I HHERE T A R Z A
=R~ 7 (Biof##z)
(e = 77— A HRE 20 mg, A~ S— S HFE 100 mg)

~THMBETT

YR 2 99 A (CFRE 3 04 8 HILET)
JEAE ST A
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1. 1ZLHIC
G OF N - BEMEOMRDT-DIZIT, U SIESITES W @ E e 23k
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFH 72 5T B E R
FPEZRBDAREIND T T, 2O OERMNZ EIZHNERBFIRMLT 5 2 L BBED
FRRE L 2o TR Y BRFEMBGE & O HAR T EE 2016 CF% 28 456 A 2 H MFERE)
IZBWTYH, EHNERNEOHRAORE(LHEZXS Z L L ShTWnb,

BORVE RS ESR T, KB ERASCL 2T 0 7 7 A VSBEE D ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICET HIERSHERET 5 £ TORM,
MHEIMOREZMLZIT 5 2 EnHIfF SN BT LTERT 5 & &bl BIfE
RSB L 7B B 2t 2 & D 2 & N AHE e — 8 O B 2 7= 3 R S BE O
THZEREHEETHD,

L7eDio> T, KA RT4 Tl BRBEESLZNE TILELN TV A EFIFR -
BEE RN S & | LT O ER GO il 72 5 2 HEE T 2 8L b B e Bk &%
TR O EEHE R~ T,

I, ARITA BT A A%, SIATBOE N B RS A A, AmEEAN R AR
BRI oy . — A ENEN B ARBRR AR ES K O— A FIE AN B R BTS00
b EER LT,

RG L I BEIS « AT OB EEEE 20 mg, A7 U — R SEHTE 100 mg (%
4 =R~ T (BIEHEZ))

KB LR BREIR © D AALFIRIEL (I U 72 IR OIBR ARG 70 AT - IR OB

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

LUl T RN ST e S S e i




2. KRANIOFHE. TEREST

A7V — R R ERE 20 mg X ONRATEERE 100 mg (—#x4 - =R~ T (Bis
#x), LAF. TRA) &, NS TERASE A X Ly 7 24 (BL7 Y X b -
~A¥—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 L2 Y 38k (T A, B AR N F 2 7 0% 7 —T fifn) KOVE

BERMIRIZ R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B0 IE & BUSHITE T 2% 2
T IR T 2R AR TH D, PD-1 IFHURIRRHIILIZFELT 2 PD-1 U 4 K (PD-LI1
FOVPD-L2) EAFEA L. U o SERICHHIME Y 7 v niE LT U v EROEMAIREE &
BIZFRET L TWd, PD-1 U W NIFHURE MBI B b O 2 22 SRR T8 B
LTk, BMERAMEBE) LU L EEMMICI TS PD-L1 OFEEBLLIEDELF
HIM & OMICADHBEBFRN & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66)
F o EMR AR ISR T MlaS AT 24 v X —T 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFHEE SN, BB L EEMAHRIZI T 5 PD-L1 ORI LD
AALEHIR & ORNCEDOFBIRRE N & 5 & DHiE S # 2 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 @5 H S E -8 AMiaiE, PUsRFER CDS Btk T Mifa ol fafs
TEMEZ 59 S 54, H1 PD-L1 /KT PD-1 & PD-L1 & OfEEEET S &2 OHIN
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U 2 REEEIX, 2
AR TR R A7 T MR O OB A BT 5HFD—2 L LTEX LT
Do

ARFNL, SRR OFE R 6 PD-1 OfMfEsMEK (PD-1 U F o RFEAREIE) IS/ A L.
PD-1 & PD-1 U T REDFEEZEILET S Z EI2X 0, BDATURFFRN e T MO
PEAL K O AABIRNE k9~ 2 MBS TG M 2 58 5~ 5 2 & CRefc e PuiEgsh R 4~ 9
ZENHERR STV D,

IS OFEN S | AFNTEMEIER ) 2 B 2R EIC 20 55 Lo L MIfF S,
B EE xR & LT BRRERZ Eh L, Aok, Btk OCREER R I N,

AFIOVEFRFFIC 3 < BE O GIERURIC X 2 BIER S0 & &b, BEIEL I
L AR B, ARMOBRG T RO GHITIT, BEOBLEE ATV, BESR
D BTG AITIE, FB L HUTIE U B e kil & B8 & FE o R Afl & L Col
YRR AT\, B OIERIRIC X B RIER AL D HAICIE, B E R
L H O 55O YR IE 54T 5 LENR D B,



