IS

REFERAMEET A NI A4 v
=AN~<7 (BinTiH#z)
(BRFE4 : 7V —RETHERE 20 mg, 47V —R EEERE 100 mg)
~ FE A R s iz R~

Y% 3 04E8 A
JEA @



H &

1. [ZL®IC

2. RANOK. 1ERT

3. BRIRAAE

4. FERXIZDOUWNT

5. BEXGEHBHE

6. BHIZEE L THET XX HH

P2
P3
P4
P6
P8



1. IILBIC

RS DO « ZRMEDOREROTZ DI, U SCEFIZE S W2l E R D
BND, S5, EOREEMOMEAIC L0 | FURESR G 72 & OFHH 725 BLVE R
FFERBDARIND T T, 2O OERMNZ FEICHNEREFITRMLT 2 2 L BREO
AL 2o TR RFEMBGEE & SO R T #2016 (% 28 45 6 A 2 H BIRERE)
IZRBWTYH, FHERLEOHHORE(LHEEZXS Z L& TWna,

BORVE RS E R ST, KBRS &M 7 0 7 7 A ARBEFEDER S & B S i
BMHZENDD, T, AINERONZEMEICET A ERNHERT 5 £ oM.
YHERLOBEEEZIT D2 ERPR SN BEICR U THEMAT L & &b, BIE
FANFH LIRS % & D 2 & WS AlHEZe— 8 O B %35 7= 9~ Rk BE <4
THZENRHEETHD,

L7eRoT, RIFA T A TliE, BAREERESLZNE TITHELN TV D EFH TR -
B2 RN IS & | LUT O =35 O i 7o (6 & HEtE 3 2 8L D LB Bk B2
RO EERER~T,

I, RTA BT A A%, MSIATBOE N ESEG ERIERR SR, At EEANB AR
ERRMES o, — bR N A AR RNBH ES . BEFREFITEEE A B AN 22 & O
—MAEEIVEN B AR SR 2 O Db EAERL LT,

RGe L Ip HEIRSG, « AT VR EEERE 20 mg, A7 U — R SEERHE 100 mg (—%
& =RV~ GEG TR Z))

R ERDIBEIANE « S AALFIRIER I CHE B U 7= UIBR AR RE 72 61T - FE38 0 B Mg s v iz
i

RELRAMEROHE @, RAICIZ=R L ~7 GG Z) & LT, 18 240mg
% 2 ARG CAREHET 5,

f¥E IR 9C ¥ F NI TS




2. AHN DR, TERBFTF

7 — R IR 20 mg K ONELRTRERE 100 mg (—f%4 - =R~ 7 BBl
Baz), LAF, TARALD) &, MBS TEMRASLE A X Ly 7 24 (87U X b -
~AY—X A7 A7 (BMS) f) 23BA% L7t b PD-1 (Programmed cell death-1) (2%}
T5k MUIgG4 € /) 7 a—FAHKTH D,

PD-1 1%, #&MAL L72 U 8Bk (TR, BMREK T F =2 7 0% 7 —T ) LKOVE

BRI R BT 5 CD28 7 7 X U — (T AR OIGHAL Z i BhHIZ IE & BUSHIEE T2 2
TR ICBRT2ZAARTH D, PD-1 IFHURIR RAIIIZIEHL T 2% PD-1 U K (PD-LI
FOVPD-L2) EfEA L. U o SERICHEINES 7L A nE LT R ERoiE AR EE %
BIZHRE L TWd, PD-1 U H > RISHUREERMBELIAMNC B b Ofk & 72 RS RR I Z 585
LTHY, BEMERAMREEE )G UER L2 EGHEICHT 2 PD-L1 OFRBLLIFEDAEF
Wil & OMICADOFBEIEIR & 5 Z & 23 S Tu % (Cancer 2010; 116: 1757-66)
F 7o B R AN TR T MRS EET S ¥ —T7 a2 H v~ (IFN-y)
12X > T PD-L1 ORBENFHEI ., 8 L2 EEHKIC T 5 PD-L1 ORI LHE O
AAEWIR & ORI EDOFBARR S & 2 & DS & 5 (Sci Transl Med 2012; 28: 127-37)
S HIZ, PD-L1 Z IR EL S 728 AR, HURKERAY CD8 Bk T e oo i e 555
TEMEZ 88 S ¥ 57238, HT PD-L1 HI4K T PD-1 & PD-L1 & DA ZHET S &2 DAl
EEEENREIETH 2 ENRENTWD, D Z LMD PD-1/PD-1 U T2 REREIX, 7
AR TR R RAY 7 T AR D OBEE A BT 28 FD—2 L L TEZ LT
Do

ARFNE, SR OFE R 6 PD-1 OffasME (PD-1 U 7 FREAHEIE) ITHA L.
PD-1 & PD-1 U W FEDRERZET D EI2X 0, DAHURRRREN: T MlaoiE
PEAL K O AUKIIELS %19 2 MBS =G VE 2 #9585 = & TRk e PUBE 2 3 2~
ZEDFER I N TV D,

IO OFEN S | AFNTEMEIEBE ) 2 Bl 2R EIc 20 55 Lo L HIfF S,
TR 2 BB A et R & LT BRI BR 2 520 U, A, 2 atE R O AMED TR
Sz,

AN VE ST 5 < HBEE DRI T L 5 ANERISED & & b, B UL IC
BB AR B B, ARG R R OB ERICIE, BHEOBE L FMTV, BEARE
D AT ANTIE, IR L7 BT U P72 Kk & LR & 5 IEAT & et U
ORI ATV B ORI & BRI S EDN 238101, RIBR AL
LI OB HEE OB AL AT 5 LB B 5,



3. ERPRAHE
17 f:a‘z&ﬁ%fi%ﬁ%ﬁwﬁma %mﬂ”o
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[ 2hE]
ENEE FHERER (ONO-4538-417K5R)

TTFFEHEARA N LFE R MU T LK E QPR B GICAIR XAXARi oY)
PRABEZ2 ST « PR O E RS (ECOG Performance Status 0 2OV 1) 34 f3i %
KIGT A 240 mg Z 2 W F ARG T A ERE Uz, FEFHEE A Th 522202 (Modified
RECIST criteria (2004)(Z3&-5 < U EIZ L D CR XUE PR) 1£29.4% (95%(5#EX[H :
16.8~462) Th -1z, B, FHNIHRE LI-BIEIZ5.0% TH -7,

[Z241E]
NS TAERRER  (ONO-4538-41745%)
BEFGL32/340 (94 1%) 128D b, ARAIE DRRBERPEE TERWAEES
1323/3461 (67.6%) 127D DALz, BHENSULL LORWERHIZT TED LBV THh o7,

#F RIS %IUEORIER (REMATHREN)

THH AFIE
Grade 4> Grade Grade 3-4 Grade 5
RIEREE FEEL RO | Bl REBLER | BB ORILE
(MedDRA (Z J % SOC-PT 43%8) FH (%) FH (%) FH (%)
HEELK 34 34 34
oy ik
FOPR IRAEREAR T E 2 59 0 0
H I
T 4 11.8 2 5.9 0
A% 3 8.8 1 2.9 0
HLL 2 59 0 0
Mg - 2 59 0 0
— - 2 H FEE R L O E LR AR
(=Y 3 8.8 0 0
95 97 2 5.9 0 0
FEEN 2 5.9 0 0
AR AR A
Y —BHIAN 4 11.8 2 59 0
TIZ5—EHEN 3 8.8 1 29 0
VBRSO 2 5.9 0 0
Rt LU RE
BARIHER 2 59 1 29 0
B H SR B KOS ARk
EANEN 3 8.8 0 0
R R L O AR kB =
b2 4 11.8 0 0
i INTR S ING A 2 5.9 0 0
R HE SN -G EES4 L. MedDRA ver 20.0] 2 AW CHiAEZ 72,

Grade I3 CTCAE (Common Terminology Criteria for Adverse Events) v4 & ICHEL 5,




7R, APRRRETE 2 B (5.9%) | IFEERERESE 1 1] (2.9%) . HRIEEERE S 4 1] (11.8%) |
VMM 2 B (5.9%) . K% - EEO FH 2 6] (5.9%) . 1 BUFEIRRE 141 (2.9%)
WRD Oz, 7z, BHRERES, EEOKLGREE, TERAEERE. BIEHEREE.
e HEAEMIEJE, MMk - BEEZK . infusionreaction, 5 & 9K, LAk, sk, #4
KRS/ X AN TF— PRI OB PSR BER . AT28 . SR AR ZERRE K O
PERRAE IR B2 o 1oy REWERREILRIUT YA FROMEF SR (BRI AR
Waoly) TR RETT,



4. FERIZOWNT

R Y 27 ERREHE (RMP) [ZHD& | ARH 00 BE3E 5L 22 P BEARIE B~ D 1 7 (R
Wb HHER T > T, AR OEEN#EE) 72 BE Z2W - FrE L, AFIOEGICL ) BHE
REWER ZFEBL LTRSS T2 2 LA B2 LT OO~@ DT T & 7= 7l
RIZBWTHAT & TH D,

O MERRIZOWVT

@1 Fieo (1) ~ 5) OWTHRMNITHEYTIME THHIL,

(1) BEAETBREDEET D03 V2 REEEILSIRPE S (BRE IR S A2 HEIL RUw P
HUIE S A2 B EEHL R T . MBS AU IRIRPE 7R &) (R 30 4R 4 A 1 HIREAL : 437
fiaz)

(2) HrTHERERPE CERR 29 4E 6 H 1 BN « 85 fiigk

(3) HARENTIREN TG E T 2 03 U2 REEERRT (73 A2 HER TEIRPT, 05 A2
W 719PBE, 23 ARSI EEHERE R 72 &)

(4) S RAbPEIEE AR E L, %;Eﬂ:#éﬁfbu%1Xi%5§1t#§/ﬁbu%2@ﬁm L
R D ZIT> T D ftiag (PR 28 4F 7 A 1 AFEAL ¢ 25407}& 59

(5) #rﬁm@rﬁmﬁ@ﬁm%@m RILYEI AR D R & 1T > TV AR (CERR 28 4E 7
H 1 BEREA ;1290 fitigk)

D-2 M5 Bz JE DAL 2 E K ORIE R R BLIRE O b S+ 43 72 il & #8822 F5 o
ERI (FROWTINICHEY T HIERM) 2, Y2 BRI OARANCET DIREOETH &
LTREINTWDZ &,

7=

o [EAIRFFEASE 2 FOPMINMEZ /T L72RIC 5 FELUL LR ARROERIRIHE %2
ToTWHZ &, 9b, 2HULIT, NAEYREL T & LERESFOIHE %2
17725 TWNH T &,

o [EEMCFFEUE% 2 FOYMINHEZK T L2RIC 4 FFLLEOBKREREZA LT\ 5D
ZL, ob 3FELLRE, EMERIE T R IR A A SRR A G T e NER SRR S DO R R
WHEZ{T->TW\bZ &,

@ BENOEFKMFERERDEHIZONT

EE G EHRE BT 2 BEE D EE S, EBEN D OFRED ., Ao - &
EMEEIRPE RO S OERSEIC T 215 R, AFEFSNRAE LG 0WE
¥, HRHSODIITON D IRHINE S TWDHZ &,
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VRTS8 S 0 B R BRI 2862 L 2RI, 24 SRIZSHRIRHI O . 3% HER% X
R R IT 350 T, BB L AR U C AR LR O CT % oI 1E A O8I 2
BIRRA DR Y A PITRF S, EDISKIS TR AR > TnD Z &,

@-2 ERIEFEEFIC L 2AFFRAINCHET HEMS

S ABHRCHE D D BT 72 e O\ BE 2 2 EIRIEFRE D EIE =2 ) 7
EEDITEROA Y V== 7 2ATOERE L FmE A TE 5 F— AR 2R
SN TVD Z &, 2B, BiAHIZOWT, BDABE L ZOFEBET ST mshT
WwWnHZ &,

@-3 BlfEH ORWr-OoxISITBE LT

AITER (FEMERR BN A, BAEMEE, DR, Mk, BURUTHBIRIE, KB,
HAEEO T, | RERp, IPRRERET . FUIRIRIEEERET . Mhthes, BiEE (BAe
PRANE FEMER R 2 ate) . RIS, Mk, EEORERE ., FIRNARIERE, infusion
reaction, SR ML M/ IMRIBATESRBER (ITP) | i O UG, G LEEE, OlsfE T (L
FEAlE) « IR - DEPEEAMGHESE) . MR M) (6 LT Y agha ST BRE R
BB ORI ME 2 A9 D R & s U (BIVEH ORZWH-eRS ISR L TR R OSSR 2521
DRLRMICH D Z L), EHITHEYRLEN TE SFHNE->TVnD Z L,
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TRICEU T HHEEFICOVWTIIARRNORGENED L SNTWDHZ D, B5 21T
F oA AN
o KRANIDRSTITR LigEUE DB ERE D & 5 BE

BIREAT ORI BV T FREICEE Y T 2 BHIC OV T, AFOHREIHELE S e

D, AOIRERTIL A 2 NGEITIRY | HEICAFZEHT 22 2B ETE D,

o [FEMMREOEHIITEEDOH 2 BHE

o JESEg AR A CHE R 258 0 2 B K OB D I R e S0 & G fiti 7%
LD RIEMEZEALD I B AL 5 B

o HOEREOA, JUTBMERZE L IXFFEMED B O im B OB EED
oraysech

o EERAERE CEMEHaBEE L GT) Ob DL

e ECOG Performance Status 3-47V D 3

SRl tllE She pRAYE ) |

o)

@

TROBHFIZBOTAADOHMEI RSN TS,
o ALERIERO & D UIBRAREZELT - FRR OBl b R R

TREIZEE Y T 5 B TR D AF OB G- L OMEH FIEIZ DWW T, RFIOH %
DHESLSNTHE LT, RAOEERIR LR LI,

o —KIRFEEZIT TCORVWES

o fLOPUEMEEES L OFH L TG S BHE

D ECcOG @ Performance Status (PS)

Score T

0 | &<MERIEETE D, FFaiE R LB EAERESHIRR 1T 5,

| WIRRIIZIE LR ENSHIBR S5 03, BITAREC, BR{EESCME > COMERIFITI 2 &N TE D,
B BMWFE, FHIEE

5 BATRIRECH D OHORIY O Z L3 TR TRFEZAERILTE 22V, B D 50%LL EiZ~<y RACilg 2
ED

3 ROENZESOFDED DZ L LTERY, BHD 50% Ex Xy Rivfy+ iR 4,

4 | BTV, BHEAOHFOREY D LT3 TERY, BECNy RO T TEIT,
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6. BEICE L THETREEH

O WMACEFICN A, BEIRTEER D3 2 BRME I H-S & ARHF O Fei J ONiE 1E
HOT= OB E®RE H I L ChLEHTH Z &,

@ BB D, BE I OFIRICAEDMER fEmit 2 o L. RE 25
TObEEGT 5L,

@ EREMEHD~HXT AL MZHOWT

MEMEMEEDN D 5D ZERHDHDT, RFDOEGITHT- > T, BKIE
M (PRI REE, nmk, FEENE) ORER L O X MiRd O LM%, Bigx 1+
2179 2 &, Fo, BEIDSUTHEE CT, MG~ —h —%50RE%L EiT 5
Z &,

ARAFN DO EITZEE @ infusion reaction (2 2 CEARHZ 7 xndD T HHE
i ZAT > 72 ECBtG 2 2 &, £72.2 [B1H AR O A AIF 512 infusion reaction
NHHONDZ L bHDDT, KFERE P R OAFIE G THIT A Z A
CERET 5%, BEOREBE+HICBIET 52 L, 7B, infusionreaction %
FHL LG A IR, 2 TOMEE L ORI TERICEIE T 5 £ TRE Z 085
T5HZ L,

FORIHEREREE 2N B B oD Z &35 5 D T, AFI O 5B MET M OV 511
HUIEMA IS R RERR AL (TSH., 7 T3, 5 T4 FOME) £S5
&,

AHNOFGIZ LY | WEOFRESUNTER T 5 L& 2 BN DER % RREIHRE
DHLOLNDZENHD, BFENPROOLNTEAEIIL, BELLEZFRIIS L
B 72 5k & RRER 2 e R Rl &g U Cl bl e BRI W 21TV il o
FOGIT X 2 EWER 2N B0 2355 121E, ARFIORFES TP IE | K OFEIE BB R
NEROBRGEEZBET D2 L, 2B, BIBEKERVEOREICLYEIFE
R OYCEEDRFRD BN WIGEIZIL, B BB R /VE LSO Sz il Al o BN
HLEET D,

BeGHE T2, BOERBI 8 AR U T LRWERN IR T L2 B H D70,
AR OBEHETHIZ S RWEH ORI 2R T D,

1 BUBEPR S (BIE 1 BRI 2 5 de) D3 b iotu, BERWEES R T R—v &
ICED T ENDHLOT, NG, Bl IRIESEOIER O FEBLC M BEHED 72+
SEETAHZ &, 1 BERFENEONTZSEIITRGEHRIEL, AR 8
H O ORMY R EZ1TH Z &,

@ AFNOERRBRICBNT, 3EIERGEZE (6 L) ICHMEOF M AT > Tz
Z L EBEIC, AFFETIIEHOICEGRE CHROWREITO Z &,
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1. IILBIC

RS DO « ZRMEDOREROTZ DI, U SCEFIZE S W2l E R D
BND, S5, EOREEM ORI L0 | FURESR G 72 & OFHH 725 L E R
FFERBDARIND T T, 2O OERMNZ FEICHNEREFITRMLT 2 2 L BREO
AL 2o TR RFEMBGEE & SO R T #2016 (% 28 45 6 A 2 H BIRERE)
IZRBWTYH, FHERLEOHHORBE(LHEEZX S Z L& TWna,

BORVE RS E R ST, KBRS &M 7 0 7 7 A ARBEFEDER S & B S i
BMHZENDD, T, AINERONZEMEICET A ERNHERT 5 £ oM.
YHERLOBEEEZIT D2 ERPR SN BEICR U THEMAT S & &b, BIE
FANFH LIRS % & D 2 & WS AlHEZe— 8 O B %35 7= 9~ Rk BE <4
THZENRHEETHD,

L7eRoT, RIFA T A TliE, BAREERESLZNE TITHELN TV D EFH TR -
B2 RN IS & | LUT O =35 O i 7o (6 & HEtE 3 2 8L D LB Bk B2
RO EERER~T,

I, RTA BT A A%, MSIATBOE N BN R SR, At EEAN B AR
ERRMES o, — bR N A AR RNBH ES . BEFREFITEEE A B AN 22 & O
—RAEEEN B AR ER TR OO b AR LT,

RGe L Ip HEIRSG, « AT VR EEERE 20 mg, A7 U — R SEERHE 100 mg (—%
& =RV~ GEG TR Z))

R ERDMEIE « CIBRAREZRHETT - PRI DI/ INHE R it

RELRAMEROHE @, RAICIZ=R L ~7 GG Z) & LT, 18 240mg
% 2 A CAREHET 5,

f¥E IR 9C ¥ F NI TS




2. AHN DR, TERBFTF

7Y — R S ERE 20 mg X OVEATEERE 100 mg (—fi%4 - =R~ 7 B
Baz), LAF, TARALD) &, MBS TEMRASLE A X Ly 7 24 (87U X b -
~AY—X A7 A7 (BMS) f) 23BA% L7t b PD-1 (Programmed cell death-1) (2%}
T5k MUIgG4 € /) 7 a—FAHKTH D,

PD-1 1%, #&MAL L72 U 8Bk (TR, BMREK T F =2 7 0% 7 —T ) LKOVE

BRI R BT 5 CD28 7 7 X U — (T AR OIGHAL Z i BhHIZ IE & BUSHIEE T2 2
TR ICBRT2ZAARTH D, PD-1 IFHURIR RAIIIZIEHL T 2% PD-1 U K (PD-LI
FOVPD-L2) EfEA L. U o SERICHEINES 7L A nE LT R ERoiE AR EE %
BIZHRE L TWd, PD-1 U H > RISHUREERMBELIAMNC B b Ofk & 72 RS RR I Z 585
LTHY, BEMERAMREEE )G UER L2 EGHEICHT 2 PD-L1 OFRBLLIFEDAEF
Wil & OMICADOFBEIEIR & 5 Z & 23 S Tu % (Cancer 2010; 116: 1757-66)
F 7o B R AN TR T MRS EET S ¥ —T7 a2 H v~ (IFN-y)
12X > T PD-L1 ORBENFHEI ., 8 L2 EEHKIC T 5 PD-L1 ORI LHE O
AAEWIR & ORI EDOFBARR S & 2 & DS & 5 (Sci Transl Med 2012; 28: 127-37)
S HIZ, PD-L1 Z IR EL S 728 AR, HURKERAY CD8 Bk T e oo i e 555
TEMEZ 88 S ¥ 57238, HT PD-L1 HI4K T PD-1 & PD-L1 & DA ZHET S &2 DAl
EEEENREIETH 2 ENRENTWD, D Z LMD PD-1/PD-1 U T2 REREIX, 7
AR TR R RAY 7 T AR D OBEE A BT 28 FD—2 L L TEZ LT
Do

ARFNE, SR OFE R 6 PD-1 OffasME (PD-1 U 7 FREAHEIE) ITHA L.
PD-1 & PD-1 U W FEDRERZET D EI2X 0, DAHURRRREN: T MlaoiE
PEAL K O AUKIIELS %19 2 MBS =G VE 2 #9585 = & TRk e PUBE 2 3 2~
ZEDFER I N TV D,

IO OFEN S | AFNTEMEIEBE ) 2 Bl 2R EIc 20 55 Lo L HIfF S,
FE/ R B A xS & U T BRIRE R A S L. A b, et R OEA D R
iz,

AN VE ST 5 < HBEE DRI T L 5 ANERISED & & b, B UL IC
BB AR B B, ARG R R OB ERICIE, BHEOBE L FMTV, BEARE
D AT ANTIE, IR L7 BT U P72 Kk & LR & 5 IEAT & et U
ORI ATV B ORI & BRI S EDN 238101, RIBR AL
LI OB HEE OB AL AT 5 LB B 5,



3. BB
YIBRRBE72 AT « B OIE/NpaltiE R bR &k OFER T B ) O AGRERIZEE
il 2 AT > 72 3 72 B R 5B DO s & o~ 9,

(A2htE]
R P BB

OEMNE DFFER (ONO-4538-05 #ER)

7 F SR a G T bFERERE A H T S UIBRAREZR B B/ IV UL 3 O - bR
£ (ECOG Performance Status 0 &2 T8 1) 35 il &2 %512, KK 3 mg/kg % 2 HERET
RIRFHE L7, FERMEEE TH LR (RECIST HA T A > 1.1 fRICHES < ik
HEIZ LD CR UL PR) 1525.7% (95%I(EHXH @ 142~42.1%) Th o7z, 72k, FAi
IZRRE LT BMEIX 9.0% Th - 7=,

QuEAEAEFER (CA209017 35?) (N Engl J Med 2015; 373: 123-35)

7T FF RN G A TFIRERE A A T D UIRANREZR OB 1/ IV ST 38 O /- LB
3 (ECOG Performance Status 0 2 TN 1) 272 5] CARHKIRE 135 i, K& FtE/8f 137
B) ZXRIC, ReEX XL Z3EE LTARS 3 mgke & 2 HFEMECRMBEE L,
EEFHIEE Tdh o 2EF IR (Pl [95%EEIXRH]) 13, AFBET 923 [7.33~
13271 #H., FEZXFEABT601 [5.13~733] BATHY, AANTX KX TR
X LR FPRICHBERIER 2R Lz (O — R 0.59 [96.85% (58X : 0.43~0.81],
p=0.0002 [J&H!| log-rank fRE])

1.0 '\h

09{ .,

e
~

o
o

o
(0]

o
'S

Probability of Survival

o
w

o
[N]

v
“a-_ .

