERN OIREE

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 L OseEkEE

BARIEE 11 (5.3) 0 19 (9.3) 0
BRI L O A MRk E

RAHiR 12 (5.8) 0 3 (1.5) 0
PRSP

SFR 9 (4.4) 0 14 (6.8) 0
F ¥ KO PR RkREE

HLBE 13 (6.3) 0 4 (2.0 0

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

7 5 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 . AW CRVEMERIR B 3 41 (1.5%) . KIS - T O T 6 61 (2.9%) |
PRRREE (F T v« NLU—EERESE) 28 i (13.6%) . IFHERERET 7 451 (3.4%) . B
RERRTE 4 1 (1.9%) . TFEMAHEREEETE 4 6] (1.9%) . FURIREEGERET 13 41 (6.3%) .
infusion reaction 15 {51 (7.3%) . 1 BUHEIRYE 161 (0.5%) . FEEE DR REREE 3 5] (1.5%)
KOSEIER LA (05%) Nl OIT, £z, BIBEE, FE., EEMEIE, X
% - REMESE, DRI, AR, IFOE. BEBUTRLARIE / X AT — L OV M i/ MO
BBURIEER O bR Do 1o, ARRWERBEBUR DU EES (BAREERET +5T) %
BUHEFHERE T,

11



@yFAEIFERER (CA209037 #BxR) 2

A EFRITAAIRE 265/268 B (98.9%) . AL FHEIERE 98/102 5] (96.1%) 1Z#RD 5
AU, IRBRIE & DR EERN G E T E WA EFEFHGIIAAKIRE 199/268 5 (74.3%) . b5
FRIERE 85/102 1] (83.3%) 1C38 O BTz, WFNDRETRILERN 5% EORIWERIX

TEROEBY THoT,
F4 DTN ORETHERERN 5% EORIER
B (%)

B s JAY 7
ke A TCRER

(MedDRA/J ver.17.1) 268 il 102 71

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

AEIER 199 (74.3) 33 (12.3) 85 (83.3) 35 (34.3)
Mg 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 (0.4) 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 - 12 (4.5) 1 (04) 21 (20.6) 3 (29
—i% - BEEER L OGN OREE

T IE 14 (5.2) 0 7 (6.9) 0

I 5 82 (30.6) 3 (1.1) 41 (40.2) 4 (3.9)
5, FER X OB A GHE

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

ALT #4810 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/ SRR E 1 (0.4) 0 8 (7.8 3 (29

P i R 3 (1.1) 0 8 (7.8) 2 (2.0
B L OsesEEE

RARIRHE 18 (6.7) 0 17 (16.7) 0
BRI L O A RREE

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

k] 11 (4.1) 0 8 (7.8) 0
PR PR

K= 2 —a T — 1 (0.4) 0 10 (9.8) 1 (1.0)

BEIE 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 E

Jii BAE 2 (0.7) 0 28 (27.5) 0

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

%% 34 (12.7) 1 (0.4) 5 (4.9) 0

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

=EAEABE 24 (9.0) 0 0 0

7B, ARFIBHZ RSO CRIEMEME R 8 1 (3.0%) . KIF% - EED TH# 4 6 (1.5%) |
PR 33 451 (12.3%) . JITHEEERETE 22 5] (8.2%) | EHERERET (JRMNE FH) B MR 2%
25) 541 (1.9%) . FURIREERERE S 23 5] (8.6%) . EIIEfFEE 1 41 (0.4%) . infusion reaction
10 5 (3.7%) . EEDREEE 141 (0.4%) . R 241 (0.7%) KOS E 9 S 3
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(L1%) #RD DI, Fio, FERAMIERE, LIMRG, BEFHEE, Bk -
Mgk, LY. F%. HFA. BERUBRARIE/ S 435 — R OV RERE L INOR A PSR BES
D BV T, RRERRBLRLEBIES S (RRERERRTE2ET) a0
FHER &R T

GEMNE DR (ONO-4538-1735R)
AHERFRGIILH (100%) (25D Hiv, AFlE ORREBEGNGE CERVWAERL LA
Bl (100%) (23D BTz, FEBERNS%U LORIERIZTTEO LB Tho Tz,
#5 FEBRMN 5% EORHER

LREBIKR B (%)

FEAGE 30 i

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

S=qii 2 (6.7) 0
3 IARE TS

FR AR RE TTAESE 2 (6.7) 0

R AR REAR T 7 (23.3) 0

BEELS 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)

RAGPETRIE 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)

IR 2 (6.7) 0

LA 7 /vl VR AT 7 X2 —E8n 4 (13.3) 0
R L OsesEEE

EA U T A E 2 (6.7) 0

BT V7 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 23 KO ARk E

RAEiiR 5 (16.7) 0
R R R

U 2 (6.7) 0

SRR 5 (16.7) 1 (3.3)
MEas. MERR X OWthpkEE

R M 26 2 (6.7) 0

I eI 5B 2 (6.7) 0
KRR L O PRk

13



B BRI Bi%x (%)

FLAGE 30 #il

(MedDRA/J ver.20.0) 4 Grade Grade 3 UL I
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%) . FURIREEREREETH] (23.3%) |
[FR 1 i B3 31) (10.0%) K% - BEEE O #3451 (10.0%) | B oD £ J B & 3451 (10.0%) |
T EAFERERE 26 (6.7%) . 5 E 9 EK LU (3.3%)  BERUH @l AEE/ < A4 XF—24 (6.7%)
R OFFlRImAR ZERRIE LR (3.3%) 235O LTz, F7-, BHEREREE, FIBHRERSE, 17
BERIE ., e, BIEMEEAE, MK - $lE% . infusionreaction, Dofiidk. ik, sz
1/ NI PESR B K OFF A I338 D /e o 7=, ARIVERARBURDUIESE S S (K
MREMERT 2 E5T) 2E0EERE R,

@M/ FIMARRER (CA209067757)

BEREGIIARA+ A BV L~ T7RE312/31361 (99.7%) . AFIEE312/31361 (99.7%) . A
B U A= 7 HE308/31141 (99.0%) 1278 HAL, IRBRIK & ORRBRNPEE T RWEH
FHUIARK+ A BV L~ THE300/313061] (95.8%) . AHKIEE270/31361 (86.3%), A U A
~ 7 HE268/31161 (86.2%) (278 L LT, WO THELEN %L, EORIWEMAILT
HDOELEBY Th-oT,

K6 WTNHORETHREED 5%LL LORIER

B (%)
2lapre VA
e FAEAEY L T AR TEU LT
*(Me”gDRA” ver19.0) _ 313 44 313 i 311 4
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
iz 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)
15351 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 PNz 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®RYS
HRAL 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
W55 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 pe Iy AT TE) LT

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

4 Grade Grade 3 UL b 4> Grade Grade 3 ULk 4> Grade Grade 3 UL 1

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

BAEGR 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 R L 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)
AN TS S RON 7 =1

AL 24 (1.7) 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

fitilige 2 21 (6.7) 3 (1.0) 4 (1.3) 1 (0.3) 5 (1.6) 1 (0.3)
F2 &8 KO TR E

a3 15 (4.8) 0 17 (5.4) 0 11 (3.5) 0

% 9 FEIE 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)

RN 2N 22 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~ TR WD TR 86 (27.5%) | JITHEREFE E 1024
(32.6%) . HURIRFEREIEESTHI (27.8%) | EHEREFEE2161 (6.7%) . VE M iz HE25
B (8.0%) . KAFZE « HEED FHI60HF] (19.2%) . BEE DR EEE221H] (6.7%) . FiE
RESRERE 2761 (8.6%) . FITHEREREE1451 (4.5%) | FER3M (1.0%) . Mok - B
221511 (0.6%) . infusion reaction 13/ (4.2%) . 5 & 5 55341 (1.0%) . 72361 (1.0%) .
RERL T RAE / < A3 F—5001 (16.0%) | T 514451 (4.5%) K& OVFR IR % 2842 iE 2451 (0.6%)
MO BTz, Flo, VRBERIE, SEIEFEAE, O R & OV s MR S5 5T
ERR O HALIR Do T, AFIBEIZ I\ THIRE R E66/ (21.1%) | IFHEREREE 2461 (7.7%) |
FOR IR RERE 4761 (15.0%) . BREREREE 36 (1.0%) | [IEMEMZEESH] (1.6%) |
KRG - BEE D FFI1661 (5.1%) | HEE OO J Jilr 3811 (2.6%) . T TR RERR Z 3151 (1.0%) |
B RERERE 301 (1.0%) . BEZ3HI (1.0%) . infusionreaction 14f1 (4.5%) . 5 & 9K
2200 (0.6%) . BERUHRMEIE/ S A/ 3F—2861 (8.9%) . AF4c2M (0.6%) M ONERMRIL
FRFERRIELE] (0.3%) MFB® Dilz, T, VRUBERS S, BEREMIIE, MK - B,
O AR e O PR i MR PESRBER I 3GR 8 B AL 720 o 7o, REIMEFHZE BRI X
BliEES (RMAMEET 25T 23 0EHERE =T,

AR UIBR R RE 70 BN R AR 2 K GUIAA+ 4 BV A~ TG 2t LI oS
I #85ABR (CA209004 #kER) D =7k — b 8 IR\ T, (LFIRIERIBIREE 28 ] & (L2
BB HRAEE 136 & O T, ZaMtIcUfE 2RIl oo olz,
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DEFR LR A FRER (ONO-4538-21/CA2092387:K57%)

BEFGIIAKIREA38/45215] (96.9%) . A &' U L~ 7 #E446/45301 (98.5%) (2780 5
AU, IRBREE & ORRBIRNAEE T E R WA FFGIIAHINEIBS/452145 (85.2%) . A &'
L= 7434145301 (95.8%) IZFBD HALTZ, WM ORETHRILENS%LL EOREIERIX
TEROEBY THoT,

KT VTR0 TREENSWL EORIER

T H ik AEYLRTE
Grade 4= Grade Grade 3 UL | 4= Grade Grade 3 UL |
RIVEHATH A YL JEBIR | Bl EBUER | BBl B | EI B
(MedDRA 12 k. % SOC-PT 4y3H) - S D) ¥ (%) ¥ (W) (%)
ESEN 452 452 453 453
ERL 385 (852) | 65  (14.4) | 434 (958) | 208  (45.9)
B SR KOV ALk e
RAETR 57  (12.6) 1 ( 02 49  (10.8) 2 (04
i PO 35  ( 7.7) 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
gt 12 (27 1 (02 4 ( 9.7) 2 (04
M PN RZIG: 24 ( 5.3) 14 ( 31)
KIHHR 9 ( 2.0) 3 ( 07) 45 (99 34 ( 75)
— - RHBEERBL OGO REE
1 7 5E 57  (12.6) 1 (02 53 (11.7) 4 (09
9557 156 (34.5) 2 ( 04)| 149 (329 4 (09
FEEN 7 ( 15) 54 (11.9) 2 (04
R R A
U s—BHINN 30 ( 6.6) 19 ( 42 26 ( 57) 16 ( 35)
ALT #n 28 ( 6.2) 5 (1.1 66  (14.6) 26 ( 5.7)
AST #4Hm 25 ( 5.5) 2 (04 60 (13.2) 19 (42
77— HIM 25 ( 5.5) 9 (20 14 ( 31) 5  ( 1.12)
PRI ORHEE
AR 18 ( 4.0) 39 ( 86) 1 (02
PR R PR
BEp 44 (9.7 1 ( 02 79 (17.4) 7 ( 15)
B R 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 CEIFSERON TaF] e
I ] 15 ( 3.3) 2 ( 04) 24 ( 53)
W WREE
R IR AR IR T AE 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, AFIBEZI WO TRHIE MR 11 61 (2.4%) | BORUHRLARIE/ < 43T —48 f
(10.6%) . fiTBEREFEE 40 {5 (8.8%) . FUIRMRFERERET 91 5 (20.1%) . #RiEFETE 83
5 (18.4%) . BHEREREZE 6 5] (1.3%) . BIEHEREREE 64 (1.3%) . FEMAHFeE=E
8151 (1.8%) . infusion reaction1l {5l (2.4%) . K% - HED T 21 5] (4.6%) . =
JE DRz R 5 1 (L.1%) . 1 AUBERSS 161 (0.2%) | B2 341 (0.7%) . 5 & 9 A
2 0 (0.4%) . JiFZ5 34 (0.7%) 23O, Ei-. BWIEREALE, OE. %k,
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o M /ISR PSR BRI . AR - Bl SRR AR FERRE S OB MERRAE 2013580 &
Nrpinoie, RREWEHZESURILIIBEE SR (RARAER T 25 2Bt
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]

AFNOREMEpERETT LV ZRA LY 2 a2 b—v g 12k AH 3mgkg ik
240 mg % 2 JARFIR TR G L7ZBROARE O MG TIRESHE Sz, ZORFR. KK
240 mg Z 4% 5 LB EIL. AK 3 mgkg 5 L BROBRGEE & ik LRl
T ETRIENTZLOO, ERANBEIZEBOD THERMERHER I TV AL AE (10
mg/kg % 2 HFRHIMRECH&REG) CARFIZEG Lo BEOgREE & & ik U CRfEZ <3 & Tl
Shie (F2), M T, BROFEEICHT 27— 2 Ic 5% | A#K| 3 mgkg X 240 mg
Z 2 AR TG L2 BRO A O R & & A M SUTL 2 & ORI 2 Gt 2 1%
FTOSET VP S L, BBhEIZOW TREP TO iR, ERRo Mk - A&
WA O AVEICHME R EZR T W E Pl SN, -, EERAERAE BT
HT —RIZHADE | KA mgkg XL 80mg & A v U A~ 3mgkg % 3 HHHRETHE
B U T BROAHN O R 7 & 22tk & OFE A a2 R SUSE T LV MEE S 1L, i
BEIZ DWW TIREI AT OISR, RRLo Mk - HEOM TN ER 1T
EFPHlENnT,

K8 AANDEHBRE T A—F

- R Crax Chrmind14 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 mg/kg 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 #IEIF 57214
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 EHARIBIZI T 2 BARMIETIRIE, Cavess 1 EHFAIRIBIZIS T 2 FEHMLIE T
=38
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4. FEFIZOWNT

MR UIBR AR 72 MR i B (T T 2 5612, &GRS & U CERAuREA (45
) DL TNDZ &b, éumﬂﬁ%uﬁtﬂ ’%MT%%@M XChHDOLULENDD, £
O LT, EHRES Y X7 EHGHE (RMP) ([ZHD X AKFI O EIES 2V SUEE ~D ) 1k
HilA3 8 2 Mgk T o T, AN OE G- 72 BE A2 2Wr - K58 L, AFOBRGIZ LY HEZR
BIER 238l LT-BRICxHE T 2 Z E 3B e 7=, LLFOO~@ D3 X T &iiij= 3 Mizkic
BWTHEATL2RETH D,

O MEFRITHOWVT

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

(1) EATBRENEET 203 A Fa LS RS (BN RS A2 s HE LS IR L |
Mt 23 ARSI SRR . sk S A BSIERRE 72 &) (CFRR 30 45 4 A 1 HIER 437
fiig%)

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

(3) BN FNIEET 203 AT (D3 AR EWPE, 3 A2
W19, 23 ARSI EEHEE R 72 &)

