EEERHEEST A RFA v
=R~ 7 (BinFr#Z)

(BR7E4 « A7V — A RFEFE 20 mg, 7V —RRHEHE 100 mg, 7P —
AR ERE 120 mg, A7V — R K EE 240 mg)

~ B~

FR2 9F9A (RFI241 1 ASET)
BE A



ER/N

1. IZU I P2
2. AANOFE. (FRET P3
3. ERIRRUE P4
4, FEREIZDOUWNT P8
5. H&EGXREMDEE P10
6. WHIZEL THETNEHH P11



1. IILBIC

RIS DOF M « ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEM ORI L0 | FURESR G 72 & OFH0 72 5L E R
FPEIRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
R & 72 o TR Y RRIFMBGE S & YR O B TTEE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L L ShTnd,

BORVE AT ESR L, KB ERASCL ST 0 7 7 A VB O ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
VHEIMOREZMLZIT 5 2 EnHIFF SN BT I LTERT S & &bz, mIfE
RN FBL L 7B I B 2t & & D 2 & AN AHE /e — 1 O B i 7= 3 R S BE i A
THZEREETHD,

Lo T, KA RTA4 Tk, BRBEMESLZNE TILELN TV D EFITFR -
BEE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EERE R~ T,

I, RIA BT A %, MSIATBAE NEIE G ERE IR OHE, ASEEEANRR
BRI s . —MAERTE N B ARERIR NRHE S R OV At FE N B AR B B2 00
b EER LT,

RG L I HEIRS, - AT VR ERE 20 mg, A7 U — R SEEHTE 100mg, 4
— REIEEE 120 mg, A7 Y — RSN 240 mg (— %4 - =
M~ 7 (Bl FH#z))

R ERDREIE © DI AACFIIER I THE L 728U BR AR e 72 81T - PR30 B8

MBERDAERORE - BE. A=A~ Bt z) & LT, 18 240mg
Z 2 S MIRINE S 1 0] 480 mg & 4 3 R 6E CAEEET 5,

Bl N OE ¥ F DB TS




2. AHN DR, VERBF

F 7Y — R T 20 mg, [RLAEEE 100 mg,  [FAGEEE 120 mg K& ONF] s
240 mg (—fi%4 - =R~ 7 GEE M), LT, TARA) Evd,) i, hEFPSES
THEMASHE AT LYy 7 23 BTV ARV - v Y —X X747 (BMS) th) 2
BAs L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 & / 7 v —F /LHLfk
Th b,

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

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i Bh I IE & BUZHIEET 2 2
T ICERT 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U K (PD-LI1
K OVPD-L2) EfEA L, U SERICMEINES 7L R LTV o REROIEE L IRREZ
BIZHRET L TW5d, PD-1 U W RIFHURE SN B b O & 22 G/ 588
LTk, BMERAMEEE) LU L ZEEMMICI TS PD-L1 OFEBLLIEDELF
HH & OMICADHBEBFRN & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFHEEI N, BB L EEMAHRIZI T D PD-L1 ORI LI O
ALEHIR & ORI EDOFBRRN 5 & DHE S & 2% (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z @5 H S E 723 AMiaiE, PUsRFER CDS Btk T Hifa ol fafs
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
SEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 7> RERE&IL, 23
AR TURRF A7 T MR O OBWEFEZ BT 2HFD—2 L LTEX LT
Do

AFNZ, FEHRBROFE R S PD-1 OMfasEE (PD-1 U 7 o RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X D, BATURFFRN e T kDI
PEA K O AABIRNE k9 2 ARIRE TG M 2 58 T~ 5 2 & TR e PuiEgsh iR 4 o~ 9
ZENHERR STV D,

IS O AN | AFNTEMEIER )T 2 B 2R EIC R0 55 b0 L MIfF S,
BB 2R & LT BRRERZ R U, Ak, et R OCREER R ST,

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



3. BB
M AAV SRR (BT U 72 1B I BR AN RE 72 T - TR O B O KGRI IZ R 24T - 7=
TR BRI RBR O R & T,

[H 2]

[EI BRI (R 25 IAHRAER  (ONO-4538-127A0%)

20 L E DAL HRIERE 2 AT 2 AR MR IR IS RIE AR OIR GIR N aE 72 AT - %8
O BT EE B ESEE (BEOROAREBTEAH LY L5 emPNICZE T 2 IR
) BEA30 (HANEE22601 23T, AAIFEIB0H], 77 L AHELE3HI) 2551,
77 Rz R E L TAAIZ molkgZ 218 [H] [ IR TRUFERHE L7 & & OFRMER O 4
P Lz, BEFHMEEE CTh 2 24 n (hRfE [95%EHIKRH] ) 13, AHIE
T5.26 [4.60~6.37] B A, 77 &AREETA14 [3.42~4.86] WA THY . AFNLT TR
(o ULRERMAIICAH B IER 278 L7z (A~ — FH0.63 [95%fE##IX[H : 0.561~0.78] .
p<0.0001 [/&%llog-rank FE] )