0.1

0.0

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

Number of Subjects at Risk
Nivolumab 3 mg/kg

135 113 86 69 52 31 15 7 0
Docetaxel

137 103 68 45 30 14 7 2 0

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

X1 OS OHEf#EHT O Kaplan-Meier it (FEMEAL S -4 H)

4



(FERS - Reg)
OEMNE DFHRER (ONO-4538-06 7l#)
77 FFRF e GO T RERE 2 AT 2 U RE 2 B B/ IV XUT A3 D IER A R
JEEF (ECOG Performance Status 0 &2 TN 1) 76 )& xf 512, AA 3 mg/kg % 2 #H I RINE
THRIEEE L, FEFIEE TH2R3% (RECIST A R7 A4~ L1 RIZESLH
JEHEIZ L D CR XUE PR) 1% 19.7% (95%(E#HIX[H : 12.3~30.0%) Th o7, 7o, &F
AR E L7 BfEIX 9.0% Th - 7=,

O/ FEMAERER (CA209057 # %) (N Engl J Med 2015; 373: 1627-39)

7T F SR G TFIRERE 2 A T D UIERANREZR IIB B/ IV LTI DO IR B
i (ECOG Performance Status 0 & TN 1) 582 il (RAIRE 292 #il, K& & & /LEE 290
B) ZRGUT, REX X'/ ZXE LTAS 3 mg/kg % 2 ¥ MR CAl§EE L,
FEFMEE Th o 2AFHM (FRE [95%EEXE]) 1. AFIFET 12.19 [9.66~
1498] B A, REZFBARETI36 [8.05~10.68] A TH Y, AAIX K& FE1ic
K USEHFINCA BERIERE 2R LTz (O — REE 0.73 [95.92% 15 #HIX M : 0.59~0.89],
p=0.0015 [J&%!| log-rank FRE]) ,

1.0 4\“‘

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 N T T T T T T
0 3 6 9 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% CI : 12.19 (9.66, 14.98)
"~ Docetaxel (events : 223/290), median and 95% CI : 9.36 (8.05, 10.68)

X2 OSO T EENT O Kaplan-Meier it (HE/E2 (L S - 4EH])



(PD-L1IFEBLR IR DA h M M OVZ2 21E)

WSV EIARRER (CA20001 77858 J2 ("CA2090575k8%) (ICHLAAN DNIZBE DS L, [E
BERRRIZ BV CPD-L1 2 38 81 U 7= iia s 5 %14 (LLF, TPD-LIZEHR]) (2B
THERPE SN O BE DT — X |ZHS% | PD-LIZSHL RN EERH T 21T
STEAINER R EMEDORERITZLUUTD LB Thotz,

AMEICE L Cid, R LR T, PD-LIORRRICL S, N & 3w Ef L i
Lfﬁﬂﬁﬂﬁ#ﬁﬁﬁé@mﬂmb%mto

FER-_E RO TIEL PD-LIZE B R N1 %R DA R ¥ VB L IRIERBEOME T
H-o7= (FX),

k. R ERE., R ERE S B2, PD-LIORERICL BT, KFlOZEET 0
77 ANEEERTH -T2,

1.0 ﬁ\H 1.0
0.9 e, 0.9
M
:
0.8 \‘ e 0.8
RN
= 07 HLLL_ = 07
* ~L\‘_" >
2 06 . Z 06
wr i T w
% ‘\\'\1 % 05
> 05 A o
B A B
= 0.4 i T 0.4
s s s
%03 g %03
ThES--—Em -
0.2 i 0.2
|
e
0.1 e 0.1
0.0
0.0 T T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 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 mgrkg (events : 77/108). median and 95% CI : 10.41 (7.29, 14.26) “ Nivelumab 3 mgrkg (events : 68/123). median and 95% CI : 17.15 (12.09, 20.63)
=~ Docetaxel (events : 93/123), median and 95% CI : 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% CI : 0.90 (0.66, 1.24)

X3 CA209057 3B D PD-L1 ZEBLRFITD OS O H [Efi#HT D Kaplan-Meier RiAR
(X : PD-L1<1%DBFELEF. A : PD-L1=21%DREELEH)

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



[Zcpt]

CRANE ),
OEMNE DFHFRER (ONO-4538-057K5R)
#F1 FEBRN5%LL EORIER
Grade 4= Grade Grade 3-4 Grade 5
RIVERIEHE FEEL JEBIE | B BB | WHL FEBE
(MedDRA | X % SOC:PT 434#H) K (%) FH (%) FH (%)
NESE 35 35 35
B 24 (68.6) 2 ( 57 0 (0.0)
MR L OV SR bEE 2 ( 5.7)
. 2 ( 5.7)
oy WARE 4 (11.4)
H oy IR 2% 2 ( 5.7
El e 5 (14.3)
T 2 ( 57
L 3 ( 8.6)
— - HBEERS IO 5L ORRE 11 (31.4)
Rk 5 (14.3)
AL 2 ( 5.7
FEL 5 (14.3)
o fE R IEE 2 ( 57)
U 2 ( 5.7)
BRI AR 8 (229) 2 ( 57
T ANRGRUET I NT AT 2T —EHIN 2 ( 57
ML 7L T F L R ARE T —E RN 2 ( 57
Vo SERE R 3 ( 8.6) 2 ( 5.7)
B RO E 7 (20.0)
&7 V7 I MsE 2 ( 5.7
BARIE 5 (14.3)
W #E R b KOV AL Rk s 2 ( 57
FAm 2 ( 5.7)
R R 3 ( 8.6)
R =2 —1 /35— 2 ( 5.7
IR 25 203 L OV g 55 5 (14.3)
Jifi 1. 2 ( 5.7)
ia[ - ESANON AN ik e 10 (28.6)
SIBRRRRE 5 2 ( 5.7
FLBE 2 ( 57
2 5 (14.3)
R IR IN &2 2 ( 57

ERi HWE SN A EES4 1T, MedDRA ver 17.11% W THiARE 2 7.

GradelXCTCAE (Common Terminology Criteria for Adverse Events) v4 H ARFEFRICOGHIZHELT 5,

7k, HIEVERRE 261 (5.7%) . KGR - BEDO TH 261 (5.7%) . MRkEE (%
T v NU—IEERESE) 361 (8.6%) | ATHRRERETE 2 1] (5.7%) . HUIRIREEREREE 3 4
(8.6%) . RIEHERERETE 1 1] (2.9%) . EHEREFEE (JRAE I EMER RS 161 (2.9%)
K O infusion reaction 2 41 (5.7%) iR HiT-, £7-. BEEDOLERE (B EREHRAE
ERE, ZIEALEE, BUOOEIRSE) | TRMAHRBREE, | BURERM. Bk, FEREMEIE,
% - B, 52 E 9 BER L IR ITFRD Divie o iz, REWEFAFBURILIT Y% F
LOBEFRR (HKREMERT 250 230ENERE =T,



@UESMEIAHER (CA2090173852) (N Engl ] Med 2015; 373: 123-35)

F2 FEHE) 5% LORIER

Grade 4= Grade Grade 3-4 Grade 5
RITEHE A FOL REBIE | B REBIE | FKBL RO
(MedDRA (Z X % SOC-PT 434H) HK (%) K (%) RS (%)
REFEH 131 131 131
ERS 76 (58.0) 9 ( 6.9) 0 (0.0)
H kRS 24 (18.3) 1 ( 0.8)
T 10 ( 7.6)
LD 12 ( 9.2)
— - A EE B IO SR EE 41 (31.3) 1 ( 08)
fliyaPna 13 ( 9.9)
T 21 (16.0) 1 ( 0.8)
B L ORI E 18 (13.7) 1 ( 0.8)
FARIE 14 (10.7) 1 ( 0.8)
Fh B R dS LUV A ik pra 17 (13.0)
B iR 7 ( 53)
ERD B SN A EFG4 L, MedDRA ver 17.1J% W CRi AR 2 72,
GradelXCTCAE (Common Terminology Criteria for Adverse Events) v4{Z#ELU %,

ek, TIEMEMIRE 6 B (4.6%) . KIGZK - BHEO TR 1161 (8.4%) | fhkgkES (F
T v NL—IEGRESE) 13 61 (9.9%) | ITHEREFRETE 4 1] (3.1%) . HRRIREERERE 5 41
(3.8%) . EHEREFEE (RAEMEMEERE) 461 (3.1%) . EIEFHEE 161 (0.8%)
& O infusionreaction 1 ] (0.8%) 2358 BTz, F7=, HED LGRS (B ERERARE
eRE, ZIHLEE, JEHREIRSE) | TIAHREREE . RIBARREMREE. 1 BUHEIRA. k.
A% - BEREDG . 5 & 9 R K VLI RITFR D G- 7o, REWERFRBURILIT Y 3% F
FOMEEESR (BAREERT Z250) 25U0EFERERT,

GER bR
OEWNE T AHRER (ONO-4538-06745%)

#£3 RHBN5%LULDOEIER

Grade 4= Grade Grade 3-4 Grade 5
RITEH A FOL RBIE | B REBIE | FKBL RO
(MedDRA | X % SOC:PT 43%#H) K (%) F (%) K (%)
NESEN 76 76 76
2K 64 (84.2) 16 (21.1) 0 (0.0)
e anA e 9 (11.8)
FOR R REAR T IE 7 ( 92)
El e 26 (342) 2 ( 26)
feEFL 5 ( 6.6)
T 4 ( 5.3)
LTI 8 (10.5)
K% 4 (53)
/AR 4 ( 53)
— - A EE B IO IO IREE 29 (38.2) 1 ( 13)
T 9 (11.8) 1 ( 13)
Rk 11 (14.5)
FEEN 11 (14.5)
AR A 18 (23.7) 3 ( 3.9)
UL SERERR D 6 (79 2 ( 2.6)
R B L OGRS 17 (22.4) 3 ( 3.9
= wa WA #NIikiH 4 ( 53) 2 ( 2.6)




BAEGR 11 (14.5) 1 ( 13)
PR R R E 10 (13.2) 1 ( 13)

FEPED N 4 ( 53) 1 ( 1.3)
I e R FS L OMERR R 5 12 (15.8) 4 ( 53)

R P A £ 4 ( 53) 2 ( 2.6)
ia[ PSENON AN ik 26 (34.2) 1 ( 13)

ZHFEAE 6 ( 7.9 1 ( 13)

% 11 (14.5)

R INTRZIING A2 4 ( 53)

BERTi b SN HHE G40, MedDRA ver 17.00% AW TREAH 2 7=
GradelXCTCAE (Common Terminology Criteria for Adverse Events) v4 H ARFEFRICOGHIZHEL 5.,

¥, MR EAB] (5.3%) . KB - EHEDO THISH (6.6%) . #RfEE (¥ 7
v N —IEMERESE) 1061 (13.2%) AT REREE 5151 (6.6%) . HUR IR REFEF 1041 (13.2%) .
RIBHEREFEF 1] (1.3%) . BRRERETE (RS MEMEERE) 45 (5.3%) K Qinfusion
reaction 3% (3.9%) RO OHNT-, F7o. HEDOLEREE (FERRIREMRE, 2L
BE, BUREIES) . TEAHREEE ., BRI, Bk, BIEM I E, MK - Bk,
SEIER KNI RITE D Do To, REIWEHREBLRUIT Y FROB#HFES

(FRRMREMRT 2 51) 2B UEERE =T,

O/ FEMAEER (CA209057 # k) (N Engl J Med 2015; 373: 1627-39)
R4 FIEN 5% EORIHER

Grade 4= Grade Grade 3-4 Grade 5
RITEHE A L RBIE | B REBIE | FKBL RO
(MedDRA (Z X % SOC:PT 434#H) K (%) I (%) K (%)
ESEN 287 287 287
B 199 (69.3) 30 (10.5) 0 (0.0)
e anA e 24 ( 8.4)
IR IR B R T E 19 ( 6.6)
kS 74 (25.8) 4 ( 14
T 22 ( 7.7 2 ( 0.7)
L 34 (11.8) 2 ( 0.7)
M - 15 ( 52)
— i G BEE B IO BN O R AR 90 (31.4) 4 ( 14
& 779 29 (10.1) 1 ( 03)
it 46 (16.0) 3 ( 1.0)
KRB L OSFEREE 43 (15.0) 2 ( 0.7)
RHER 30 (10.5)
B B S 36 KON Gk B 36 (12.5) 3 ( 1.0
BAm 16 ( 5.6)
ia[ PSRNON AN ik 60 (20.9) 3 ( 1.0)
EHFEIE 24 ( 8.4)
BiS 2 27 ( 9.4 1 ( 0.3)

R S SN AEFLA L, MedDRA ver 17.11% IV Tk 2 7.
GradelXCTCAE (Common Terminology Criteria for Adverse Events) v4Z#ELU %,

7ok, MVEMERZE R 10 61 (3.5%) « KB - EEED T 22 1] (7.7%) | kRS (%
T v N U—IEGERESE) 26 B (9.1%) | HFHEEEREE 15 1] (5.2%) . HURERMEREREE 27
B (9.4%) . BHERERES (M MR R 761 (2.4%) . K28 - BEI 1 41 (0.3%)
KON infusion reaction 8 4l (2.8%) MR Hi/-, £7-. BEEDOLERE (B EREHRAE

9



i, ZIALBE, JHAIES) |« FERAMEEERE . BIBMAERTE. 1 BBERE, MR,
HIEMENIE, 5 & 9 RR K OODHRITIRD e h o To, ARIWEHFBIRDLI SR F
KoOMEES (WAREMERE Z2ET) 283 0EFRREZRT,

10



[ - &)

AR OREMEYFETT LV EZFHALIZY 2 2 L— a3 42k v, AK3 mgkg (K
) NI 240 mg % 2 RN TG LIEBEOARF O Mg R EDRF S vz, EOfk
B AKH 240 mg G LTZBROBREERIL. AH 3 mg/kg G L7 EROGREE & L g
LCEfEZRT ETFHISATZEDOD, ARNEFIZEBO THEERHER S LT DM
% R (10mgkg % 2 BRIEIRECERS) CAAIZ RS LI-BEORERE & ik LR
ot e PR ENT (FR), AT BEOEEIZB T 27 — 2125 & | AH) 3mg/kg
(KE) 0T 240 mg % 2 WG CHG- L IZBROARF OMRE & & A3 etk &
OB A RRTT D BTSN E T VDR I, S BEIC OV TRFIDBM T b i 2.
EROME - HEOR TAHIMER ORI 2RIV E PRI,

£5 AROEWBRE T A—H

k- R Crax Cmind14 Cavgdi4 Crnax,ss Cominss Cavass
(ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL)
3 melke Q2W (352 '760-8) (10-17?'264.5) (17.21‘,";3.9) (75.1){3171) (27.612,'107) (42.717,'?27)
240 me QW (51-712,.109 (15-22?.354.6) (25.31?i7.8) (10;,5254) (41.857,.21;58) (62.11(,)91 87)
10 mg/kg Q2W (14;,9;19) (51.621 '739.2) (79.900,'21;14) (33?,9232) (18421,1 ;13) (23§,7§86)

FRAE (5%4%,95%) . Q2W = 23 IR, Cunax : HIIEHE 515 O i@ ME FIREE . Cminara @ I 57214
A BT 2 RARMIE PR, Caeanra : FIEE 5% 148 B £ TOPEMIERIRE, Craxss : T HIRIBICIS
Uéﬁ%%fﬁlfjﬁ;qﬂ&%&f\ Cmin‘ss : Eﬁ%?ﬁL:%bT6%1&m¥%¢(}%§\ Cavg,ss : Eﬁ%%iljﬁﬁéqﬁ’ﬂfﬁl%qﬂ
TR

11



4. HEERIZDOWT
KBS & LTl HRERE (2FFE) Pt onTnd 2 Enb, Ykl 4
(2520 T & 2 gk f%éz%@%é O LT, AFIOBE Y e B W - FE
EL\Kﬂmﬁﬁ LV EERRERZ BB LBRICxeT 5 2 EMBERT-D, LUF
®®~@®¢&T%ﬁtﬁMm_kwfﬁ%ﬁémﬁﬁ%éo

O MERRIZOWVT

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

(1) BEAETBREDEET D03 V2 REEEILSIRPE S (BRE IR S A2 HEIL RUw P
HUIE S A2 B EEHL R T . MBS AU IRIRPE 7R &) (R 30 4R 4 A 1 HIREAL : 437
fiaz)

(2) HrTHERERPE CERR 29 4E 6 H 1 BN « 85 fiigk

(3) HARENTIREN TG E T 2 03 U2 REEERRT (73 A2 HER TEIRPT, 05 A2
W 719PBE, 23 ARSI EEHERE R 72 &)

(4) S RAbPEIEE AR E L, %%m%ﬁﬁm%1x1%%m%ﬁgm%z@m L
R D ZIT> T D ftiag (PR 28 4F 7 A 1 AFEAL ¢ %mﬂ;)

(5) #rﬁm@rﬁmﬁ@ﬁm%@m RILYEI AR D R & 1T > TV AR (CERR 28 4E 7
H 1 BEREA ;1290 fitigk)

©-2  flis DAL ERE K ORI E I FEBURF ORI +-47 72 k05 & 8Bk & R ERT (TR O
WPNNIREE T DIER) 25, BB ORANE T 2R OREE L L TRESH
TnbHZ L,

e

o [ERNFFEUGE 2 FOWMINHE Z K T L7212 5 LI EDO N AIGIRDEERIHE %
IToTWHZ L, 95, 24 R, NAERYEERZ T L L-RKRBEEFOIHME %
IToTWVWAHZ L,

o [ERRFFISER 2 FOMPWHEZ K T L72RIC 4 FLLEORKEREZ A L T
Z & Oh 3FLLEIE, WD) AR S TR AN S O BRIRBHE 21T -
a2,

@ BENOEFKMFERERDEHIZONT

EE G EHRE BT 2 BEE D EE S, EBEN D OFRED ., Ao - &
EMEEIRPE RO S OERSEIC T 215 R, AFEFSNRAE LG 0WE
¥, HRHSODIITON D IRHINE S TWDHZ &,
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@ BIEA~DORIRITDONT
@-1 fERAHIC 3 2 B

VRTS8 S 0 B R BRI 2862 L 2RI, 24 SRIZSHRIRHI O . 3% HER% X
R R IT 350 T, BB L AR U C AR LR O CT % oI 1E A O8I 2
BIRRA DR Y A PITRF S, EDISKIS TR AR > TnD Z &,

@-2 ERIEFEEFIC L 2AFFRAINCHET HEMS

S ABHRCHE D D BT 72 e e O\ BE 2 2 BIRIEFRE DEIE =2 Y 7
EEDITEROA Y V== 7 2ATOERE L FmE A TE 5 F— AR 2R
SN TVD Z &, 2B, BiAHIZOWT, BDABE L ZOFEBET ST mshT
WwWnHZ &,

@-3 BlfEH ORWr-OoxISITBE LT

AITER (FEMERR BN A, BAEMEE, DR, Mk, BURUTHBIRIE, KB,
HAEEO T, | RERp, IPRRERET . FUIRIRIEEERET . Mhthes, BiEE (BAe
PRANE FEMER R 2 ate) . RIS, Mk, EEORERE ., FIRNARIERE, infusion
reaction, SR ML M/ IMRIBATESRBER (ITP) | i O UG, G LEEE, OlsfE T (L
FEAlE) « IR - DEPEEAMGHESE) . MR M) (6 LT Y agha ST BRE R
BB ORI ME 2 A9 D R & s U (BIVEH ORZWH-eRS ISR L TR R OSSR 2521
DRLRMICH D Z L), EHITHEYRLEN TE SFHNE->TVnD Z L,

I8
"
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5. BEXRLBRDIBE
[‘ZZeMic B4 5 F1E]

@

@

TRICEU T HHEEFICOVWTIIARRNORGENED L SNTWDHZ D, B5 21T
F oA AN
o KRANIDRSTITR LigEUE DB ERE D & 5 BE

BIREAT ORI BV T FREICEE Y T 2 BHIC OV T, AFOHREIHELE S e

D, AOIRERTIL A 2 NGEITIRY | HEICAFZEHT 22 2B ETE D,

o [FEMMREOEHIITEEDOH 2 BHE

o JESEg AR A CHE R 258 0 2 B K OB D I R e S0 & G fiti 7%
LD RIEMEZEALD I B AL 5 B

o HOREREOAD, UTBMERZRE L IXFFEMED B O im B OB ERED
oraysech

o EERRAERE CEMEHaBEE L GT) Ob DL

e ECOG Performance Status 3-47V D 3

SRl tllE She pRAYE ) |

o)

TREDBEIZB W TARA OB IMENRIES LTV 5D,

o T ITFHHRIFEETCTFEIER AR T HURARER B B/ IVH SUIHREOR
W b B R

o T ITFFHRIFEGTCTFEIERE A AT 5 UIRAREZRIB W/ IV ST oIk
@ V- bR R

723, FHRF LR CEGFRE R T2 2 UIALK R G & R 1B W TR,

JiH] & UTEGFRTF 1 %+ o F 7 — B IHER IFALK T =7 % o o F F—EHEH O

ey I S R E LN

D ECcOG @ Performance Status (PS)

Score T

0 | &<MERIEETE D, FFaiE R LB EAERESHIRR 1T 5,

| WIRRIIZIE LR ENSHIBR S5 03, BITAREC, BR{EESCME > COMERIFITI 2 &N TE D,
B BMWFE, FHIEE

5 BATRIRECH D OHORIY O Z L3 TR TRFEZAERILTE 22V, B D 50%LL EiZ~<y RACilg 2
ED

3 ROENZESOFDED DZ L LTERY, BHD 50% Ex Xy Rivfy+ iR 4,

4 | BTV, BHEAOHFOREY D LT3 TERY, BECNy RO T TEIT,
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@ TFRICHST B HEFICHT B AROR 5 R OMMFEIC W T, AR
PHSLSNTHES T, AFOBREXR L BRI,

{ERIERIBIRO B
i BRI
L OHUEMERZA & OFH L TG Sh o B

@ WMEZIETA R 74 > (AARME T2 (23T, ECOG Performance Status 0~ 1
WV 75 UL E. XU ECOG Performance Status 2 £V B3 T, 4 3 i PugE
Al (FEZXELE) ORFEGHHREINATEBY . 77 FFRA O HHERE R 1T
BV EH I eWr—2xA35 5, ZO%A, 77 FFRAORHEER R &b
5 3 HRPUEAIHEA COBRBEREEZ AT 2BEFICEBNTEL, AFOREEZEZETE

Do

@ AANIHEAEIMARBRICBN T, RE LR OER T EEEOWTOBREICE
WTH N X BRICH L CTEBESARGES LTS, 7272 L., FERFEEEED
BFETIX, PD-LIEBLRIZ I D GRMEOB RN R D Z DR RB SN DFRERPED
NTHWBZ s, FERTFELEEBEOBREIZBOCIIPD-LIZRE LR L ETA
HOEG A GOHWZ2 T2 Z ENREE LV,

SCHRSE)

PD-L1 JEBLEN 1%Kim T 5 2 & D3R S NIRRT LR B 12T,
JFRHL, KE 2 X eV EORFI LSO FLEMER OB 5 2 E k4 5, 2
NLAT7r ) AvT (B fi#z) oa =423 (koe4: : PD-L1THC
22C3pharmDx [# =] ) (2L Y PD-L1 3L AR L= IR F LR B
ThHo T, AKFIDOZWE (54 : PD-L1IHC 28-8pharmDx % =1] ) 12Xk %
FRA DR A 121, LT ORE 2 S BICARR OGO & & i T
5

Andreas H Scheell et al. : Mod Pathol. 2016; 29: 1165-72

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

WD o2 U, OFEMIEAI ORGSOV T, SR, BEERGICHS T 5 2 L ofh, K BRI
BENEAORIROB TN D 5%, FEEREE EREYS L SNz BE GBI (SO0 TIEZORY

TlEZev,

15



6. BEIZELTHETREEFH

I SCGERE TN 2, &R B R D3RI 2 BRI T IR & ARA| O Fei J UG
HOT= OB E®RE H I L ChLEHTH Z &,

IRIEBRAAIC SN D | BB X OFEICA MR Otz +a L, RE %5
ThoEETHZ L,

FERF EROEIC BV TIE, PD-L1 ZBLHE iR L7z L CARAI OB G /] 5 A 3 %
ZENLEFE LW, PD-L1 BIERBZHER TE R2WEAIZIE, AR O H O %

@

@

Al

ZHIEr L7 ETHR G5 2 L,

FREWEH O~ A DN T

MEMEMEEDRD LD ZERH LD T, AFOEGIZHT- > Tk, BKIE
M (PR R, ik, FEENVE) ORER K OWER X fRiR A O R, Bt 1+
ZAT5 2 &, Fo, RES U T CT, MiF~—V —FOMRA %z i+ 2
Zk,

ARHFNOFE 51X EE D infusion reaction (I 2 CEARFI 072 %f i D T& B 1
& AT > 72 L CBtAT 5 2 &, £72.2 [0 H LA O AHI$ 5-FF1Z infusion reaction
NHHLOLNDZEHHDHDT, KARE TR OKRAE G TRITAA Z YA
ERAET D%, BEOREBAE+H0ICBIZT 52 L, 72X, infusionreaction %
FHL L2512, A& TOME R OYERA ERIZEE T 5 F ThREZ Hoilg
T5HZ &,

FORIBHEREREE 2N o B oD Z &35 5 D T, AFI O 5B MET M OV 51
HUIEMA I R RER AL (TSH., 7 T3, 5 T4 FOME) £S5
Z &,

AFIOBEHIT LY | WEDORIERISIZERK T 2 &5 2 5D Ekx RN
DHLOLNDZENHD, BFENROOLNTGEITIE, BELEFLRIIS L
R 72 5k & RRER 2 e D[RRl &g U ClE bl e BRI W 21TV il o
FOSMZ & D BWER BN 25551213, ARFIORFEST IR, R OFEIF EE AR
NECROBRGEEZBET L2 L, 2B, BIBEKERVEOREICLYEIE
R OYEEDRFRD BN WAL, B BB R VE LSO sz il o8 n
HEET D,

BeHRET %, BORM O ARGE L T DRIERNRELT 2 Z 03B 5720,
AR OBEHETHIZ S RWEH ORI 21T EET D,

1 BUBEPR IS (BIE 1 BRI 2 5 de) D3 b iodu, BERWEES R T R—v &
CELZERHLOT, Mg, Hol, WEMHAEOIER ORI MAEED L7+
DERTAHZ &, 1V BERED OIS EIITRGE2HIEL, 42X H
H O 5HEDOWEN BT H Z &,

ARENDOERRERICINT, EHANG 9B, ZRLIRERIZ, &E5G1E 1F
[FI3 3 B G T Z EITAMEORHli 21T > TWz Z L 2551, ARSI
FEHIRNZ BERA CHROMEBEZIT O Z &
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(7E2) HIHE
e, HERS, R ERE LS 225 BIEH 02 E 44

< REZXBARKR LD BE>
HEREHEIH O H 5 BE
YEE S OFL T B B

BT UBYYEDOS b5 B

il P SEAN B BUE DBEEE O & 5 3
B0 AR L CW B RTREME O & 5 B

< FEZFRANEEREG L RDBE>
HHEIE OB 5 HBHE

R MR 28 ST IRRRMEIE D & 5 B3
JFBETE O & 5 B

IEEDH D BE

FHEOSH 5 EE

RS 2 ATREME DO & 5 IBH

< FEZXR/LOEKRENWEH >
B
VavZER e TF T 4 THxU—
PE, HFARA, IFiEREmE

AMERA
PRTPER %, e
DARA

REFEME M N EEEDEBRE (DIC)

Mo Ze 4L, B, i RER. Kk

AL 7R

TR AR B E e R

AMERESR

BEE AL ARSEMRE  (Stevens - Johnson JEBRE) . Hagith R EEIEIE (Lyell JEMERE) . ZIALEE
ODF R —=T . KIE, TR - (R