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

(5) #ﬁﬁ@ﬁﬁlﬂﬁﬁfibuiﬁm@ RIEITR D AT > TV Dtk CEEk 28 4F 7
A 1 BEER ;1290 gk

O-2 EVEREMEOALFRRIE K ORIE IR O XIS A53 7o ki & B8R & FF o= Al
(FROWTINITIEE T DER) 23, YEZEBOAFICET IBROBMEE L LT

BESNTNDZ &,

*

o [EEMFFESE 2 FOUIMIMHEZ K T L7221 5 LU LD D AUTBE DB IRIHE 2
{ToTCWAHZ &, 95, 2L R, BAREMIRIELS I & LIZBRIERE T ONHME %
IToTCWVWBHZ L,

o [EAIRFFISE 2 FOMBINHEZ LT L7211 5 F UL B0 BE EVEIE G2 Ol
KRR ZA L TWNDH Z &,

Q@ BEANOERLFREBEOMERIZOWNT

3R LG A BT T D B DL S, BRI D OFRE D, Ao - &
EMEIENE R OB IR CERSE IR 2R, AEEFSNRE LGS 0o®RE
EH . SRHECHIITON D IEFHINE S TND Z L,

19




® EIERADIRITOWT
®-1 BWERRBEE O3 AH I B3 % B

B MERR B O EE R BITERA N RAE LIZBRIC, 24 BRRIR2IRIRHIO T, ik X
IEEE R 123 T, BB L7 BIEANCS U CABRE E L O CT O EIERH ORI 24
ERRAEOR RIS Y APIE O, BEHITRISATREZRARI N E > TnD Z &,

@-2 EENEFEFICLAFBRNNICETL2EH

N ASIRICHE D D B A itk e OB RE 2 A4 D ERIEFE DNEER =4 Y v
EEDTHERDOA T ) —= T HATOERE L IE#ME LA TE DT — LERIRH 2
SN TWDHZ L, B, BRI OWT, DABRE L ZOFEICHDITAmENT
WnHZ &,

@-3 BIFERDZUTLRINICE LT

BIVER (RYE MR BTN 2 | EAEMEEDAE, OFR . Mk, B RARE . RIBXK.
HEO TR, 1 RBERA, ITHERERETE . HURIRE eI S, MRidlas . BiEE (A -
PRADE RVEMEB R 2 Ete) . RIS, Mk, BEEO LGRS, FIRILSIERSE, infusion
reaction, SoSENE ML/ B PESEBER (ITP) | 8B DS SO, AR R 3, Dl (O
i) « ZRAR - OEVEIAMIGHESE) | iR ) (Txf LT, MEkhiiak T B e
PRI D HENEZ G 5 AN & EEE U (RIEH OZBr-CRcIZB L CRER SR 23201
ODNOEHICH D Z L), EHITHEERENTE KGN ESTNDL 2 L,

=t
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5.

BEXMRLIDBE

(GBI 5 4 1H]

@

@

TREDBEHEIZBOTARADOFIMERREN TN D,

o ALFIRIERIGR K OBETER OARIGEIERANRE 72 TLHT/ IV ] SO L8 o v R iE
B

o SERUIRFZ Db/ M/ VI Y oM BAfEERE BT DI HEhERE

723, BRAFBEE AR Z 6T 5 BEIZH W TL, BRAFBFANC X 210K LB ET

HZk,

AHI+A BV b~ 7 BGIMEFFRIERTBRE ORIGUIBR R G e M B iR 4 5
& L=/ S IARRER (CA20906735R) ICBW T, MR E S A B Y A~THKE
2k L CTHMERRGES LTV D, 22 L, KA+ A B Y A~ 7 H5 & AH| B
5% el U7 BRI EHZ B WL TiE, PD-LIEERICE D A BV AT D L3
HNRD R DBAN TR ENHFERPGELNTND (Tp2R) , 2o, Rk
Ui AR 2R R AR IZRB VT, REIE A Y A~ T L OJFHEE O 2 f
Wrd 23540, PD-LIEHE* 2RI 52 ENEE LU, PD-LIEEEN1%LL ETH
D2 EDHER SN BE TRV TL, JRHL AARIEMER LSBT 5, k. BiIG
UIBRARE 72 M B RS 2 b R & U7 yiEsh o 1 #EEBR (CA209004385R) D =27k —
R8IZIH W T, (L FIERIRE BE &AL FRIEBEREBEE & ORI TARAI+ A U A
~ 7B O NECIE R ZRITIRD TR,

kARFIOBZWFE L L, RFE4 : PD-L1IHC 28-8 pharmDx [# =1 | 28A&R ST\ 5,

(1)

AJCC (American Joint Committee on Cancer) J&HA23%E (55 7 i) 1235 < 54
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(%

EPECBY % ]

O TRICEYTHIREICOVTUIARIOREN LD L SN TWDE Z b, &5 %21T
bz &,
o ARHIDITIZHRT LIBBEUE OBEER O & % BE
@ WRERTOFHIIZEB W T FRRICIEY T D EBEF IOV T, AAO B GIIHELE I L0
D3, MOTEEEEIRE A 2 WIGAICIR Y HEICARZFERT L L E2ZETE 5,
o MEMMEEDOEI I ED H 5 BE
o oSG A C RV R 2 78 6 D A K ONE B D U i i 2% <0 Jk e M it 2%
LD RIEMELD A BN 5 BE
o HOEHREEREOAE UTEMEMZE L IEERMED B e RKEOBERD
&) é /%‘%‘
o eI (GEMERIRBAIE 2 5de) O b DEHE
e ECOG Performance Status 3-4 2 » B
(2 ECOG @ Performance Status (PS)
Score EF
0 AL R IRETE S, BIFAIEE LB EAEENHEIRERITA25,
1 PRI LR ENIHIIR S B A, A TAIREC. BRAEECEE > TOMERIIITH Z &N TE B,
B . BRI, HGEE
) WATRRECTH YO DREIY O Z LT T R THAREEMERIZTE 220, B o 50%LL 1T~y FAT
SI Rl
3 ROENTZHSOEDEY DZ L LnTE7R0, HHO 50%LL EE2 Xy ROl 2,
4 2LET RV, BOOHFORD O LiFael TERY, By RhKRTF T4,
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6. HEICERL THETNEFH

O ICEZEITN X, BOEIRFEEE DRt 5 ERFE I LD & ARH O Feik K OV E
DT OIZ B HmE T L TR 5 2 &,

@ IREBRMAICIENI D, BE UXE OFERICHE IR OERRIMEZ A L, FE %25
ThoHEETH L,

@ IRIGYIRAEREERAERE ICBW T, AF LA BV A~ T L O HEEO AR
R 5854, PD-LL BBLE MR T 2 Z &N E LW, PD-LL RBLEE D R
TEXRWEARIZIE, AR LA VY A~T L OOHOBEE 2@ fwr Lz L oks
THZ L,

@ FERBMEHO~FT AL MZOWT

MEMEMRER D 5D Z ENRNH DD T, REOEKGIZH T - Tk, BRI
AR (PR RIS, Ik, FEEVE) OREFE R OISR X A O 3%, Bl a 145
IZAT9 2 &, Fio, LEIL U THE CT, i~ — 7 —%0R&% FEiiT 2
Z &,

AFNOP 5L EE O infusion reaction (2 2 CEEAMFIZ 72D TE 5 Y
i aAT>7c L ChMRT 5 2 &, £72.2 [ B B OAFHI % 5-FFIZ infusion reaction
NHLOLNDZ L HHDHDT, KAE M OAKRAFE G TRIT AL Z YA
CERET 5%, BEOWREBEL+H2ICBIET 52 L, 723, infusionreaction &
FHLL72E 121, B TOMEE R OYERA ERICEE T 5 ThREZ il
T5Z &,

FURIREREREE 23 DD Z L3 d 5 DT, RAIOF 5Bl haHT & O 5-H1
HIREMIAY IS FR IR RER A (TSH., Wz T3, el T4 FORE) 2K 5
Zé&,

AHNOEEIZ LY | WEORIEFINTRRE T 5 L& 2 BN DHER 2 R EEWIE
DHLOLNDZENHD, BRENRBOOLNTGAEITIL, BELEFERIIS L
B 72 5% & RRBR 2 FF- D[R Aill & i U Cal bl 2 B nie W 21TV i o
FOSIT X 2 BWER A3 g0 2 35511, AFIDORIE T I, K ORI BE AR
NEHOBRGEEZBETDHZ L, 2B, BBRERLVEORGIZEYETE
R OYGEERFRD IR WIGEITIL, B BB AR VE LSO gz Bl o8 0
bEETDZ L

BT %, BORAM N OE I AREE L CHORIERREBLT A2 Z B3 H 570,
AFNOBERETZRICHRIEHORBIZH2IZEET H 2 &,

1 RUBE RSP (BE | AUBEIR I 2 5 de) b bbb, BERWEES 7Y R—T &
ICEDZENHLHDOT, g, FEl, WEEEOFEROFHLCMBEE O EF-I1C+
SERTAHZ &, R EON T SE TR G2 HIEL, 4R H
FlOF5E DY ILEZITH Z &,

23



IR BIBRANRE 72 M SR IE BB A T 2 BRI, ARAIDERIRREBRIZ B W T, &5
B 6 3 B AU, LRI, GG 1 ERIL 6 B Z & G MEDRE
ﬁ%ﬁofwt_&%%% . RHNI G HIXESIRICD R OMEREZITH Z &,

@%&@ﬁ@£@@$%m®m%ﬁ%%&&LT@%#%% 1%, AAN O ERIR
ﬁ% IZBWT, 12l Z EICAGMEDRHli 21T > TV Z & 2 5EIT, AFIER G- Fi%
m%%_w%®%;%ﬁo_& Rk, BmEERE L L THERT28B8IE. A
FOBEHIIT 12 VA ETETDH L,
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EEEREES A FFA4 v
=RV T (EETHEBEZ)

(BR7E4 « A7V —ARMEFE 20 mg, 7P —RRHFHE 100 mg, 70—
A IR R 240 mg)

~ TR SHER I ~

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



B &

1. IZFC®IC

2. AANOFE. (FRET

3. ERPRAAE

4, JEEZHOWNT

5. H&EGXREMLDEHE

6. BHICEE L THHET X FIHA

P2
P3
P4
P8
P10
P11



1. IXC®»IC

BRI DA « LEVEDTHER DT OIZIE, BT SCEFICEE S W LB 226 23K
bNd, SHIZ, IMFEORFEINROMEAN LV | FURERES 72 & OFF R 728 BLE
FREH D AGR SN D P T, b DER 2 BIC LR EE TR 5 2 L AR
PR & 72> TRV RE M BOEE & SO FEARTTEE 2016 (15K 28 42 6 H 2 H RIS E)
IZBEWTH, FHEELEOEHORE(EHELXD Z L L Tnd,

BHE SR AT, RS 2 7 e 7 7 A OV ISBAF DRSS & B B N2
RLZENDD, ZOID, AR O ZEMEIZBET 2 EMA +0ERT 5 £ TOR,
YHERKMOBE LB ZT L ZENHFSNLBE T LTHEMNT S & L b, BE
ADFEE LTRSS & D 2 L AR 72— D S 2 i 7 SRR RE T
THLILENEETH D,

LIeRo T KHA RTA TR BARBEREL I E TR LTV D EFEIEH -
FHAR) RHICEED & | LUT OB H b O il 2268 ] 2 HEE 3~ S 8L b B AR B B %
RO EHEHE T,

B ATA KT A %, MISATEE N E R E RS P, A ENE AN B AR
BRI R . —RAEMTEN AARBRRNRHE =, —RAEHTEN BAR B sl 2o KO
NFRAEFTEN AR QPSR 22 O 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 IR R))

REERDREIRR « I SUTERRERR 279 5 B

REERDAERCHE  @% ., BAIZIZ=F L ~7 BIEFHIRL) & LT, 1[F240mg
7z 2 T[EIAIRE CAafFET %,

BE Wk 7 2 E L /NERER AL TEERRA A




2. AFOKK. 1ERBERF

A7V — R S 20 mg,  [FSTEERE 100 mg & OVR S ERE 240 mg (—ik4 - =
A~ 7 (B Z) . LI, TARALD) 13, ARG TERASE A X LYy 7 R
BTV AL e<w A Y —RX 2747 (BMS) t1) 2388 L7= & I PD-1 (Programmed
cell death-1) (242 b MMl 1gG4 &/ 7 u—F LUK TH D,

PD-1 1%, #&EMAE L72 U 788k (TR, BRI OV F o 7 0% 7 —T fifd) LKOVE
BERMIAIC R BT 5 CD28 7 7 2 U — (T MR OTEMAL 2 MiBhAgIC IE & AIZHIE 325 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 ZAnE L TV 7 SBROTEMAIRAE 2
AIZHEI L TWb, PD-1 U F Y RIZFURERRHIRRLSMNC B N OFR % 22 EEEFA R I C 8 B
LCHY, BEMEROMERE )OO L EEHEMKICIS TS PD-L1 OREL L itk DALF
WM & ORI A OMHEBARRN H 5 Z L 3 lE STV % (Cancer 2010; 116: 1757-66)
Fo EERAERE CIIHERRE T MRS ELAT LA X —T7 2a o H v~ (IFN=y)
IZX > T PD-L1 ORBENFE I, 58 L EEARRICI T 5 PD-L1 ORI L%
A & ORNCIEOMBRRD H 5 & DA S & % (Sci Transl Med 2012; 28: 127-37)
S 512, PD-L1 Z9RHIFBL S 728 AT, PURKEERA CDS Bt T Hife oM e 55
IEME 2 S 52, H1 PD-L1 14K T PD-1 & PD-L1 & OfEAAET S & OHIM
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U 2 REEEIX, 2
AR FURFR A7 T MR D OBEE 2 BT 2HFO—>2 L LTEX LT
o

AFNL, FEHRBROFKE R ) PD-1 OMifas I (PD-1 U 4 MGG ) I2FA L.
PD-1 & PD-1 U H v REDRERZMET D Z LIk, DAHFERRNZ T Mok
PEAL R O AUKB RS k9 2 ARG BTG M 2 58 5~ 5 & & TRkt e PLiEg o iR & r 9
ZEDBER I NTW D,

T DR S  AREFNTEMEREG T 2 87 R IREEIZ2 055 O L MRS,
SHSHIVE B 2kt g & U TR PR SRR & 520 L, A2 et L OB AMD R ST,

AFNOVEMEEFIZ IS BEORERISIC X DRIEMER & b b, EEUILTIC
ELARMEND D, AFNOEGH R OREG#ICIT, BEOBIZEZ 752470, BE
O BTG AT, I L2 H RIS U7 MR 2 aak & R 2 FF oAl & s L i
B2 EERRZ I ATV B OREROGIZ K D EIER S b 2 58121, BIRRE RV
RO GHEDWY)IRALE 24T 9 R D D,