10 & — AFIH
- S T5tRE

0.8 1
0.7
0.6 1

0.5

AP

0.4 1

0.3 1

0.2

0.1 1

0.0

at risk 3 EFMM(A)
 AEIEF 330 275 192 141 94 56 38 19 10 5 3 0
JotHkE 163 121 82 53 32 16 10 4 3 3 1 0

X 1 24 FHE O Kaplan-Meier #i## (ONO-4538-12 3RER)



[Z241%]

OENFEIMAEREB (ONO-4538-12 75#x)

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

F1 WTNOOBETRIEARN 5% EOBIYER (ONO0-4538-12 3Bk)
B (%)

B RIR 348 - ——

%ﬁéf DRAVJ ver.19.0) iﬁ”ﬁ ’ 176)16;':\%

® ver=2o. 4 Grade  Grade 3-4 Grade 5 4> Grade  Grade 3-4 Grade 5

EEIEH 141 (42.7) 34 (10.3) 4 (1.2) 43 (26.7) 7 (43) 2 (12)
HEEE

T 23 (7.0) 2 (0.6) 0 3 (1.9 0 0
—i% - EHEER L OGN ORE

%5 18 (5.5) 2 (0.6) 0 9 (5.6) 2 (1.2) 0
FZJEE KO TRk R

Z 9 HEAE 30 (9.1) 0 0 9 (5.6) 0 0

55 19 (5.8) 0 0 5 (3.1 0 0

2B ARHIREC B TRV MEIGR B 7 61 (2.1%)  BESUH BARIE / 2 A/ F—9 1] (2.7%) |
KIG « EHEED THI 461 (1.2%) . 1 BIBERIA 3 451 (0.9%) | ITH&RER 18 5l (5.5%) |
% 16511 (0.3%) | HURAREERERETE 13 5] (3.9%) . #ifkfEsE 10 ] (3.0%) . BEHnEk=
F 141 (0.3%) . TEREEREREE 141 (0.3%) . sk ZERE 1 41 (0.3%) K& U infusion
reaction 1 5 (0.3%) 2378 HiLiz, £7o, HIEMBEIE, LK. sk, MR
PBUDVESRBE . R PRE, BEEOREREE ., MK - B, BERKEK DS E D ERITR
Lo To, REWEHREBLRIUIEEFES (MIRMREERT 2 51) &+ OEFER
R,



[ - 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 & T D IRE ST T AR S, Y% OV TREIT DAL AE R,
ERROME - HEOR TAEIMER ORI 2R IT Vv E PRS-,

K2 FHDEHBRE T A —F

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

Ll (5%, 95%45) « Q2W = 2 RIRE. Cunax @ FIEIHR 515 O e MLE FTIREE, Cminais @ FIEIHE 51414
HEBIZBIT 2 BEMIE IR, Cavgas : FIEFRE%14H B £ TOFHMIEHIRE . Crnaxss © EFIREBIZE
;éi%%‘ml?%w%fﬁ\ Cinss : ETRREIZI T D BARMIFFIRE, Cavess - EFRIREBICIS T D FH MLIEH
Fo AR OREREYFNEET VAR L2 I 2 b—3 3 280 | AFH 480mg
Z 4 A IR R T8 5 XUIBERGR O HTE - &S TR G- L7 BE O AH D My H i FE 23 e
INTe, ZORER, ARH 480 mg & 4 EEIMMRE CHRE LB o EFIREBIC K T 5 Fim
THEHPIRE (LT, [Cagss) &9, ) 1&, AHI 240mg % 2 B IR CTHR G L 72BED Cagss
LU TS (F&R) . £72. KK 480 mg z 4 B THERS LIZEREOE
FOAREEICBIT D mImiETIRE (LLF. [Craxss) EVMD. ) 1, AKI 240 mg % 2 @
FRE CTH G LTZBRD Craxss & L TREZ T & PHISNTZb DD, AARNEEIZE
WTEREPHER SN TWD YL - & (10mg/kg % 2 @R C&RE) CTAAIZ &S
L7oBRD Craxss & B L CTIRMEZ R T & THIS e (FR) . TR T, #EOwREICE
F 57T —ZIZHAD X AAKI3mglkg (RE) F7213 240mg % 2 BN, 2 L < TAA)
480 mg % 4 M RINE TG L2 EROARF| OREE & & A 0T & o B 4 G
T HURERSNTET VESE S, YEZBEIC O W TRFIDM TN fE R, Eio ik -
HAEOM THIMER VLI 2R T v E PRIz,