OHFEZE,  FRIR AR ZE AR E

JEYSIE

PORIR A VT > ANE A 5y WIERE (SIADH)
HERANREORER, MAE R, RARES . OB S O RMMES) . Radiation
Recall B15:



EERAHET A N7 A v
=HhN~<7 (BaTHE#Z)
(BR7E4 : 7P — R ERHEEE 20 mg, 7V —R AE#EE 100 mg)

~EERAE~

YRk 2 94E2 3 (ERK 3 04 8 AET)
BAFH @A



SR/

A e o e

XL ®IZ

AHNOFFE, ERET
IR BORR

TGl ANE
BHx G L 70 D A

BEIZER L THEET S HH

P2
P3
P4
P19
P21
P23



1. IIC®IZ

=S 5 DA R « L RMEOREROT-OIZIL, IR SCEFIZEE S W2 Ee i H R D
bID, I HIZ, WFEOREHERTOMESRZ L U | FUREILS 72 & OFHH 72 Fr %
FFEIMPARINLGF T, TNOOEEGZ EIZHEREF TR 5 2 LB
R & o TR Y RFMBGEE & SO FEAR T #2016 (FAk 28 4 6 A 2 H MR E)
IZBWTY, EHMERLEOFEHORELHEELZ XD Z L LI Tn5,

FORVERB P IR ST, SREEHSOZ &M 7 0 7 7 A A RBEF ORI & B 5 R
RHZENDHDH, T, AMMELPLEMICET HIERN+0EET 5 TO/R,
MHEEGOBELZBRZITHZEDBHFRFINLIEBFICH L THERT L &I, BIE
FDRRBL LT BRC LB kb S 2 & D 2 & M RIEE 72— & O B 23l 7= 3 = A B CfE H
THZENEETHS,

L7 T, KA KT AT, BAFBEESLCZNE TILHE LA TWLEFIETH) -
B I S & | BUT O RIS O feiid 725 2 HEE T 2 8LA 0 O B R B %
F RO EFHE RT,

I ARITA RT A %, MSIATEBOE NESE LR S, At E AR AR
BR PRI s . — Mt FE N B ARERIRNEL R 2 R VAR E N B AR EFF2 O )
D EAER LT,

R L IR DEIRE, - AT R EIREE 20 mg, A7 YU — R EEEE 100 mg (— %
% =R~ T GBI Z))
W% ERDPEINE « B RN
RELRDMEROHE W, RACIZ=R L~ (EaFHEHfz) & LT, 18240 mg
% 2 ARG CARRMERET 5, 7272 L, EERAE BT D1k
MBRIEDOS AT, HEWMIT 12 VAMETET 5,
RIGUIBR A RE R B E R AEICH L TA B A~ 7 (Es FHH
z) LT 2561F, @E . AT =R1r~7 GBIl
%) & LT, 1[F80mg & 3 JEMIMIE T 4 LA FFES 5, £0D
%, =A~7 (Binf#z) & LT, 108240 mg % 2 JH[H
I FRE C i T 5,
B IR 5C ¥ DB TS
(%)
BMERANEICBE T D P — R A SRR SOmg (— &4 A B A~ T GRIs T Z))
DRNRESTNF, HEL O H&E
2h me XX 2h R IRIAUIBR AR RE 2R A R i
M iE &k O & d@E, AT A~7 (B HHERZ) & LT1E 3 mgke
(KH) % 3 HEFAMRET 4 BRREEET 5, 23, thoHuErEEE
FlE DRI 2EAIT. =R~ 7 B ) 0T 2 2 &,




2. AANDORE. TERBF

A7 — R KR ERE 20 mg K ONFELETEERE 100 mg (— 4 - =R~ 7 B
Baz), LAF. TARAND) 1, AN LAt E A X Ly 7 24 (87 Y X b -
~AY—X A7 A7 (BMS) f) 23BA% L7t b PD-1 (Programmed cell death-1) (2%}
T5He MiIgGs £/ 7 v —FAHKTH D,

PD-1 1%, ¥&MAL L72 U 3Bk (TR, BMREK T F =27 0% 7 —T ) LKOVE

BRI R BT 5 CD28 7 7 X U — (T AR OIGMHAL Z i BhHIZ IE & BUSHIEE T2 2
TR ICBRT2ZAARTH D, PD-1 IFHURIR RAIIIZIEEL T % PD-1 U K (PD-LI
FOVPD-L2) &AL, U » SERICHIINE S 7T 2 AniE LT U v 2 EROIGHEAIRBE &
BITHET LTV, PD-1 U4 FIFHURSRSMIBLAMNT b b Ok < 22 SRR 2 585
LTy, BMERAMEE)OUER LIEEHEMICI TS PD-L1 OFEL &% DEF
WM & ORNCE ORI H 5 Z L 3viis S Tuv%  (Cancer 2010; 116: 1757-66)
F 7o, R NE B CIXHRRE TS EET DA v ¥ —7 = a2 B >~ (IFN-y)
12X > T PD-L1 ORBENFE I, 58 LI EEMRRICB T 5 PD-L1 ORI LHFHE D
AR & ORI EDOFHEARRS H 5 & DS 8 % (Sci Transl Med 2012; 28: 127-37)
S HIZ, PD-L1 Z IR Bl S 78 AR, HURKERA CD8 Bk T i oo i e 555
TEPEZ TS S50, T PD-L1 HLfAT PD-1 & PD-L1 & DA ZHET 5 LDl
EEEENREIETH Z ENRENTWD, D Z LMD PD-1/PD-1 U T2 REREIX, 7
AR TR R RAY 7R T AR D OBEE A BT 28 FD—2 &L L TEZX LT
Do

ARFNE, SR OFE R 6 PD-1 O E (PD-1 U 7 FREAHEIE) ITRA L.
PD-1 & PD-1 U Ay REDEEZEET DL LICLY, BAFURRFRNZ T Midois
PEAL KOS AR 63 2 IS ETEME 2 39504 % 2 & CRikt i R Ui 2h B 2R+
ZEPHER STV D,

HANDVEFEFFIC 5 < HIE DRIERISIT & B RIERSEN S b b, R UIIETIC
B AR B B, ARG R R OB ERICIE, BHEOBE L FMT, BENSRE
D AT ANTIE, FEHR L7 BT U P72 Rk & RRBR & 5 IEAT & et U
ORI ATV B ORI & BRI DN 238101, RIBR AL
LRI DB 5D R LE 21T 5 LB B D,



3. BEREE
HEE B Il O ARG IR 24T o 72 B 7R BRI REBR O il 2 7R 97,

[ 2hE]
OEWNF TFHER (ONO-4538-02 7E#k)

LI (BUF, [DTICY) (2 & DA RERE 2 A3 2 RIGUIER AN RE 72 I/ IV
NITFEI o EMEEAEES (ECOG Performance Status 0 2OV 1) 35 Bl & 412, AH 2
mg/kg & 3 MR TREHEE L, BEEFHHEE Th 52843 (RECIST A K7 A
> 1L RIC S < PRI K D CR X PR) 13 22.9% (90%(EHEIXH @ 13.4~36.2%)
Thotz, 2B, FANIHRE L-RMEIE 12.5%Th -7,

@EWNF TFHER (ONO-4538-08 7kEk)

b P RIE ARG O MRIG U BR AR 6 72 T/ IV ) SO/ 58 o BBk R i B35 (ECOG
Performance Status 0 & O 1) 24 15l & %F 5212 AH 3 mg/kg 2 2 #8 # R C AR ffd Lz,
FHEEHMEEE Th 5 2%0% (RECIST A4 T4 > 1.1 RICHES FREEIZ L D CR
UE PR) 1% 29.2% (90%[EHEX M : 16.7~45.9%) ThH o7z, 728, FANIHRE L7
EIX 6.0%TH -7,

OUESHIAIRER (CA209066 #5xR)

v-raf ~ 7 AR ¢ )L A B EY AT T 7 Bl (LLF, TBRAF)) V600 ZEF 072
B TFIRVE R TR IR O RTA BIBR AN R 72 I/ IV I SO 58 o B R A iR (ECOG
Performance Status 0 2 T8 1) 418 f5i]  (A4I#E 210 5], DTIC #f 208 f51]) % %412, DTIC
R & U TR 3 mg/kg % 2 [ MR C it Lz & & OFWE R OV 2 fst
L7z, FEFHMBEHE CTh 2 24FHH (LU, T0S)) (FRff [95%EH X1 o HfH
FRMTAE X, AAIBEIZ NE® [NE~NE] 7 H., DTIC # T 10.84 [9.33~12.09] 7 HT&®
V. AANL DTIC 1T LFRHFRICH BRIER 28 Le (Y — REE 0.42 [99.79%(5 8
X : 0.25~0.73], p<0.0001 [J&5]] log-rank fR7E], 2014 4= 6 A 24 HT—X 1> b A
7)s

*: HEERRE (LT, [ER)



1.0F&
0.9 o AHIE
08 O HHIVINT B
0.7 % » T B = Y
0.6- e
1F 0.5 N
0.4 “ewq
0.3 5.
0.2 ©o
0.1
L0 ——
0 3 6 9 12 15 18
at risk3 H1FHR (R)
AH|IBE 210 185 150 105 45 8 0
AHIVIN B 208 177 123 82 22 3 0

X1 OS ® Kaplan-Meier Hif3

@yEAEIAHRER (CA209037 #5R) 2

AV AT (BaH#z) (BIF, [4 Y A~7)) XL BRAF BEAIZ &Mk
FHIEREZ AT H2RIE R ARE R M/ IV OB o EEEAaEAE (ECOG
Performance Status 0 &2 OV 1) 405 %1l CARKIRE 272 #il, fbF93E (DTIC XX VR T T F
Y ERZ Y ZXRAEONR) BE 133 6) RIS, ALFEEEEZ SR E L CARA] 3 mg/kg
Z 2 WM CAREERE L & S OFIMER L2 Lz, ZEFHMIEE Th D
ZEh3 (RECIST A R7 A > 1.1 ARICES S FRHEIZ LD CR XX PR) ITOWVWTA
IR E S I D 120 B 2 fiftr et RAER & U CHRIBT 247 o 7ok 2R, AAIRET
31.7% (95%(EHEXH : 23.5~40.8%, 20143 H 10 HF—% 1~ b4 7) Thoi-,
¥, FANCERDROBMEITHEL TV o7, b —DOEEFHEH TH D OS

(HF9efE [95%IEHEX M) 122N\ T 182 Bl A X b BEL) FZ THRIMNT 21T - 7=
R, AFIBET 15.47 [12.39~NE] % H | {LFRIERET 13.67 [11.50~NE] 7 H TH V|
AFNIALFRIE T UGG PRICE B RIER AR S o7z (AN — RH 093 [95%(F
FEIX M 0 0.68~1.26]. p=0.6299 [J&%H! log-rank MiE]. 201411 A 12 HF—X A~ b
+7),

@EMNF DFFER (ONO-4538-17 #lER)

b P RIE ARG O MRIG UIBR AR B 72 T /1IV ) SO o Bk B E B (ECOG
Performance Status 0 2T 1) 30 Bl & xtGc, AFlE A U A~T20FH (BLF, [TARA]
+A Y AT ) HE L, EFEFHMETEE Th 528205 (RECIST FA K74 > 1.1



WZHES L hdullEic XD CR XX PR) 1 33.3% (95%(Z#E X[ : 17.3~52.8%) Tk -

Too 7235, FRICERE LI-FMHEIX 23.8% Ch o7,
* . RH 1mgkg (KE) L4 U A~7 3mgkg (KE) Z[FE B2 3 BT 4 BT L%,
AH| 3 mg/kg (IRE) % 2 M RIFIR CARHE Lz, OFRKRSEIZE X, A2 RIS L,
A Y A= T EAROFEGET D 30 p Ll EOMEE BV TR 2 Bth Lz,

©ps AR (CA209067 #X5R)

(L PRIERIG PR OARTGYIBR A RE 72 A/ IVE] o B pE B il 238 (ECOG Performance
Status 0 L TN 1) 945 5] (RAI+A BV A~ 7 R 314 1], RFHE316 5], AV L~T
BE31S ) 2 RIC, A Y AT HREEZRRE LTARR+ A U A~ 78 KOKRA
B G- OFEINER V22 A2 G LTz, FEFHMMIEE Th 5 OS (HJufE [95% 51X [H])
DEAEIENTAERNT, AF+ A B Y A~ THETNE [NE~NE] 7 H, AAI#E T NE [29.08
~NE] Z7H, A Y A~T7HET19.98 [17.08~24.61] WATHY, KA+ EV L~T
B 5K OARFNPE 5134 B U A~ TG0 LFRFHRNICHEBRIER 28 Uiz (R +A4
B AT A — R 0.55 [98% S HHIXH : 0.42~0.72], p<0.0001 [J&%!] log-rank
MRE], AAIPE G~ — R 0.63 [98%(F#E X [H : 0.48~0.81], p<0.0001 [J&%5!] log-rank

ME], 20065E8 H1 AT —% v "4 7),
1.0

0.9
0.8
0.7
0.6
0.5

041 o &H+4EULTTH - —
0.3 BB O

A KHEIE
0.2 O AEVLTTH

BARHF

0.1 * ARUO : $T41Y
0 3 6 9 12 15 18 21 24 27 30 33 36 39
at risk3 £EHE (B)
AR+ AEYLTTHE 314 202 265 247 226 221 209 200 198 192 170 49
AFE 316 202 265 244 230 213 201 191 181 175 157 55 3 0

AEYL<TTE#H 315 285 254 228 205 182 164 149 136 129 104 34
2 OS @ Kaplan-Meier Hi%}

* A 1 mgkg (KE) LA Y A~ T 3mgkg (KEH) ZF HIZ 3 BEHEIMET 4 BREHE L72%,
Al 3 mg/kg (KE) % 2 MR CREEE Lz, PRSI TL, A E RIS
L. A BV AT IEAROREGHET NG 30 nU EORRE BV THRELBRM LT,

7B RIBYIBRARE 7 M RO E RS 2 R RICARA+ 4 B A~ T EREIZOWTRE
U7-¥a4h i T FEERER (CA209004 3858) D a7k— b 8 1281 5 E4h2%E (modified WHO 3
HEIZHS< CR XX PR) 1. fBSFAHEIERIBHEE T 46.4% (13/28 #il, 95%15 #EXH :



27.5~66.1%) . {LFREREIREREE T 38.5% (5/13 B, 95%[EHEX M : 13.9~68.4%) T
HoTm,

(PD-L1 FBLIRILA DA i Je OVZ2 2 4E)

WAL IAHEER (CA209067385R) (ZHA AN G- BE OT — X ZHES X | JEEHR
([Z3 W CPD-L1 258 L 7= EEHIAE S b 251G (BLF, TPD-LIZEBLEE ) BIICHRERM
RN AT S T A IMER OV ZEMEOFRERIZUU T LB Y Th o T2,

BB LT, PD-LIRBIEN %A (PD-L1<1%) OBEEER & g L T1%2L E
(PD-L1=1%) DBEFHEMTA U L~ 7 O _EREZNEMEMAR SRR S 7= (FH),
B, AKH+A Y A THORENET 1 T 7 A VIFPD-L1 <1% D EFE M £ PD-L1 =
1% BEEM TR TH - 7=,

PD-L1SIRE1%RM PD-L1RHE1%LLE
1.0 fg, 1.0
09 0.9
0.8 0.8
07 0.7
0.6
p 0.6 . —
& 05 - # 05 s
* 04 e - ® 04 . o
’ K- AR+ EULITH b W e FA+EYLTTH &
031 A Amim s 031 A e &~
02 - AEYLTTR 021 -G AEYLTTH
*  ARUO : TH1Y 0.1 *  ARUO : 199
0.1
0.0 B e . S
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
at risk# &M (8) at risk# EFMM (A)
AR+AEYLTTR 123 113 102 91 82 82 79 74 74 72 66 18 4 0 AH+ACULTTB 155 144 132 127 116 112 105 102 101 99 85 27 3 0
AHIB 117 103 86 76 73 65 62 59 57 55 50 16 2 0 A#BE 171 165 158 148 139 131 122 117 112 109 98 36 1 0
AEYLITE 113 96 87 79 71 61 57 50 44 43 32 10 1 0 AEYLTTH 164 155 138 126 115 102 89 83 77 74 64 21 2 0O

X3 CA209067 3Bk PD-L1 FEEHRFTD 0S D Kaplan-Meier i
(£ : PD-L1<1%DBEFER, FX : PD-L1=1%D BAEEM)



DEBE RS AR (ONO-4538-21/CA2092387K57)

SEAYIRE O Mb/c B/ IV O BB AFERE 906 ] (HAABE 28 Bl & & Te, AHIRE
45361, A ¥V A~ (s FRIRZ) BE4S3 ) ZXIRIC, A B Y AT E5RE LT
A 3 mg/kg % 2 WM T AUREE Lic & & OAIMER OV M AT Lis, FRFHE
HHTh D MEARAFHE (PR [95%E XM ) OHPRISENTRERIZ. AAIFET NE

[NE~NE] 7 H, A E'U A~7RETNE [16.56~NE] B HTHVY | AAlZA &) A~
(X LR ARICA B IER 27k LTz (A — FEE 0.65 [97.56%fE X : 0.51~0.83] |
p<0.0001 [J&%I log-rank #7E], 201746 H 12 AT —% 1w A7)

* 1 AJCC (American Joint Committee on Cancer) JRHI03E (56 7 h) 12363 < §¥Afhi,

1.0

0.9 --E- - KK
AR —6— -~ (EYLTTH
0.81

0.7 1

0.6

0.5

0.4

4 St HF o 3

0.3

0.2

0.1

0.0+

I T T T T T T T T T

0 3 6 9 12 15 18 21 24 27

at riskﬁ mBEFAFER ()
AFIEE 453 399 353 332 311 291 249 M 5 0
AEYLITE 453 364 314 269 252 225 184 56 2 0

X 4 EEREAEFHIE O Kaplan-Meier B}



[Z41]
OEMNE DFFER (ONO-4538-02 #5R)
BEFRITIAHE (100%) (2RO BV, KHE OREERNEETERVEEFRIT
30/35 B (85.7%) IZ#B®H Lo, HHEN 5% EORIERIZTRO LB THhoTz,
#z1 FEBBRN 5%LL EORIER

B A3 BE (%)
HEARGE 35
(MedDRA/J ver.16.0) 4 Grade Grade 3 L I
A2EIER 30 (85.7) 9 (25.7)
oAk
FROIR AR EE B T 5 (14.3) 0
H ke
T 4 (11.4) 1 (2.9)
L 2 (5.7) 1 (2.9)
AN 2 (5.7) 0
—i% - EEREEER X OS5 OREE
I 97 5 (14.3) 0
B 2 (57) 0
FEEN 3 (8.6) 0
R R b
fFpEE 2 (5.7) 2 (5.7)
i R AR A
ALT #30 4 (11.4) 1 (2.9)
AST #4hn 5 (14.3) 2 (5.7)
A7 L7 2 R 2 (5.7) 0
1 CK #8n 5 (14.3) 3 (8.6)
M7 L7 F =8 2 (5.7) 0
A7 R o g 2 (5.7) 0
1 LDH #4n 5 (14.3) 1 (2.9)
1 TSH Jek/> 3 (8.6) 0
1A TSH HE N 7 (20.0) 0
CRP #4/n 5 (14.3) 1 (2.9)
IR EREEE N 4 (11.4) 0
y-GTP #40 4 (11.4) 4 (11.4)
PR R o R 2 (5.7) 0
~NEZ B E VR 3 (8.6) 1 (2.9)
Y 2 SERER D 5 (14.3) 1 (2.9)
I R ER B 2 (5.7) 1 (2.9
[ZESERIER N 2 (57) 0
M IR 2 (5.7) 1 (2.9)
7R ifn ERER ) 2 (5.7) 1 (2.9)
M ifn BRFE D 6 (17.1) 0
WEpE T3 #90 2 (5.7) 0
WEHE T3 B 8 (22.9) 0
WERE T4 > 6 (17.1) 0
WEpE T4 H90 2 (5.7) 0
U v~ F R 3 (8.6) 0
1A ALP H50 5 (14.3) 1 (2.9)
LR RS 3 (8.6) 0
A~ — 2 —¥ghn 2 (5.7) 0
FUZHLAREE N 2 (5.7) 0
Y=y s x NTaT A HEN 4 (11.4) 0
A CK 2 (5.7) 0
B RRR & O%E ARk E
R 2 (5.7) 0
PR R
W P 2 (57) 0
K= 2 — 1 /3F— 2 (5.7) 0
FeRgF KO PR RRREE



BRI Bl (%)

HATE 35 {3
(MedDRA/J ver.16.0) 4 Grade Grade 3 UL b
EEH 6 (17.1) 0

& D PEIE 11 (31.4) 0

b2 2 (5.7) 0

iR INRZSING A 2 (5.7) 0

HE IR & 2% 2 (57) 0

B & (s 4 (11.4) 0

7. MEMEMZRE 16 (2.9%) . KK - HEOTH 1H] (2.9%) | #RtkEsE 4 4
(11.4%) . NTHERERETE 5 61 (14.3%) | BHEEEIESE 2 61 (5.7%) . FUIRIRBERERES 8
(22.9%) . RIEEEE 161 (2.9%) . EHEOKEEE 14 (2.9%) KOS E I IEE 14
(2.9%) NRO BNz, Fio, FEMEEE, infusion reaction, 1 BUBEIRIE, FESK.
HIERMEJRE, MM - BEIEEAE. DO R. Bk, IS, BRBUTIREARIE/ X A 3T — KUV
PN OB PSR BEIR IXRR D B0 2, A BIEARBURILIT., M FR O
TR (AREMERT 2 5T) 285 0EHEREZTT,

@EWNF TFHER (ONO-4538-08 7kEk)

BEFGIL 2224 B (91.7%) IZRBDO BV, KHE ORREBEBNREE TERWVEESR
L03 1824 1] (75.0%) (23380 Tz, FHRED 5% EOEWEHIZTRD LB TH-
776

#z2 BN 5%LL EORIER

FRE RIS B (%)

HEARGE 24 {51

(MedDRA/J ver.18.0) 4> Grade Grade 3 UL 1

RIEH 18 (75.0) 2 (83)
NG ik

RO IR R AR T 6 (25.0) 0
El e

ML 2 (8.3) 0
— % - EEEEER X OB OIREE

[=9R3 4 (16.7) 0
B AR AR A

IR EJD 2 (8.3) 0
Rith L OSFHEREE

FARIE 2 (8.3) 0
MR, MEREs K OViEhRRE S

7 2 (8.3) 0
g5 L O FRRkRE

H B 5 (20.8) 0

& O FEIE 5 (20.8) 0

RN N 2 (8.3) 0

¥, KMgk - EEDO TH 2 B (83%) . IFHERERE 1 1 (42%) . THE(RHERERE
1B (4.2%) K OHURIREEREREE 7 4] (29.2%) 2B BN, £7-. MEVENER,
PRRRRE T (367 v« NL—REEEESE) | BT RANEHEMEERE) | RIEEE.
infusion reaction, 1 ZUHEIRIG, FEEE D RERRE (R ERRARIEWERE, ZIEALEE, FE K6

10



B | ek, BEIERBEIE, AR - SR, SE I IRR. LR, MR, ITR. B
RRRRIE / < AT — R O e L i/ MR PESE B 13580 B e s o 7o, ARINEM 3
BLRDLIE, Y%FEROMESRES (BARAERT 2 50) 22 DEHRZ =T,

OUEAM ISR (CA209066 #5xR)

B EFGIIAFIRE 192/206 6] (93.2%) . DTIC £ 194/205 5] (94.6%) (2380 B, 1R
BRIE & ORI FBHR DG E T X 2V EFGIIAFIRE 153/206 41 (74.3%) . DTIC £ 155/205
Bl (75.6%) IZFBD BT, W ORETRILED 5% EORWEMIZTTERDO LY T
HoT,

#Z3 WTFNOFETHEERN 5% EORIER

Il 00
%Eggﬁ/n\iﬁ ARFIEE S DTIC #%
=h
(MedDRA/J ver.17.0) = 206 205
4 Grade Grade 3 UL | 4 Grade Grade 3 UL |

AEIER 153 (74.3) 24 (11.7) 155 (75.6) 36 (17.6)
MiRE LY 3 RbEE

I FRERIE 0 0 23 (11.2) 9 (4.4)

M NI E 0 0 21 (10.2) 10 (4.9)
AR5 he

(s 22 (10.7) 0 25 (12.2) 0

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

L 34 (16.5) 0 85 (41.5) 0

Mg 13 (6.3) 1 (0.5) 43 (21.0) 1 (0.5)
—i% - DEEEER X O SERA OREE

W 21 (10.2) 0 25 (12.2) 1 (0.5)

I 97 41 (19.9) 0 30 (14.6) 2 (1.0)

FEEN 15 (7.3) 0 10 (4.9) 1 (0.5)
Rt L OesEREE

BARIHER 11 (5.3) 0 19 (9.3) 0
Bk R L O ARk E

EANEN 12 (5.8) 0 3 (1.5) 0
TR R P

SHIR 9 (4.4) 0 14 (6.8) 0
R X O Pk

HLBE 13 (6.3) 0 4 (2.0) 0

SRR A S 3 (1.5 0 11 (5.4) 0

& D PEIE 35 (17.0) 1 (0.5) 11 (5.4) 0

B2 31 (15.0) 1 (0.5) 6 (2.9) 0

= B 22 (10.7) 0 1 (0.5) 0

¥, AAIFIZ BV THBEMEMZEE 3 61 (1.5%) . KIBK - EEDO TF 6 # (2.9%) .
MRS (67 >« NU—JERRES) 28 6 (13.6%) . ITHERERRTE 761 (3.4%) . EHE
REFEE 4 11 (1.9%) . TEMAEEERETE 4 61 (1.9%) . FARBRHREREDE 13 61 (6.3%) .
infusion reaction 15 5l (7.3%) . 1 BUHESRIG 1 1] (0.5%) . BEEDOREESE 3 6 (1.5%)
KOS E IR 1B (0.5%) BBDdbivic, £7o, RBIBESE. BR, BEEMHEDIE, X
% - RIS, DFRIE. AR, TSR, BERUTIRLARIE/ X A/ 3T — K OVt if MRs A 4
SRBERIERRO B o 1o, ABIWERFEBURDUL, M%FELOMEES (R R AR
Waate) 2 UERRT T,