3. BB
BRI REs s & A 7 5 SESER R O KGRI Z G- 2 1T - 72 £ 72 B R RER O i &
N I

[H2hE]
[E B (A 55 AR BR  (ONO-4538-11/CA209141 7K 5% )
7T FF R b G AL EIRIE A T %0 560 H ISR BET T ER A RD b
72 ARIE BRI D SR AT HRIE O IG & 72 5 72O T /IV ] o0 SESEE R R 2 eg36141 (H
ARNBE2IH 2 Eie, AAIFE24001, <HREEL12161]) Z %212, RS ERA IR Lz
B (AR —F, REXXEALTEY S~ T) ZRHRE L TARAIZmy/kg%
A MR CAEE Lz & 2 OFER L 22 Mt Lz, FEHMEEE Th o4
A (LA, ToS) ) (HufiE [95%(EHEHIX ] ) D Hr AT #E F X, AHIEETT7.49
[5.49~9.10] # A . xfHBEET5.06 [4.04~6.05] W A TH Y, AFNTIRERTE Y EAHANE
RUTIBRITHR LR IS BRIER 2R LTz (O — RER0.70 [97.73%(5 HIX [ -
0.51~0.96] . p=0.0101 [J&Hllog-rankiE] ) .
*1 1 W H 0 ST DAL ORI 2 &,
*2 1 bR b SNTEREALE, D, o+ FUHE & OWEEE,

1.0
ool - AHE
' -A&- WHEBEE
0.81
0.7
X 06
7
FE 05
041
0.3] 1
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)
AFE 240 167 109 52 24 7
*EEE 121 87 42 17 5 1

1 OS @ Kaplan-Meier Hi#g



(PD-L1ZEBLIR LR DA 20 K OV 4 M)
[E B[ FE MFE R (ONO-4538-11/CA2091413888) ITHAANONT-BED S H

FESALAR I BV TPD-L1 23 8L L 7= B2 5 o 514 (LLF. TPD-LIFEIHE]) (2
BT ARSI —EORE DT — 2 1 HS X | PD-LIZSERRN RN %

T TZAIER NVZRBIEDFRERIZLLTO LB TH -7z,

BEHMEIZES LT, PD-L1FBR N 1% A0 O SR BREE N FIZREEOFER ThH -7 (F

%),
723, PD-LIOFIRIZL 5T, AFOLZEMET a7 7 A4 VAR TH - 72,

-
o
S
i
o
o

—Nivolumab 3 mg/kg " —Nivolumab 3 mg/kg
o | X Investigator Choice % "~.: ..... Investigator Choice
g g
@ @
W 60 - % 60
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/CA209141FRBR DOPD-L1E B RJTOOSO FEFEF % 24ET + v —T v 75 —F DKaplan-
Meierfh#
(£ : PD-L1=1%DBRELM, AX : PD-L1<1%DBELM)



[Ze21]

EER e E S MAHRER (ONO-4538-11/CA2091415K5R)

HEFRIIAKIRE229/23661 (97.0%) K O HEEE109/11141 (98.2%) (258D B, 1A
Bk L DR RBHR DR E TE RV EFRIIAKIREL39/236%1 (58.9%) | xfHf#E86/111
5] (77.5%) (2388 BTz, FEENSWLL EORIWEHIZTEDO LB Th-o7-,

£1 REARBSWLLORWER (VMR RER)

HAH il f BRI
Grade 4= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
AlEAIE A O FEBIR | Bl IR | Bl OB | EHL BBIR | EBl O EIBUR | BB EBE
(MedDRA IZ & % SOC-PT /048) (%) FH (%) (%) (%) (%) FH (%)
RRER 236 236 236 111 111 111
S 139 (58.9) 31 (13.1) 1 ( 04) 86 (77.5) 39 (35.1) 1 (09
MR L OV R bEE
12 ( 51) 3 ( 13) 18 (16.2) 5 ( 45)
It v BRI E 9 ( 81 8 (72
El
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- REFEER L OB LI OREE
) 9E 10 ( 42 1 ( 04 16 (14.4) 2 (18
33 (14.0) 5 (21 19 (17.1) 3 (27
FERE DS 3 (13 14 (12.6) 2 ( 18)
R R 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-GEHELLT, CTCAEVAD %V THEM L. MedDRA ver 18.1) % AW CHAIEZ 7=,

7pds, [MEMERZE 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%) MN#Rd Hi=, Fi-. EIEFEIIE,
DB, e, KiGAk « BEO TR, 1 BBEIRF, sorethm/ M PESREE R . IF4%.
M e - BEEEA . BEOKERE, 59 BEREKOEEOREREEITRD bR o7,
AEIERREBURIUIEESES (FBRREMEE 2 ET) 280EEREZRT,



(At - HE]
AR OREMEyERRET V2R L7y I 2 b—2a 2k, AH 3 mgkg (&
) X3 240 mg % 2 BEREREIIE TG L72BEOARA O Mg HIRENRG Sz, £ Ok
R, KA 240 mg & # G UT-BROEEE BT, AA 3 mgkg Zih L BROBREE & & g
LCHEfEZRT ETFHISNTZbDD, BARANBFIZBW TARMEPHERINLTWDHIH
% - R (10 mg/kg % 2 ARG CHRE) CTARIZ &G LIZBRoRE & & il L CEE
ot e TFHENT. (FR), AT BEROEEIZB T 27 —ZI2HE-5& | AH 3mg/kg
(REE) I 240 mg % 2 AR TG LIZBROARFI OB GER & AWMLk b
OB A RET T D BRBELOST T VDB S, YL OW TR M T iz i 3
FREORE - HEOM THIWE R ORI =R IT R0 &Pl Sz,
K2 FHOEYBE AT A —F

FRE - R Cnax Caindia Cavgats Coaxss Coins Cavgss
(ng/mL) (ug/mL) (ng/mL) (ng/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 Q2W 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 MIHIFE, Conax @ HIIEIHE 522 D fi i L5 R EE . Crminara @ A 5-2 14
A BIZBT 2 R IIE IR, Covears : HIEIRE% 140 B £ TOFHMIEFIRE, Craxss © EFIRBIZIS
Ljé%%m?%ﬁl:f]/%};f\ Cmin,ss : ﬁﬁ%ﬁﬁéiﬁﬁé%ﬁm(%qﬂﬁ%ﬁ\ Cavg,ss . ﬁﬁiﬂ(,ﬁﬁﬂiﬁﬁéqzi@ml%qj

S



4. FERIZOWT

KRS & LTl AR (2FFRE) AT ONTVWEZ b, YHE 4
UNZHETE DHigk CHOIMERH H, £ D LT, AF OGN @b 7 BF 22 W - §F
E L, AKANOBEHIZE Y EERRIERZRB LIRSS T 5 Z ERMERTZD, LIF
DO~BDOT R T &G - THXIZBWTHEAT 2 XEXTH S,

O mEFITHOWVT

D-1 FiEd (1) ~ (5) OWTNNITEYT DR THDH Z &,

(1) BAEFBRENEET 20 A2 EOEEERLTIRRTSE B E I S VSR AwE,
S A RSIEGEEE LR, IS AR e &) CERZ 30 454 A 1 HIAL @ 437
)

(2) HEHERERBE CERR 294 6 H 1 HIFA « 85 fifink)

(3) HEM IR ENFEET 203 A HOEEERRE (D ARRIEEREWHRbL. 23 A2
W IRBE, 3 ARSIELEEHERE B e &)

(4) ARACFHIEEZHE L, SR FEREME 1 SUIHSRAL 2L 2 Of sk 5L 1E
AR DR AT > TV D ftiax CER 28 47 H 1 BIRFAL : 2540 fiiax

(5) HUEMERER AL B EANE Ok A EITAR D B AT > T D fiax Rk 28 4 7
A 1 HERFA : 1290 fi gk

®-2 E@%ﬁ®%$%%&@%¢%%ﬁﬁ®ﬂﬁ’+“@ﬁﬁk@%%ﬁOE%X
(TERHERT (FROWTINITEZY T D EASUIERER) 23, Yi%2WR O AFIZE
TOWRBOEMEE L LTRHES LTS Z &,

*

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

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

o [EENRFFUTERHEMATTIUSZ OYMEMHE A& T L7c#&IZ, 5 0L Eo O pEsE

DEFFRIHMEZIT-> TR, 5 b, 2HEL I, DAL Z ST OENARIO R A
RIEDOBAIHEZ I T>TWnDH Z &,
B, AFNC L DIERICBOTCIRERSE 02N EBRL BT 5720, BEOIERK
(ZY 72 2 WEHEMIE EOROWT IR T M2 7= ERD GASHEHE DLk
1K OBEWE S BLRE O RHGC+43 72 5% & 1B & FEO[ERT) & OBRRBEdED &
WZ2RT 52 &,




© BENDERMLFREEDOEH|IZONT

AR BUCIE S 2 BMEE D ELE S, BERESE) S OB D . AR - 2
PRSI R D N ONEE R ST B EE A (o9~ D iR g i, AR AL
258 DG FH . FERHELDITATON D EHINE > T D Z &,

@ BIEA~OHRIEIZDOWNT
@-1 MERRAHICEE T 5 B4

VR M AR R O BB e BIME A 2SS 2L L 72BRIC, 24 BERIRSIRIAHIO T, Mikitiak X
FEEE IR 2 BT, B L 72 RIERNCIG U CABRE LK O CT S5 D RIEH O#E RN 2
FRRAEORERS Y ARG, BEHICHIGATRERIEHINE > T 2 L,

@-2 BEFRIEEEIC L 2AFFSRINCET 2 EH

8 ASIRIZ I 0 5 BB 70 ik M OBRE 2 A 4 D IERICFEE D EEE=2 ) 7
EBOERDOAZ V== 7 2TWEIRE L FHRZ A TE D F— L ERAH 2
fEShTWD Z L, B, BiEHICOWT, DABE LZOFEIZHHZIZAmESNT
W5 Z kb,

@-3 BEHEADZWrx N LT

BIVEA (MEMEMZEEIZIN 2 BREAEDRE, Ok, Tk, BT RAREE ., KX,
BHEO TR, 1 BBERAE, ITHEERE S, AU E . Rtasd, BEE (BAre
PRAME FVEMER 2B te) . RIS, e, EEORERE ., fRkiRZERIE, infusion
reaction, FSEME ML/ MRIBZDPESEBER (ITP) | 1 B DG [t . MR W a kOl S (o
EARE) « IRAR - DEMEISMUES) . MR M) (2x U, YakhEax X I3r e
HEBA D RLFMEZ A3 D RN & s U (RITEH OZWr-oX I I B L TRE L SR 25 1)
DNAFRMEICHHZ L), EHICHY)RMEN TE DN ESTHWD Z &,



5. REMBRLLRDBE

(AL B9 % F ]

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

@ TFRICENST 2 BB IR D AR OB 5RO EI ST, AR OF MR

LS TELY, AROEEGRR LRG0,

o T IFTRAIE ETLFRRIEIC XL DIRRIED RV EE
o IiTERAHBIIRIE

o MOTUEMESA L O L TR Sh o B

@ AANTEFRILFE B MARRER S BT RIS W TR L THZIMED B

AES LTV D A3, PD-L1 FEELRIC K D FRMEDMM N R D Z &R S D5 R
DEFELNTWDS Z L, PD-L1 ZELR* sl Lo B TARA OG- E O 2
THZENEE LV, PD-L1 RN 1%Ll TH D Z L PERINZAEITE D
TIE, AR OIEHREIRIE S BET 5,

kARFIOZWEK L LT, IR524 : PD-L1 IHC 28-8 pharmDx [# =] 2NEFREN TV 5D,

(ZzefEicBd % HH]

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

DN &,
o AHNOESTITHR LIRHUE DO BEAERE D & 5 BHE

@ RERTOFHIZBW T FRLICIHEYS T D BEIT W TE, AR OEGIIHELE I 00

DN, A OIRFRERPTUL A 2 WG EICIRY | HEICAKZEN T2 2L 2BETE 5,

o HEMMZEEOEIH XIIB LD H 5 B

o MR AR CHVE R 2 58 D B K ONE B M o Hlc S i gk 2 <0 S e 1 i ¢
LEOICRIEMEEA DD B

o HOMEEROADE XUXEMERZE L IIHEFHEMEO B O EEDOBHERE D
boEE

o EERBHE GEMEHaBHIEL ST) ObHEE

e ECOG Performance Status 3-4 /"0 D H&

2

(ED  ECOG & Performance Status (PS)

Score EF

0

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

1

PIEBNZIE LWEENIHIR S 1525, BTHIRE T, AR > TOERIITO 2N TE D,
Bl - O FEEE

BATRRECTH T DFHDOEIY O Z L 13T X CHEEEIMEEIZTE R, A D 50%LL Eid_y ATl D

2
ED

3 ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL EE Xy R+ T2 d,

4 ELENT RV, BAOHFOEY OZ L34 TERY, BEICy R+l I4,
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6. BEZELTHEETREFEIH

O WACEHFICN 2, $ERTEES DIRUET 2 E RS I 5D & ARHF O Rpit: K OV 1EfE
DT OIZ B HE T L T BT 5 2 &,

@ WREBIAICESL D . BE T OFIRICH IR OfEktt z2 +53 L. FE x5
ThoERGETH L,

@ PD-L1 8B & sl Lz ECARFIOB G A 2 25 Z & AR E L3, PD-LI
FELE DR CE WA, AFIOMEHOES 2@ U Hl Le ETiE5T45
&,

@ ERBEHO~RT AL MIONT

MEMEREER S 5D Z ENH DD T, ARNOEGIZHT- > TiL, BIKE
W (PR RIEE, ik, 5EEAVE) OB O X SR A O Eii%s, BlgEr 140
ZAT9 2 &, Fio, LEIL U THE CT, i~ — b —%0R&% FEiiT 2
ek,

AFNOFEEILEE D infusion reaction iz TEARC 572 hndD Tx 5 Y
x24T -7 L CBtET 5 2 &, £72.2 [l H BB OAHI$% 5-FF1Z infusion reaction
BHLOLNDZ L HHDDT, KL R ORI G TZRIT AL Z YA
vEWET %, BEOWREEZHSICBIET 52 L, 70, infusionreaction %
B L7252, 2 TOME L OERERICEIE T 5 £ THRE & +08l5
T5HZ L,

ORI RERSE E 2N B 5o D Z &3 5 DT, AFI O 5B ET M OV 51
HTE MR RS RERR AL (TSH. 7B T3, EHE T4 FOHE) 2R 2
ok,

AHNOBGIZ LY | BEORE ISR T 5 &35 2 LDk~ 7RO RE
DHOLLNDZ ENRHDH, BENBRDOLNILEITIE, EHL-ERIIL LT
BEFRA 72 ik & B8 BR 2 e o [EAD & U CE bl e B2l 217V I O
FOSZ & 2 BWER BN 2561213 AFIORIES I IR, ORI EE A
WEVRIOBRGEEZZRTDHZ L, B, MIBRERLVEOREIZEVEIE
HOYGENFRD B2 WA IZIE, B EE A /VE LSO il oE
HBEET D,

BeHHET %, BRI S8 AR U T LEWERANEET L ZERH D720,
AFN OB EHE TR HRIERORBUZH3ITHET D,

1 BBEPR I (BIE 1 BUBEIRI 2 5 de) 23 Hodv, FERWMES RT3 R—v &
IZELHZERHLHOT, Ag, Bl RMHFEOER OB MAEED FF-I2+
DR T DI E, 1 RN OIS E TG E2FIEL, AR U
O HE O R EZITH Z &,

® AHOERARIZINT, BN 9WA, ZALIRIL, &GN D 14
1L 6 A Z LA IMEDFHI A 1T - TV e Z & 2 5B, AFIBG HILEBT
(R OMERZAT D 2 &
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KEEHEETA K4V
=R N~T (Blor#x)