3. RS
DN AV SFIRIES (ST U - VB IR N RE 2 1 T « BT OO B O KGRI F M 24T - 7=
T 72 AR AR O ol & T,

[ 2]
[ BRI [R5 T AHEAER  (ONO-4538-125K5%)

2OLL EOAFRRIEE & T DRGSR OIR R UIBR N RE 2R 1T - FRJE
O F T AE F G EE (EEOPLAREFESHE YD E TS emPINITALE S 2 R
) 49301 (A ARNEE22600 25T, AAIREZ0F, 7T BARREL636]) A XF4IZ,
7T R R E U TARHI3 meg/kg 4 206 ] [H TR EHE L7z & & OF IR OV 4
PEZ et Uic, FEFHmEE Td 5 AWM (P RE [95%E/IXIE] ) 13, AHIHE
T5.26 [4.60~637]1 B H. 77 BREET4.14 [3.42~486] WA THY , KANT T 7R
2k URSRHPRICA BRIER 2 Lie (O — RE0.63 [95%[E X : 0.51~0.78] |
p<0.0001 [J&Hllog-rank BE] )

10 & — AFIH
00 N S Tt REH

0.8 1
0.7 +
0.6

0.5

R

0.4

0.3 1

0.2

0.1 1

0.0

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

at risk % SHFEM(B)
CAFEIBF 330 275 192 141 94 56 38 19 10 5 3 0
JotARE 163 121 82 53 32 16 10 4 3 3 1 0



[Ze421E]

OENFEIMAHRE (ONO-4538-12 75k)

HEEGIIAFIEE 300/330 B (90.9%) . 77 AREE 135/161 41 (83.9%) (238D H i,
1RBRIE & ORRBIURNEE TE WA FEFRIIAHFIEE 141/330 6] (42.7%) . 7T &R
#F 43/161 B (26.7%) IZRED BAVIZ, W ORE THRILRD 5% EORIERIE T #
DEBYTHoT,

£1_OPHDOBETREED 5% ORI
B (%)

L LK
el A TSR
(MedDRA/J ver.19.0) 330 %1 161 7]
o 4 Grade  Grade 3-4 Grade 5 4 Grade  Grade 3-4 Grade 5

R (i; 17) 34 (10.3) 4 (1.2) 43 (26.7) 7 (4.3) 2 (12)
H ks E

T 23 (7.0) 2 (0.6) 0 3 (1.9) 0 0
— % - A EEER X OGN0
DIRTE

i 18 (5.5) 2 (0.6) 0 9 (5.6) 2 (1.2) 0
R g R LUK FifkkEE

% 9 FEIE 30 (9.1) 0 0 9 (5.6) 0 0

B2 19 (5.8) 0 0 5 (3.1) 0 0

P2 ARFIBEZ B TRVE MERZR 7 61 (2.1%) RO BARIE / 2 43T —9 1] (2.7%) |
RIS - EEED T4 1 (1.2%) . 1 BBERIA 3 151 (0.9%) . ITHRERE 18 fil (5.5%) .
S 161 (0.3%) . HURARERERETE 13 5] (3.9%) . #fkkEE 10 6] (3.0%) . BEHnek=
16 (0.3%) . NEAFEEEREE 14 (0.3%) . FRlRIARIERIE 1 41 (0.3%) K& U infusion
reaction 1 5 (0.3%) 2358 bz, T, BHIEMHIIIE, DMK, fhd. MmN
B PEEREER . RIS, BEEORERE, MK - B, BERE S E ) REITRD
e holz, REWERFBBLURDUI Y% FSOME RS (MAREERT 5T 25
DGR T,



[ - HiE]

AR OREMEYFETT L ZFA LY 2 2 b— 3 10280, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TG LIBROARR O Mg iR EI S Sz, ZOf
R AHI 240 mg G LTZBROREEEIL. AH) 3 mgkg 45 LIZBROBRE & & ik
LTREEZRT ETRHENTZb DD, ARANEFICBO CARMR RIS TV D H
% - & (10mgkg % 2 EFFENECRE) CARKIZ G LIizBEOugE & & ik L CEfE
oy LTRSS (FR) AT BEOBEIZE T 27 — #2125 & KA 3 mg/kg
(IREE) 0% 240 mg % 2 HFFEIRE CHG- L 72 BROARRF OBRE & & Ao 3 etk b
ORI & T D IRE ST T PR S, SREELEIC OV TRFIDM T L7z 5 R
ERROME - HEOR TAEIMER ORI 2RIV E PRI,