11



@YEAHEIAIRRER (CA209037 #ER) 2

A EFRITAAIRE 265/268 B (98.9%) . AL FHEIERE 98/102 1511 (96.1%) (Z#RD 5
AU, TREREE & DK RBIRN G IE T & RWE FEFRITAAIRE 199268 5] (74.3%) . b7+
PRIERE 85/102 1] (83.3%) 1Z#BH BTz, WFNDORETRILERN 5%LL EORIWER X

TEOEEBY TH-oT-,
£4 WTHOLORFTHEED 5% EOEIER
B (%)
e PAN'T
ﬁgg;;”ﬁ A TCF TR
(MedDRA/J ver.17.1) 268 102 1
4 Grade Grade 3 UL | 4 Grade Grade 3 L |
AEIER 199 (74.3) 33 (12.3) 85 (83.3) 35 (34.3)
MiRE LY L RbEE
E=gin 18 (6.7) 3 (1.1) 24 (23.5) 5 (4.9)
M ifn BR YR iE 1 (0.4) 0 8 (7.8) 2 (2.0
1A R 0 0 20 (19.6) 16 (15.7)
1IN i 1 (0.4) 1 (0.4) 12 (11.8) 6 (5.9)
oy ih R
R RS REIR T 18 (6.7) 0 0 0
AR5 he
R 11 (4.1) 0 15 (14.7) 1 (1.0)
T 42 (15.7) 1 (0.4) 16 (15.7) 2 (2.0)
Y 33 (123) 0 39 (38.2) 2 (2.0)
Mg 12 (4.5) 1 (0.4) 21 (20.6) 3 (29)
—f - EHEER X OGN OREE
W 14 (5.2) 0 7 (6.9) 0
I 97 82 (30.6) 3 (1.1) 41 (40.2) 4 (3.9)
5, R L OB A OHE
HEAIZPE D SO 4 (1.5) 1 (0.4) 9 (8.8) 0
R AR S
ALT #4510 14 (5.2) 3 (1.1) 1 (1.0) 0
AST #4n 15 (5.6) 2 (0.7) 2 (2.0 0
I AR ERER 0 0 7 (6.9) 3 (2.9)
M MR 1 (0.4) 0 8 (7.8) 3 (2.9)
M ifn BR %k 3 (1.1 0 8 (7.8) 2 (2.0)
P KOsk EE
RBRIEE 18 (6.7) 0 17 (16.7) 0
E kSRR & O%E ARk E
RAFfvR 15 (5.6) 0 13 (12.7) 1 (1.0)
7 A 11 (4.1) 0 8 (7.8) 0
TR R P
K= 22— N F— 1 (0.4) 0 10 (9.8) 1 (1.0)
BERCH 3 (1.1) 0 10 (9.8) 0
M. MIERE X OWthm i
- O] 13 (4.9) 0 8 (7.8) 0
J2 @R KO FRfkbEE
BB AE 2 (0.7) 0 28 (27.5) 0
5 FEIE 51 (19.0) 0 2 (2.0 0
W95 34 (12.7) 1 (0.4) 5 (49) 0
BN INITRZSIN 22 16 (6.0) 0 2 (2.0 0
=M A BE 24 (9.0) 0 0 0

728 ARABEZIB W CTRVE MM R 8 1 (3.0%) . KBS - EEO T4 6 (1.5%) .
PRREEE 33 1] (12.3%) . HFEERERETE 22 f5] (8.2%) . "ErHmERESE (JRMNE MIRMER 2
Z5) 561 (1.9%) . FRRAREERERESE 23 f1] (8.6%) | IR FEE 1 1 (0.4%) . infusion reaction
1061 (3.7%) . BHEEORREREE 1 4] (0.4%) . FER 261 (0.7%) KOS E SIS 3 4

12



(1.1%) 2

PSR, iR

SR vz, £lo, TEARERERETE . 1 TUBERP, BIER,
BRMRIE/ X AT — R OV M i/ MRS PE SR BT

- gL B

HEESRE, AR -

TR oo To, ARWERFEBRDUT, HREFROBE SRS (RAMRAMER R %2
o) Z2EUEFRRZTRT,

GEWNE I AHE (ONO-4538-17:45%)

FHEFZIILH] (100%) (258 B, ARA|E ORI BEHR S

1 (100%)

TETERWAEEERD

IZERD BT, FEENS%LL FORWERIZ TROLEBY THoT-,

#=5 FEBN 5% EOEIER

TRE RIS SE B (%)

FARGE 30 45l

(MedDRA/J ver.20.0) 4> Grade Grade 3 UL E
RIEH 30 (100) 23 (76.7)
MigFER LY o GREEE

i 2 (6.7) 0
aPan A

PR A e T 2 (6.7) 0

RO IR RE AR T 7 (23.3) 0

THEERR 2 (6.7) 2 (6.7)
H i

155K 5 (16.7) 1 (33)

T 16 (53.3) 1 (33)

NEE(#r 2 (6.7) 0

L 4 (13.3) 0

AN 3 (10.0) 0

Mg - 6 (20.0) 1 (3.3)
— % - EEEEER X OB OIREE

T 5 (16.7) 0

[(5s9ms 7 (23.3) 1 (3.3)

ARG ML R 2 (6.7) 0

FEEL 12 (40.0) 1 (3.3)
JFRELTE o e

FFHERE R AT 7 (23.3) 4 (13.3)

JFBEE 2 (6.7) 0
AR AR A

ALT #40 11 (36.7) 3 (10.0)

73— 5 (16.7) 1 (3.3)

AST #4/1 11 (36.7) 2 (6.7)

y-GTP #41 5 (16.7) 3 (10.0)

U X—FHN 12 (40.0) 7 (23.3)

IR 2 (6.7) 0

M7 Ah Y RRT 72— 4 (13.3) 0
R KOS

U U AL fE 2 (6.7) 0

&7 V7 2 e 2 (6.7) 1 (3.3)

KF NV v A fE 5 (16.7) 4 (13.3)

BAEGR 8 (26.7) 1 (33)
BRI L O A r Rk E

RAEiR 5 (16.7) 0
TR R

ST Y 2 (6.7) 0

SR 5 (16.7) 1 (33)

UEN TSSO ] =

R e € 2 (6.7) 0

11 R SE R 2 (6.7) 0
g5 KO FRfkRE

13
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aRE BIRH % (%)

HEARGE 30 4

(MedDRA/J ver.20.0) 4 Grade Grade 3 UL |
& 5 FERE 10 (33.3) 0
FB 18 (60.0) 2 (6.7)
iR INR I 4 (13.3) 1 (3.3)

2R, AIRIEE OB (30.0%) | ITHEREREE 1461 (46.7%) . FURIREEREREE 76 (23.3%) |
R PR R348 (10.0%) KBS « ELEE D T IRI341] (10.0%) . HEE D B2 3451 (10.0%)
TERERERE 201 (6.7%) . 5 & D 141 (3.3%)  BRA Rl ARIE/ X AT —261 (6.7%)
T O RIMAR ZERIE 1] (3.3%) 233D BTz, 7=, BHEREREE, RIBHRERSE, 15
VEPRIA, ESe, EAEANIESJIE, AMZ% - BHZE. infusionreaction, LaliZ%, A, foy&ik
I NI PESRBESS I TR ITF8D S 7R - T2, ARBIERARBLRIUL, Y% F oM
HES (BARMAEEREZE5T) 25 0EERE =T,

®MEsFEIAHFER  (CA20906775R)

BEFRGIIARA+ A U A~ 731231361 (99.7%) . AFIFE312/31361 (99.7%) . A
B U A~ 7 RE308/31141 (99.0%) (2588 B, 1RERIE & ORRBEGENEE T RWEE
FRIIAE|+ A © U L~ TEE300/31361 (95.8%) . AHIEE270/313%1 (86.3%)., A £V A
~ 7 HE268/31141 (86.2%) 12788 BTz, WIT I DORETRILENS% L EORIERIZT
HOLEBY Th-oT,

£6 WTNLORETHEEDR 5% EORIER

B (%)
k= AN ¢
Rl Ty IR TEU L TR
(M;;DR AT ver.19.0) 313 4 313 44l 311
4= Grade Grade 3 L | 4 Grade Grade 3 UL | 4 Grade Grade 3 UL |
AFEIEA 300 (95.8) 183 (58.5) 270 (86.3) 65 (20.8) 268 (86.2) 87 (28.0)
oy MR
FOIR b B U e SE 34 (10.9) 3 (1.0) 15 (4.8) 0 3 (1.0) 0
RO IR R AR T 51 (16.3) 1 (0.3) 32 (10.2) 0 14 (4.5) 0
THEERR 23 (7.3) 5 (1.6) 2 (0.6) 2 (0.6) 12 (3.9) 5 (1.6)
H kS
20 28 (8.9) 1 (0.3) 18 (5.8) 0 28 (9.0) 2 (0.6)
NI TS 40 (12.8) 26 (8.3) 7 (2.2) 3 (1.0) 35 (11.3) 24 (7.7)
{EF 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)
1N R 19 (6.1) 0 13 (4.2) 0 7 (2.3) 0
L 88 (28.1) 7 (2.2) 41 (13.1) 0 51 (16.4) 2 (0.6)
M - 50 (16.0) 8 (2.6) 22 (7.0) 1 (0.3) 24 (7.7) 1 (0.3)
— % - EHEER LS
ERALDARHE
0 77 31 (9.9) 1 (0.3) 25 (8.0) 1 (0.3) 17 (5.5) 2 (0.6)
IS 22 (7.0) 0 12 (3.8) 0 10 (3.2) 0
T 118 (37.7) 13 (4.2) 111 (35.5) 3 (1.0) 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 #41 59 (18.8) 27 (8.6) 12 (3.8) 3 (1.0) 12 (3.9) 5 (1.6)
77— 23 (7.3) 9 (2.9) 17 (5.4) 5 (1.6) 15 (4.8) 4 (1.3)
AST ¥4 51 (16.3) 19 (6.1) 13 (4.2) 3 (1.0) 12 (3.9) 2 (0.6)
Y R—E N 43 (13.7) 34 (10.9) 24 (7.7) 12 (3.8) 18 (5.8) 12 (3.9
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B% (%)

BRI

s, AFI+A ) L~ TRE AHI AU L~ TR
(MedDRA/J ver.19.0) 313 B 313 4 311 i
4> Grade Grade 3 UL E 4> Grade Grade 3 VA E 4> Grade Grade 3 UL b

K> 19 (6.1) 0 10 (3.2) 0 4 (13) T (0.3)
Rt KOS

BAEGR 60 (19.2) 4 (1.3) 36 (11.5) 0 41 (13.2) 1 (0.3)
B A& R X OV AR Rk

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

PR 17 (5.4) 1 (0.3) 15 (4.8) 1 (0.3) 9 (2.9 0
TR R

FEMED E N 17 (5.4) 0 15 (4.8) 0 11 (3.5) 0

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

eV 34 (10.9) 2 (0.6) 24 (7.7) 0 25 (8.0) 1 (0.3)
N2 E N PSRN 7=

LAY 24 (7.7) 0 20 (6.4) 2 (0.6) 15 (4.8) 0

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

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

F S H AR 15 (4.8) 0 17 (5.4) 0 11 (3.5) 0

& 5 FERE 112 (35.8) 6 (1.9) 67 (21.4) 1 (0.3) 113 (36.3) 1 (0.3)

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

BEIR IR 5 38 (12.1) 6 (1.9) 14 (4.5) 2 (0.6) 38 (12.2) 1 (0.3)

=M A BT 27 (8.6) 0 28 (8.9) 1 (0.3) 16 (5.1) 0

B, AKH+A Y L THHUZB WD THRRIEEZ6H (27.5%) | ATHEREREE 10241
(32.6%) . HURIREEREREERTHI (27.8%) | EHEREFEE 2141 (6.7%) . MIE MM E25
B (8.0%) . KRG - EEO FHI60H] (192%) . HEOKEREE2146] (6.7%) . FiE
RBERERE 2701 (8.6%) . FIEHEREREE 1461 (4.5%) . BER3M] (1.0%) . AMk - #hilE
26241 (0.6%) . infusion reaction 1351 (4.2%) . 5 & 5 A3 (1.0%) . 72361 (1.0%) |
BB RRIE /) < A3 F—5061] (16.0%) | F5 14451 (4.5%) S OVE R ifn A ZER2iE 2451 (0.6%)
MERO BTz, Flo, VEPERE, BEIEFEAE, DR & OV i MR 1 S5 5E
IRITRE S B IR Do T, RFIBEZ I W THIRRFEE66 (21.1%) | IFFEREREE 2461 (7.7%) |
FOR IR RERE 4761 (15.0%) . BREREREE3H] (1.0%) . MEMERRESE] (1.6%) .
RN « FEE D TFHI6M41 (5.1%) . B D R =8 A (2.6%) . T EEAHERERE 341 (1.0%) |
BB RERE =M (1.0%) .« FEZR3HI (1.0%) . infusionreaction 144 (4.5%) . S & 9K
22061 (0.6%) . BERUHREARIE/ 2 A /F—2861 (8.9%) . FFZ261 (0.6%) M Ok
FRIERRIELE] (0.3%) B bivlz, £o, VRBERIA, SHIEMEEE, MK - Bk,
DR | 9% Mo OV M L/ NSO D PSR BEIR 1 X8 9 DAL 7203 o 7o, AREIER R BLIR LI,
UHFROMERS (BAMAERY 23T) 2GRN RE T,

RIBYIBR A RE 22 M RAMEEE 2 M RUIARA + A BV A~ T &G 2R Lo s
I fHFRBR (CA209004 34B7) O a7d— b 8 123\ T, (LFRIERTIAIRESE 28 #il & LAk
IEBEE RS 13 B & O C, ZRMICHE ZRITRBO v o Tz,
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DE B FEFE AR (ONO-4538-21/CA209238545%)

BEFGIIARANEE438/45201 (96.9%) . A BV L~ 7 HE446/45301 (98.5%) (2788 5
Ao, 1RBRIE & DREBIRNEE TE RWEFFRITIAFIE385/4520% (852%) . A B
L~ T REA34/45351 (95.8%) IZFBO BT, W ORECTRILRNS%LL EORIER X
THROEED ThoT,

T VIO THERIS%ULORIER

HH A AEYLRTH
Grade 4= Grade Grade 3 UL E 4> Grade Grade 3 UL E
RIVE T A FEL FEBIR | B IR | BB B | EI EIR
(MedDRA (2 £ % SOC-PT 433H) FH (%) FH (%) FH (%) FH (%)
KRB 452 452 453 453
B0 385  (852)| 65 (144) | 434 (95.8) | 208  (45.9)
T EHE SR KOS AL Rk S
RAER 57 (12.6) 1 (02 49 (10.8) 2 (04
5 PR 35 (77 1 ( 02) 19  ( 42) 1 ( 02)
B Ik
T 110 (24.3) 7 ( 15| 208 (459 | 43 ( 9.5)
LR 68  (15.0) 1 (02 91 (20.1)
lii-20) 29 ( 64) 46 (10.2) 1 (02
I - 12 (27 1 (02 4 ( 9.7) 2 (04
mEA R 24 ( 53) 14 ( 3.0)
NI DS 9 (20 3 ( 07) 45 ( 9.9) 34 ( 75)
— - RHBEERB IO GO REE
A7) i 57 (12.6) 1 ( 02 53 (11.7) 4 (09
957 156 (34.5) 2 (04| 149 (329) 4 (09
TEEN 7 ( 15) 54 (11.9) 2 (04
R IR AR A
U —PHIN 30 ( 6.6) 19 ( 42) 26 ( 5.7) 16 ( 3.53)
ALT #5n 28 ( 6.2) 5 (LD 66  (14.6) 26 ( 5.7)
AST H4m 25 ( 55) 2 (04 60  (13.2) 19  ( 42)
TIT—EHIM 25 ( 5.5) 9  ( 20) 14 ( 3.0) 5 (1)
RFtB L O SRERE
AARIBOE 18 ( 4.0) 39 ( 8.6) 1 ( 02)
PR R PR
ISP 4 (97 1 (02 79 (17.4) 7 ( 15)
BB L O MRS
BEIR IBIR 5 24 ( 53) 50 (11.0) 9 (20
EOPEIE 105 (23.2) 152 (33.6) 5 ( 1.1
it 90  (19.9) 5 (L) | 133 (294) 14 ( 3.0)
RO B HEREs KONGRS
IF-0% IR 15  ( 33) 2 (04 24 ( 53)
W WIEE
FOPR IRAEREAR T E 49  (10.8) 1 ( 02 31 ( 6.98) 2 (04
FR R RETT S 36 ( 8.0) 1 (02 18 ( 4.0) 1 (02
ERS 7 (15 2 (04 48 (10.6) 11 ( 24

7RE. ARAIBECIB W CRBEMEMZEER 11 6] (2.4%) . BB RELAREIE/ X A/ 5 —48
(10.6%) . NTRERERETE 40 (5 (8.8%) . FUIRMRBERERETE o1 51 (20.1%) . FhiRIETE 83
B (18.4%) . BHEREREDE 6 B (1.3%) . RIEHEREREDE 6 ] (1.3%) . TEKHEREREE
8 ¥ (1.8%) . infusion reactionll i (2.4%) . KRG « EHED T 21 i (4.6%) . =
FE DR EREE S F] (1.1%) . 1 BERF 161 (02%) . BER 361 (0.7%) . 5 &9 %k
2 1 (0.4%) . HF% 3 61 (0.7%) M@ bz, Fio, HEIEMBEGE, DK, Bk,
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o M /ISR D PESR BRI . AR - BBk, AR AR FEARE Je UM MERRAE 2013380 B
Nipholz, REWEMFEBRIT Y FROMESESR (RAREERY 25T) 2ale
ERHR R,

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

AR OREMEYERETT LV EZRH LY I 2 b—r 3 2k 0 AAI 3mgkg XiE
240 mg % 2 JERHIRIE TG LI B0 AR O MiEHIRESRE Sz, TOREER, ARHF
240 mg Z 5 L-BROMERIT, AH 3 mgkg 45 LIZBORTE L i L CEE
BT E RSN bOO, BANBHIZHEO T RN R STV S k- T (10
mg/kg % 2 WM CTHE) TARAIZBESG L-BEoRE R & ik L TREZ R~ 7 & Tl
Ehiz (F#), Mz T, BEOBEIZBIT 5T — XIS E | AH| 3mg/kg ik 240 mg
2 R  L 7 BEOAK O i & A AE T2 bt & o BT 4 S 2 1
BEISEZADHEER SN, SHBEIC OV TRADTORRR, EROME - o
M CH MR VLI R T v & Pllls e, 7z, ERAEREIZBT
HT = ZHSE . ARAI I mgkg XL 80mg & A BV A~ 3mgkg & 3 HREIMIE CT&
B LT BEOARKN O EE & & 2tk & OBE %2 i3 2B MIGTE T VR S, Yik
B SOW TG DM Tz fE R, LRt AL - HEOM TLEMEICHM R 2R 1T 720
ETHI ST,

%8 AFOEMBIE/ T A—F

M - R Crax Crind14 Cavgdi4 Crnax,ss Cominss Cavass
(pg/mL) (ng/mL) (ng/mL) (ng/mL) (pug/mL) (pg/mL)
3 meke Q2W (352 '760-8) (10-17?'264.5) (17.21‘,";3.9) (75.1){3171) (27.612,'107) (42.717,'?27)
240 me Q2W (51-712"109 (15-22?'354-@ (25.3127.8) (105,5254) (41?57,?58) (62.11(,)9187)
10 mg/kg Q2W (14;,9;19) (51.621 '739.2) (79.900,'21;14) (33?,955;32) (18421,1 513) (23;7286)

HPUE (5%45,95%45) . Q2W : MBI, Cmax : FIIEIHE 552 D fe i ML IR EE . Coninara : #IIEIHE 5-1% 14
A HICBT 2R fiE IR, Cagas : FIEIE %140 B £ TOFHMBHIRE. Craxss : EFIRIEICE
Héﬁ%%fﬁl%qu)i%g\ Cmin,ss : 'ﬁ‘:ﬁ%ﬁﬁb:k‘ﬁé%1&£ﬁl‘{%qﬂ(}%§\ Cavg,ss : ﬁﬁ%ﬁﬁ&:jﬁ”—éqzigml‘{%q]
TR B
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4. FERRIZOWT

MR UIBR AR 72 M R i B (T T 2 56 1203, &GRSR & L CE R s (45
P BT O TND T Enb, émﬂﬁfz@tﬂ ’%ﬁmf% LR CHLNEN DD, €
O BT, EHES Y A EHGFE (RMP) (ZHEDE | AFIOEEL L EMESTEE~O W 11K
HlAY 8 2 hEak T o T, AFN OG- MU 72 BE 22 W - 552 L, AFORGIZL Y \HER
RWER Z 3Bl L2 BRIC KRGS 2 2 E BB R 720, LLFOO~Q@D X T A7z 3 fiqxc
BWTHEHTL2RXETH D,

O MERITOWNT

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

() JEAEFBREDSIEET 503 RIS RRES ERE TR 2S A SR B SRR
Higl 23 A B2 B RUR e . HiEk S AR e &) CERR 30 45 4 H 1 B IR : 437
fiiax)

(2) HrEkkrembe CERR294E 6 A 1 B RS « 85 ik

(3) HRENFERENFDEE T D 03 A2 HOE ST (D3 AR ERPE. 03 A2
B 1IEBE. 23 AR HEE R L /e &)

(4) S RALTFFEE LT %L.%%m%%ﬁm%lﬂi%%m%%ﬁm%zmm%
R DR Z T > TV D lEaR (CEAK28 47 A 1 HIREA - 25407@ )

(5) #Eﬁﬂ@“ﬁﬂ&&ﬁ@f?&m%@m RILYEIAR D R & 1T > TV DR (CERR 28 4 7
H 1 BEEA : 1290 fitigk)

O-2 EMERAREO L FRE K ORIWEH FEBLRE O XI55 72 ik & R BR 4 £ E Al
(FRONTINITEEY T DIERM) 2, UEZEROARANCET 2 18MOEME L LT
BlEINTWbHZ &,

*

o [EHIIFEUSE 2 EOPIHNHE 2K T L7211 5 LU EO D ATRIR O BERIHE %2
fToTWAZ &, 95, 2FEL RIT, RARYIEREE L LRSS OHHE %2
T TCWNWAZ L,

o [ERGRFFIFE 2 FOYMHINHEZ T L7211 5 FLL Lo B IR 2 5 O i
IR ZH L TWDH Z &,

© BEHNOEERFREBERDMEHIZHOVT

l:f?uﬁ':’%ifli’ﬁ@fi CHEFT L2 EER DR E S, RN OIFRED . A - %
EMEIEERE RO E L OEMEISS T 2 IF WMt FEFEFRPBAE LIS H OmE
W, EDRESHITONDIEREINE S TND Z &,
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® EWEA DR DUT
@1 BIfEARBIRE DXL EHIC BT 2 B

MR PERTR B D B 2 BITEA SRR AE LB, 24 BERSIRIEHIO T, Yikhaas X
XM AR (23T B L2 BIVERNICS U CABEE B KON CT ZOFIVER ORIz 4
PFRRAEOR RN L ARG O, B HITRISATREZRARI R > Tngd Z &,

@-2 BEREFEICLIFFFRNNCET 28 S

DS AR D D B I ik e O R 2 A3 D IRIRIEFE DNEEH =421 v 7/
EBFOTEROART V—=0 7 24T O ERE L2 G TE 2 F — L ERA 235
SN TNDZ L, ek, BREAFIZOWT, DABRE EZOFBRICHoIZEAmsInT
W5nHZ &,

®-3 BIfER OZBr-ox IS I LT
RITER (RVEMERIREISIN A BAEMBEIE ., DA, AR, RO RERHE, RIBR.