K3 AROEYBIE T A —F

M - Conax Chmind2s Caved2s Comax,ss Cmin,ss Cavg,ss
(pg/mL) (ng/mL) (ng/mL) (ug/mL) (pg/mL) (ug/mL)
3 meke Q2W (35-5; '760-8) (16-25?20-3) (21.321 23.9) (75.&3171) (27.612,'}07) (42.717,'?27)
240 me Q2W (51-712’203) (23-?539-0) <30.§670.9> (105354) (41?57,'%1358) (62.11(,)91 87)
80 me Q4W (103307) (15.25?17.4) (37.?):,‘.;)4.8) (14?,1 g36) (27.751,'?37) (62.11(,)91 87)
0mekg W | (1450 | (505 1320 | (on1an) | 20,95 | (4303 | (36377

FRAE (5%, 95%450) . Q2W : 2 JEEI IR, Q4W : 4 IR, Crmax : FIEIFE 55 O B & MLIE FIREE . Crmindzs
%ﬂ@&’q—‘?& 28 El E Kjb‘ﬁéfﬂﬁfﬁl?%‘:fﬂ/&%};f\ CavgdZR N
TEHIRRBIZ IS B e I IR EE . Cumings 1 € FIRREIZI 1T B I ARG FIRE . Cavess @ EFIRBEIZE T 5

Y1l 175 e




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

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

(1) JEAEFBRENEET 503 A BHEEEILS RS ERE RS AR EE L SRR,
HiE A3 A2 IL RURIE . HUEAS AR &) (

(2) FEEHEREIPL

(3) HBENTEAEDFEE T 20 APHEEEHPT (03 A ISR ERibT. 23 AR
W 1REBE, DA R R R e &)

(4) ARALFRIEE A2 RRE U, AR AFREINGE 1 SIS SRAL T RIEINE 2 Ofiisk e
AR DR AT > TV D fiex

(5) PR RS A AL 7 B BN OO fi 5% FE MBI AR D il HY 21T © T B Jiiak

O-2  HEEOALIRIE K ORIVERFEBLRF O RIS +57 7050k & #EBR 2 RO EAT (FRD
WPHUNITRE ST D ERN) 23, SR OAANET IR OBEMLE & L TRES N
TWnWsZ &,

*

o [EAIRFFESE 2 FOMMINMEZE T L721RIZ 5 L LD AIRROERIRIHE 2
ToTWHZ &, 26, 28U LT, WARYREL L LIZERIESZOIHME %2
ToTWHZ &,

o [ERIRFFEASE 2 FEOWBIHHE ZE T LI2&IZ. WLam OB ASMREZ & 5
FLLEDOHLBARFZOBEREZIT>TND Z &,

o [ERNEFFEUSH% 2 FOYHHEZIE T L7-&IC 4 FLLEDORKKEREZAG LT\ 5D
Z &, OB, 3FELLEIE., TEIbESE O D A SRWPRTE & G e E b g T OB IRAHE &
IToTCWVWBHZ L,

@ BNOEEREREBOEHRICONT

S S B T 2 B SEOE S, U D OB O N - %2
SIS N OB O RS T X3 5 HBHR AL, A B HENRAE LB a OHE
ST ERHRNATON B RS TS T L,




@ BIEA~ORIEIZDOWNT
@-1 R B 2 B

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

@2 ERWFEIC L 5FEESINICET 22 N

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

@-3 BHEADOZWr-ox N IZBE LT

BIVEA (MEMEMEEIZIN 2 BREAEDAE, Ok, Tk, BT RARE ., KIBK.
NS, EEDO TR, 1 ANERIE, BUEMZE. HFARA, e, JFK. bR
K. FARIABEEERE S . T ERMAMREREE, mhiklEE, BEE, RIEEE, MR, BEEOKL
JERREE, FFRIMARZEFRAE, infusion reaction, HEFE7c Mgk, MERE RIEMERE, K%,
Bede. WEEDRPERON ., WM, CIERES (D EME - 2RI - DS MEEISMGHES) |
PSS HA L, JBEFLEE) (O U C. Ykt X I3ar e B o B ME 2 3 5 =il & i
L (RHWERHOZECxISICE L THRELR O REZ T NI &MIchH A2 &), BEHIC
WE) 7R ALE D TE DRF NS TNDH 2 &,