(BR5E4 « A7V — A REFHE 20 mg, 7V —RRHFEHE 100 mg, 7P —
AN R FE 240 mg)

~ Pl R R ~

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



B &

1. [T DI

2. AANOFE. (FRET

3. ERIRRE

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 & OFH0 72 5T BLE R
FPEIMMPERINDH T, 2O OERNZ BICHLERBF IS 5 2 & BB O
ML 0o TR REMBLEE & SO FART #2016 CEAk 28 426 A 2 A B E)
IZBWTH, HEFMERGLEOHHAORELHEZXD Z L L& Tn5,

BOREABT ESR G, BB EASC R 2T 1 7 7 A VDB OESK G & B 5 ) B
BHZENDD, DD, AIMERONZEMEIZET HERDHERT 5 E TORM,
MHEIMOREZMLZIT 5 2 EnHIfF SN BT LTHERT 5 & &bl BIfE
DL LT BRI B et % & D 2 L AR 72— E O BAF % fiii 7 3k R <6
THZENEETHD,

LTl o T, KA RTA4 Tl BARBBERES N E T/ LTV D EFIEFH -
FHEr RN FED & | LUN O SRS O fii 70 5 A HEtE 3 2 BLA b LB e B B 2
TR OB E R~ T,

I, ABAA BT A %, MSIATBOUE N ERE G EFRERR G, AR AEEANBAR
BRI o . — AR ENE N B ARBRR NEHE S K O—AEFE N B ARWREG T2 O
T EAER LT,

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

REERDMETE « ARIRUIBRARRE TSR D B b i

MEERDAERORE - BE, A=A L~T GBiaf#i %) & LT, 18 240mg
% 2 BRI C AT 5,
(L ZFEARIRIR OIRIEUIBRA HE XTSRS o Bl i g 12k L C
AVY LvT (BariEfz) EO0PHT 2581, 8%, A
F=AR~7 GEETH#Z) & LT, 18240 mg % 3 i
fRCA4lEEREET 5, 20%, =AL~7 (BIEFHfZ) &
L. 1[0] 240 mg % 2 A f#RIks CAirE 4 2,

B I 5B 3O/ NERERA T ERRUAAE

(%)

A I B D Y — R A SR ERENE S0mg (— R4 A U A~ T (Ein )

DIFRE TN R, HIER O H &

#h e X% 2h B ARIE YIRS RE USSR O B

ME K N &: =R~ (Biarifz) Loz, @, AL
) A~T GEfaF##Ez) & LTI1IE 1 mgkg (KE) % 3
kR C 4 [ ST 5.




2. AHNORK. VERBF

A7V — R S 20 mg, [FSEERE 100 mg K OVR ST ERE 240 mg (—ik4 - =
R~7 GBI Z) . LUF. TRAD X, DR TERASTE A XLy 7 2
f BEZTV AL ew A Y —RX 2747 (BMS) t1) 2388 L7= & k PD-1 (Programmed
cell death-1) (Zx4 2 b MMl 1gG4 €/ 7 v —F LHIKRTH D,

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

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIEE T2 2
T IR T 2B AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U & K (PD-LI1
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v s LT U v SEROEMALIREE
BIZFRET L TWb, PD-1 U W RIFHURE SIS B b O & 22 IRk Z T8 B
LTk, BMERAMREEE) LU LB T D PD-L1 OFEBLLIEDELF
HIM & OMICADHBEBFRN & 5 Z & HE I TWn% (Cancer 2010; 116: 1757-66)
F 7o B NE S CIXAEEE T AN EET DA v X —T = a > H >~ (IFN=y)
IZ& > T PD-L1 OFIANFHEEI N, BB L EEMARIZI T D PD-L1 ORI LIk O
AALEHIR & ORNCEDOFBIRRE N & 5 & OGS # 25 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z 3Rl RHE S B8 AT, FURRRA CDS B5PE T Hiia o Hifa &
FEME AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D L Z O
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U 2 REEEIX, 2
AR HURRF A e T ML OWEBEEZ BT 5HFD—> L LTEZX LT
Do

ARFNL, SR OFE R 6 PD-1 O/ MEK (PD-1 U F o RFEAREIR) IS/EA L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X 0, BATURFFRN e T kDI
PEA K O AABIRNE k9 2 MRS TG M 2 58 5~ 5 2 & TRk e PLidgsh iR &4 k9
ZENHERR STV D,

IO OFEN S | AFNTEMEIER I 2 B 2R EIC R0 55 b0 L MIfF S,
R R A xS & LT BRI ERBR & TEhE L A e Ak R OV e S vz,

ARANDVEFIRERAC IS < M O Sy RS & 5 BHEM %238 5 b, TE TSI
LA B, AADBRGTRORGHITIT, BEOBLEE TV, BESR
D BTG AITIE, FB L2 HGUTIE U B e ik & B8R & FF o R Afl & L Col
YRR AT\, B OIERIRIC X B RIER AL D HAICIE, B E R
L H O 55O YR IE 54T 5 LER D B,



3. BB
FRIBYIFRASHE XX ERFE M 0D BBl fages D A GRIRE I Z RFAl 2 1T - 72 5 72 B AR 3R D il &
ZNE IR

[ 2hE]
DEFELF AR RER  (ONO-4538-03/CA209025 7kb#)

MEFAEREERZET 2HEMEEGEA (TF o TF=7 A=F =7 VI Tx2=T,
INYRN=T ) AT TRIEIE A A T D AT SRR 0D 38 I R R el e AR
821 13l (HA N 63 & Gde, AKIRE 410 ], =~V L ARE 411 B ZxRIC, =
R AR &R E UCAA] 3 mg/kg % 2 MR CaEiE Lz & & oaotE R oz
BYEZ AT Le, BEFHIEE CTh 224 (BLT, TOS) ) (FRRfi [95%(5HE X
M1 ) 1%, AFIEET 25.00 [21.75~NE"] # H, = U AARET 19.55 [17.64~23.06]
TATHY | KANFT=Ra Y AR LFRHFIICAE BRIER 2 LTz (F— R 0.73

[98.52%(E #E X [#] : 0.57~0.93] . p=0.0018 [J&}H! log-rank #&E] . 20154F6 H 18 HF —
By NAT)

0.9
0.8
0.7 fans
4 06-
7z 0.5

= 0.4

0.3- -

—A— FEIE
oD IO L AEE

0.2
0.1
X
0 3 6 9 12 15 18 21 24 27 30 33
at riskE A1FHRE (B)

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

1 OS OHEfRMTE:D Kaplan-Meier HifR




F7-. BARNIBSHER 63 i (ASHKIFE 37 i, =~ U A ZHE 26 f5]) @ OS (FFfili [95%
EHEXRE] ) 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 (DR, [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 BARANERIZRITS 0S O EfENED Kaplan-Meier B




QEFEILF S MFHRE (ONO-4538-16/CA209214 7 5#)

(LERREARTRIEE™ OMELTHE U TR O T R A B e e s ;B 1,006 61 (H AR NGBS
R HEET, AYLAvT (Earez) 0 CUF, TR+ A B A~T7)) 28
550 f5l, A=F =7 £ 546 f5l) G, A=F =T EXE LTARAI+ A Y AT D
AR Ve Z G LTe, EERHMEEE TH % International Metastatic RCC Database
Consortium (LR, TIMDCJ ) VU 27 5346 @ Intermediate 2 O Poor U A7 OB (KA
+A Y A~ TREA25 B, A=F =T HE 422 ) IZFTF 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 ., AF+A BV LA~ TRHIA=F =T RHIK LG FIIICHE B RIER 2R L
7= (ON— Kk 0.63 [99.8% 5 #EIX 1] : 0.44~0.89] | p<0.0001 [J&%!] log-rank #27E] . 2017
FEEHTHT =Xy "A7)

*1 ;M ST 2 R H L OIRREN 2 WBE, 72720, LUFOSAITYZIBEEBICE DR,
SEABIBR FIRE 72 B \ 2k LT 1 FEEEOMTAT UM MBIRE (7272 L. & N SRR +
(LLF. VEGF) ) XiZ VEGF ZZREZIEN & LI-3EF 2 5R< ] AHETT S, AR it
BAEFRIEO RGN D 6 7 B UL ERRIB%ZICTER LicHEe
*2: Al 3mglkg (KHE) &4 BV A~<7 Imglkg ((KE) Z[FHIC 3 EEMIRT 4 [BSREEE L 72%.
AHK 3 mglkg (RE) % 2 BRI CAREEE Lz, FRESRICEOTIE, A4E2EPICEE
L., AV AT IEIARFOBREGHKRT NS 30 oLl EOMREE BTG5 2Bt L7,
*3: LLFOO~®DWTHIUC HZY L2RWEAICIE Favorable U A7 1 X% 2 THH 27754 121%
Intermediate U 27 | 3XHHE L LA 7= 35E12I% Poor U 27 & Iz,
ORI & 2 ST D ARRBRO IMEAFIR T £ T 1 4R, @Karnofsky — IR AE 8004,
@~E T\ B AMEDEAEE FIRAT., @fERO D LT MED 10 mgldl B2 5. O HEREAN
HAEME LR 2E 2 5, @M/ LA LR 2 2 5

o h%.t'x
0.9 -
T——
0.8 @, ~—
£ 0.7 ‘\\_%
5
i T
F I h \.u‘bn" -
o
-
3 0.5 B
-
£ 0.4
=
2 o3
&£ — B AU e TR
0.2 e L R=FoTRE
ORA - §TEIY
0.1
0.0
T T T T T T T T T
o 3 G - 12 15 18 21 24 27 30 33
Orvairall Survival (Momths)
KA+ A Y A< TRE 425 399 372 348 332 318 300 241 119 44 2 [+
A=F =T 4zz 387 352 s 288 253 225 179 B89 34 3 [+

X 3 OS D HEfENTRED Kaplan-Meier B
FENTRIE4EM : Intermediate TN Poor U R 7 BB
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72k, EBILFEHIEFER (ONO-4538-16/CA209214 #AER) (23T, IMDC Y 27
7FE7N Favorable U A 7 O B X F HAHIHE H OffATHGHEEF & S ieho T2, Ykt
BRIZHLA AL HH7= Favorable U A7 OFBE DT — X IZHS X RBMITIENT 21T - 72
R, AR+ AU 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 1 T T T
0 3 6 9 12 15 18 21 24 27 30 33
Overall Survival (Months)

AH+A Y A~TRE125 124 120 116 111 108 104 98 78 27 2 0

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

X 4 OS @ EfENTRED Kaplan-Meier Bifg
RN E4EM « Favorable U 2 7



[Ze21k]
DOEFR L[ AR RER  (ONO-4538-03/CA209025785%)

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

1 WITNLORHTHEEER 5% EORIER

BiEx (%)

o VAS =1
Rt A =R 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

FOIR IR A REAR T E 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 GEN ORE

) 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

KB JNE 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 A5 m— LN 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

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

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

#w Y Z U %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

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

5 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-% IR 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

Jififig 2 16 (3.9) 6 (1.5) 0 58 (14.6) 11 (2.8) 0
KRB KO Pk

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

2 R 26 (6.4) 0 0 33 (8.3) 0 0

T - BRI ASREERE 4 (1.0 0 0 22 (5.5) 0 0

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

5 41 (10.1) 2(0.5) 0 79 (19.9) 3(0.8) 0




7k, MVEMEMIRE 19 6] (4.7%) . #iZe L6 (0.2%) | BEECTRbfRE/ I 43T —56
Bl (13.8%) . KEEZ - EEO THI10 6 (2.5%) . 1 BHER 1461 (0.2%) . FFHERER:
X 46 1 (11.3%) . TR 1641 (0.2%) . HURIRBEREREE 34 1] (8.4%) . ffefEE 55
il (13.5%) . BFEkRERETE (RMEMEMER2%%) 28 #1 (6.9%) . EIEHREREE 6

(1.5%) . infusion reaction 21 {5 (5.2%) . EEEDZEREE 4 61 (1.0%) . T EAEHERE
fEE 2 B (0.5%) . BEZ 16 (0.2%) ROSE I IEKE L1 (0.2%) ARH LN, £
7o, EREANEESAE, OFAR. e MRS PESRBES . IS « BERREA M OVFR R f s €
FIEITRR O BV o T, AREIWERRBBLR DU E SRS (BRAMEERET L ET) 25
DR R TR

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

BEFRIIAA+ A BV L~ THE 544/547 1511 (99.5%) . A =F =7 #F 532/535 i (99.4%)
IO B, BBEE ORRBEEATE TCERWVWEERFZIIAF+ 1) A~ TR
509/547 5l (93.1%) . A=F =7t 521/535 il (97.4%) T8 bz, WFHRNORE
THELRN S%NLL 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 ZOVY 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
P 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
P G0 s 160 (29.3) 34( 6.2) 0 140 (26.2) 1( 02) 0
[EIkEY = e 28( 51)  11( 2.0) 0 0 0 0
FR B R TT S 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
B 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
M1 PN REIE: 31( 5.7) 0 0 32( 6.0) 0 0
HIEAR R 15( 2.7) 0 0 96 (17.9) 0 0
7 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 ORE  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
FENE 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
Jife 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( 7.7 17( 3.2) 0
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BiEx (%)

B 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
TANT KT X RT 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 =B 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( 4.3) 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 L OsesEE 156 (28.5) 48( 8.8) 0 197 (36.8) 33 ( 6.2) 0
1 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
RAHiR 76 (13.9) 5( 09) 0 39( 17.3) 0 0
7 PO 49( 9.0) 3( 0.5) 0 26( 4.9) 0 0
el 17( 3.1) 1( 02) 0 36 ( 6.7) 1( 02) 0
PR R PR 136(24.9) 11 ( 2.0) 0 253(473)  7( 13) 0
S Y 31( 5.7) 0 0 179 (33.5) 1( 02) 0
SHIR 53( 9.7) 4( 0.7) 0 65 (12.1) 1( 02) 0
LR E N TS SRR NG 2] e 107 ( 19.6) 8( 1.5 0 145(27.1) 10( 1.9) 0
I K 45( 8.2) 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
fififige ¢ 32( 5.9) 6( 1.1) 0 0 0 0
FEIE$ 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 IEFEIRN TR ENE AR 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
EiNITRZ 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
M S 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

2B A+ A Y A= TRECHW T, ffRekEE 136 1] (24.9%)
(17.9%) . FRERBEREREE 147 5] (26.9%) . EHEREFETE 46 1 (8.4%) . MIEVMEMGER
.35 5] (6.4%) . KB - EED T 36 5l (6.6%) . T D FEREE 20 1] (3.7%) |
TEHEREERERR R 24 (5] (4.4%) | RIEHEREREE 32 45 (5.9%) . 1 BUBEIRYE 5 %1 (0.9%) |
e 701 (1.3%) . FAEAGEESIGE 1 (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%) .
BEACH BARIE/ < A/ F—102 {5 (18.6%) . NT 7 5] (1.3%) MK OFHR A% ZERIE 2 5
(0.4%) D3R BTz, FTo, SVl MRS MEERBER & OB LIRS RITRD b1
o To, ARIWEMBEBRIUIREESES (RRREEE T 25T 208 LR

‘é—‘o
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(it - HE]