HEDO TR, 1 BBEIRIE, FHRRERET ., HURDMEREREE . thithas®, BEE (Fre -
PRANE VBB R 2 ate) . RIS, Mk, EEORERE ., FIRNARIERIE, infusion
reaction, SR ML M/ IMRIBATESREER (ITP) | i O OS, IAG L EE I, OlsfE T (L
Bl « RIR - DEPEAMGHESE) . PR M) (6 LT Y agha ST BRE R
PEBI DO REPIME 2 A9 D R A & s U (BIVEH ORZWH-eRS ISR L THRE R OSSR 2521
DRORMICH D Z L), EHITHEYRLEN TE SFHRE-TVnD Z L,
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5. REMBRLILDEE

(%

@

@

EVECEE % 9 H]

TRICHEE T 2BEIZOVTIARFORENED L SN TNWDL Z b, &EZ21T
Dirnz by

o KA LS BEUE DBEERED & 2 B3

TBIEAETOFHIIZ BV T FRRICEE Y T 2 BE T VTR, AR OFGIIHELE S e

D, MLOIEFERIRL R WG EITIRY | HEICAR ZHEHT 5L 2EETE D,

o [FEMMREAOEHIITEEDH 2 BH

o R CHE R 27 0 2 B K OTEBE) I D HUR Bl 2 0 G it 2%
LEOMICRIEMEE A DD B

o HOMERBOGH UTBMERRF L IXHEREMED B CRaEiRBOBERE O
b5 EE

o s REEE (& MmErREEE 2 5 Te) Db DB

e ECOG Performance Status 3-4 V) o @B

SRl tlE Sh PR ) |

O TROBEZEBVTAADOEHENR RSN TN D,

o ABFHIRIERIGE L OBERIE ORI UIFRAHE 722 I/ IV XX o B R fE
B

o SEAYIREOIb/c Bl/IVE] W52 o HEpE B fE BT BT A iliis A BhEE:
7235, BRAFIER FARZH T 5 BHITH VT, BRAFFLEAIC L 210K b E
HZ &,

D BCOG @ Performance Status (PS)

Score EFe

0 AL R IEEITE 5, BFai s R U A FAEEDHIRZR<ITZ5,

| AARICEL UWDIEENIHIR D A3, BSITAMREC, BRIEESE > TOERIFITH 2N TE D,
B . BRNFER, HGEE

5 HBITAHECTH S DOHEDEY O Z LT T N THREEBERITTE 2V, A D 50%LL Fid~y FA4T
@ ::‘1;_‘0

3 ROENTZHSOHOEY OZ L LTERY, BFO S50% L& Xy Rk T,
AL TRV, BOOFOEY O Z L34 TERY, BEICy KW+ Tl I4,

(9)

AJCC (American Joint Committee on Cancer) Ji#i5FE (538 7hR) 12363 < §FAf
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© FHhl+A vV b~ T EREIIMEFRERIBIEORIGUIR AN GE 22 M R AR EE 2 x4
& LAV EIARRER (CA209067388R) B\ T, MR E ShizaA B Y a~THE
W L CAEBMEDRRGES N TV D, 7272 L, AFI+A BV A~ TR E & AF B
5% bl U 72 RSB REHZ BV TR, PD-LIBBURIIZE D A B Y A~T D L3
WRD B DEADPRRENDFERPIGELNLTND (Tp2R) . 207D, Rin
UIBR AR e BB R ERE 12 W T, AFl LA B Y A~ T L OGO A )
Wrd 23545, PD-LIHR 2RI 52 ENEE LV, PD-LIBHEEN1%LL ETH
D EDHER S NIZBE TRV TIL, JRHL AFRIEMER S 2 BT 5, k. B
UIBRARE 72 B R RS 2 )R & U7y ah a1 FEEER (CA209004385k) D =27 —
FBIZHEWT, (LFIRIERIGREE L L FRERRREE & OB TAFI+ 1 Y L
~ 7 B OHNEICIIME R A FITERO I TV,
kAFNOBWEL L LT, KFE4 : PD-LI IHC 28-8 pharmDx [ 4 =] 2NEAGR I TV 5D,
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6. BREIZBELTHETREEH

O WA SCEFITIN A RIERIEEE DRI D ERME IS & ARH O Re: K OVl
RO DI EREHRAE I B L T2 2 &,

@ JRFEBLAICEN D, BEUIZ OFRICAEIMER aitt 2 oA L, RE 25
ThroHEETLH L,

@ MIGUIBRARE BN RAERE BT, ARl A B Y A~ 7 L OPFHEEO A
ZHIWrT 586, PD-L1 BEE LR TS Z ENEE LWV, PD-L1 FELE DGR
TEXRWEAIZIE, AR LA VY A~T7 L OOFHOBEE Z@muNfwr Lz Ecikh
THZ L,

@ EREWEHO~FRY AL MIOWT

FEMEEER S 5D Z ERNHDDOT, AFOEEIZHT--> L, BEE
M (PRI R EE, nmk, FEENVE) ORER K O X MRiRd O LM%, Bigx 1+
IZAT9 2 &, Fo, LEIG U THEE CT, i~ — 7 —50REx FEiT 2
ek,

AFNOPe 51X EEE O infusion reaction (21 X TR 072D TE 5 U
iz T > 7= ECHahT 5 Z &, £72.2 [FI B LAFE O AR 5-KFIZ infusion reaction
WHHONDZEbHDDT, KFIERE R OERFEGHHE THRIT AL Z A
ERET D%, BEOREBAE+0ICBIET 52 L, 72X, infusionreaction %
FHLLTEGA TR, 2 TOMEBE R OER D ERIEE T 5 £ THRE 2 +08l4
THZ L,

RIS REREE N H B d 2 L3 5 DT, AR OF 5-BA kT K OB 53411
HTEHIEC RIS RERR AT (TSH. W07BE T3, 0ERE T4 O HE) ZEhi+ 2
ek,

AR OEHIZ LY | BEORPESINTER T 5 L& 2 5Dk~ IR B R
DHOLDONDZ EnbD, BENBEDLNEHAITIE, BELLEFRIIS U
B[ 72 NGk & AR A FEO PR AT & L U C bl 22 R M 2 1T IR O
BOGIZ £ 2 EWER D B b 23581213, AR ORI OTF 1L, R OEIE RE R
NECHOBRGEEBRT L2 L, 2B, BIFKEARVEOREICTLY EIE
R OYEEDRFRD SN WAL, B BB R VE LSO sz il o8 n
LEETDH L,

B TH, BOAMNSE D ARGE L T ORIERNRERT D Z 08B D70,
AR OB THRIZBRWEH ORI I EET L 2 &,

1 BUBEPRI (BIE 1 BUHE IR 2 &) b Db, RS T v F—v &
CEDZLBHLOT, M, HEol MEHSEDORER O FEEC mAEE D _EF (21
SEET D&, 1 BERBEN DN SAIITEEERIEL, AR i
H O 55 OME) LB AT H 2 &
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RVAEIBRARE 22 v B ERF I H T 2 BRI, AAIOERKRHERICS W T, &5
BRgh 6 3 7 HUAN, EALLARRIL, B GG 1 ERIL 6 M Z & I/ IMEDRE
ﬁ%ﬁofwt:&%%% . AAFE G HITESRICD R OMEREZITH Z &,

@%%@ﬁﬁié@$%~®mﬁﬁ%%&&Lfﬁ%ﬁé@ V&, ARANOBRIR
ﬁ% IZBWT, 12 8 Z EIZAIMEDFHI 21T > TWe Z & 2 BEIT, AFIEG-F1i%
EHNNROMREATH 2 &, Zodb, MigmiBhiiE s LTEHAT 25812, K
HoB5HEIX 12 VAETETDHZ &,
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i HHEET A RT A
=AN<7 (BTH#EZ)
(BRFE4 : A7V —RETHERE 20 mg, 47V —R EEERE 100 mg)
~ SR SH R ~

YRk 2 94E3 H (ERK 3 04 8 AET)
BAFH @A
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1. IIC®IZ

=3 DA M « ZEMEDHECR DO 7o DIZIE, WA SUEEIZE DWW o el H 23K D
biILD, ST, IEFORFEEN ORI LY | FUREIRS e & OF 72 Fri V%
FFEIMPARINLGF T, TNOOEEGZ EIZHEREF TR 5 2 LB
R & o TR Y RFMBGEE & SO FEAR T #2016 (FAk 28 476 A 2 H R E)
IZBWTY, EHMERLEOFEHORELHEELZ XD Z L LI Tn5,

FHERS PRI, SR ERCZ 2T m 7 7 A VBB F O EIES & U 5 R
RHZENDHDH, T, AMMELPLEMICET HIERN+0EET 5 TO/R,
UHERLOBEZRZITHZ PRI BEICH LU THEHAT S L &b, fE
FDRRBL LT BRC LB kb S 2 & D 2 & M RIEE 72— & O B 23l 7= 3 = A B CfE H
TAHZEDREETH D,

Lo T, KA KT AT, BAFBEELZNE TILHE LA TWDEFIETH) -
B RN EE S & | LUT OEIES O fi 7ol H 2 HEE T 28180 b B R B & %
FROEEFHEERT,

I ARITA RT A %, MSIATEBOE NESE LR S, A E AR AR
BRRIEG 7o . —MAERNEN B AREEIRINFHE . — M EE N B AR H SIEER 72 KO
NASFERTEN AR ARSI Db EAER LT,

R L IR DEIRE, - AT R EIREE 20 mg, A7 YU — R EEEE 100 mg (— %
4 =R~ T (BinEER))

R ERDPEIHE + B TR LS & A3 2 SESHE

MELRAMEROHE @H ., A=A ~7 GBI/ Z) & LT, 1A 240mg
% 2 R CAEEET 5,

LUl R A AN i ST B S SE Ve




2. AFNORR, TERBEF

7 — N R 20 mg K ONELRTRERE 100 mg (—f%4 - =R~ 7 (BEiE
#az), LAF. TARAND &, AN LAt E A X Ly 7 24 (87 Y X b -
~AY—X A7 A7 (BMS) ) 23BA% L7t b PD-1 (Programmed cell death-1) (2%}
J5HE MUIgG4 £/ 7 u—FLHIUATH D,

PD-1 (%, I&MAL L7z U o /REk (THIfE, B M@ OV F = 0% 7 —T i) KOVE
BERMIAIZ R BT 5 CD28 7 7 X U — (T AR OTEMEA L 2 iBhAYIC IE & AIZHIET 5 5
THE) IR T 2B TH D, PD-1 IIFURRRMAIZRELS 5 PD-1 U > K (PD-LI
JOVPD-L2) EFEE L. U v SERICHEINE S 7 F L AR LTV v SEROIE MR RE %
AIZHEI L TW5D, PD-1 U H v RIZPUREER RSN B b OFk &~ 22 ISR AR 2 8 B
LCHY, BMEROMEERE LU L EGHEMEICI TS PD-L1 OFRBL L itk DAAE
WM & ORNCEOFEEZRN S 5 Z L viis S Tuvv%  (Cancer 2010; 116: 1757-66)
Fo EERAEBRE TR T RN ELET S A v X —T7 a2~ (IFNy)
12X > T PD-L1 ORBENFE I, 58 L BB ICB T 5 PD-L1 ORI LHFHED
I & ORNCIEOMEBERRDH 5 & OME S & % (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 @5 E S 72 8 AMiiE, PR A CDS Btt T HiAa o il fufs &
TEMEZ 58 S H 523, i PD-L1 /KT PD-1 & PD-L1 & DfEa % HET 5 & Z 0l
EEEENREIETH Z ENRENTWD, D Z LMD PD-1/PD-1 U T2 REREIX, 7
AR FUR R RO 72 T AR D OBRE A2 RS 28FO—>2 &L L TEX LTV
Do

AT, FEHEER OFE LD B PD-1 OHIFLAME (PD-1 U F 2 FiEGHEIB) TR L,
PD-1 & PD-1 UV REDRERZET D Z LIk, DATURRERNZ T MRk
PEAL K O3 AUKIIRT K3 2 MIIE =G 2 9589 5 = & TRkt 2 PUiis2h R 2~
ZEDFER I N TV D,

ZID DN G | RANTEMERS SR 2 7 BRI 0155 O L MR S,
SHSHIE B 25t g & LT IREBR 2 9266 L . A 9ME, Rt R OB AEMEN R ST,

RFNOVEFHEFFIC 35 < MBI DRI RIGIT & 5 BITERSA B b b, B I L T
BB AR b B, AFIOR G TR EHITIE, BEOBLEE HNTITV, BHEAR
D BV HAIT IR, FB U7 TR U S A 7 ik & R 2 R PEAT & e L
GRS 21T\ . M ORI RSIT & 2 BIERI A3 2 B AT 1, B I AL
BV AIORE ES O IE 217 5 BB D 5.



3. BREREE
BRE LR 2 A9 5 IESEE R O &GRS 5t 2 1T - 72 £ 72 R IR R O ik &
N B

[H2hE]
[E B [F 2 M ARFBR  (ONO-4538-11/CA20914175%)
7T FF A & G AL ERIE A T B0 B 60 H LINICRBEIT T ER /RO B
72 ARG BB D SR TGO G & 72 B 2O T /IV I O BESEE R b R 2 36 141 (H
ARNEBE 2B 2 G de, AFIRE24061, KHFREE12161) Z %51z, RBRFE Y AT S8R L 7=
BIR (A M PLEI—h, FEEAFEALIEY XU ~T) 25 E L TARF3 mg/kes
2RI CAEMEE L2 & EOFIMER O L2 2 Ret Lz, EEEHEE THHE
AFEIE (LA, ToS) ) (Rl [95%EEIXM] ) ORISR IZ, ARHIEETT.49
[5.49~9.10] # H. XHREET5.06 [4.04~6.05] 7 H TH Y, AANTIRBRFE Y ERfiA3 2%
RUTZIRITHR LR FICE BRIER 2R LTz (AN — RE0.70 [97.73% (5 #HIX[H -
0.51~0.96] . p=0.0101 [J&H/log-rankfEE] ) .

*1 2 HRIE B A ST OV RO s % ST,

* G b SNV RURIEALIE, D, - TOUEEE K OWEEE,

1.0 &

09_“\;{ - AHIE
' *1 -A&- XtEBEE
0.8 -
0.7
£ 061
bl
FE 051
0.4-
0.3- ‘
02 Y
0.11 e
ool IS————
0 3 6 9 12 15 18
at risk#{ 588 (H)
AHIEE 240 167 109 52 24 7
e 121 87 42 17 5

X1 OS ? Kaplan-Meier Hi%#



(PD-L13& BRI B D A 50 B OV22 41)

[EIRR A 2 IAHFRBR  (ONO-4538-11/CA2091417888) ICHLAAN BNT-BED S b,
RS HEARRIZ 35U TPD-L1 238 8L L 7= a2 5 2814 (BLF, TPD-L1ZEEIER)) |2
B DI HMAANE DI — D BRE DT — & 2% | PD-LIFEBR RN IERAN AT 2
1ToTeBMER WL REORERIILLTO LB Tho T,

ANMEZEI LT, PD-L1FEBLHED 1% AT D% A 1T R L IZIEFRIROFB R ThHh o7z (F
%)),
723, PD-LIOFIRIZL T, KHOLEMET w7 7 A VITEETH -T2,

-
5]
3
.
o
S

—Nivolumab 3 mg/kg —Nivolumab 3 mg/kg
o X Investigator Choice e e Investigator Choice
80 - g
g g
@ @
W 60 W 60
S (]
E =
0 ="
i & %
ﬁ H
20 “ 20 |
0 T T T T T T T T T = T T 1 0 T T T T T T T T T T T T ]
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
LEHFHMA) SEFHR(A)
at risk at risk
Nivolumab 3 mg/kg 96 74 59 42 30 25 22 19 16 11 8 5 1 0 Nivolumab 3 mg/kg 76 54 39 32 29 20 19 17 15 11 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)
""" O Investigator's Choice (events:39/40), median and 95% CI: 5.5 (3.7,8.5)
Nivo vs INV Choice - hazard ratio (95% CI): 0.73 (0.49,1.09)

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

ONO-4538-11/CA2091413RBR DPD-L1ZEE KRB TDOSD R IFITH%2UE T + 2 —7T v 75— F DKaplan-
MeierHi#R
(X : PD-L1=1%DBEFLHA. HK : PD-L1<1%DHBELMH)



[Zcaft]

[EIFR e [F) 25 M AHFRER  (ONO-4538-11/CA209141585R)

HEFRIIAAIRE229/23661 (97.0%) K OSFBEEE109/11141 (98.2%) (2580 B, 1A
B & ORRBIRN G E T E WA FEFZRITIAAIRE139/23661 (58.9%) . *FHEHES6/111
Bl (77.5%) (2§D Biiz, FBEENS%LL EORWERIITED EBY THh o7z,

£1 RBEP5S%IUEORIER (REMMETRER)
HH AHIRE oiistis
Grade 4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5
RIVERIEHE FEEL OB | JEEL EELE | BB BB | BB RBLE | BB ORIBE | BH O BHER
(MedDRA (Z X % SOC:PT 43%#H) T (%) FH (%) T (%) T (%) T (%) FH (%)
NESE 236 236 236 111 111 111
EXL 139 (58.9) 31 (13.1) 1 ( 04) 86  (77.5) 39 (35.1) 1 ( 09
MEBIOVL R EEE
E=in 12 (51 3 ( 13) 18 (16.2) 5  ( 45)
I R ERIBE 9 (81 8 ( 7.2
B IR
T 16 ( 6.8) 15 (13.5) 2 (18
BITIN 20 ( 8.53) 23 (20.7) 1 ( 09
H A% 5 (21 1 ( 04) 10 ( 9.0) 3 (2D
g 8 (34 8 (72
—f% - R HEEBI OGN OIRAE
I 0E 10 ( 42 1 ( 04) 16 (14.4) 2 ( 1.8)
95 57 33 (14.0) 5 (21 19  (17.1) 3 (27
FEREDJENE 3 ( 1.3) 14 (12.6) 2 (1.8
i AR AR AT
R 4 (17 6 ( 54)
Rt L OsERE
ARRIBOE 17 ( 72) 8 ( 72)
PR R IR
K=o —m/F— 1 ( 04) 7 ( 63)
FZJE 3 KOV T R ik ke
=R 14 (12.6) 3 (2D
R g 7 ( 3.0) 10 ( 9.0
EOPENE 17 (72
K% 18 ( 7.6) 5  ( 45) 1 ( 0.9

ERD SME SNTAEHELL L, CTCAE v4.0 Z TR L, MedDRA ver 18.1] & W TR Z 7=,

Zde. MVEMERZRAE 7 61 (3.0%) . BRRUHEMRE/ X A3 F—5 fl (2.1%) . ATHne
[ S B (2.1%) . FURBMEEERES 17 61 (7.2%) | #hfkkESE 761 (3.0%) . Bi&neRE
E 16 (0.4%) . BIBREE 161 (04%) . FEAEEREREE 2 6] (0.8%) . #RkimieZErR
JiE 1 61 (0.4%) KON infusionreaction3 5 (1.3%) 23538 Lz, Fio, HIEMMEIIE,
D2, e, KB - EEO TR, | BBERW, oMl MO MESEBER . T,
e - i, BEEORERSE, 5& 95 ERKOEEDOREREFITRD bkroT,
ABWERFBLRDUT Y F R OESRES (BIRREEET 2 51) 2308 E R
+

o



[ - &)

AR OREMEYFETT LV EZFHALIZY 2 2 b— 3 42k v, AK 3 mgkg (K
) XX 240 mg % 2 B MR TG L7 BEOARAO MG IRENREF S, £ Ok
B AKH 240 mg G LTZBROBREERIL. AH 3 mg/kg G L7 EROBREE & L g
LCHEfEZRT ETHlENTZbE DD, BAARANBEFICBOWTARMERNHERE S A TWDH
% A& (10mgkg % 2 BRI TR G) CARIZERS LI-BEoREE & ik L CRE
ot e PR ENTs (FR), MA T BEOEREIZB T 27 — 2125 & | AH 3mg/kg
(RE) 0T 240 mg % 2 WG CHG- L IZBROARK OMRE & & Ao 3 etk &
OB A R D BB ST T VPR I, S BEIC O W TRFIDBM T h L7 £,
EROME - HEOR THMER ORI 2R IT Vv E TRl S,

£2 AROEWBRE T A—H

BT - Cinax Chnind14 Cavgdi4 Cimax,ss Cnin,ss Cavg,ss
(ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL)
3 mgkg Q2W (352 '760.8) (10.17?'264.5) (17.21‘,‘;3.9) (75.1){3171) (27.612,'107) (42.717,'?27)
240 mg Q2W (51.712,203) (15.22?'354.6) (25.31‘,‘17.8) (10;,5254) (41?57,?58) (62.11(,)91 87)
10 mg/kg Q2W (14;,9;19) (51.621 '739.2) (79.900,'51;14) (33?,925%32) (18421,1 213) (23?,7286)

P (5%45,95%45) . Q2W @ 20BN, Cmax : FIIEIHE 552 D fe @ ML HIREE . Coinara : #IIEIHE 5-1% 14
H EHIZRT 2 s PR, Cagas: FIEIFR %148 B £ TOEHMEFIRE, Craxss : EFIRIEICE
Héﬁ%%fﬁl%qu)i%g\ Cmin,ss : 'ﬁ‘:ﬁ%ﬁﬁb:k‘ﬁé%1&£ﬁl‘{%qﬂ(}%§\ Cavg,ss : ﬁﬁ%ﬁﬁ&:jﬁ”—éqzigml‘{%q]
s



4. HFRITHOWNT

KBS & U T HAGERE (SFIFHE) AEonTnd 2 b, Uik 2
YN T 5 ik T%éﬂ%#%é Z O LT, AFNOBE Y e B 2 BT - 5F
EL, AANOEGIZ X0 BEEZREMAZRELLBRICRIGT 5 Z EBANTERT=H, LUF
@@N@@?&T%ﬁtﬁmuuk“f@ﬁ?ém%f%éo

O MERRIZ2OWVT

@-1 TRt (1) ~ (5) OWTNNITEN T Dl THDH I &,

U)Ei%@ﬁﬁ##E?éﬂh&%@#%ﬁrw“(ﬂﬁﬁ%#wﬁﬁmﬁﬁh H
WS AR EEEERL AR, MRS ARSI e &) G 30 4F 4 H 1 HEEAT : 437
%)

(2) HrErEREmPT CERL29 42 6 1 HRS « 85 ik

G)ﬂﬁﬁﬁﬂ%ﬁ#ﬁ?éﬂhﬁ%@#ﬁh(ﬂh&% HLEEFE BT, 23 A
W IEBE, 23 AR EEHEME P e &)

m)%%m%ﬁﬁi% RE L SR RRIEIN T 1 SUIA SR SR INGL 2 o % FL U
WZARD B A T TV Dfieg (CERK 28 4F 7 H 1 HIREAL - %m%ﬁ)

(5) PUEMIEEAIL T EHENNE O IR D B Z1T > TV A liek (CERk 28 4 7
A 1 BERA 1290 fitigk)

@®-2 ﬁﬁ%%®%?ﬁ%&@@@%%ﬁﬁ®ﬁmK+%ﬁﬂﬁkW%%ﬁo[%ﬂ
TEBHEM (FROWTNANIEL Y T D EMSUIEBER) 25, LaZ2WRE O AFNIZ B
TOHRFEOEMLE L LTRESNTND Z &,

*

o [ERNRFFEUGE 2 FOWMINHE Z K T L7212 5 L EDO N AIGIRDEERIHE %
IToTWHZ L, 95, 24 I, NAERYEERZ T L L-RKRBEESFOIHME %
T TCWNWAZ L,

o [ERIFFEUSHE 2 FEOYIHE AL T L2 4 AL Lo B SRR ER o g R
WHEZIT->THEY, 95, 2HL X, DBSAKYRRE 2 & te SESHER MR 28 D
FERMHE 21T > TN D Z &y

o [ERNGRFF TR E MRS E O EWHE 2/ T L2112, 5 FLL Lo R PEsVR
DEFRWHEZIT>TEBY ., 5 b, 2EL EIX, BARYIREE ST OEAR OB A
TRIRDEERIHEZ1T> T\ D 2 &y
B, AEFNC L DIEFICB O CUIREAS 02N EHEZ BT 5720, BEDOIRE
(2% 7= D RHERNT EOROWT NIRRT G2 7= 9 R AT (BESEE R DL 7%
K ORIE R B DO REIG +43 70 ik & 1B & FF D[R RT) & OB dfED ¢ b
2T H T &,




@ BENOEEMBFBREEDOEKHIZONT

A BRI FE T 2 B N E S, BRSO OFRE D, Ao - &%
VRSO O B B OVE AT ST s B EE R (2 D iRt AEFRNRAE L
B OWEED, SRESLHITITON D ERFINE > TND Z L,

® BIER~DRISIZONT
@-1 fEsfHIC AT 5B

FABTMEZ B % O B /2B AR A LIS, 24 WRRIZIRIRHIO T 4t X
BRI\ T L B L ANEAITIS U C BB O CT S O RIER O8I &
B/ RATORERASYS B A D, BB IS ATRE A AR 2 R > TV B b,

@-2 ERIEFEEFIC L 2AFFRAINCHET RS

AR D BT 72 e e O\ BE 2 2 BIRIEFRE D EIE =2 ) 7
EEDITEROA Y ) == T 2ATOERE L FmE A TE 5 F— AEFREH 2R
SN TVD Z &, 2B, BiAHIZOWNT, BDABE L ZOFEBET I mshT
WwWnHZ &,

@-3 BIEADZWrORIMZE LT

RIER (RIEMMERICIN A, EAEMEDAE, O, TR, B RARE., KIBK.
EEO TR, 1 ANERE, ITHReiEEs ., FURIREEREE S, MREE . BEE (Bre
PRAME FVEMER K2 B te) . RIBRES, Mo, BEEOREREE ., #RMRZERIE, infusion
reaction, SEFEME M/ MRS/ PESEBER (ITP) | 185 D GafE i, IR R, OEREE (O
FEh « FRAR - D EMERIZMNES) . IR M) (T L, Y Rkhtiak i R
BERH DO BEPIMEA G T H EAN &8 L (RIEA OZBr-CR IS L CTHRE R Ok % 51T
DNARIMICH D Z &), EHICHEY)RALEN TE HRGHINESTHNE Z L,

&



5. BREXB LR OBEE

(‘2B 9 2% F]

O TRIZEYTIEFIZOVTIARFOER G NG L SN TNWD I b, &5 51T
bz &,
o KHIDBHTIZHK LIRBEUE OB ERE D & 2 B3

@ BRFERTOFHIHIZ BT NS Y T 5 BFIZOW T, AAIOF IR S ey

D3, MOREERINE DN R NGAIZRY | HEICAKZEHT 52 L E2FETE D,

o MEMMEEDOAH IO H 5 BE

o TR AR A CRHVE R 258 6O D B K ONEENME O HUR BRI B2 <o gL it ¢
LD RIEVEZALR DD B

o HORERBOAI, XUFEMAZE L < ITZHERMED B O im B OB RO
b5 B

o JEEERE &M REZ ET) Ob 5B

e ECOG Performance Status 3-47*V D ¥

SRl hlE She pRAYE ) |
O 7F7FFTH e T TCERIERED H 5 BE B TAROAREN RSN TN D,

@ TFRLICRENE T 2 BB ITHT AR OFE L O FIEIZ ST, AR OAZED
LS TRLY, AHOEEXR LRG0,
o T IFTRAE GRS L DIRREO LB
o IfFRABNIRIE
o OTUEMEESA L O L TR Sh o B