i



5. REMBRLLRDBE
(AL B9 % F ]

@

@

TROEEIZBODTAFOFGRMENRFES LTV D,
o 2O EOALFFIEIED & D IGmUIBR AN RE e AT - R H A

TROCEE Y T D EBE TR D AKN O PG K O HIEZOWTE, ARAIOF M
DL SN TEL T, RAIOTEGXG LR B0,

o —IRFENR O IRIGE T TV W EE

o fivtR MBI A

o fLOPUEMEERES L OFH L TGS BE

[ 4t B 5 $8]
D FRICHEST 5 BEICOVTHAROR G IR E SRTVD 2 L nb, #5517

DN &,
o AHNDOESTIT KR LIRHUE DO BEAERE D & 5 BH

TRIERT ORI W T RIS S T 2 B 12OV TE, AAlOEIFHERE Sy

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

o MEMMEEOAI IO H 5 BE

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

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

o g CEMmEMlaBREZ E1e) Ob 5B

o OB ITBE A AT 5B

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

(ED  ECOG 0 Performance Status (PS)

Score | EFE
0 | &<MERIEHTE 5, B CHEAEESIHIRZE ITx 5,
| AARIICEL LUVEENIHIR SN DS, SITATRE T, BB > TOEEIIITO 2 LN TE D,
B BNFE, EEEE
2 BTREECHGDOH DRI O Z L 13T N THEELEDERILTE W, HHD 50%LL BiZ~<y FACiE I,
3 RONTZHSOEDED DZ L LnTE7R, HHO 50%LL EE2 Xy Rl 2,
4 2LENT RV, BOOHFORD O el TERY, BECy R KBTI d,

10




6. BMEICERL THEETREEFIH

O  IRFASCEREIIIN A, BEEIR B D IRAET 2 ERFE 2D & AR O FeE K& OV Ef#
RO 7= DI B w2 o B L Co bR« 2 L,

TRIEBRABIC e D | B XX 2 OFEICHINE L OER %2+ L, RE 215
ThoEETHZ L,

FREWER O~ R T AL MZDOWNT

@

®

BB MR BN S 5D Z ENHDLDT, AAIOFGIZH T > T, BFIE
W (PR IRISE, ik, FEEAVE) OffEsE M OMIES X A o FEh%s, Bl +5
IZATH 2k, Fio, BEIZSUTHRE CT, Mif~—7 —%0RE%2EiET 5
ek,

AFNOB 51X EE O infusion reaction (Zfif 2 CTERARFIC 14726 dD TE 5
%477 L CBRMET 5 2 & £72.2 [F] H LA O A A1 5-FFIZ infusion reaction
DHHONDI LB HDHDT, KEEGH ROARFEGHE THIT AL 2o
CERAET 5%, BEOREBEL T8I 52 L, 728, infusionreaction &
L LG E 12, R TOBELOERAERIZEIE T 2 £ ChEE 2 +o8ls
THZ L,

FOR IR RERE . T RAERERER ORIBEENSL DN DZ ENHDHDT,
ARFN O 5Bl b ai K OB - B I 3E BRI Nk ne i A (TSH. B T3,
el T4, ACTH, M = /LF Y — 1V S0HlE) 2Eiid 52 &,
AFNOBHIZ XY | WEOGRE NIRRT 5 & B 2 bl dkkx 7R BOR E
DoHOLOLNDZ ENRDHDH, BFEDHBOLNTGEITIE, BELLIZFRITS LT
BEFRA 22 05k & 8Bk & RO R AT & s U CE bl 2 BRI W A ATV B ok
BOGIZ £ 2 BWER D B 2581213, AFIORIESI P I, K ORIE BE A
WEVEIOBRGEZEET DL, ol BIBERERLVEYOEEIZXYEIE
M OYEEDRFRD B WA TR, BB RE ARV LIS O Sz il Fl o8
HLEET D,

BT, BB OB ARB L COLERERN AT RN H 5720,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BOBEPRS (BIE 1 BBEIRIG 2 5 de) 23 bbb, FERFMES v 7 v R—v R
CEDZLBRHLHOT, A, B, RS OAER O FEHLMPEE O - FI2+
DEETHZ &, 1 AERFN OGS &G ERIEL, AR Ul
RO 5EOWE2LEZ1TH 2 L,

BIERF I, P2, IFERERES . TR, B{LMERE RPN b D Z &0 dH D
DT, EWWIIITHERERE LTV, BEOREZ H3ICBET 52 &,

AR ORI T, BGFGES VEMIT 6 HEZ &, LR, 123
W2 LAZHDEDFHIE 21T > TWe Z L 2B BT, AFFR G HI3E R sk
BETOHROMEREITS Z &,
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