AR OREMEYBETT L ZFA LY 2 2 L— a3 102k v, AHKI3 mgkg (K
) NIE 240 mg A 2 MMM TG L2 EROARF O MG PR E DS BRET S iz, £ 0k
R, A 240 mg &G UTBROBREREIL, AA 3 mgkg Zixh L I-BROBRE & & ik
LCREEZRT & TFHIENTZbDOD, AARNBEICEBOTHAEERNHERINTWDH
% - & (10mgkg % 2 BRIFEIR TR L) TARRIZ &L LB OREE & & g L CE
T e PRSI (FR), AT EEOREICKIT 57 — 21255 KA 3mg/kg
(RE) U 240 mg % 2 BRIFMIE CTEG L7ZBROARFI OVRTE & & AW UT et &
O BEE A T DRI SOGT T A DEEE S L, Y EBEIZ OV TIREI M T h v o ki &,
RO - HEOB THIMER NEEMICHEREZRIT VW e FllSn, 72, B
MRS BT 57T — XIS X AH 3mgkg XiE240mg & A U A~ 7 1 mg/kg
Z 3 AR TG LB OARA OMREE & L Zat & OB ARG 2 BENKSTET
UBHEEE S, YKBLEICOWTIREI M ThN SRR, RO L - AEoM cLaetk
AN Pt e SN R i [ R g Wt

K3 FROEKWERNT A—F

- Crnax Chnind14 Cavgdl4 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 Q2W <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%4%, 95%5%0) . Q2W : 23 I [EIME. Cmax @ #5192 O fc i M35 T IR . Cminaia : PRI 51414
HEICEHT DR IIE P . Covears : FIEHRE%14H B £ TOFHMIETILEE . Craxss | E i IRIEIZ I
VDR ILTE P HEEE . Cominss 1 EHIRIEICI T DIARMIE FILEE . Cavess : & FIRFEICISIT 2 R M3
R
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4. HERIZOWT

(BB R R O ARIABIBR A BE X T E R M o B A BB L 3~ 2 358121, &G
G UCTHEABGETE (2FRE) SBEohTnas 2 et YA 2 EuIcE
M CTXDLMERTHDHIHVNERDH D, TO LT, EHLU A7 EHG W (RMP) ([ZFEDX,
AN DB 22 MRS B~ D Wb SR 23 8 2 ik T do - T, A O $eb-p3 156 B 72 1R
Fa 2l - FrE L, AFIOFEGIZ I BERREAZRBEBL L ZBRITHIST 5 2 LA nEE
27D, UTFTOO~BDFT R CEH-THHICBWTHERT 2 XEThH D,

O MEFRITHOWVT

D1 T (1) ~ (5) OWTHIEST IR THD Z &,

(1) EAFEKRENEET 203 AHOE NSRS (BB RS A2 RE B IR B
Hudgle 23 A2 B EEHL AR T, MUY AR L2 &) (CERK 30 454 H 1 HIRFA 437

i)

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

(3) HEMFIRAENFEET 203 A HEEEFE (DS AR REHEIEEWRPL, 25 Al
W IIEBE, 8 s HERE R R )

(4) IR b FRIEELZRE L, %%{K%fé’?%ﬂﬂﬁ12&%%45%)?%1][!%20)1}:@ & B
R DR ZIT > T Dftiag (R 28 4: 7 A 1 HRFAL : 2540 fiigk

(5) #ﬁﬁﬁéﬁﬁlﬂﬁﬁfim%m@ R TLR D M Z T - T Dftiak (Rl 28 4 7
A 1 HRFA : 1290 f gk

O-2 B O FRRIE K ORIE B O RIS IZ 0 22 505k & R 2 Ko =R (F
KOWTNMNITEZ LT HER) 2, UE2REORANCET DIEROEMTE & L ThE
ENTNnHZ &,

*

o EARFFEUTE 2 FOMMPIHEZ R T LIZ&IC 5 4L LD D ATRIR O BRIRIHE %2
ToTWDZ &, 96, 28U LT WAFYRER T & LUEIRIES - OIHE %2
7o TND T &,

o [ERitIFEEE 2 EOPIHIHMEAZ K T LI2&IC 4 FELL ORISR O FRIHE
1o TRV, 95, 280 EE, BUAREE O 2 A SEMERE & & Te S ATRIR DK
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 IR L, AEFRORE LI E oS
W ERHLIITON D EHINE S TND 2 L,
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@ BIEA~OHRIEIZDOWNT
@-1 fERR AR BE 3 2 B

BV PERTR B O B R BIE AT L72BRIC, 24 FERIEIERIRHI O T, 2%k X
FEEE IR 2 BT, B L 72 RITERNCIG U CABRE B O CT S5 D RIEH O#E RN &
FRRAORE RN BRI S, B BICHIEATRER (KR M > T D 2 &,

@-2 ERWFEIC L 5FEESINICET 22 N

S ABIRHE D D BT 72 5 e O\ Re 2 A 2 BIRIERE D RIEE=2 Y 7
EEDIEROA Y ) == T ZATOWERE L FwE A TE 5 F— AERKH 2
SN TWD Z L, b, BIIAFNZOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADOZWroxN B LT

BIVEA (MEMEMEEIIN 2 EEAEDRE, Odk. Tk, BT RARE ., KX,
BHEO TR, 1 BEERAE, ITHEERE S, AU E . Rtlasd, BEE (Fre
PRAE R MER K 2 &) . RIBBEE, Mg, BE O REREE, §FFRMA2IERSE, infusion
reaction, S ME M/ MR PEEREENR (ITP) | W8 O 9% KOG IR EME, OlFEE (O
EARE) « IRAR - DEMEISMUES) . M M) (2x U<, YakhEax X I3ir BrER
FEBI D BEFAMEZ A3 2 R &8s U (RITEH ORZ2Wroxtic o Bl U CTHRAE R SR & 52T
DNAFREICH D Z &), EHICHEY)RLEN TE HERGFINESTNEZ L,
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5. BEXB LR HRE
[HZIEIZ B3 % FIH]
O TREOBEIZBWTARAOGIEDBRFES L TN D,

o MEHAMEFERLZAGT 2PEEMEER (T F=7, A=F=7, VT7
=T RXYR=TE) BETETFRIEREEZ A T ARG UIRARGE X TR D
RIS AR (A BB 5-)

o ALIHRIERIGHEDIMDC U A 7 45%5H7)5 Intermediate X [ ZPoor U 2 7 M0 (DiRTEH)
PRARE ST O 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, AROEREGXR LR LR,
o ALFHERIGEBE ROV A N A VRBN OB OIGEE A H T 5 BE 5
2 AFN B
o IR,

(D s [ 45 IR (ONO-4538-16/CA209214 ER) 1230 T, L FOO~@®DWFHUT H %% L
72WGAIZIE Favorable U A7 1 X0d 2 THH #1729 H5 1213 Intermediate U A2, 3B L L& T
LAl Poor U A7 L&t (6 —T5MH)

BN & 2 ST D AR O BEIEA B 1 £ C 1 FARm
Karnofsky —fi%{KHE& 80%Alifi

B B A S T IR

WIEH D AN 7 MMED 10 mg/dl 22 5
IFHERE DS F Y LR 2 2 5

M/ REDS FEVEE IR 2 2 %

CISICISICHC)
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[Zz 4pEI B4 % $H]

D FRICHEST 5 BEICOVTHAROREIEERE SNTVS 2L b, %17

DRV L,

o ARHNDORSTI R UIBBUEDRBEERE D & 5 B

@ BRATOFHEIZ BT FRRICE Y T 2 BE IOV TIE, AR OFEGIFHELRE S ey
R, ALDOTRFERIRB DS 2 WG EIZIRY | 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 e i ¢
DM IRIEMERE N A DI D BH
o HORERBOEOH SUTEMERLH L <I3HZEMED B SRR B OPER O

o5 BHE
o EEsSBAEEE (& MBI 25 Ty) Db L EBE
. Karnofsky Performance Status 70%Ai5 2 0 Hag
(&2) Karnofsky Performance Status (PS)
Score EFR
100 R, BRICKT 2BEOF AN, BRRIER
B L
I=daY, S ATRE 2 SN \ °
80 DRV BEARSEIRD B 2 23, 850 L CIER OiFEh vl hE
B - LR AE HECAECR T, 70 B BHOMEHITE 528, EWOIGE - HET 5
’ T s ? Z CIERTATRE
i g Q7R BRKIZ N o - N : N
éfgég;ﬁggégfgié%@f%é 0 | AU ERC LA CE . LE EEADILE
- ° 50 PR 2 B JE LIRS L OVERIN e RIRAT 2 DS L 2
40 B, EORERE LOEENLE
FOEY O &% TTE v, ik 5L 30 AENT T, ABERMELERILZE LEE > T
— o =) 1/\
b )’b % G % /‘\ y '%\ N N N >
gfgﬁﬁﬁigﬁgﬁﬁééfzﬁé°ﬁu 20| JFRICHIE, NBh B ORI R o
s : : 10 | FEHNE- T
0 5

15




6. BEICEL THEETREHHE

O WASCEZEITIN 2, MEREEE DR 5 GRS 1T -5 & ARHF O Frit M OV 1Efil
RO DI LB IMERE T3 ICEM L T oA+ s 2 L,

@ TBRIEBRIAICHENI G, A T Z OFEIETH MR a2 453 L. & 4215
ThoEEGET5HZ L,

@ FEREWEHDO~RT AL MZONT

MEMEMRERD LoD Z ERH DD T, KFOEKGIZH T - Tk, EKIE
AR (PR RIS, ik, FEEVE) OMEFE R OSSR X A O %, Bla 145
AT 2k, Fio, BEIR U THES CT, MiF~— —%0iE 4z £ 2
Z &,

AFN DO EIZEE D infusion reaction (22 TEEAFFIZ 7% iiadD TE 5 UE
HxAT> 7 ECBt 2 2 &, £72.2 [B1H AR O AHAI$ 5-FF1Z infusion reaction
NHLONDZ L bHDLDT, KFERE R OAFEGHHE T HIT A Z YA
YEWET %, BEFEOWREE 2B T 52 L, 70, infusionreaction &
FEHL LI A IR, AT oMK QYRR ERICIEE S 5 £ TRE L 0Bl
T5Z &,

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

AFNOFEEIZ LY | WEOREFINTERRE T 5 L& 2 BN DHER 2 RREHIE
DHLOLNDZENHDH, BRENRBOOLNTGAEITIL, BELLEFRIIS LT
B 72 ek & Rk 2 Re O [ Ail & i U Cli bl e BRI W 21TV B o
FOGIT X 2 BWER AN g0 2355118, AFIORFES T I, K OEIE RE R
NWEVRIORGEEZZET L2 L, Ied, BIBEERLVEOREIZEYAIE
MOYEEDTRD HNRWGEITIE, BT BE A /VE - LIS OS2 1l oo B n
HEET D,

BeHR&T %, BOEM O ARGE L T O RIERBR BT 22 08355720,
AR OEEHETHIZ S RWEM ORI ITEET D,

1 RUBE IR (BE | AUBEIR I 2 5 de) b bbi, BERWEES 7Y R—2 &
ICEL T ENDHLOT, NG, Bl IRILSEOIER O FEBMFEED EF- 12+
SEETAHZ &, 1 RN LN SE TR G2 HIEL, 4R 8
HlOF 5 E DY L AEZITH Z &,

@ AHNOEFRHERIZIB T, AL FPHERERR BF BT 5 ARG Tl 550
S 1R 8 M I L, LA RIRREFICB T 24 VY A~ 7 AL TIX
BeGBRAE O VAR 6 I Z & (WIENT 12 #E%) ([CAIEDOFEM 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 REFE 20 mg, 7P —RRHFEE 100 mg, 7P —
AN R FE 240 mg)

~HHARSF ) VN E~

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



B &

XU ®IZ

AFN DR, MERBES

A IR B AR

JEER 2D T
whHRIG L 2 DB
BHICER L THEE TN HH

IR O o

P2
P3
P4
P8
P10
P11



1. [ZT®IT

RIS DOF N - REVEOHER DT DIZIT, BT SCEFITE SV B A A R D
BND, 6T, IEOREREFOMESRIZ L0 FUKEIRS 72 & OHF 72 3 1E A%
FFEHRSDPARBENDLH T, 20 DOEEKNZ BICHLER BT TR 5 2 & PR
ML 0o TR BREMBLEE & SO FART #2016 CEAk 28 426 A 2 A B E)
IZBWTYH, EHMNERNEOMHHORE(LHEZXS Z L L ShTnd,

BOFE R SR ST, SRS M T 0 7 7 A ARBEE D ES L & B 5 i
RHZENDD, DD, HMER LSBT HIERNSH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RMFEBL L 7B B3t % & D 2 & DA he /e — 8 O B i 7= 3 S BE
THZENEETHD,

L7 oT, KRHA RTA4 Tl BARBEESINE TR LTV D ESEIREN -
R RN EED & | DUT O EIK S O it 70 8 2 HEE S 2810 b MBI Bk B 2
F RO EFREEZ T,

I, RKHA BT A 3 MAZATBAE NEIE M ERESHA O, A ISEFEARAER
BRI IR s . —MAERTE N B ARERIR NRHE & I OVt FE N B AR IR 2 O 1 71 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 FHHIER))

KR ERDMBENIAR « FFFESUTERPE DO H MY AR V% 2 U v oSl

REERDMEROHE - WA, lRAIZIZ=A L ~7 (Ba 7 x) & LT, 18240 mg
% 2 W IR TR EET 2,

BE Wk 72 2 E  /NERER AL TEERRA S




2. AARN DR, 1EREF

A7V — AR R 20 mg, [FLATEERE 100 mg K OVR S ERE 240 mg (— 4 - =
R~ 7 (BIEHE#LZ) . LIT. TARAL) 1T, DB T¥ERAStE A X Ly 7 X
BTV AL e<w A Y —RX 2747 (BMS) t1) 2388 L7= & k PD-1 (Programmed
cell death-1) (Zx%f9 %5t MMl 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 B IE & BUZHIET 2 4
%Ei) LRI HZEETH D, PD-1 TP THIRIZ BT 2 PD-1 U T K (PD-Ll
KLOVPD-L2) EfEA L. U SERICHFINE S 7 VB ARE L T U o REROTEVE(LIRRE
BAIZHET L TW5b, PD-1 U H Y RIIFURR RSN B N DRk & 22 g F k| _%Efﬁ
LTHY, EMEREAELE LU L EGHERICI TS PD-L1 OFRBL L itk DALF
WM & OFICADOFEREBIRN & 5 2 & 3 HE ST\ %  (Cancer 2010; 116: 1757-66)
F 7o R R fE B CIRARRE T M EET DA v X —T = H >~ (IFN=y)
IZX > T PD-L1 OFENFHFE SN, 5B LI EERRICIIT 5 PD-L1 ORI & itk D
ALEHIR & ORI EDOFBEARRN 5 & DHE S & 2% (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 @ S E -8 AMiaid, PUsRFER CDS Btk T Hifa ol s
FEME AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
GEEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 72 RERERIE, 23
AR TURRF A 72 T ML OWEBEEZ BT 58 FD—> L LTEX LT
Do

AFNT, BB OFE LD S PD-1 OIS EIR (PD-1 U W RS HE) ITHES L.
PD-1 & PD-1 UV REDFEREIET S LICL 0, DATURRERANZ T MRS
PEAL R O AVKB IR k9~ 2 AR IRS BTG M 2 58 5~ 5 & & TRkt e piiEg o iR & r 9
DRI TWVD