@ AANTEBEILE AR IV T, RERERITI W TRIBRBEIZ R U CTH M R
AESALTUW DAY, PD-L1 FELRIC L O GRMEDMEM N2 D Z & DRE S D HE R
DIFEHNTWDS Z L, PD-LI ZELR* sl U7c b TARA OG- A& ¥t 2
THZENLE LV, PD-L1 FBEERN 1% THD 2 &ENHERSNIZBEICTE N
Tl RAILSNOIGHEERFK S BET 5,

kAFNOBZWH L LT, RFE4 : PD-LI1 IHC 28-8 pharmDx [# =] 2AEAGR S T3,

D ECcOG @ Performance Status (PS)

Score EFe

0 | &<l GBI T 5, FMWATL R U HHAEESHIRZ AT 5,

PIRRIIC I LUNEENIHIR S D23, BATARET, BB > TOMEREIIIT O 2 &R TE 5,

Ul g o, wiseg

BATRRECH G OH ORI O Z L3 T X THEEEDERIITE RV, HHEO 50%LL LidNy R4S

s

3 RONTZEHSDHEDEY DL LNTEXRY, BHO50%L EE2y R+ Tl 24,

4 E<BHT RV, AZGOHFOEIY O Z LT TERY, BRIy R iFTHId,
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BEIIBELTEETREEE
AT SCES TN 4, BEIRIE EF D RIET 5 ERMEIZ IS & ARAK O e I OV (A
AT DI E 2l A2 B L CobEHT 5 Z &,

ThbEbET5Z L,

6.
o)
© BB BE XL OFRITA MR Nakrittz + o L, REZ5
®

PD-L1 BB LR L7 E CARA O GG 25 Z ERLEE LA, PD-L1
TR R T X WA T, AR H OS2 @ulNfl L7z Ecib572%
N

@ FHREWEHDO~RI AL MZHOWT

WEMEEN D HbND ZENH DD T, ARNOHEGIZHT--> T, BEE
M (PR R, nZmk, FEENVE) ORER L OWE X SRt O L%, Blggx o
2179 2k, Fo, MEIDG U THE CT, mi~—h—%0RE%z £+ 5
z,

AFNOFEEILEE D infusion reaction (Zfif 2 TBEARHC 472D Tx 5 Y
i Z1T> 7= ECHthT 5 Z &, £72.2 [B1 H LI O AA|#% 5-FFZ infusion reaction
WHHOIWDZ L bdDDT, KFIEE R OKRFE G THIZ AL Z A
CEPET 5%, BEOWREEZ HICBET 52 L, 70, infusionreaction &
FHLLT25A 2L, & TOMPE R OERDERICHEIET 5 TREZ o8l
THZ L,

HRIMEREREE N S B b b Z L3 B D DT, RO 5B bhaET K O 5111
FXESIRC R IR RERR & (TSH., J0#RE T3, 1R T4 FOWE) 2 Efid 5
ze,

AFNOBHIZ X0 | BEORERISICEKT 5 &5 2 5N DA 7R B
BHLOLNDZERHD, BENROLNT-HGAITIE, BELE-FRIUL U
B 72 3k & ARk & Rr O [l & U Cl bl A BB RIS W 21TV, B O
FOSIT £ 5 RWER D S 2355 121E, AFIOREE T 1L, K OEIE AR
IWEVHIOERGEZZRT DL, B, BIBREFRVEOFREICLYEIE
HOUGEDNFRD B2 WIGAEIZIE, B EE AT DS OaEmibilA o8N
LEET D,

WETH, BGAR O AR L T LEWERNRE T2 20835720,
AFNOBEHE TR HRIER ORI+ 3ITEET D,

1 BB (BUE | BUBEIR R 2 & de) b Sbiv, BERFMES F 7Y R—2 &
(CEDLZENHLHOT, A, HEol, MR ORER ORI MmAEE D _L5H7- 121
DEETDHZ L, | BEREN DS AICTHE G 2RI L, AR il
H O HZHEOWY @& 21T 5 Z &,

® AFOERRKRBRIZIBNT, &E5GD 9OMH, ZhLE, BERG1D 14
L 6 [ Z LB IEOFHM 21T - TV Z & 2 5B, ARFIEG-FILEHIT
(R OMERZAT D 2 &y
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REFERAMEET A NI A4 v
=AN~<7 (BinTiH#z)
(BRFE4 : 7V —RETHERE 20 mg, 47V —R EEERE 100 mg)
~ R I ~

TRk 2 944 A (FAL 3 04F 8 AHKET)
B A 3518



H &

X LI

AFN DR, MEREEST

) A el ANE
BHx G L 70 D A
BHICEE L CRHET N &EFHE

A e

P2
P3
P4
P12
P14
P16



1. IILBIC

PRI OF N - BEMEOMRDT-DITIT, YA STESICHE SV @ e 2 Rk
BND, S5, EOREEM ORI L0 | FURESR G 72 & OFHH 725 L E R
FPEEMPERINDH T, IO OERMZBICLERBF RIS 25 2 & BB O
AL 2o TR RFEMBGEE & SO R T #2016 (% 28 45 6 A 2 H BIRERE)
IZHRNWTH, FHNEELREOHHOREIHELZHD Z L &SN TWnD,

BORVERMS T ESR L, KEIEASCL 2T e 7 7 A VDBBEFEOEIRS & D IR
BMHZENDD, T, AINERONZEMEICET A ERNHERT 5 £ oM.
VHEIMOBEEZMRL ZIT 5 2 ERHIFF SN EBFIC LTERT 5 & &bz, mIfE
FANFH LIRS % & D 2 & WS AlHEZe— 8 O B %35 7= 9~ Rk BE <4
THZENRHEETHD,

L7eRoT, RIFA T A TliE, BAREERESLZNE TITHELN TV D EFH TR -
B2 RN IS & | LUT O =35 O i 7o (6 & HEtE 3 2 8L D LB Bk B2
RO EERER~T,

I, RTA BT A A%, MSIATBOE N BN R SR, At EEAN B AR
BRI s . —MRAERE N B ARER IR R 2 M OV A B N B AR RES B F2 O
Jiob EERL LT,

RGe L Ip HEIRSG, « AT VR EEERE 20 mg, A7 U — R SEERHE 100 mg (—%
& =RV~ GEG TR Z))

REERDREIRE « ARTEOIBRASGE S THS RS 0D B Ml g

RELRAMERONE - @E . AICIZ=R L~ (BE i z) & LT, 1[H240mg
% 2 W CARMEET 5,
{EZFIERIRIR OARIEUIBRA BE XX HE B O Bl i 12 % L C
AV A~T (Erifz) EOPRT 25681, 8%, A
IF=R~7 GEE L Z) & LT, 18240 mg % 3 iR
T4 ERFEHET 5, 0%, =L~ 7 (Bialfz) &
L C. 11[8]240 mg % 2 A IR CAMERET 5,

B I OB ¥ NI TSR

(23%)

BRI I B3 v — R A SR ERHENL SOmg (— k4 : A BV A~ T (s R Z))

DRIRESUTN R, HIER O &

2 RE X I 2h B ARVEEIBRASRE SUTESRE O B

ME KR OH &: =R~ 7 (BHEfRz) Lotz T, @, BAZEA
v A~T (BfaHffiz) L LT1E 1 mgkg ((KE) % 3 M
[ERR T 4 [FLER T .




2. AHN DR, TERBFTF

7 — R IR 20 mg K ONELRTRERE 100 mg (—f%4 - =R~ 7 BBl
Baz), LAF, TARALD) &, MBS TEMRASLE A X Ly 7 24 (87U X b -
~AY—X A7 A7 (BMS) f) 23BA% L7t b PD-1 (Programmed cell death-1) (2%}
T5k MUIgG4 € /) 7 a—FAHKTH D,

PD-1 1%, #&MAL L72 U 8Bk (TR, BMREK T F =2 7 0% 7 —T ) LKOVE

BRI R BT 5 CD28 7 7 X U — (T AR OIGHAL Z i BhHIZ IE & BUSHIEE T2 2
TR ICBRT2ZAARTH D, PD-1 IFHURIR RAIIIZIEHL T 2% PD-1 U K (PD-LI
FOVPD-L2) EfEA L. U o SERICHEINES 7L A nE LT R ERoiE AR EE %
BIZHRE L TWd, PD-1 U H > RISHUREERMBELIAMNC B b Ofk & 72 RS RR I Z 585
LTHY, BEMERAMREEE )G UER L2 EGHEICHT 2 PD-L1 OFRBLLIFEDAEF
Wil & OMICADOFBEIEIR & D Z & 23 S Tu % (Cancer 2010; 116: 1757-66)
F 7o B R AN TR T MRS EET S ¥ —T7 a2 H v~ (IFN-y)
12X > T PD-L1 ORBENFHEI ., 8 L2 EEHKIC T 5 PD-L1 ORI LHE O
AAEWIR & ORI EDOFBARR S & 2 & DS & 5 (Sci Transl Med 2012; 28: 127-37)
S HIZ, PD-L1 Z IR EL S 728 AR, HURKERAY CD8 Bk T e oo i e 555
TEMEZ 88 S ¥ 57238, HT PD-L1 HI4K T PD-1 & PD-L1 & DA ZHET S &2 DAl
EEEENREIET 5 Z ENRENTWD, D Z LMD PD-1/PD-1 U T2 REREIX, 7
AR TR R RAY 7 T AR D OBEE A BT 28 FD—2 L L TEZ LT
Do

ARFNE, SR OFE R 6 PD-1 OffasME (PD-1 U 7 FREAHEIE) ITHA L.
PD-1 & PD-1 U W FEDRERZET D EI2X 0, DAHURRRREN: T MlaoiE
PEAL K O AUKIIELS %19 2 MBS =G VE 2 #9585 = & TRk e PUBE 2 3 2~
ZEDFER I N TV D,

IO OFEN S | AFNTEMEIEBE ) 2 Bl 2R EIc 20 55 Lo L HIfF S,
AR R A B & LT BRI RRER & S U b e R OB R S vz,

AFNOVEFIHEFICHES B OREFUSIC & BRHERS N & &b, B UIETIC
B ARENED 85, AR OBG R OBGHIIL, BEOBERE D117, R 93
o BT AITIE, FEHL LIS GITIE U 72 M 7 itk & AR BR & Fe O PR & G L Ciid
G122 BRI 24T\ B D SERURIC K B BIFER 2 D D541, BB B R L
T A OB GO Y RINE 217 ) LERD B,



3. BB
FRIBYIBRANBE XX ERFE M 0D BB B ges oD AKGRIRE I Z R A & 1T - 7= 1 72 B R 3Bk D il &
ZNE RS

[H2hE]
OEFRILE F AR (ONO-4538-03/CA209025 7{5R)

MEFEREERZET H2HEMEEGEA (T TF=T A=F =7 VI Tx2=T,
XY IN=T ) H B TR A A T D AT S THE RS 0D 98 B R R el ol AR
821 B (HARNEE 63 Bz GTe, AKIEE 410 6], =<1 U AREE411 H]) ZxRiC, =
_Ru U ARAERIEE UTARA| 3 mgkg % 2 BRIFR CRIEEE L & & OFMER L
AR U, FEFHMEEE Th D 2AAWIM (ULF, ToS) ) (il [95% 5 X
1) 1%, AFIFET 25.00 [21.75~NE"] # H, =<1 U LAAFET 19.55 [17.64~23.06]
TATHY | RANT=a Y AR LFEHFICA BRIER 2 LTz (A F— R 0.73

[98.52% 5 HHIX[#] : 0.57~0.93] | p=0.0018 [J&)!] log-rank f7E] . 201546 A 18 HT —
2Ty NAT)

1.0
0.9
0.8
0.7 1
EEO.G—
1F 0.5-
= 0.4
0.3
0.2
0.1
oo\
0 3 6 9 12 15 18 21 24 27 30 33
at riskE AFHIRE (B)

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

X1 OS DHEFEYTRFD Kaplan-Meier Hi#R

—A— KHIE
O INOYLRE




F7=. BARANERER 63 61 (RAIRE 37 1, =X ) A ZARE26 41) @ OS (9 [95%
EHEXE] ) 1%, AFIEBET 27.37 [23.62~NE] # ., =1 J LA RBETNE [NE~NE]

HTATH-T= ONF— R 1.50 [95%(53EXH : 0.49~4.54] ) .
* HEEARRE (LLF. [AIER)

1.0 =
0.94
0.8+ : e CE e T )

0.7 1

0.6 —A— FEIF
4 .
# 0.5 @ IO L2 B
ﬁm—
0.3
0.24
0.1
g R e e R L P e e RS S M S e s

0 3 ] 9 12 15 18 21 24 27 30

at risk +£iFdRE (B)

AEB 37 37 96 35 35 34 24 16 8 4 0

I~OULAE 26 26 24 24 24 24 20 15 8 3 0

X2 HARAEFIZEITS 0S OHFEAZNTRED Kaplan-Meier Hi#R




@ E B FS MR (ONO-4538-16/CA209214 #ABR)

(L PRREARTRRE ™ OMELT M U TSR O W WA A B M e e 2 1,096 1] (H AN B
N HEEL, AV LT (BafHiaz) O CUF, TRFI+-A Y A~7)) 28
550 f5il, A=F =7 546 f) ZXIGUT, A=TF =T EXME LTARA+A B AT D
HhtE e Vet mEt Uz, EEFHIIEH TH 5 International Metastatic RCC Database
Consortium (LA T, TIMDCJ ) YU R 27 4348 @ Intermediate & OF Poor U A 7 DB (A
+A Y A TRE45 B, A=F =T B 422 ) 128175 OS (YA [95%(FHEX ] )
X, AFI+ A Y LA~ T7FETNE [28.16~NE] 7 H, A=F=7FET 25.95 [22.08~NE]
THTHY, KA+ A Y LA TRHUIA =T = TR LFSGEHEICAE B RIEE 2R L
7= (AP — R 0.63 [99.8% EHEXH : 0.44~0.89] | p<0.0001 [J&5I] log-rank 7] . 2017
F8HATHT—H Dy "AT)

*1 BRI ST 5 RH L DOIREEN R WEBE, 72720, LT OEAITYIGRIBIZE DR,
SERYIRRAREZ2 B M e LT 1 FEOINRI U AR (7272 L, M N IEFER T
(LLF. TVEGF) ) XiX VEGF ZREEFEN & U-BRA 2R <] 23T S, H-oRiuEif
BAAIRIE DRSNS 6 7 AL LGB RICHRE LiZ5E
#2: AH 3mg/kg (KHEH) LA Y A< 1mgke (KE) A[F HIZ 3 ERHIFERR T 4 BLAFETE L2,
AHI 3 mghkg (KE) % 2 HEEMR CRFEHE Lz, fFHEGRICEW I, ARl E Rk b
L., 1BV LASTRIAFOBREGHKRT 15 30 gLl EOMREE B W TREZIE LT,
#¥3: LLFOO~@®DWTHIUCHEEY LW A 121E Favorable U A7, 1 X 2 THB &f -3 56120%
Intermediate ¥ A7 | 3 W ELL L& THAICIE Poor Y 27 & ST,
ORI & 2 S TH DL ARBRO IIEAEIM T £ T 1 4400, @Karmofsky —A%IRAE 80%ATi,
@~E T 1 B AENEE FERAN S, OWIER O LY 7 MED 10 mgdl 282 5. ©4F FERE
FEVEE EIRAZE 2 D, @i/ MO EEYEE FIRA % 5

e h\‘\,\
0.9 -,_,_‘\\\‘\
T ~_

_ os 2 o S——
'; '-_.~ '\'.,_~
s 07 '
A Ty
= 0.6 ey, SR
E] Nw
5 0.5 e
S
£ 0.4
=
£ o3 \
& KAl AEY A~ TR

0.2 ———— AT =T

OKUA : 4TH)Y
0.1
0.0
Y T T T T T T
o 3 o k) 12 1s 18 21 24 27 3o 33
Overall Survwal (Months)
FHE+A Y h=TEH 425 399 372 348 332 318 300 241 119 44 2 ]
A=F=TEH 422 387 352 315 288 253 22s 179 89 34 3 ]

3OS OHREIfEMTE D Kaplan-Meier B
FEMTRI 4L : Intermediate & X Poor V) X 7 BB
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7k, EREILFEB AR (ONO-4538-16/CA209214 #ER) 128\ T, IMDC U A7
53¥75 Favorable V A 7 O BFE X FEFHIIE B OfENT SR & ShieinoTo, ik
BRICHLA AL 407z Favorable U A7 DRFE DT — X |ZHSE | BRI 21T 72
FER, AB+A Y AT REE IR L CTA=T =T RCTRERERENSE LTS (F
EN

0.7

0.6

0.5

0.4

0.3

Probability of Overall Survival

0.2 — KA A Y A TR
_____ RSP =t =i
0.1 ORTVA : $T91Y

0.0
T T T T ’ T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33
Overall Survival (Months)
FEI+AEY AT TE125 124 120 116 111 108 104 98 78 27 2 0
A=F=7% 124 119 119 117 114 110 109 104 84 32 3 0

4 OS OHFFEIfEMTE D Kaplan-Meier B
fRAT X BEE M : Favorable U X 7 B&



[Ze 2]

OEFRIL[E F AR (ONO-4538-03/CA2090257% 5% )

BEFGIIARAIRE 397/406 61 (97.8%) . =11 U XA 386/397 il (97.2%) 258
DL, TREREE & ORRRRIAGE T E RWAFHGIIAAIRE 319/406 151 (78.6%) . =~
= U AR 349/397 B (87.9%) IT#WD ALz, WAL DOFETIRILED 5%LL EORIE
HIZFTFERO LB THoTe,

#Z1 WO THEERN 5% EDORIER

B% (%)

[si= g 3
R A ESTPNT
" 406 4 397 4l
(MedDRA/J ver.18.0) % Grade  Grade3-4  Grade5 % Grade  Grade3-4  Grades

2EITEH 319 (78.6) 76 (18.7) 0 349 (87.9) 145 (36.5) 2(0.5)
MEE LY v RbEE

2 i 32(7.9) 7(1.7) 0 94 (23.7) 31(7.8) 0
P 3 IR

FOIR IR B REAR T E 24 (5.9) 1(0.2) 0 2 (0.5) 0 0
A ks

R 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

HITIN 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
—% - 2HFEER L0 ORE

A7) i 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

HERE D JE 112.7) 0 0 75 (18.9) 12 (3.0) 0

A P N 17 (4.2) 0 0 56 (14.1) 2(0.5) 0

BN 34 (8.4) 0 0 37 (9.3) 2 (0.5) 0
B AR AR AT

M= L 25 o— LN 1(0.2) 1(0.2) 0 24 (6.0) 1(0.3) 0

A7 V7= 27 (6.7) 1(0.2) 0 33(8.3) 0 0

IRE D 19 (4.7) 1(0.2) 0 29 (7.3) 1(0.3) 0
R L OsEREE

3 L AT o —/ LI 2(0.5) 0 0 29 (7.3) 0 0

i A 9(2.2) 5(1.2) 0 46 (11.6) 15 (3.8) 0

R 7 URY RifgE 5(1.2) 0 0 64 (16.1) 20 (5.0) 0

BARBGR 48 (11.8) 2(0.5) 0 82 (20.7) 4 (1.0) 0
B Rd & OV ARk

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

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

R L 11 (2.7) 0 0 51(12.8) 0 0

ISP 24 (5.9) 0 0 19 (4.8) 1(0.3) 0
LR E N TS SR N

I K 36 (8.9) 0 0 77 (19.4) 0 0

IR [ 30 (7.4) 3(0.7) 0 51 (12.8) 2(0.5) 0

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

Hififig 2 16 (3.9) 6 (1.5) 0 58 (14.6) 11 (2.8) 0
K& ¥ X O FRmRbEE

SUERRBLIE 12 (3.0) 0 0 20 (5.0) 0 0

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

FEE - BB AR SRR 4(1.0) 0 0 22 (5.5) 0 0

9 FEE 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




¥, MEMEREEE 19 61 (4.7%) . 5525 1B (0.2%) | AEEUHREGE/ 2 4/ 3F—56
B (13.8%) . KEZ% - HEO TFH 10 6] (2.5%) . 1 BUERE 161 (0.2%) . FFHERERE
Fix 46 B (11.3%) . HFR 161 (0.2%) . HUIRIMEREREE 34 il (8.4%) | FREEFEE 55
B (13.5%) . EHEREFEE (RMIE VB MER K% 28 B (6.9%) . RIEHERERES 6 i
(1.5%) . infusion reaction 21 {5 (5.2%) . FEEDZEEE 4 61 (1.0%) . FIEEHKRE
b 2 1 (0.5%) . BER 161 (02%) KOS E IR 16 (0.2%) RO Lz, *
7o, EIEFESE, JOARR . SRR fL RIS PR BRI . K% - BEIRSE B OVERIR e 28
FIEITRR O B AV Do T, RAMERRBLIRIUT Y F L O REFS: (R R A E R %
B) A EUEINERE T,

O@E B AL FEFEMAHRE (ONO-4538-16/CA20921455%)

BEFGIIARA+ A Y L~ THE 544/547 $11(99.5%) . A =TF =7 #E 532/535 $11(99.4%)
IR L, BRI DHREBEEREE TERWAERFRIIAA AV o~ TR
509/547 B (93.1%) . A=F =T B 521/535 f5l (97.4%) ([ZRDHLNT=, WITHHORE
THBLRN 5%LL LORIERITTERD LB ThoTz,

£ 2 WDTNHPORETHREED 5% LOEIER

B% (%)

e AT E ) b 7T =T =TT

%ﬁ EEDR AT ver20.0) 547 45 535 {3

¢ ver-=% 4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

LRIEA 509 (93.1)  250(45.7)  0( 0.0)  521(974) 335(62.6) 2( 04)
MKFS KOV > SRbEE 47( 8.6) 8( 1.5) 0 183(34.2)  73(13.6) 0
# i 34( 62) 2( 04) 0 83 (15.5)  24( 45) 0
M ifn BR YR iE 1( 02) 0 0 30( 5.6) 3( 0.6) 0
I R ERIBE 3( 0.5 1( 02) 0 69 (12.9) 32( 6.0) 0
/RIS E 2( 04) 0 0 95(17.8)  25( 4.7) 0
PG AR 160(29.3) 34( 6.2) 0 140 (26.2) 1( 02) 0
[l TR N 28( 5.1) 11( 2.0) 0 0 0 0
FOIR BB e TUAEE 59 (10.8) 2( 04) 0 12( 22) 0 0
R I R T 85 (15.5) 2( 04) 0 134 ( 25.0) 1( 02) 0
A kS 287(52.5)  41( 1.5) 0 430 (80.4) 67 (12.5) 0
20 38( 6.9) 2( 04) 0 38( 7.1) 1( 02) 0
R 9( 1.6 0 0 30( 5.6) 0 0
R 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
F PR 31( 5.7 0 0 32( 6.0) 0 0
(Y= 15( 2.7) 0 0 96 (17.9) 0 0
B3 3( 0.5 0 0 27( 5.0 0 0
A E MR 6( L.1) 1( 02) 0 55(10.3) 0 0
BITIN 109(19.9)  8( 1.5) 0 202(37.8)  6( 1.1) 0
RIS 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
—fk - RHEELLORGEMOIKIE  314(574)  33( 6.0) 0 415(77.6)  75(14.0) 0
) E 72 (13.2) 8( 1.5 0 91 (17.0) 12( 22) 0
57 202(36.9) 23( 4.2) 0 264 (493)  49( 9.2) 0
FENE D SAE 13( 2.4) 0 0 152(284) 14( 2.6) 0
A 25( 4.6) 1( 02) 0 29( 5.4) 0 0
BN 79 (14.4) 2( 04) 0 33( 6.2) 1( 02) 0
i A AR AT 210(38.4) 111 (20.3) 0 224 (41.9) 100 (18.7) 0
TI=2VT ) RN TVAT 2T —

BHIN 60 (11.0) 27( 4.9) 0 50( 9.3) 8( 1.5 0
7 X7 —EHm 71(13.0)  31( 5.7) 0 41( 7.7 17( 3.2) 0
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B% (%)

el FATAEV LT =TT

%ﬁ EEDR AT ver20.0) 547 {3 535 {3

¢ ver-=o % Grade  Grade3-4  Grade s % Grade  Grade3-4  Grade 5

TANRTH T X R AT

= 7 —BHN 58 (10.6) 19( 3.5) 0 49( 9.2) 7( 1.3) 0
Mrp 7 V7= 35( 6.4) 1( 02) 0 35( 6.5) 2( 04) 0
. FRR IR RS 1 N 11( 2.0) 0 0 30( 5.6) 0 0
U —BHIN 90 (16.5) 56 (10.2) 0 58(10.8)  35( 6.5) 0
I H BRI 3( 05) 1( 02) 0 40( 7.5) 23( 4.3) 0
M IR 4( 0.7 1( 02) 0 73 (13.6) 36( 6.7) 0
LNEEN 18( 3.3) 0 0 28( 5.2) 0 0
P R Es 6( 1.1) 0 0 40( 75 11 ( 2.1 0
e L OSkEE 156 (28.5) 48( 8.8) 0 197 (36.8) 33 ( 6.2) 0
k3 28 ( 5.1) 8( 1.3) 0 10( 1.9) 0 0
AARIBOE 75 (13.7) 7( 1.3) 0 133 (24.9) 5( 09) 0
B R E & O ARk E 149 (272) 14( 2.6) 0 121(226) 5( 0.9) 0
RAEH 76 (13.9) 5( 0.9) 0 39( 7.3) 0 0
7 PR 49 ( 9.0 3( 0.5) 0 26( 4.9) 0 0
ik 17( 3.1) 1( 02) 0 36 ( 6.7) 1( 02) 0
PR R IR 136(24.9) 11 ( 2.0) 0 253(473)  7( 1.3) 0
SO Y 31( 5.7) 0 0 179 (33.5) 1( 02) 0
GV 53( 97)  4( 07) 0 65 (12.1) 1( 02) 0
Mg, BOERds K OEhRFE = 107 ( 19.6) 8( 1.5 0 145(27.1) 10( 1.9) 0
DAL 45( 8.2) 0 0 31( 5.8) 0 0
I-0% A 31( 5.7 1( 02) 0 33( 6.2) 2( 04) 0
S, 0 0 0 55(10.3) 3( 0.6) 0
Jitiflig 2% 32( 5.9) 6( 1.1) 0 0 0 0
FEIEH KO PRk E 289 (52.8) 20( 3.7) 0 358 (66.9)  58(10.8) 0
B2 R 40( 7.3) 0 0 46 ( 8.6) 0 0
ESy 2N 0 0 0 29( 5.4) 0 0
FEE - BRI AR SRR 5( 0.9) 0 0 231(432)  49( 9.2) 0
9 FERE 154(282)  3( 05) 0 49( 9.2) 0 0
W% 118 (21.6) 8( 1.5 0 67 (12.5) 0 0
BEIR IR E 2 50( 9.1) 8( 1.5 0 22( 4.1) 1( 02) 0
BEIEZ2E, 2( 04) 0 0 27( 5.0) 0 0
WO g 0 0 0 43( 8.0) 0 0
M fEE 37( 6.8) 9( 1.6) 0 225 (42.1)  87(16.3) 0
i I 12( 22) 4( 0.7) 0 216 (404)  85(15.9) 0

B, AEN+A YU A~ TEEICBW T, MRREE 136 i (24.9%)
(17.9%) . HARIREERERESE 147 1] (26.9%) . BHEREREE 46 B (8.4%) . [HIEMEA¥E

B350 (6.4%) . KIS -

. FFEERERE T 98 f

DO THI 36 B (6.6%) . FEEDRERE 20 #1 (3.7%) .