%2 KHOEMIRE T A—4

v - R Cmax Chmind14 Cavgdl4 Comax,ss Cmin,ss Cavg,ss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (352 7608) <10-;?§4-5) (17-21‘,"333.9) (75.}){3171) (27.612,'107) (42.717,.?27)
240 me Q2W 61.712,?03) <15~22?.354-6) (25-31‘}:7.8) (10;,5254) (41?57,.21358) (62.11(,)9187)
0mgke QW | (147310 | (512792 | (o0.119) | G353 | (senn) | @37 3860

HRAE (5%, 95%47) . Q2W : 23 IR, Cimax : ANIEIFR 518 O g i M P IREE . Crinars 1 AR G-#2 14
HH ﬁ:j—,\;”—é%{ﬁm{%ﬁup{%};f\ Cavgdl4 : %ﬂ@*&’%‘?ﬁl“' HH iT@qug[ﬁl{%iEP/%fg\ Cmax,ss : %ﬁ%fﬁ@:iﬁ
D B MLE P IREE . Cuinss @ & FIRIBICIS T 2 BARMLIE HIREE . Cavess @ EFRIEICISIT 2 EHA I
T



4. JEFXIZHOUWT

EHESL U A 7 EEEHE (RMP) (ZEED & | AHI D EFE A2 MG RIEB) ~D 1) S AT
N HHER TH > T, AR OEEN#EE) 72 BE Z2W - FE L, AFIO®EGIZL Y BHE
7REWER 2B LT BRICXIS T 5 2 & DB R 7o D LLF OO~@DF T A 72 7 i
RIZBWTHEHT H5X&EThH D,

O {4 1ANE

O-1 TEo (1) ~ (5) OWTNNITHEYT LR THDH Z &,

(1) BEAETBREDEET D03 V2 REEEHLEIRPE S (BRIE IR S A2 B HENL RUw P
I A3 A2 B EEHL AR T, IS AR R e &) (CERK 30 4E 4 H 1 HIRFAA - 437

i)

(2) HrEksREmbT CERL294E 6 H 1 BN © 85 figk

(3) HBEAFERFNFNFEET D0 AFEEERPE (S AUREHETEEWRPL. 23 Aas il
W IEBE, D3 AR EEHERE T e &)

(4) A RALFHEEE A FRE L, AR RIEINE 1 USSR AL REIE IR 2 O fsk 57
R D AT > T D ftiag (CFERK 28 4F 7 A 1 HRFAL @ 2540 fiigk

(5) PUEMERES AL &N ORiFE LI R D M H 21T > TV D ek (Rl 28 4 7
A 1 HERFA : 1290 fi gk

@O-2  HREOALTERE L ORIWERFEERE O X IS 50 70 % & B 2 RO EAl (F&R D
WFNZRE S T D ERN) 23, HE2REEORANCET HIEROEEE L L TREI N
TnnZ L,

*

o [ERIGEFESE 2 EDOPHAHME 2T L2121 5 FELLED D ATRIE D BERIHE &
fTHoTWAHZ &, 95, 28D RIT. DAKEMIREAY L L-BRREEZOHHE 2
{ToTWVWbHZ &,

o [ERNRIFESHE 2 EOWHANHE 2K T L2512, LSS O N AL 2 & 5
BELL ORI ZOER 2 IT> TN D 2 &y

o [EHIIFEUSE 2 EOYAHE AL T L721%IC 4 L EOBERBREZA L T 5
Z Ll 9b. 3L R, LR DD A SRS 2 T e M bR S D R IRAHE &
fToTWVWBHZ &,

© BN OEEKMIFHRE B OKHIZDONT

PSR LA BRI S 2 B N R E S, RUERA D OfFRA D, Ak - %
VRGO B B OERT S5 D E R s, AEFR08E LG o®RE
EW, ERHEOHIATONDEHINESTWDE Z &,




@ EHEHA~DX I HONT
@-1 Hii sz (R BE 3 2 A

[V MM B O HEE R BIE 2L L72BRIT, 24 WFRIEZIERIRTHI O T, ikt X
IREEE S IV T, FEEL L2 BITERNOIE CCABRE L O CT S D RIEM O 24
HAMRADRERD Y H PGSO, EBISIS A RER AR 8-> TnDd Z L,