TS OHRNS | ARFNTHENENEG 6T 272 G EEIC e 0 ED b0 L IS,
PR T U UoRERE B xR b U iR 2 i L, A, etk OER
PEDHERS S 4172,

AANOAERFEFIZ D BB DRIEFUSIC X DBIEMENH bbb, HEX ;WEEV
£ % HH Fib)ébé ﬁﬁﬂ@&frqj&()\&fﬂ& (T, BEOBRZ 471ATV AR
O BT EITIE, FEHLTZFRI ﬂ?L?’:%‘—F‘%’Jéﬁ%ﬂﬁk1‘%%}%75:%30!:%&@#LTL
728 R1172 Lﬁ%ﬁb\ W EDGRIE UG & DRI gD 58121, BIE R E RV
T R OB G E DY R ILE 21T 5 B 3@ Do



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

[ A7)

@O HEWF DR (ONO-4538-15 FAER)
HFEEMEBHREBMELE N7 LY v~T XRF v GEarffiz) IR, 70

Y F = 7)) ATHEGUESUIARMAE OFFFE SUTEHAMEO H A & 3% > U L NJERE

(ECOG Performance Status 0 &2 O8N 1) 17 Bl & %512, AH| 3 mg/kg 2 2 ¥ & T A0
HHE L7, HERHEHE Th 5285048 (MET IWG criteria (2007) (235 < Ao E12 &
% complete remission (LA T, [CRJ) I partial remission (LT, [PRJ) DOFEIE) X
75.0% (95%IEHEXH @ 47.6~92.7%) Th o7z, 7eds, FANIRE L72FIEIZ 20.0%T
Hol,

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

H & M B G TR 7 L Y ® o~ 7S L D IRIR A2 - B3 UL G
O AR oNEERE (24— B, ECOG Performance Status 0 2O 1) 80 {31
ZXPBRIT . AA 3 mg/kg % 2 WG CREFHE L7z, FERHMEHEE THhOREER (&
FT IWG criteria (2007) (ZJ-3< FIHEIZ LD CR UL PR OEIE) 1 66.3% (95%1F
FEX M : 54.8~76.4%) Tholz, 70k, FANIHE L-BIEIL 20.0%TH > 7=,

[ 41]
O EWNE DERER (ONO-4538-15 #ER)
AEFERITIEHNRD B, AHE ORREBERENGE TERWVAEFL L RHIIED
DiVTo, FBLERD 5%, EORHWERII TERD LB ThHoTz,
£ 1 RHRP 5% LOBIEH (REMMBIARER)

B RIR R
FEARGE
(MedDRAVJ ver.18.1)

Btk (%)

AFIEE
17

4= Grade Grade 3-4 Grade 5

EEIEN 17 (100.0) 2 (11.8) 0
Mg LY 3 REE

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

U RERIE 1(5.9) 1(5.9) 0
HiB L OBk REE

ST 1(5.9) 0 0
alanA e

R IR BEREAR T E 3(17.6) 0 0
B ImhEE

i) 1(5.9) 0 0

B 1(5.9) 0 0

T 1(5.9) 0 0

[ZES 1(5.9) 0 0



B (%)

LREBIKR I
TAsh 17 {31
(MedDRA/J ver.18.1)
4= Grade Grade 3-4 Grade 5
T ELD 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
EAE 1(5.9) 0 0
JRYSE 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 KO 1(5.9) 0 0
Y7 R
IR Tl Y 1(5.9) 0 0
i MR 1(5.9) 0 0
REIE 1(5.9) 0 0
i ERH R 1(5.9) 0 0
RF L OsesslEEs
KA Y 7 AlfiE 1(5.9) 0 0
il RN iFT 1(5.9) 1(5.9) 0
AKROE 1(5.9) 0 0
R L OYE A Rk b
BAfR 1(5.9) 0 0
fiREs 1(5.9) 0 0
77 PIE 2 (11.8) 0 0
AR 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, MElEs & OVithRkE S
R M 2 1(5.9) 1(5.9) 0
FRGEDORIE 1(5.9) 0 0
R B X OB Pk
B AE 1(5.9) 0 0
¥ $E R 1(5.9) 0 0
SUERRRRG 2% 1(5.9) 0 0
& O PEIE 5(29.4) 0 0
FIB 4(23.5) 0 0

ks, HEMMZRE 16 (5.9%) | BERUHRARE/ I A F—2 6 (11.8%) . KRG -
FEEOTH L (5.9%) . IFHéRERET 11 (5.9%) . FURIMERERES 3 5] (17.6%) .
FfRBE s 3 51 (17.6%) KON infusion reaction 1 51 (5.9%) 2338® Hivl-, 7=, HIEM
HESE, OAR. Figk. 1 BUBEIRIN ., SeE M MRS PESRBE . TR, B HEREREE
RIS, M - BB, EEEORJEEE, FIRMEERIE, FIRARERREREE . PRk
VDS EIERITRD b2 Do 1o, REWEMFEBURIUIEERES (HAREEERE ~5
o) ZEUEFHHERZ R,

@ WESNVE TAEERBR (CA209205 #ER)
HEFLRIT 238/243 ] (97.9%) (2D LI, AFIE DREBEGBAEE T RWAE
HET 185243 ] (76.1%) IZFRD HiT=, FEEN 5% LORIERHIZTERD LB T

5



HoT,

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

oo e A 1
*‘Egijgﬁf’ H 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 E 14 (5.8) 0 0
B IR

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 - 2HEER L OB GEN ORE

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

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

TI=T ) NI RT =T — BN 13 (5.3) 7(2.9) 0
TANRTGXUEET I ) N T AT =T —BHN 14 (5.8) 5(2.1) 0
Y R—B N 14 (5.8) 9(3.7) 0
R R K OV A Mk

RAfR 19 (7.8) 0 0
PR R R

SEIR 14 (5.8) 0 0
R B KO kb=

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

k. FEMMMZE 15 F] (6.2%) . BERUBEAIRE/ X A/ 3F—19 f (7.8%) . KNG
% HEOTHI 66 (25%) . IFHREREE 22 1 (9.1%) . FFL 54 (2.1%) . HIRER
FEREREE 28 5] (11.5%) . FR#EEMEE 40 il (16.5%) . EH¥RElE 4 41 (1.6%) . Mok -
BB 1 6 (0.4%) . BHEEORERES 34 (1.2%) . FFlREIERE 1 6] (0.4%) |
infusion reaction 38 {5 (15.6%) . F#4¢ 2 5l (0.8%) M ONSE S % 2 45 (0.8%) 7358
i, E£io. BEIEMENE, Ok, ik, LRUFEIRIE ., Sy M i MR 2R |
BB e OV F IAARSAERE F 1XR8 0 D e o 7o, AREIWERRBURILIX B E S (R
RAERE 2 5T) 2B DEERE~T,



[k - ]
AR OREMIEDBEET NV EZFIH L2 I 2 b— 2 AZE D A3 mgke (K
) Xi¥ 240 mg % 2 HFEMHNE TR G L2 BROARF O MG FIRES G SNz, Z0hk
R AHAN 240 mg 2 x5 LZBROBRER R, AH] 3 mgkg & 505 LIZERORE & & i
LTmEZrd & PRSNZbOD, AANEREICEWTEAENN R SN TS
% - A& (10mg/kg % 2 WG TR G) TARIZ#KG LIZBRORE & & ik L CTRE
ZRTETHShE (FR) AT BEOREEICR T 527 — 212 H3E | AH 3 mgkg
(RHE) X3 240 mg % 2 WFEIFIFE THR G L 7ZBROARA OIREE & & A 0 3L e &
DEE A RFT T DRI LUS T T VR S L, UEBIEIC OV TRRES DM T DAL RER
EREOME - HEOE THRME R O AfERAZR TRV E THRIS U,
K3 FAOEYBENT 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 OO di i L5 HREE . Crminara  HI[EIFE 52 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

S



4. HERRIZOWT

AR E LTl ERE (2FRE) Ao TNnD 2 enn, YRt 4
UNCEf T Dk THOLMEND D, TDO LT, KFI OGN @Y7 BFH 220 -
E L, AANOBREGIZ I EEZAEHZRBEL LRI T 2 2 ER3nEE oo, BITF
DDO~@DT X T &R IZBWTHEHAT & TH D,

O MEFRITHOWVT

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

(1) EATHRENIEET 203 A LS R (BN RS A2 R HE LS IR L |
Mt 23 ARSI U RE . sk S A BSIRRRE 72 &) (PR 30 45 4 A 1 HIER : 437
%)

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

() AEIFAFENFEET 203 BT (23 AR EWPL, 03 A2
W19, 23 ARSI EEHEE R 72 &)

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

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

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

#

o [EEMFFISE 2 FOUIMIMHEZ K T L7221 5 FFELL LD D AUTBE DB IRIHE 2
{ToTCWAHZ &, 95, 2L R, BAREMIRIELS I & LIZERRIERE T ONHME %2
IToTCWVWBHZ L,

o [ERIMEFFEUSHE 2 FOYHEZKE T L72RIC 4 FLL ELOEKREBRZ AL T\ b
k. 96, 34EDL R, AR D 23 A S IERE & A el R i S OHE
BIToTWNWH I L,

@ BADERMLFREHOEHIZONT

PRI IE R BT T 5 L S A S, BERAEN D OFRE D, Ao - &
EMEIEE R OB IR CERSE R 2R, AEEFS0NRE LGS 0o®RE
EH . SRHECMITITON DN > TND 2k,




® BHER~DORRZDWT
Q-1 fEFR AHIC B3 5 2

MR MERR B O EE R BIERA N RAE LZBRIC, 24 BRRIR2IRIRHI O T, Y%k X
IEEE R 123 T, BB L7 BIEANCS U CABRE E L O CT O EIERH ORI 24
ERRAEOR RIS Y APIE O, EHITRISATRBZRARI N E > TnD Z &,

@-2 EENEFEFICLAFBRNNICETL2EH

N ASIRICHE D D B A itk e OB RE 2 A4 D ERIEFE DNEER =4 Y v
EEDTHERDOA T ) —= T HATOERE L IE#ME LA TE DT — LERIRH 2
SN TWDHZ L, B, BRI OWT, DABRE L ZOFEICHDITAmENT
WnHZ &,

@-3 BHER OB LT

RIVER (RVEPEMIZREISIN A . BAEMMEE ., DAk, ok, BRUmRARE ., RIBR.
HEOTIH, | RUBERp, ITRERERE T . FIRIRBRAERS S Mhffa . BiEE (Bre
PRAMAE RVEMER R 2 &) . BB IRE, Mk, EEORFRE ., FIRIDLARIERAE, infusion
reaction, S LI/ MEICDVESEBER (ITP) | 8 DS SO, G VLT, Db (o
FEARED « AR - DI PEIAMGHESE) . IR M) (6 LT Y aka IR B E R
BB DOREPME 2 A9 S R & dEHE L (BIER ORZEr-oR S I2B L THRE M OSSR 25217
DILRMCH 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 T AR O B LA
OEMAYE D F ) L YERE B W TAAIOAMENRER TN D,

@ TREICEZY T 2 BEITKT 2 AFN OB G K OMEHFIEIZ SV TR, RAIOH 21
WDHELENTE LT, AFOEERG L2 B0,
o ALFIRIERIGIK DO B
o fOHEEMEEEA L OFH L ik SN D BE

[ZathiZ B4 5 4 H]

O TRICEY T 2EEIZOWTIARORENER L SN TN 2 b, 5217
DR L,
o RPN LISHBEUEDRBEERE D & % BH

@ TRERATOFHMICIBW T FRRICEE S T 2 B IOV T AAlOREITHELR S nuZe

DS, AOTEPRERPFUE DS WG EITRY | HEREICAFZEN T2 L 2B ETE D,

o MEMMEEOAI IO H 5 BE

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

o HCORERBOED, XUHIEMEA7ZRE L < IXFERMEO B R B OB TR D
bR

o eI (EMmEaBEZ 5Te) Ob DB

*  ECOG Performance Status 3-4 "V 0 B

(ED  ECOG & Performance Status (PS)

Score EF

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

PIRBIZIE LWEEN SRR S 4525, BTHRE T, AR > TOERIIT O Z &N T 2,

Ul moss, wsee

BATARETCTHADOHDOEY O Z 13T _RTHEEEAEEIZTE R, HHRD 50%LL EiZ<y RaTila s

2|5

3 ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL EE Xy R+ T2 d,

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

10




6. HEICERL THETNEFH

O WA CEFIIN A, fOEREER TR D GRS 1T D & AH D Frie M ONiE 1E A
O DIZ LB R ERE +IZBE L ThBEERT 52 &,

@ 1REBRLAIZIENI D BE UL OFIEICHINER OfERMEZ ot L, [E x4
ThobETLHZ &,

@ ERBEHO~RT AL MZDONT

MEMEMRERD LoD Z ERH DD T, RKFOEKGIZH T > Tk, BKIE
AR (PR RIS, Bk, FEEVE) OMEFE R OISR X #i A O %, B4 145
2179 2 &, Fo, BEIZSUTHEE CT, Mg~ —F —%50OREL ET 5
Z &,

AFNOP 5L EE O infusion reaction (2 2 CEAMFIZ 72D TE 5 Y
i a1T>7c L CThMT 5 2 &, £72.2 [ B LB OAFHI % 5-FFIZ infusion reaction
BHHLOLNDZ LB HDHDT, KAE M OARAE G TRIT AL Z YA
CERET 5%, BEOWREBEL IR T 52 L, 723, infusionreaction &
FHLLI25E 121, B TOMBE R OYERA ERICEE T 5 ThREZ il
T5Z &,

ORI REREE 23 DD 2 L3 d 5 DT, RAIOF 5B ha T & O 5-H1 1
T EIIRI ORI PERE M A (TSH., 028 T3, b5l T4 SFORE) 2 FEhEd 5
Z &,

AHNOEEIZ LY | WEOREFINTRRE T 5 L& 2 BN DRk~ REEHIE
DHLOLNDZENHD, BRENRBOOLNTGAEITIL, BELEFERIIS L
B 72 05k & RBR 2 FF D[R Aill & g U Cal bl 2 B nie W 21TV i o
FOSIT X 2 BWER A g0 2 35511, AFIORIE T I, K ORI RE AR
NECHOBRGEEZBETDHZ L, 2B, BBRERLVEOREIZLYEIE
R OYGEERFRD IR WIGEITIL, B BB AR VE - LUSN O sz filF o8 0
bEETDZ L

BH& TR, BOAM N OH I ARGE L CHoRIERREBLT A2 Z B3 H 5720,
AR OBEHETHRIZBRWEHORBBUCH2ITHEET D 2 &,

1 RUBEIRI (BE | AUBEIR 2 5 de) b bbb, BERWES 7Y R—2 &
ICEL T ENDHLOT, NG, B, RIS O FEBC M FEED _E57- 12+
SERETAHZ &, VBRI SGE TR G2 RIEL, 4R
HlOF 5 E DY L AEZITH Z &,

@ AFNOEEFRRBRIZBN T, BEBAS 6 7 HLUMNIE 8 BB Z &0, ZHLIEIT,
BEBRME S 1EME I R2BER S L ICAEMMOFMAZIT> T2 25 E (I,
AR G-I TERRICE R CHROMREITH Z &,

11



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

(BR7E4 « A7V — A REFE 20 mg, 7P —RRHFHE 100 mg, A7 P—
AN R FE 240 mg)