T HEREERERRE 24 5] (4.4%) | RIEHEREREE 32 61 (5.9%) . 1 BLBEIRIE 5 61 (0.9%) .
g 761 (1.3%) | ESEMMESAE 1 6] (0.2%) . AMZ - Bl 2 1 (0.4%) . infusion
reaction 22 51 (4.0%) . 5 & 9 R 2 ] (0.4%) . Oipge 141 (0.2%) . T8 2 ] (0.4%) .
BEAUT BARIE/ < A3 F—102 1] (18.6%) . NT2 741 (1.3%) K OVERRfIAe ZERE 2 il
(0.4%) DB BT, Fio, ST/ IR TESRET I & O LPEIRAE KI5 B i
oo, ARIWERARBLRIUISZFLOMERS (FRREHERT 250 25048

AHERE AT
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[ - H&]

AR OREMEYFETT L EZFHALIZY 2 2 b— 3 42k v, AK3 mgkg (K
) NI 240 mg % 2 RN TG LIEBEOARF O Mg R EDRF S vz, EOfk
B AKH 240 mg G LTZBROBREERIL. AH 3 mg/kg G L7 EROGREE & L g
LCEfEZRT ETFHISATZEDOD, ARNEFIZEBO THEERHER S LT DM
% R (10mgkg % 2 BRIEIRECERS) CAAIZ RS LI-BEORERE & ik LR
ot e PR ENT (FR), MA T BEOEEIZE T 27 — 2125 & | AH 3mg/kg
(KE) 0% 240 mg % 2 WG CHG- L IZBROARK OMRE & & A3 etk &
OB A RRTT D BTSN E T VDR I, S BEIC OV TRFIDBM T b i 2.
RO - HEOB TR LSRR IT v E Pl iz, 12, B
AR B IZ BT 57 —FITHEDE | AH 3mgkg XL 240mg & 1 BV A~ 7 1 mgkg
Z 3 EMMRECEEG LIEBOARRORE R &2ttt O#EZ R 2B ST T
UBER S, YBEIZOW TR TR, ERROME - HEOM TLek
(CHRE R = RIT R E Tl S LT,

£3 AROEWBRENRT A—H

BT - Cinax Chnind14 Cavgdi4 Comax,ss Cnin,ss Cavg,ss
(ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL)
3 mgkg Q2W (352 '760.8) (10.17?'264.5) (17.21‘,‘;3.9) (75.1){3171) (27.612,'107) (42.717,'?27)
240 mg Q2W (51.712,203) (15.22?'354.6) (25.31‘,‘17.8) (10;,5254) (41?57,?58) (62.11(,)91 87)
10 mg/kg Q2W (14;,9;19) (51.621 '739.2) (79.900,'51;14) (33?,925%32) (18421,1 213) (23?,7286)

P (5%45,95%4%) . Q2W : 20BN, Cmax : FIIEIHE 552 D fe i ML HIREE . Coninara : #IIEIHE 5-1% 14
H BICH1T 2 FARMAE PR L, Caveara : FIEIHE 5414 H B £ TOWEIMIEPIREE, Coaxss © EFIRIBIC IS
Héﬁ%%fﬁl%qu)i%g\ Cmin,ss : 'ﬁ‘:ﬁ%ﬁﬁb:k‘ﬁé%1&£ﬁl‘{%qﬂ(}%§\ Cavg,ss : ﬁﬁ%ﬁﬁ&:jﬁ”—éqzigml‘{%q]
TR B
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4. FERIZOWNT

(b EBEIR IR O ARTABIBR A BE X TR M O B M SR L 3~ 2 358121, KGR

S UCEAEGETE (B0 2S5O TWnD I Enn, YdHE L mYIcE
METE DR CTHOILERD D, TO LT, EHEML U A7 FHGE (RMP) ([2HSX,
Kﬂ®i%&£éﬁ%ﬁ%@~®%ﬁ%%#%ém % T T, ARFNOBH- M) 72 R
FHa W FrE L, AFOFEGIZ I BERRBEMZRBELLZBRITHIST 5 2 & A3
@kb\uT®®~®®¢&f%%t¢mm_kwfﬁﬁﬁém%f%éo

D MEFRIZHOWT

D1 T (1) ~ (5) OWTHNIES T HMEHTHD Z &,

() EAEFBREDSEET 503 A FEERLSRRTS ERIE I RS A S BE LSRR
HiE A3 A RSB SRR . M A SIRIRRE 7R &) (R 30 A2 4 A 1 HIRER : 437
fiaz)

(2) HrEHERERPE CERL 29 4E 6 H 1 BN « 85 fiigk

(3) HARENTIREN TG E T 2 03 U2 REEERRT (73 A2 HER EIRPT, 05 A2
W19, D3 ARSI EEHEE R 72 &)

(4) SRACTFIFRIEE A5 %L.%%M%%ﬁm%lﬂi%%m%%&m%zwm%
AR DR Z2 T > TV D lEeR (CEAK28 47 A 1 AR - %mm )

(5) #ﬁrﬂi{“ﬁmﬁﬂ?&m%@m RILYEIAR D R & 1T > T Bl (CERR 28 4E 7
H 1 BEREA ;1290 fitigk)

O-2  BAEE O FEE K OFEIWE R R EBLRE O XG44 72 Fnitk & 8Bk 2 RO =R (T
ROWTNNITEZ ST HER) 25, YE2RBORANCEET 2RO EMLHE & L TRE
ENTNHZ L,

*

o [ERNFFEUGE 2 FOWMNHE Z K T L7212 5 L EDO N AIGIRDEERIHE %
IToTWHZ L, 95, 24 I, NAERYEERZ T L L-RKRBEESFOIHME %
IToTWVWAHZ L,

o [ERithEIFEEE 2 EOPIHIHME Z K T L7211 4 UL EOWREEE DO IRHE
EIToTEY, 96, 29 EIE, B O H A SYRE %2 G e i AR DGR
WHEZ{T>TWDHZ L,

@ BENOEKMIFRERDEHIZONT
EEMERE BRI T T 2 EEDEE S, BRSNS OFRE D, Ao - &2
VSIS R OB L NERMZEICRH 2 E Wi, AEFEBBE L-LE0o®RSE
. SERHCNITIT O A RHINE S TND Z L,

12




@ BIEA~DORIRITDONT
@-1 fERAHIC 3 2 B

VRTS8 S 0 B R BRI 2862 L 2RI, 24 SRIZSHRIRHI O . 3% HER% X
R R IT 350 T, BB L AR U C AR LR O CT % oI 1E A O8I 2
BIRRA DR Y A PITRF S, EDISKIS TR AR > TnD Z &,

@-2 ERIEFEEFIC L 2AFFRAINCHET HEMS

S ABHRCHE D D BT 72 e e O\ BE 2 2 BIRIEFRE DEIE =2 Y 7
EEDITEROA Y V== 7 2ATOERE L FmE A TE 5 F— AR 2R
SN TVD Z &, 2B, BiAHIZOWT, BDABE L ZOFEBET ST mshT
WwWnHZ &,

@-3 BlfEH ORWr-OoxISITBE LT

AITER (FEMERR BN A, BAEMEE, DR, Mk, BURUTHBIRIE, KB,
HAEEO T, | RERp, IPRRERET . FUIRIRIEEERET . Mhthes, BiEE (BAe
PRANE FEMER R 2 ate) . RIS, Mk, EEORERE ., FIRNARIERE, infusion
reaction, SR ML M/ IMRIBATESRBER (ITP) | i O UG, G LEEE, OlsfE T (L
FEAlE) « IR - DEPEEAMGHESE) . MR M) (6 LT Y agha ST BRE R
BB ORI ME 2 A9 D R & s U (BIVEH ORZWH-eRS ISR L TR R OSSR 2521
DRLRMICH D Z L), EHITHEYRLEN TE SFHNE->TVnD Z L,

I8
"
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5. &5%%&&5*%
[Zz2EI2 B9 % FIH]

©) ?ﬁ=mé?é$%uOWTi$ﬁ@&5ﬁﬁ%&éhfwéikﬂ%\ﬁﬁ%ﬁ

iz &,

o KRAIDORKITIX LBBUE DO BEAERED & % B4

@ VEHRATORmIZ B VDT FRRICHKE S T 2 BF IOV TE, AR OB EITHER I g

D, MLDOTEFERIEL A 2R WG EIZIR Y |

EERICAFZHEN TS LE2EETE 5,

o AEMREDOS I SUIBED H 5 B
o i G R A TRV R 2 A8 0 D B S ONE B O O BRI S <0k e it 2
FOMIZRIETEEALNH B D B

s HOREREOSIR SUTE
&% B

BIERY e L <IEEFEMED B CERB OB D

o JEESBAEEE (&Ml 25 de) Db D BHE
»  Karnofsky Performance Status 70% A V5V o>

(XD Karnofsky Performance Status (PS)

Score

e 2
JEFR

IEH OIEBANPIRE, FRB7eF S L2,

100

B, BT 2 BEDOFABR, BRI
l/o

90 BEVERRSEIR 1L 3 B 08, IEHIEE) A 6E
80 MR BEARAEIR N B 2 23, 5577 L CIEH OIEE) rlHE
ST - LA, BECAEECEC. B | 70 gkiigﬁﬁifgéﬁ ERORES - 575
% ‘ f %, = i i i
oy PP PR T [ Emcumh - LT 5. & & PEADILE
- 50 SRR E R LB L OVEI 7R AT L hS L5
40 9, WURERB L OFE#ENLE
% AL V7
HOE Y O b5 HSTCE T, Hii 5\ 10 i<@ﬁ¢\ﬂhwzﬁfw%MébﬁioTbﬁ
[ i} o 7 )%'\ , i 2% e I >
e R e B R T 5 R o0 | el e, A Ber LB R ah L
S = ° 10 FEHN A>TV D
0 %

14




(G 2EcBE§ % 351E]
O TROBFIZBWTABOFIERKRIES L TWD,
o MEHAMEBEEHZE T OIUEMERES (TXF=7, A=F=7, VYT7
T =7 NYN=TEE) BT ETERERE AT A RIGUIBR A BE U TR E D
A R ORA B )
o ALEFRIERIBEDOIMDC U A 2 4347 ntermediate X [3Poor V) 2 7 2 DARIAY])
PR TR IE OB I B (f ) A~ T L O R&EE)

@ FRICHEST B BHIIT DA SR OFASIE VT, AR
PR SN TE DT, ARORERG L 25
o EBHERIESBA RO A A VWA BOWRIEE AT 5 BHCH T
B A .
. PR,

GED) [t 5 MABASR  (ONO-4538-16/CA209214 #BR) (CHB VT, BLTFODO~@DWFHIC %4 L
7RUNEAIT IS Favorable U 2 7 . 1 XU 2 TEH & 7278 -5121% Intermediate V 27 | 3T H UL F &7
A  Poor U A7 &&=, (6 X—T&H)

B & 2 ST BARTER O EAEZ B £ T 1 R
Karnofsky —f k& 80% A

ANE T T AE S FEHEE T BRAS T

HIEB O I T 7 MMED 10 mg/dl B 25

I EREDS LB FIR 2 X 5

I/ RS FEHEE R A8 2 2

CISICISECAC)
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6. BEICE L THETREEH

O WMACEFICN A, BEIRTEER D3 2 BRME I H-S & ARHF O Fei J ONiE 1E
HOT= OB E®RE H I L ChLEHTH Z &,

@ BB D, BE I OFIRICAEDMER fEmit 2 o L. RE 25
TObEEGT 5L,

@ EREMEHD~HXT AL MZHOWT

MEMEMEEDN D 5D ZERHDHDT, RFDOEGITHT- > T, BKIE
M (PRI REE, nmk, FEENE) ORER L O X MiRd O LM%, Bigx 1+
2179 2 &, Fo, BEIDSUTHEE CT, MG~ —h —%50RE%L EiT 5
Z &,

ARAFN DO EITZEE @ infusion reaction (2 2 CEARHZ 7 xndD T HHE
i ZAT > 72 ECThtG 2 2 &, £72.2 [B1H AR O A HAIF 512 infusion reaction
NHHONDZ L bHDDT, KFERE P R OAFIE G THIT A Z A
CERET 5%, BEOREBE+HICBIET 52 L, 7B, infusionreaction %
FHL LG A IR, 2 TOMEE L ORI TERICEIE T 5 £ TRE Z 085
T5HZ L,

FORIHEREREE 2N B B oD Z &35 5 D T, AFI O 5B MET M OV 511
HUIEMA IS R RERR AL (TSH., 7 T3, 5 T4 FOME) £S5
&,

AHNOFGIZ LY | WEOFRESUNTER T 5 L& 2 BN DER % RREIHRE
DHLOLNDZENHD, BFENPRBOOLNATEAEIIEL, BELLEZFRIIS L
B 72 5k & RRER 2 e R Rl &g U Cl bl e BRI W 21TV il o
FOGIT X 2 EWER 2N B0 2355 121E, ARFIORFES TP IE | K OFEIE BB R
NEHOBRGEEZBET L2 L, 2B, BIBEKERVEOREICLYEIE
R OYCEEDRFRD BN WIGEIZIL, B BB R /VE LSO Sz il Al o BN
HLEET D,

BeGHET 1%, BOERI 80 AR U T LRWERNHEERT L Z B H D70,
AR OBEHETHIZ S RWEH ORI 2R T D,

1 BUBEPR S (BIE 1 BRI 2 5 de) D3 b iotu, BERWEES R T R—v &
ICED T ENDHLOT, NG, Bl IRIESEOIER O FEBLC M BEHED 72+
SEETAHZ &, 1 BERFENEONTZSEIITRGEHRIEL, AR 8
H O ORMY R EZ1TH Z &,

@ AR OEEARERI IV T, ALFHRIERIGR A 1231 5 B G Tl 5-pia
O 1AHFMIZ 8 A Z L | ALFIRIERIBIREE ICBIT 54 E' ) A~ 7 0FHIRE T
FHBMGN D 1R 6 MR Z & (FIENE 12 M%) (A ZMEDRHG 24T > Tu
722 & BBE, ARG TITESICEBRRE THROMREITI Z &,
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B HEET A FT A v
=R~ T7 (GBinHH#Z)
(BR5E4 : 7V —REFEBE 20 mg, 47V —R HEEE 100 mg)
~EBRER XY L E~

A2 944 A (AL 3 04F 8 ARET)
A



B &

XU ®IC

AFN DR, ERBEST

A IR AR

el ANE

EECD O B AN )
BHICER L THEET N EHH

IR O

P2
P3
P4
P8
P10
P11



1. [ZT®IC

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

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

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

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

WG & IR D EMY, ATV — R EEEE 20 mg. A7V — R ETEEHE 100 mg (—H%
%o =RV~ T (s R )

R ERDREIE « R SUTEEIEDO AR % U Nl

MEERDAERORE - BE, A=A L~T GBiaf#L %) & LT, 18] 240mg
% 2 MR AT 5,

Bl N OE ¥ DB TS




2. AERN DR, 1EREF

A7 — R FIEERE 20 mg M ONFELEEERE 100 mg (— 4 - =R~ 7 Bl
Baz) . LAF. TARALD) &, NS THEMAStE A X Ly 7 24 (87 Y X b -
~A¥Y—X A7 A7 (BMS) 1) 2BA% L7t K PD-1 (Programmed cell death-1) Z%}
T5HE MUIgG4 €/ 7 u—F LHURTH D,

PD-1 1%, I&MAL L7V 88k (T MR, BMIfAL O F 2 7 0% 7 —T M) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & AUZHIEE 2 2
THE) BT HZRRTH D, PD-1 IIHURIE R %ﬁﬁépuluﬁyF<HnJ
KLOVPD-L2) EfEA L. U SERICHFINE S 7 VB ARE L T U o REROTEVE(LIRRE
ﬁu%%waéOM}lUﬁy%iﬁ%%ﬁw@u%_t%@%ﬁ&@%ﬁﬁ_%ﬁ
LTHY, EMEREAELE LU L EGHMKEICI TS PD-L1 OFREBL L itk DALF
WM & OFICADOFEREBIRN & 5 2 & 3G ST % (Cancer 2010; 116: 1757-66)
F 7o R R fE B CIRARRTE T M EE T DA v X —T = H >~ (IFN=y)
IZX > T PD-L1 OFENFHE SN, 6B LI EERRICIIT 5 PD-L1 ORI & itk D
ALEHIR & ORI EDOFBARRN 5 & DO#HE S & 2% (Sci Transl Med 2012; 28: 127-37)
S 512, PD-L1 Z 558 7S AMIIT, PURRFEA CDS BHtE T Mg o s
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
HEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 72 RER&IE, 23
AR TURRR A7 T MR O OBWEFEZ BT 2D —2 L LTEX LT
Do

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

TS OHRN G | AFNTHENENEG 6T 22 G EEIC e 0 ED b0 L IS,
R U ) VONERE B R G L LT A S L, AahtE, et RO
PEDHERS S 4172,

AANOAERBE 25D BB DRIEFUSIZ & HBWEMEDRH bbb, Eﬁﬁgjl‘iﬁEtiﬁ’
£ % HH Fib)ébé ﬁﬁﬂ@&frqj&()\&fﬂ& (T, BEOBRZ 401ATV AR
O BTG EITIE, FEHLTZFRI ELt%W%&ﬁﬁkﬁ%%%OE%k@#LTL
728172 ﬁ%ﬁw W EDGIE UG & D RIE N gD 58121, BIE R E RV
RO GE DY) 7R ALE 21T D %\%373)&’)50



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

[H2hhE]

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

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

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

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

H & M B G TR T L Y ® o~ 7S K D IRIER A2 - B3 UL G
O MR oNEERE (24— B, ECOG Performance Status 0 208 1) 80 {3
ZXPBIT . AA 3 mg/kg % 2 WRHIFIRE CREFHE L7, FERHMEHEE TH LR (&
FT IWG criteria (2007) (233 < FIfEIZ L D CR UL PR OEIE) 13 66.3% (95%1F
FEX M : 54.8~76.4%) Tholz, 7ok, FANIHE L-BIEIL 20.0%TH > 72,

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

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

Btk (%)

AFIE
17 i

4= Grade Grade 3-4 Grade 5

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

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

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

ST 1(5.9) 0 0
alapA e

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

i) 1(5.9) 0 0

i 1(5.9) 0 0

T 1(5.9) 0 0

[ZES 1(5.9) 0 0



B (%)

LRE BRI I

FAsh 17 {31

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

—f% - 2EREER L OGN OREE

eI 2 (11.8) 0 0

SN SOS 1(5.9) 0 0

=R 2 (11.8) 0 0

FEEN 7 (41.2) 0 0

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

LRNER/S 1(5.9) 0 0

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

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

IR Tl Y 1(5.9) 0 0

i MR 1(5.9) 0 0

REIE 1(5.9) 0 0

i ERHR 1(5.9) 0 0
RF LUl

KA Y 7 AlfiE 1(5.9) 0 0

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

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

BAfR 1(5.9) 0 0

fiREs 1(5.9) 0 0

77 P18 2 (11.8) 0 0
PR R R

FEMED E N 1(5.9) 0 0

SR 1(5.9) 0 0

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

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

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

B AE 1(5.9) 0 0

¥ $ENE 1(5.9) 0 0

SUERRRRG 2% 1(5.9) 0 0

& O FEIE 5(29.4) 0 0

FiB 4(23.5) 0 0

ks, HEMENRE 16 (5.9%) | BERUHRARE I A F—2 6 (11.8%) . KRG -
FEEOTH L #H (5.9%) . IFéRERET 11 (5.9%) . FURIMERERES 3 5] (17.6%) .
FfR e 3 51 (17.6%) KON infusion reaction 1 51 (5.9%) 2338&® Hivl=, 7=, HIEM
HEIRE, DR, hide. 1 BUBEPRIG . Stk MR MESRBIENS . TR, BRRREREE
RIS, Mk - BB, EEEORJEEE ., FIRMEZERIE, TS PRk
VDS E IS ERITRD b2 Do 1o, REWEMFEBURIUT S FEROMEFS (R MRA
EREEZET) 2 H0EFRRE R,

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

5



ol

# 2 FEBIRY 5%LL EOREIER (All Treated Subjects)
B (%)

oo A 1
Rt AR
- 243 fl
(MedDRAV/J ver.18.1)
4= Grade Grade 3-4 Grade 5

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

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

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

20 14 (5.8) 2 (0.8) 0

T 34 (14.0) 2(0.8) 0

LTI 24(9.9) 0 0

M - 19 (7.8) 1(0.4) 0
—fk - 2EEER L OGN OREE

I F 50 (20.6) 2(0.8) 0

FEEN 21 (8.6) 0 0
BE, hER L OLEA OHE

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

TI=rT R MT AT =T —BHN 13 (5.3) 7(2.9) 0

TARGX BT I ) b T AT 2T —EHM 14 (5.8) 5(2.1) 0

Y R—E N 14 (5.8) 9(3.7) 0
R R K OV A Mk

RAfR 19 (7.8) 0 0
PR R IEE

SR 14 (5.8) 0 0
R B KO ik

& D FEIE 21 (8.6) 0 0

Bl 28 (11.5) 2(0.8) 0

ek, EMEZE 15 61 (6.2%) . BRBUHRAMEIE X A/ 3F—19 fl (7.8%) . K5
S - TAED FHIG ) (25%) | WFHEAERE 22 ] (9.1%) . FF% 561 (21%) . FUHRIR
PRAEFRE 28 15 (11.5%) | #hikEFEE 40 B (16.5%) | BIHRAEREE 4 61 (1.6%) . %k -
BEIEZE 101 (0.4%) . BEEOMRGHEE 3 61 (1.2%) . WIRMASIERIE 1 61 (0.4%)
infusion reaction 38 5 (15.6%) . W4 2 5l (0.8%) M ONSE S 2 5] (0.8%) 2358
SHivi, Fio, WEEMEEE, OFk. 2. 1ABERE, Sofe i MRS MEERBER
B P 2 N OV N IR REFE B 15RO B 72 dn o T2, AREIWEHRBBIRIUIL Y% F S 0 HE
£5 (ERREHREEED) 2EUEINERERT,



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

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

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

B



4. HERRIZOWVT

AR E LTl ASERE (AR DAL TN Z ennn, YAt 4
NS E TE Dk THOLMEND D, TD LT, AKFN OGN @Y BE 220 -
E L, AANOBRGIZ I BEEZAEHAZRBEL LRI T 2 2 ERnEE /oo, BITF
DDO~@DT X T &I IZBWTHEHAT & TH D,

O MEFRITHOWT

®-1 T%@(Dﬂv6)®w¢Mﬂ_&éﬁé% X THDH L,

(1) EAFEKEDNEET 20 AFEERLSURRESE (BB R 23 A2 RaE SRR
Hitd s %@#mﬁfh;%Wﬂhﬂﬁfhﬁk)ﬂ%00$4ﬂla%ﬁAﬂ
%)

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

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

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

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

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

#

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

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

@ BADERMLFREHOEHIZONT

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




® BHER~DORRZOWT
Q-1 fEFR AHIC B3 5 2

WV MERR B O EE AR BITERA R AE L-BRIC, 24 BRRIR2IRIKHIO T, ik X
EEE R 123 T, B L 72 BIEANCS U CABRE E L O CT O EIEH ORI 24
ERMRAEOR RIS Y AFIE O, BEHITRISATREZRARI N E > TnDd Z &,

@-2 EERNEFEFICLAFBLNNICETLEH

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

@-3 BIFERDZUTLRINICE LT

BIVER (FRYE MR BTN 2 | EAEMEE JAE, O R, Mk, B RARE . RIBAK.
HEO TR, 1 RBERA, ITHERERETE . HURIRESRERRE S, MRitbas . BEE (BFAe
PRAEFRVEMER R 2B Te) . RIB RS, Mok, BEEEORFEEE, §RiMI2ZE2SE, infusion
reaction, SoPENE ML/ MIGBDPESEBER (ITP) | 8B DS SO, MR R 3, Dl (o
i) « ZRAR - ODEVEIAMGHESE) | iR ) (2xf LT, Makhitiak )T B e
BRI DO H ML G 5 AN & EEE U (BEH OZB-CRIGIZBE L CRER R 2321
ODNOEHICH D Z L), EHITHEEIRENTE KGN ESTNDL 2 L,



5. 5B LI BE

(%

@

@

EPEIZET 5 3]

TRLC Y T HRBEFICOVWTIEIARAOTRE N LR SN TWD Z b 51T
brpnz &,

o KAIORSTITxE LI BUE OBEEIED & 2 B3

TRIERT ORI I W T RIS S T 2 B IOV TR AAlOREITHELE S e

D, A OIRERPTUL A 2 NG EITIRY | HEREICAFIZEHT 22 2BETE D,

o MEMMEEDOAH IO H 5 BE

o JRE I AR A CRRVE R 2 58 6D D B M ONE BN O JUH B T i 2 <0l Yt il 2%
LEORICRIEMEA DD EE

o HORERBOED, UEMERZE L < IEZFERMEO B i R B OB TR D
oo BE

o EESBMEE (&R A 5 Te) O b D ERE

*  ECOG Performance Status 3-4 "V 0B

(G5B 5 4 1H]

@

@

H X & M N7 L oy % o~ 7\ HRPUTE SU T RIS O B3 T Gk
OEMIPAE D F ) B E BV TAAIOFIMEN RS TV D,

FREIZRENE T 2 BB T D AR OG- J O ITHEIZ SV TR, AFIOAF R0
PHESLSNTE LT, AFOREAR LR LR,

o ALFERIERIGROBAE

o OTUEMEESA & O L TG Sh o B

(ED  ECOG @ Performance Status (PS)

Score EF

0 | &<MERIEBTE 5, e U HEATESHIRZ <172 5,

1 PRAGIC IS LUVEENIHIIR S A 23, BITATHET, BIEERM - TOMEEIITHI Z &N TE 5,
IS NE S

5 BATRRECTH O OE DR O Z L3¢ X CTHREEDERIZTE 2V, HH O 50%LL Eid~<y FATED
7

3 RONTZHSOEDED DZ L LnTE7R, HHO 50%LL EE2 Xy Rl 2,

4 2LENT RV, BOOHFORD O el TERY, BECy R KBTI d,
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6. HEICERL THETNEFH

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

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

@ ERRBEHO~RT AL MIDONT

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

AFN O 5L EE O infusion reaction (2 2 CEEAMFIZ 72D TE 5 Y
%177 L ChRMT 5 2 &, £72.2 [ B LI OAHI % 5-FFIZ infusion reaction
DHHLOLNDZ LB HDHDT, KAE M OARAE G TRIT AL Z YA
CERET 5%, BEOWREBELH2ICBIET 52 L, 723, infusionreaction &
FHLLI2E 121, B TOMEE R OYERA ERICEE T 5 ThREZ il
T5HZ &,

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

AHNOEEIZ LY | WEOREFINTERRE T 5 L& X BN DHER 2 R EEHIE
DHLOLNDZENHD, BRENRBOOLNTGAEITIL, BELEFERIIS L
B 72 05k & RRBR 2 FF D[RRl &g U Cal bl 2 B nis W 21TV il o %
FOSIT X 2 BWER AN g0 2 355113, AFIDORIE T I, K ORI BE AR
NEHOBRGEEZBET DI L, 2B, BBRERLVEOREIZEYETE
R OYGEENRFRD IR WIGEITIL, B BB AR VE LSO gz Bl o8 0
bEETD L

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

1 RUBEIRIP (BE | AUBEIR 2 5 de) b bbb, BERWES 7Y R—2 &
ICEL T ENDHLOT, NG, Bl IRILSEORER O FEBLC B ED E57- 12+
SERTAHZ &, VBRI SE TG E2HIEL, 4R H
I OF 5 E DY L EZITH Z &,

@ AFNOEEFRRBRIZBWN T, BB 6 7 HLUMNIE 8 BB Z &0, FHLIEIT,
BEBRME S 1EME I R2ER L ICAEIMEOFMAZIT> T2 25 E (I,
AR G TERRIC R CHROMREITH Z &,
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xEFEAHEETA YT A4 v
=R~ T7 (GBinHH#Z)
(BR5E4 : 7V —REFBHE 20 mg, 47 P —R HEEE 100 mg)

L2 94E9 A (AL 3 04F 8 AHET)
A B



B &

1. [T DI

2. AANOFE. (FRET

3. ERIRRUE

4. FFZIZOWT

5. H&EGXREMDEE

6. HHICEEL THET XX HIH

P2
P3
P4
P7
P9
P10



1. IILBIC

RIS DA N - BAEMEOFEROT- 1%, BT SCEEICIE S ol E 722 A ko
b5, EHIT, IEORHAHEIROMEAIC L0 | FUKEIRL e & O 22 8 BRI
FRESRE KR IS T, 2D OEEMN 2 BEICNERBE RS 5 2 & AR O
REE 70> TR RFMBGEE & dOfE O AT #2016 (CEAL 28 46 A 2 HFEIE)
IZBWTH, FHEELEOEHOREICHEELZX S Z & L InTWnD,

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

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

B ARAA KT A 0%, WSIATEIE NE RS R R A, ASEFEARAR
BRI . — MR N B RERRNFHE 2 K O ERE N B AR B oW o
b LR LT,

RG L I BEIS AT R EEEE 20 mg, A7 U —RSEHTE 100 mg (%
% =R~ T (BIEHELZ))

R LR BIREIR © D AALFIRIEL (I U 72 IR OIBR NG 70 AT - IR OB

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

B N IE ¥ DB TS




2. AHN DR, VERBF

F 7T — R AR ERE 20 mg K ONELRTEERE 100 mg (—4 - =R~ 7 GBI
Baz), LR, TARALD) &, MRS THEMRASILE A X Ly 7 24 (BL7 Y X b -
~A¥Y—X A7 A7 (BMS) 1) 2BA% L7t K PD-1 (Programmed cell death-1) [Z%}
T5HE MUIgG4 €/ 7 u—F LHURTH D,

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

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

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

IS OFEN S | AFNTEMEIER ) 2 Bl 2R EIC 20 55 b0 L MIfF S,
B EE R & LT BRRERZ Eh L, Aok, etk OCREEN R I T,

AFNOVERIBEFAZ 25 < B O RIEIRIC X D BIER% 2 H b bf, EEUIETIC
EDFREMEDN B D, AAIOEGH RO GHITIT, BEHEOBERZ H0IXATV, BFE R
0 LIV AR, FEBL L 7o UG U7z REM R 72 kil & 8BR 2 R DR Aill &l L Co
N2 EERIRS T 2 ATV B DR IIRIC & D BIERI A BN D54 1E, B B E AL
T LAIOEGFEOEYRINEEZAT O LERD D,



3. BRERAE

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

AR B AR TR O IR 2 7R T,

(Azht]

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

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

(2% LFERTARIC

1T « FE3E D B O AKGRIF (A 24T > 72

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 4

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%]

OENFEIMAEREB (ONO-4538-12 75#x)

B E R G IAKIRE 300/330 ] (90.9%) . 7T ARRE 135/161 14 (83.9%) 123D B,
1RBRIE & ORRBIURNEE TE WA FEFRITAHFIEE 141/330 # (42.7%) . 77 &R
¥ 43/161 B (26.7%) ZFE0 BiLTz, W ORF TRILRD 5% EORIERIL T %
DEBYTHoT,

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

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

72  ARFIBEZ BT RVE MEZR B 7 1] (2.1%) BB B ARIE / 2 A4 F—9 1] (2.7%) |
RIG - BEED TH 451 (1.2%) . 1 BUHEIRI% 3 651 (0.9%) . JITHEREREE 18 il (5.5%) .
% 16511 (0.3%) | HURARERERETE 13 5] (3.9%) . kR 10 ] (3.0%) . BEH%nEk=
F 141 (0.3%) . TERHERERE 141 (0.3%) . iR ZERIE 1 41 (0.3%) K& U infusion
reaction 1 5 (0.3%) 2378 biLiz, £7o, BEIEMMEGE, OfHK. sk, BVl
BUDPEERDE R, BRI PR, EEOERE, MK - BIER, BERKOS L O BERITR D
e holz, REWERFBLURDUI Y% FSOME RS (MAREERT 25T 25
TARFHR R 2”7,



[ - HiE]

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

(IREE) 0T 240 mg % 2 HFFIFE CHG- L 72 BROARRF OBRE & & Ao 3 ik b
ORI & MR T D IRE ST T VPR S, SREELEIC O W TR T L7z 5 R
ERROME - HEOR TAEIMER ORI 2R IT Vv E PRS-,

K2 FHDEHBRE T A —F

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

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



4. HERIZOWT

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

O MEFRITHOWT

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

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

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

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

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

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

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

*

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

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

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

@ BEANDOERKMIFREHOEHIZONT

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




@ BIEA~ORIEIZDOWNT
@-1 R B 2 B

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

@2 ERWFEIC L 5FEESINICET 22 N

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

@-3 BHEADOZWr-ox B LT

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



5. B#ERARLRDBE

(Z M2 B4 2 5]

O TRICZYTL2EZICOWVTEIARAOERENEEDE SNTWD Z b, 51T
bz b,
o KFNDRGIITKE UIBBUE DEBEERE D & % B

@ BFERATOFHIIZ BT R C%ﬁ%‘ﬁ"é*%ﬂl“ﬂ\f&i\ AFN O HITHELE S L 7e 0

D, AOIRERPIL A 2 WG EITIRY | HEICAFZEHN T2 2L 2BETE 5,

. %E@MF%®A%X1%ﬁ®%é$%

o @R AR A TV E R 2 58 D B K ONE B M 0 FC B it gk 2 R0 e e it 2%
FEDOMIZRIEMEZA LD R B 5 B

o HOMRERBOAD, UXEMERZE L IXHFEMEO B CaZkEE OB O
H b EHE

o EERBE GE AL 5T) ObHEE

*  ECOG Performance Status 3-4""V o i

(A% B4 5 4 1H]
O TROBHEIZEBWTAAOHIENRIES TN D
. 2OHL@M%$$F@%5P%@ﬁT%&ﬁﬁ AR BEEEE

@ TRICEYT 2B TR 2 A H OG- O FIEIC DWW Tk, AFIOA 20
MHELINTELT, AFOEGRIR LR LN,
o —KIBRM O TKIER A ST TRV ERE
o fitRAHBIRE L
o fOHUEMEELS & O L TGS D EE

(ED  ECOG @ Performance Status (PS)

Score EF

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

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

Ul moss, wsee

BITHRETCTH D OH ORI O Z L3 T X THEEZMMEEILITE R, BHFO 50%LL 13~y RAATila 2

2| 5

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

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

9




6. BEZELTHEETREFIH

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

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

@ ERBEHO~RT AL MZDONT

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

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

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

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

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

1 RUBE RSP (BE | AUBEIR 2 5 de) b bbi, BERWES 7Y R—2 &
ICEL T ENDHLOT, NG, Bl IRILSEORER O FEBLC B ED E57- 12+
SEETAHZ &, 1 BRI SE TR G2 HIEL, 4R H
I OF 5 E DY L EZITH Z &,

@ AFNOEEFERBRIZBNT, BEHBAL TEMITZ6 AT, THUMBIT, 1282

&l

CHIMEDRHI 21T > TWZ Z & 2282, AAREG PIEHRIC migmd T

HROMER AT Y Z &,

10



(2% HIRxRER)

© [Pt PD-1 HUARPUEM RS ANAR 2 Felifl HHEE T A BT A » OFEI E ) HEFEICOWT) OB 29 4E 2 H 14 BAHFERESE 0214 45 4 5)
DFED 1
% 1E # Bl 1T
1 A7 U—AREREFHE 20mg & R 100mg 1 A7 V=R REFHE 20mg & YR 100mg
(1) (W) (1) (%)

(2) HEpEEfafE
O AHH 2 FEHERAEOBRFEIHV LB AT, ROEFHEEZ DR
HREHEAAE O R EARI LT 5 2 &y
1)&&%&5%&@5% FUT L0 (THREET ) 2D
Misx B A £TO O BLEET 5O FEH)

T EAGERE R ET DA BRI RS (BRE
JFUR2S ARSI HE LR PE . MU DS AR I HE L ST
HER 28 ARSI e 7 )

A FrEEREIRRT

U EGERRAES R E T D 0 A EGEEE R (03 A e
BEFRERIBT. DA RIEEE W 1IRPE. A3 A2 R S HEHE P
7]

T SRR E A AR U, ARSI 1 334k
EFIRIEINE 2 OFEaR B EITAR D i &2 AT > T D Mk

A U R A AL 5 A BN R D Jiti 5% FEYE LT AR B HH 2 AT
> TV D ik

(2) HRIGYIERARE 0 L R (i

O AH RGO EEREEOREICH V2 581T
R OHEIA Z BRI E O MERCTRH T2 2 &,

1) WIZE|IT DD 5 b, 324537560 (MsREHFET ] 6
MR B A ] ETO D BHMT 5 D& FLHE)

T R AR E T D S AR ISR (B
JF YRS AURSIFEHENL SR PE . HUE DS ARSI HE LS Pt
HUB A ARSI 72 &)

A FEEMEREIRPE

U AGERAESRET D B AR
R E BT, 23
Bire &)

T AR R E L, SRR 1 U3k
EZFIRE NG 2 O ffiak B4R D Ji 24T > T D filiak

A GRS AL T BN O gk FEYEICAR D JE 2T
STV D%

CEEERGT (D5 ARSI
PR I, 5 Ao FRE B HEE




2) WIHBIT HEMOEFD S B, REANCEE T 2B OET
FHELTRHEINTWDIENEYTH b0 (TEREMT ) X
I3 TEREEA ) & RTH)

T EMBFFESE 2 FONMBPHE A& T L7225 FLL
FEOBRIBROBERIHEETToCTWVWDHZ L, 5B, 248
Fix. BNAEWIREE T LRSS OTHME 21T 72 -
TNDH Ik,

A ERRFFEGE 2 FOYIIFHE 2/ T L7212 5 FL
O R RGBSR ORI ZH LT\ D Z &,

Q@ AHH LAY L~ T7 OO 2 ARG U R A Re 22 A R A 1
BEThH-T, PD-LI HBEENHER CELBEH IR ET 256
I%.PD-L1 FEBL=R A ffeil L 7= O e A B L O A il 5 (6
BiER), PD-L1 FEBLRDN 1 %LL EOGE1T, ALK L A ) A+
TEROAEE TS 2 L L U2BEh, PD-L1 BEENHERTE 22
Mo TG AIL, R TE o8 i,

@ 1 (22 LbLT WOBEITBNTUIERENRD HILD

HDET D,

TR 29 42 A 13 HURNCBRCARRA OB 2521 T
LERFIZOWVWTL, EFIRPICARB OB G N REL 725
ETOMITEENRRDONL DO LT L, ZO%HAE, 1(2)
OQOFHIIARE L L, DHRAMITHEOREMIC, £5F T
boE (IEHfEE] L) MOEZEE YD TARILH
G LUIAEHRERET AL,

2) I DEMOEFD 55 AEFNZBET DI5R O ET:

FHELTREINTHNDIENZYT D20 (ERMZEMFT ) X
(3 TEERREAEA ) & EEH

7 EMARFFESE 2 FOYBMITHE A & T L7212 5 LA
FEORIBREOEERIHEE T CTWVDHZ L, 2B, 24LL
FiE. BAEMRIEE T L LEBRRIER S OHE 21T -
TIN5 Z &,

A EERFFIGE 2 FOBPHE A& T L7212 5 4L
RGBS 2R OBIKRERA G L TND &,

@ AWH LA Y L= T DY AL FFRIERIGIR ORIG YR

AHeZ2 BB AEREF Th > T, PD-L1 BEEN R T A
FICHET 5613, PD-L1 FELRZ MR L 7ot o E it H
A M OREARR (GEBLER), PD-L1 JELHRN 1 %L EOSEIT,
AEA LAY AT H0 TS5 & & Lc#ih, PD-LI
FBLRPHEGE CE R T AT, MR TE 0o T2 #H,

@ 1 (2L T  KOGEICBNTIEHRGDROLND
HLDET D,

7oA 29 2 H 13 BUGENCBRICARRF OB &5 T
LDRERFIZOWVTL, EFHERFICABR OB ENARE L 705
FCOMIFEERRDONDL DT D, ZOHAE, 1(2)
OOFLHII AR L U, BEHRE O ZMIc, 54T
boE (IFEhEE] L) KON LEE YD TR
ERH LA ZRET 2 &,




A Fk29 42 H 13 A LARTCASLA O H =S DS 8 2 PRI
EERBERIIC W T, RRFN A2 9D TR 5 MENAE U8
FloxF L CiE, k29 454 H 30 B E TORITES-BItAN
RO B, Fio, EFEPIARBAN OB GNAE L 725 F
TOMIFRERRBDOLNDE D LTS, ZOHA, 1 (2)
OOFEHRIIATE L L, BRI ORMEMIC, Y% R
MR COMEA IR N H 2 EF (MERIREE] L) KO
YEF IO TARBANZ B G LIFEA B 2T 52 L,

(3) ~ (4) (%)

(5) RIAGUIBRAHE TR o B s
O ARBH) 2 RIGEIBR A HE XXM O B A OT5 5 1

DAL IROFIHEZ 2R R M E ORI T2 2

E

1) WiHIT DO B, %48 T D60 (HREMET ) 7D
M Z A £ TO O BN T L b O E i)

7 RAETBRENIEET 20 ARREEEILERE S (FE
VRS ARSI e . HIIES AU B2 I B UL
HiE A AP 72 &)

A FERREWPT

U EBERTRAE SR E T D 0 RSP (D3 ARSI
HEYREIRPT. S AU BRSNS AU RS IR EEHE
7]

T ARAEFRIEE ARRE L, SRR EREINE 1 33k

A FEk29 42 H 13 B PARTNC AR o F G & 5 PRER
EEREREEI I I T, REAIZ D TR G- 2 BN A U
FITRLTIiE, Pk 29 44 H 30 B F CoMITELRAN
DB, T, EFRIREWICARBN OB LGN RE L 725 F
TORIFERERRBDONDE LD LTS, ZOFA, 1 (2)
OOFHEIIARE L L, 2RI EOREMIC, YRR
B COMHITE N H L (MERFEREA) LidE) KO
UHEBF VD CARMANZ B G LA B 25T 52 &,

(3) ~ (4) ()

(5) RIBUIBRAHE ST ERR M o B R A
O ABF| ARG U FRARE TR O B IS O IR ICH W
L5 E0E. MOFHELZ DR BB ZOMEMIC W T 52
&
1) WIHBIT DD B, %48 T5bD (HiREMET ] 225
MR EANF A £TD O BEET 26O FLH)
7 JRAEGBRENTEET D0 AL AR (BE

JFUR2S AU REPRBEHEIL I, HEk S Ao HRIE B L SRE |
HI 23 AR 7 L)

A FEEREREIPT

U EGERAESEET D A BEEEE T (S ARSI
PR EIBE, DA SRR T RBE. A AR HE RN
Be7e &)

T ASRALERIEE AR E U, SRR 1 U3k




(bLSREINEL 2 DR B E TR 5 JR 24T - T D fiEa%
A B R FRIN R O i gk R E AR B | A AT
> TV D ik

2) WICHT HERMOEFD 5 B AEFENZE DI OESE
FLLTHREINTWDLIENZYT S0 (TEMEMFET ] X
3 TERNZEE ] &R
7 EMRFFEGE 2 FOMBINHE & T L72RIC 5 4L

FORIEROEERMHEZ T > TWNHZ L, 95, 24
i, BDAEYIEREE T L UK OMHE 21T > T
WH Ik,

A ERRFFERE 2 FEOPIIINHE 244 T L7212 4 £ L
FOWRGEFORKIMEZ 1T > TRV, 95, 24ULE
VR RIS 0D 708 AU SEMIIRTE A Lo S AR IR D BRIRIHE %
1ToTNHZ &,

@  ABFIOMH EOEEICE VT, R RIGEDIRIEY]
Br A fE ISR ME O BRI 0% & . IMDC Y R 7 Sy HH N
intermediate X|Z poor Y AV DEE AR LTAHZ L | LE
HEN Wb, KAHIL A ) L~ T7 OO 2 LERIER
1B O RIEYIBR A RE TR O B O BF & 535
BAE. ROWVTIUTEEY T 5 0> % IR A= O 5 ZAHIC
T oL, (BEEEAY) i TBREEMA | L)
7 IMDC U A7 /3% : intermediate U A
A__IMDC U A7 53¥H : poor U X7

(EERIEINE 2 O FYEIAR D B 21T - T 5 ik
A BrEEME RS AL S BRI O ek FEUE AR B JE tH A AT
STV DR

2) I DEMOEED 55 AEFNZBET D I5R O ET:
FHELTREINTHNDIENZYT D20 (ERMZEMFT ) X
(3 TEERREAEA ) & EEH

7 EMARFFESE 2 FOYBMITHE A & T L7212 5 LA
FEORIBREOEERIHEE T CTWVDHZ L, 2H, 24LL
Eix. BAEYREE T L U EREEEONHE 21T > T
WwWnH ek,

A EERIFFIGE 2 FOMBPHE A& T L2 4 8L
FEOWMREBRFOBARIHMEEZT-o TRV, b, 24k
I3, BORIRE O 23 A SRR L 2 & e S ATRIR D BRIRIHE %
fToTWnBZ L,

CArze)




@ 1 (1) bbb, ROGAITEBWTIEG RO b

HHb0LT 5,

TR 29 F4 A 17 BURNCBEICARRA OB 552210 T
2 HRIE YIRS BE X THERE: O BRI O BF 2 OW T, &
FIPHNIARBAN OB G N ARE & e 2 F TOMITER G235
HDoNLbDET D, FOEE 1 (5) O TE RN
Al IR EORMEMIC, 5T ThoE (IKEH
B LRl MOMHEBE D CARREI &G L4 A
HAafi#d o2&,

A FRR29 44 A 17 B DA ARA OARTEEIBR R HE X 1 3H5
T oD B N s (6% 2 A ] FERE 8 b D PRBRIE SRS 12 s 1
T, ARKZGID THRET 50BN U BT LT,
Fpk 29 46 H 30 B £ CTOMITEBREIED b, £z,
IR AN OB G N ARE L 72 5 TOMITEE R
BOOLNLBDETH, ZOFE, 1 (5) OZEHTE RN
Graid. 2T E ORI ERIC . HRAIRBRIERER T O
EREEI S LE (MEHFERA] LiiH) MOE%EHE Y]
D TAAZ G LIFEA B AT 22 &,

(6)+(7) ()

(8) 7S AALFFRIERL I U 7 DIBRARE 72 AT - FEE O BEPEgE

P&
AN % 73 AAVESRIER T U UIBR AN RE 2 AT - PR DL

1 (1) bbb d | ROBEITBWTTHRGRRBD L
LHbDETD,

7 R 29 H4 A 17 B UARNCERICARIA OB E &5 1 T

% AR UIBRASRE ST O B RAE O BE ISV, &
FIFNCAR BN OF 5N RE L 72 5 F TORITE G2
oL bDET D, ZOE, 1 (5) Ox#Ei TV
Bl DRHREBTMEORMEMIC, 5T Th L E ([FEH
B L) MOVMERERE IS CARRIA 2 B L7 H
AZftdd 22 &,

A P29 4 H 17 HUBENSARF ORIGUIFRAGE X 3R

T oD B M e e L2 6% 2 FH 2R 08 8 2 PRBR R B 12 s 1
T, AANZ YD TG D HENAE U BT LT,
Rk 29 4£6 H 30 A £ CTOMITREBRBENEO biL, /o,
PRI PANCAR BB OB G N ARE L 72 5 F TOMITE G
BOLNLbDETH, ZOEE, 1 (5) OEFFEHETE oW
Y iZ. 2P E ORFEMIC, % IRBRIERER T o
HEHEE DL E (MERFERA] L) KOELEE 1)
D TARRAN G L-FEA BERT#HT 52 &,

- (7) (%)

%)




PER L S D VEWRIZ VN D Sy B3, IR 0D F 3 2 22 I S| B A 25
O EMC G T D = &,
) RICET gk D2 B, %4835 O (g BT | 226 [
BREEA ] FTOIBLEYETLH O &)
T EA T KE AR E T 5 3 A SRR (BB AT
WS A2 P EE ML BT . MBS ARSI HE L R e . sk
D ABIIEBE 7R &)
A FEERREIRPE
U HGEA RS E T D DA SRR (DS A BGH
TEEIWIBE, DY A HET ) IlE, 23 A RS HEHEHE R T 72
)
T AR R E L SRR 1 3 kAL
FRRIENNG 2 Oftia A AR D i H 24T - TYV 2 filiax
A AR AL G RN O gk FEYEICER D @ 21T o
TV 5 g%

2) WIZHWIT DERMOTLD S 6, ARANCEE T 5 IO ELH
ELTHRESNTWDIENEE TS0 (EMEMET ] X
[EERHZEAA | & Gl
7 EMGRFTEUSE 2 FONMHEA & T L% 5 UL E
DR IABRDEEEHEZ T > T DH 2 L, 5B 2L Rk
AR EE £ & LTRSS OHEEZ T > TW\Wb =
Lo
A FEEHREFTEUGE 2 FOYMIHEA K T L= BIC 480 E
DEFRRREZAL WD &, 5b, 34D R, EEkR




o B 0D 3 AW ik i % 2 Lo WU i I3 5 O BRIRWHE 247 -

TWnpZ &,