YRR 2 949 A (ER3 041 1 AokET)
B4 EE



B &

1. [T DI

2. AANOFE. (FRET

3. ERIRRE

4. FFZIZOWT

5. H&EGXREMDEE

6. HHICEEL THET XX HIH

P2
P3
P4
P7
P9
P10



1. IILBIC

EFE S DR « L RMEORERDOTZOIZIEL, I SCEFIZE SV E 23K D
BB, EHIT, IEORHAFIROMEAIC L0 | FUKEIRL e & O A2 5 BRI
FRESRE KR IS T, 2D OEEMN 2 BEICHNERBE RS 5 2 & AR O
REHE 72> TR RFEMBGEE & dOE O AT #2016 (CEAK 28 46 A 2 HFEIE)
IZBWTH, FHEELEOEHORECHEELZXS Z & L InTns,

FHLE AT IR T, R EAC L 2T r 7 7 A VB OESR S & I DM R
BHLZENDDH, ZOD, AR OREMEICET D ERNS ST 5 E ToM,
UHEELOBEZBRSZITHZ PRI BEFICH LU THEAT L L &b, fE
FDFREBL U T BRI LB IR RS A & D 2 & DAAIBE 72— D B 24 7o 3 R S B C i
THZEDEETHD,

LTl o T, KA RTA4 Tl BARBBERES N E T/ LTV D EFIEFH -
B R EE D & . LUT OB O fei 70 2 HEE S 28180 b MBI R B 5%
Ji B O B2 R,

B ARATA RT A %, SIATEOE NE IS ERE SR O HAE . AR B AR
BRI . — MR N B RERRNFBHE 2 K OV ERE N B AR B oW o
b EAER LT,

RGe L I HEIRS, - A VR ERE 20 mg, A U — R SEETE 100mg, 4TS
— R AEERE 240 mg (— 4% - =R~ T GEfs - z))

RGEBRDMBIINE + D3 AALFIRIER ITHIRE U2 IR U BR RN RE 2R 1T - TR D B

R ERDMEROHE « W%, RACIZ=R L~ (EaFHH#z) & LT, 18240 mg
% 2 MR AR ERET 5,

f3E IR 5E ¥ F N IRG TEEASH




2. AHNORK. VERBF

A7V — R S 20 mg, [FASTEERE 100 mg K OVR S ERE 240 mg (—ik4 - =
R~7 GBI Z) . LUF. TRAD X, DR TERASTE A XLy 7 2
f BEZTV AL ew A Y —RX 2747 (BMS) t1) 2388 L7= & k PD-1 (Programmed
cell death-1) (Zx4 2 b MMl 1gG4 €/ 7 v —F LHIKRTH D,

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

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIEE T2 2
T IR T 2B AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U & K (PD-LI1
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v s LT U v SEROEMALIREE
BIZFRET L TWb, PD-1 U W RIFHURE SIS B b O & 22 IRk Z T8 B
LTk, BMERAMREEE) LU LB T D PD-L1 OFEBLLIEDELF
HIM & OMICADOHBEBFRN & 5 Z & HE I TWs (Cancer 2010; 116: 1757-66)
F 7o B NE S CIXAEEE T AN EET DA v X —T = a > H >~ (IFN=y)
IZ& > T PD-L1 OFIANFHEEI N, BB L EEMARIZI T D PD-L1 ORI LIk O
AALEHIR & ORNCEDOFBIRRE N & 5 & OGS # 25 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z 3Rl RHE S B8 AT, FURRRA CDS B5PE T Hiia o Hifa &
FEME AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D L Z O
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U 2 REEEIX, 2
AR HURRF A e T ML OWEBEEZ BT 5HFD—> L LTEZX LT
Do

ARFNL, SR OFE R 6 PD-1 O/ MEK (PD-1 U F o RFEAREIR) IS/EA L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X 0, BATURFFRN e T kDI
PEA K O AABIRNE k9 2 MRS TG M 2 58 5~ 5 2 & TRk e PLidgsh iR &4 k9
ZENHERR STV D,

IS OFEN S | AFNTEMEER I 2 B 2R EIC R0 55 b0 L MIfF S,
BB 2R & UTCBRRERZ R U, A, et R OCRAEER R ST,

AFNOVEFREFFIZ 25 B EE O RIERIGSIC K 2 BITEM 2 & b bdu, B UL LTIC
ELAEMEDN S D, ARNOEGHROREGRIZIT, BEOBRE H0ITTO, BENR
O BIVIZE AT, B LI HBUTIE U REFIRY 20 ik & REBR 2 Ff D[RRl & s L Col
IR 24T BE OREIRIZ L DREIER gD 2 581213, BIBEE RV
T HIOEGEOHYVLIVEZAT O LER D D,



3. BRERAE

D3 AAESEIRREE R\ T T L 7 B SRR AN e 2o

AR BT O R 2 7R T,

(AzhE]

[EIBRAL A MAHRRER  (ONO-4538-127K85k)

2O LN DAL 2 G 3 2 BE A IR S AN IG AT OV OIBR AN GE 70 AT - %8
O HE T EE AR (O OAEIEEEAH LY ETF5emlANICALE T 5 I
) 49301 (A ARNEE2260 23T, AAIRE3I0ME, 7T LARELE3M]) A XF4IZ,
77 R AR E L TARHI3 molkg Z 238 [H][HFR T R aiE Lz & & OFRIE R OV 4
P fEt Lo, E2HMEEE Th 2 24 (I [95%EHEX ] ) 1%, KA
T5.26 [4.60~6.37] 7 H. 77 &REETAL14 [3.42~486] WA THVY, 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 FE O AT (A 24T > 72

10

0.9 1

0.8 1

0.7 5

0.6

0.5

t 7

0.4 1

0.3 5

0.2

0.1

0.0

— AEIFH

------ IStk

I
0
at risk ¢

AFIE 330
JS5EARE 163

275
121

192
82

| |
6 8 10 12 14

SRR (B)
141 94 o6 38 19
53 32 16 10 4

18 20
5 3
3 1



[Z241%]

OENFEIMAERE (ONO-4538-12 75x)

B E R G IAKIRE 300/330 ] (90.9%) . 7Tt AREE 135/161 14 (83.9%) 12D S,
1RBRIE & DR RBIURNEE TE WA FEFRITAHIEE 141/330 # (42.7%) . 77 &R
¥ 43/161 B (26.7%) ZFE0 BiLlz, W ORF TRIRD 5% EORIERIT T %
DEBYTHoT,

1 VTP OR TRIARD 5% LOBHER
Bi%k (%)

[sis p=—d /\;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;”?) 3 103) 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 e
7 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 R 7 1] (2.1%) BB B ARIE / 2 A4/ F—9 1] (2.7%) |
RIG - BEED TH 441 (1.2%) . 1 BUHEIRIA 3 651 (0.9%) . JITHEREREE 18 il (5.5%) .
% 1651 (0.3%) | HURARERERET 13 5] (3.9%) . #ifkfEsE 10 ] (3.0%) . BEHnEk=
F 141 (0.3%) . TEARHERERE 141 (0.3%) . sk ZERIE 1 41 (0.3%) K& T infusion
reaction 1 5 (0.3%) 2378 HiLiz, £io, BEIEMMEIE, OFHK. sk, Ml
BUDPEERBE R, RIS, EEORERE, MK - BIER, BRKOS L S ERITRD
bivieholo, REWERFRBURGUIBEFS (BRRAMERT 2 5T) 3 EFHER
ERT,



[ - HiE]

AR OREMEYBETT L ZFA LY 2 2 b— a3 02k 0, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TS LIBROARR O Mg iR EN S Sz, ZOf
R AHI 240 mg K G LTZBROREEEIL. AH) 3 mgkg 45 LIZBROBREE & & i
LTHEfEZRT & TSN DD, BARANBEICEW AN HE I TV
- & (10mgkg % 2 B CRE) CAAIZ G UIizBEOgE & & ik U CEH
oy LRSI (FR) AT BEOBEICE T 27 — #2125 E | A4 3 mg/kg

(REE) 0T 240 mg % 2 HFFIFE CHG- L 72 BROARRF OBREE & & Ao 3 etk b
ORI & T D IRE ST T APER S, Y% BSOSV TREIT DAL AE R,
ERROME - HEOR TAEIMER ORI 2R IT Vv E PRI,

K2 FHDEDBRE T A —F

M - R Cmax Chmind14 Cavgdl4 Comax,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 | (147310) | (519.792) | (00 114) | (331 5 | (8913 | (37380

HRAE (5%, 95%47) . Q2W : 23 FIFHIFE . Cimax : AIIEIF 518 O g i M PIREE, Crinas 1 FIAIF G214
HH ﬁ13075%1ﬁm{%ﬁ$/§&f\ Cavgdl4 : %DIE*QE‘?&I“' HH iT@qug[ﬁl{%iEP/%rg\ Cmax,ss : Eﬁ%ﬁ.ﬂ%iiiﬁ
T2 B MLIE P IREE . Cinss @ B FIRIBICIS T 2 BARMLIE HIREE . Cavess @ EFRIEICISIT 2 A I
TR



4. HERIZOWT

IS U A 7 EEEHE (RMP) (ZHED & | AH D EFE 2 RV BIE B~ i) 1 4T
N HHER TH > T, AR OEEN#EE) 72 BE Z2W - FE L, AFIO#EGICL Y BHE
7REWER 2B LTRSS 5 2 & DB R 7o D LLF OO~@DF T A& 72 7 i
RIZBWTHEHT 22 TH D,

O MEFRITHOWVT

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

(1) EATHRENIEET 203 A LS R (BN RS A2 R HE LS IR L |
HUIE DS AR B EEHL R T . HUBS AURSIREIRPE 7R &) (CERK 30 4F 4 A 1 HIREAL £ 437
%)

(2) HrEHERERPT CERL 29 42 6 H 1 BN « 85 fiigk

(3) FBENFRANF DT ET 203 U FBEERET (D5 AR HER EIRbT, 23 A2
W EPE, 3 AR EEHERE T e &)

(4) ARALFHIEEZHE L, %;E{I:#ﬁ“/ﬁﬁn%1Xi%Hh#§/£ﬂu 2 Ot % YE
(AR DR 21T > T Dfiax (AL 28 427 A 1 AR : 2540 figk

(5) #ﬁrﬂéﬁﬁl@ﬁﬁﬁm%@ﬁm RIEITR D M AT > TV Dtk Pk 28 4F 7
A 1 BEEE ;1290 gk

O-2 BREOAFHRIEK OEIER ISR OXISA-43 72505#% & #eBR 2 R o= (FRO
WPRNIREE T DERM) 25, SR ORANE T 20RO RMEA L L TRES L
TV Z &,

*

o EARFFEUSE 2 FEOMMIHEZ KT LI2&IC 5 ELLEDOMN AIRIE D BRIRITHE 2
ToTWDZ &, 96, 28U LT NAFYRERZ T & LUEIRIES - OIHE %2
7o TND T &,

o [ERIRFFIASER 2 FOUPNHE 2/ T LIRS, LS ON AEKMIREZ T 5
FLLEDOHLBARFZOBEREZIT>TND Z &,

o [EEMCFFEUS% 2 FOYMIHEEZK T L12RIC 4 FLL EDBKREREZA L T\ 5D
Z &, OB 3FELLEIE., HIbESE O D A SRWPRTE & G e E b g T OB IRAHE &
IToTCWBHZ L,

@ BEANDOERKMIFREHOEHIZONT

EEMERE I F T 2 TE DR E S, BEESEN L OFRE D, A0 - %
AMEEFRFROEHE L NEMFEICHT SRR, AFFEEPRBE LG EoHRE
¥, FERESDIATON LGN ESTND Z &,




@ BIEA~OHRIEIZDOWNT
@-1 fERR AR BE 3 2 B

BV PERTR B O B R BIE AT L72BRIC, 24 FERIEIERIRHI O T, 2%k X
FEEE IR 2 BT, B L 72 RITERNCIG U CABRE B O CT S5 D RIEH O#E RN &
FRRAORE RN BRI S, B BICHIEATRER (KR M > T D 2 &,

@-2 ERWFEIC L 5FEESINICET 22 N

ARSI D BEPTR 72 50 e O Re 2 A 2 BIRIERE D EE =2 Y v 7
EEDIEROA Y ) == T ZATOWERE L FwE A TE 5 F— AERKH 2
SN TWD Z L, b, BIIAFNZOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADOZWroxN B LT

BIVEA (MEMEMEEIIN 2 EEAEDRE, Odk. Tk, BT RARE ., KX,
BHEO TR, 1 BEERAE, ITHEERE S, AU E . Rtlasd, BEE (Fre
PRAE R MER K 2 &) . RIBBEE, Mg, BE O REREE, §FFRMA2IERSE, infusion
reaction, S ME M/ MR PEEREENR (ITP) | W8 O 9% KOG IR EME, OlFEE (O
EARE) « IRAR - DEMEISMUES) . M M) (2x U<, YakhEax X I3ir BrER
FEBI D BEFAMEZ A3 2 R &8s U (RITEH ORZ2Wroxtic o Bl U CTHRAE R SR & 52T
DNAFREICH D Z &), EHICHEY)RLEN TE HERGFINESTNEZ L,



5. B#EXRL D BE
(B 2hiEIc B 2 H1E]
O TROBHFIZBWTABOFENEDSRIEEN TN 5D,
o 22U FOALFRIERED & HIREYIBRARE /1T - R E A

@ TRUCEYS T 2 RBE IR 2 AR KO B G OER I DWW TiE, AFIOf 2hi%
WDHELENTE LT, AFOEERG L2 B0,
o —RIREK O ZRIBFE LT TORWEE
o IiRABIRIE
o fOHUEEMEEL A & O L Tk S D BE

[“Zz 4l B3 % FH]

O TRIZEYTIIEFICOVTIAKOE G NG L INTNDL I b, &5 51T
Dipnz b,
o KFIDRSTI K LIRBUE OB ERED & % B

@ REATOFHMIC IV T FRRICEZ S T 2B IO T, AFI OB EITHER S fu7e

DS, AOTEPRRPTUE D R WIGEITRY | HEICAFZETNT 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 <o G it ¢
LEORICRIEMEEA DD B

o HORERBOGIF B L < IEHIHMED B O kB OB TR
o 5B

o g CEMmEtMiaREZ 5e) Ob 5B

»  ECOG Performance Status 3-4V 0 3%

(ED  ECOG & Performance Status (PS)

Score EF

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

PIEBNZIE LWEENIHIR S 1525, BTHIRE T, AR > TOERIITO 2N TE D,

Ul moss, wsee

BATARETCTHADOHDOEY O Z 13T _RTHEEEAEEIZTE R, HHRD 50%LL EiZ<y RaTila s

2|5

3 ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL EE Xy R+ T2 d,

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

O IRASCEFITINZ, BEERGEES D IRAET 2 ERFMEIT D & ARHF O FeME & OV EffE
RO 7O B G HAE o B L bR« 2 L,

@ JRWBALAICIENL D B ULE OFIEICH MR a2 HoaitA L, [E 215
ThoEETHZ L,

@ ERBEHO~RT AL MZDONT

MEMEMRERD LoD Z ERH DD T, KFOEKGIZH T - Tk, EKIE
AR (PR RIS, ik, FEEVE) OMEFE R OSSR X A O %, Bla 145
AT 2k, Fio, BEIR U THES CT, MiF~— —%0iE 4z £ 2
Z &,

AFN O EIZEE D infusion reaction (2 2 TEARFIZ 72 %D TE 5 UE
HxAT> 7 ECBt 2 2 &, £72.2 [B1H AR O AHAI$ 5-FF1Z infusion reaction
NHLONDZ L bHDLDT, KFERE R OAFEGHHE T HIT A Z YA
YEWET %, BEFEOWREE 2B T 52 L, 70, infusionreaction &
FEHL LI A IR, AT oMK QYRR ERICIEE S 5 £ TRE L 0Bl
T5Z &,

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

AFNOFEEIZ LY | WEOREFINTERRE T 5 L& 2 BN DHER 2 RREHIE
DHLOLNDZENHDH, BRENRBOOLNTGAEITIL, BELLEFRIIS LT
B 72 ek & Rk 2 Re O [ Ail & i U Cli bl e BRI W 21TV B o
FOGIT X 2 BWER AN g0 2355113, ARFIDORFES T I K OEIE RE R
NWEVRIORGEEZZET L2 L, ek, BIBEERLVESOREIZEYAEIE
MOYEEDTRD HNRWGEITIE, BT BE A /VE - LIS OS2 1l oo B n
HEET D,

BeHAET %, BOEM N OE I ARGE L T O RIERBR BT 2 2 0355720,
AR OEEHETHIZ S RWEM ORI ITEET D,

1 RUBE IR (BE | AUBEIR I 2 5 de) b bbi, BERWEES 7Y R—2 &
ICEL T ENDHLOT, NG, Bl IRILSEOIER O FEBMFEED EF- 12+
SEETAHZ &, 1 RN LN SE TR G2 HIEL, 4R 8
HlOF 5 E DY L AEZITH Z &,

@ AFNOEEFERBRIZBWNT, BEHBAL TEMIT6 AT, THUMBIT, 1282

&l

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

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

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

~ A R R o B~

YRk 3 04£8 A (ERL3 0451 1 HEkET)
B BE



B &

1. [T DI

2. AANOFE. (FRET

3. ERIRRE

4. FFZIZOWT

5. H&EGXREMDEE

6. HHICEEL THET XX HIH

P2
P3
P4
P6
P8



1. XL®»IC

I DA « LEVEDTERDTZOIZIE, BT SCEFIC IS W LB 226 23K
bId, BT, TEORFEIOEAIC LY | FUREIEN 72 & OF 0 7288 E I
FREH D AR SN D P T, T b DEH 2 BIC LR EE TR 5 2 L AR
M L 72 o TR Y REBTIBOEE & RO SR TR 2016 (2R 28 45 6 A 2 H RFEIRIE)
ICBNWTH, FHMERLEOFHORE(HEZNS Z L LshTnD,

BRI R A, SRR BT 0 7 7 A VRSB DS L B 5 T 5
RLZENDD, ZOID, AR O ZEMEIZET 2 EMA+0ERT 5 £ TOR,
YHERKMOBEEZBZT L ZENHFSNLBE T LTHEMNT L & L b, BE
MADFEE LT BRI E RS2 & D 2 L AR 72— D S Z i 7 R SRR RE T
TLILENEETH D,

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

B AHA BT A %, MSIATEIE N ER G RS S, AmAEME AN R AR
BRI S —fRAEETEN AARBRRNBE S, FrREEERITEETAE N B AR 72 kO
—IRAEMEN AR g2 OO b EEK LT,

RGe L I HEIRS, - A VR ERE 20 mg, A7 U — R SEETE 100mg, 4TS
— RS EE 240 mg (—%4 =R~ T GEfs 7R Z))

KR EBRDMREIHE: « DSAALFIRIEL (T U 7 YIRS RE 72 AT » T8 0D BN b S o iz
&

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

Bl N OE ¥ DB TS




2. AHNORK. VERBF

7Y — R S 20 mg,  [FASTEERE 100 mg K OVR ST ERE 240 mg (—ik4 - =
R~7 GBI Z) . LUF. TRAD X, DR TERASTE A XLy 7 2
f BEZTV AL ew A Y —RX 2747 (BMS) t1) 2388 L7= & k PD-1 (Programmed
cell death-1) (Zx4 2 b MMl 1gG4 €/ 7 v —F LHIKRTH D,

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

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIEE T2 2
T IR T 2B AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U & K (PD-LI1
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v s LT U v SEROEMALIREE
BIZFRET L TWb, PD-1 U W RIFHURE SIS B b O & 22 IRk Z T8 B
LTk, BMERAMREEE) LU LB T D PD-L1 OFEBLLIEDELF
HM & OMICADHBEBFRN & 5 Z & HE I TWs (Cancer 2010; 116: 1757-66)
F 7o B NE S CIXAEEE T AN EET DA v X —T = a > H >~ (IFN=y)
IZ& > T PD-L1 OFIANFHEEI N, BB L EEMARIZI T D PD-L1 ORI LIk O
AALEHIR & ORNCEDOFBIRRE N & 5 & OGS # 25 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z 3Rl RHE S B8 AT, FURRRA CDS B5PE T Hiia o Hifa &
FEME AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D L Z O
EEEENREIE T 5 Z EDRRENTWD, D Z LMD PD-1/PD-1 U 2 REEEIX, 2
AR HURRF A e T ML OWEBEEZ BT 5HFD—> L LTEZX LT
Do

ARFNL, SR OFE R 6 PD-1 O/ MEK (PD-1 U F o RFEAREIR) IS/EA L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X 0, BATURFFRN e T kDI
PEA K O AABIRNE k9 2 MRS TG M 2 58 5~ 5 2 & TRk e PLidgsh iR &4 k9
ZENHERR STV D,

IS OFEN S | AFNTEMEER I 2 B 2R EIC R0 55 b0 L MIfF S,
FEME R B N AR 2 kP & U TR IRARIR 2 S0 L . AR, ek R OV R
iz,

ARANDVEFIHERAC IS < M O S RIS & B BHEM %23 d 5 b, TE I
EDFREMEDN & D, AARIOEGH RO GHITIT, BEHEOBERZ H0IXATV, BFE R
D BTG AITIE, BB L2 HUTIE U B 2 ik & B8 & FF o R Afl & L Col
EI7RERIZ I 21T\, B ORIERIRIC K D RWER MDD AT, IR AR L
U FI OB GO YR LE AT 5 LERD D,



3. BB
M AL FPRIERR (S U 7= UIBR AN BE 7 A T « F3-28 D S i e v B2 B oD 7K GR R L 2 A &
1T o 1= ER IR O 2 =T,

[ 2]
[N AHRER (ONO-4538-4175%)

FIFFHH L ALA R X RS R LK E O PRSI ARIS AR O B
BRAREZ2EST - PR OEMEHyfE R B £ (ECOG Performance Status 0 &2 OV 1) 34 il %
KIGT  AH 240 mg % 2 B F R TR Uiz, EEFHEE B Th 2 0% (Modified
RECIST criteria (2004){Z3&-3 < FalE12 5 CR UL PR) 13 29.4% (95%(5 #EIX[H] -
16.8~46.2) Th-olz, ¥, FANIHE LZBEEIX5.0%TH o7,

[Zz21E]
[EI N I AHAER (ONO-4538-4157457%)
HEFELRIT32/34%] (94.1%) 1T H B, AKlE OREBEENEE TERVEEER
1323/3441 (67.6%) (Z58& BTz, FEEDPEWLL EOREHIZTEREDO LB THoT-,

K1 FEHEEHPS%NLUEORIER (ZEtEMTREH)

HE REIRE
Grade 4 Grade Grade 3-4 Grade 5
RIE R H FEL FEBIE FEHL EBLE FEBL B
(MedDRA |2 X % SOC-PT 43H) FHE (%) FHE (%) T8 (%)
SREIK 34 34 34
aan/A
FOR IR REAR TE 2 (5.9) 0 (0.0) 0 (0.0)
B
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 FEE B IO G- EAL 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 SER R 2 (5.9) 0 0
Rt B L O S®FEE
ARRIEER 2 (5.9) 1 2.9) 0
A% R O B ALk e
RAER 3 (8.8) 0 0
ia[ PSENON AN ik
pi 4 (11.8) 0 0
BEIR B2 2 (5.9) 0 0

ERH SIS SN -G EFLL L. MedDRA ver 20.00 2 AW THAEZ 1=,

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




PR, MR E 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,
eSS, EIEMEESNE, IM% - BEEZS. infusionreaction, S & 9K, bk, fhsk. 4
MRRRMARAE/ X A /X F— SR MR TSR BT . T2, BRlRIAR ZERRIE K OV AL
PEIRE R ITFRD b e o 7o, AEWERRBBUR DI EES: (BRRMR AR T 25 1)
ZEUEIFERE T,



4. HERIZOWT

IS U A 7 EEEHE (RMP) (ZHED & | AH D EFE 2 MR BIE B~ 1 1 A
N HHER TH > T, AR OEEN#EE) 72 BE Z2W - FrE L, AFOFEICL D BHE
7REWER 2B LTRSS 5 2 & DB R 7e D LLF DO~@ DT T A& 72 7 i
RIZBWTHEHAT 2 & TH D,

O MEFRITHOWVT

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

(1) EATHRENIEET 203 A LS R (BN RS A2 R HE LS IR L |
HUIE DS AR B EEHL R T . HUBS AURSIREIRPE 7R &) (CERK 30 4F 4 A 1 HIREAL £ 437
%)

(2) HrEHERERPT CERL 29 42 6 H 1 BN « 85 fiigk

(3) FBENFRANF DT ET 203 U FBEERET (D5 AR HER EIRbT, 23 A2
W EPE, 3 AR EEHERE T e &)

(4) ARALFHIEEZHE L, %;E{I:#ﬁ“/ﬁﬁn%1Xi%Hh#§/£ﬂu 2 Ot % YE
(AR DR 21T > T Dfiag (A28 457 H 1 AR« 2540 fitigk

(5) #ﬁrﬂéﬁﬁl@ﬁﬁﬁm%@ﬁm RIEITR D M AT > TV Dtk Pk 28 4F 7
A 1 BEEE ;1290 gk

O-2 MR B Rz JE b2k K OYRIE S BURE O e I 2+ 57 72 ik & B8R & K5
ER (FEOWT YT DER) 2. Y% B OAARN T 2IREOETEE L&
LTREINTWDZ &,

7

o IRANGRFFEUSR 2 FEOMBITHE Z & T L721&IC 5 L EO R AIRROBRRIHE 2
ToTWH T &, 9B 2HLL . BAFEMIRIEE & LIERIRIER - OMHE %
TlheoTnd I &,

o [EEMEFFEUSE 2 FOUMIMHEZ K T L712&IC 4 FFLL EOREREZ A L T D
ZE, OB, 3AELL T, EMERRE A R E O A A SRR A G T R R T D R
HHEZIToTCWAHZ &,

© BENOEEMEREBEDOEHIZONT

LG R BT T 2 BEE DAL E S v, SRR OFREA, A - &«
IR OB P ONERSE IR 5 E iRt A FFRNELE LB E OWE
. FRESDITT DN D IEHINE > TN D Z &,




@ BIEA~OHRIEIZDOWNT
@-1 fERR AR BE 3 2 B

BV PERTR B O B R BIE AT L72BRIC, 24 FERIEIERIRHI O T, 2%k X
FEEE IR 2 BT, B L 72 RITERNCIG U CABRE B O CT S5 D RIEH O#E RN &
FRRAORE RN BRI S, B BICHIEATRER (KR M > T D 2 &,

@-2 ERWFEIC L 5FEESINICET 22 N

ARSI D BEPTR 72 50 e O Re 2 A 2 BIRIERE D EE =2 Y v 7
EEDIEROA Y ) == T ZATOWERE L FwE A TE 5 F— AERKH 2
SN TWD Z L, b, BIIAFNZOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADOZWroxN B LT

BIVEA (MEMEMEEIIN 2 EEAEDRE, Odk. Tk, BT RARE ., KX,
BHEO TR, 1 BEERAE, ITHEERE S, AU E . Rtlasd, BEE (Fre
PRAE R MER K 2 &) . RIBBEE, Mg, BE O REREE, §FFRMA2IERSE, infusion
reaction, S ME M/ MR PEEREENR (ITP) | W8 O 9% KOG IR EME, OlFEE (O
EARE) « IRAR - DEMEISMUES) . M M) (2x U<, YakhEax X I3ir BrER
FEBI D BEFAMEZ A3 2 R &8s U (RITEH ORZ2Wroxtic o Bl U CTHRAE R SR & 52T
DNAFREICH D Z &), EHICHEY)RLEN TE HERGFINESTNEZ L,



5. B#EXRL D BE
(B 2hiEIc B 2 H1E]
O TROBEIZBWTARORER RSN TND,
o ALTFRIERED & DUIRARELMEST - B O Mg fsrh f fE R

@ TREICEZY T 2 BE KT 2 AFN OB G K OMEHFIEIZ DWW TR, RAIOF M
WDHELENTE LT, AFOEERG L2 B0,
o —KIBRAEZITTWRWEE
o fOHUEEMEEES L OFH L ik SN D BE

[“Zz 4l B3 % FH]

O TRIZEYTIIEFICOVTIAKIOE G NG E INTNDLZ b, &5 51T
Dipnz b,
o KFIDRHTI K LIRBUE OB ERED & % B

@ REATOFHMIC IV T FRRICEZ S T 2B IO T, AFI OB EITHER S fu7e

DS, AOTEPRPTUE 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 O JUH T i 2 <ol Yt it 2%
LEORICRIEMEA DD B

o HORERBOED, B L < IEFERMEO B O R B OB TR D
o 5B

o A GEMmEtMiaBREZ Eie) Db 5 BE

*  ECOG Performance Status 3-4"* 0 3%

(ED  ECOG & Performance Status (PS)

Score EF

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

PIEBNZIE LWEENIHIR S 1525, BTHIRE T, AR > TOERIITO 2N TE D,

Ul moss, wsee

BATARETCTHADOHDOEY O Z 13T _RTHEEEAEEIZTE R, HHRD 50%LL EiZ<y RaTila s

2|5

3 ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL EE Xy R+ T2 d,

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

O IRASCEFITINZ, BEERGEES D IRAET 2 ERFMEIT D & ARHF O FeME & OV EffE
RO 7O B G HAE o B L bR« 2 L,

@ JRWBALAICIENL D B ULE OFIEICH MR a2 HoaitA L, [E 215
ThoEETHZ L,

@ ERBEHO~RT AL MZDONT

MEMEMRERD LoD Z ERH DD T, KFOEKGIZH T - Tk, EKIE
AR (PR RIS, ik, FEEVE) OMEFE R OSSR X A O %, Bla 145
AT 2k, Fio, BEIR U THES CT, MiF~— —%0iE 4z £ 2
Z &,

AFN DO EIZEE D infusion reaction (22 TEEAFFIZ 7% iiadD TE 5 UE
HxAT> 7 ECBt 2 2 &, £72.2 [B1H AR O AHAI$ 5-FF1Z infusion reaction
NHLONDZ L bHDLDT, KFERE R OAFEGHHE T HIT A Z YA
YEWET %, BEFEOWREE 2B T 52 L, 70, infusionreaction &
FEHL LI A IR, AT oMK QYRR ERICIEE S 5 £ TRE L 0Bl
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