@-2 EFRUEFHIZ L DA FFGNISITET % 2t

ARSI D D BT 72 50 e O\ Re 2 A 2 BIRIERE D RIEE=2 Y 7
EEDITEROA Y ) == T ZATOWERE L FME A TE 5 F— AERKH 2
SN TWD Z L, b, BIIAHNZOWT, DABE L ZDOFEEIZHHIHm ST
WnHZ &,

@-3 BIEHDOZWrCxR I LT

AWER (B MBI BREGEDAE, (DR, TRk, SO EAEE., KiK.
EAEO TR, 1 ANERIE, ITHReRED . FURIREEREIRE . MRS, BEE (Bre
PRADE RVEMEBR 2 ETe) . RIS, MK, BEEO LGRS, FIRLEZERSE, infusion
reaction, S ME M/ VRV PESREENS (ITP) | W8 O 9% KOG, IR R EME, OlFEE (O
o) « ZRAR - ODSPEIAMIGHESE) | iR ) (2xf LT, ek )T B e
PRI D EMEZ G 5 AN & EEE U (BIEH OZB-CRIGIZEE L CTRER SR 2320
LLRMICH D Z L), EHITHEYRLEN TE SEHRE->TWD Z L,



5. BEXG LR DEE

[Ze2EIZB 4 % FI1H]

O FRICEYTIEFICOVTIEHAROEENERE SN TWAEZ b, H5 51T
bz &,
o KAIDORSIT R LI BEUE DBEEIED & 2 B3

@ REATOFHMIC BN T FRRICEZ ST 2B IO TE, AF OB EITHERR S 7z

D, A OIRERPUL A 2 WGEITIRY | HEICAFZEHN T2 2L 2BETE 2,

o MEMMEREDOAHIIEDH 5 EE

o SRR A CRVE R 258 6 £ A K ONE BN 0 FUH B It 2 <o Gu il ¢
FEOMICRIEMEZEAN DD B

o HOREREOEO, B L < IEHFMEO B Oz kB OB TR O
boEBE

o g GE MMl REZ Ge) Ob 5B

»  ECOG Performance Status 3-4"*V D #H#

(A2 PR B % H 1]
O FTROBEILZBOTAFOAIENBRES LTV D,
o 2O EDOALFIRIER O b D IBm O a1 T - B H AR

@ TREICHENE T 2 BE T 2 AR OREG K O AITIEC W TR, AFIOFME
IMESLENTE LT, AFOELGHR LR,
o TUIBEREA O CKIGREE 2T TR b
o IRFRAHBIIRIL
o fOPUEMEGA L O L TRE SN DB

GED  ECOG o Performance Status (PS)

Score EF

0 | &<MEARIEH TS5, BT &lE U R EAERNHRZR AT D,

PIEREZIE L WEENIHIR S 1525, BTHIRE T, BAFRELH > TOERIITO 2N TE D,

Ul o, wmsee

BATARETH A DOHDOEY O Z 13T _RTHEEZAEEIZTE R, HHRD 50%LL 1T~y RahTila s

2| 5

3 ROENTHOSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+ TilaZd,

4 ELENT RV, BAOHFOEY O Z L34 TERY, BEICy R+ T4,

9




6. BHICEEL CHHETREHHE

O RASCEF TN Z, BEERGEES D IRAET 2 ERFE T -D & ARHF| O FeME K& OV Eff
RO 7= DI B w2 B L Co bR« 2 L,

IRIEBRAAIC N D | BB LT OFRICA MR Otz -+ L, RE %5
ThoEETHZ L,

FREWEH O~ R T AL MZDWNT

@

®

MEMEMRERD LoD ZENRNHDHDT, RFOEKGIZH T2 > Tk, BKIE
AR (PR RIS, ik, REVE) OMEFE R OISR X #f A O =%, Bl a 145
AT 2k, Fio, BEIRUTHES CT, MiF~— —%DRE 4z £ 2
Z &,

AFN O EIZEE D infusion reaction (22 TEEARFIZ 072 %D TE 5 UE
HxAT> 72 ECBt 2 2 &, £72.2 [B1H AR O AHAI# 5112 infusion reaction
MWHLONDZ L bHDLDT, KFIERE R OAFEGHHE T HIT A Z YA
YEWET H%E, BEFEOWREE SIS S 2 L, 70, infusionreaction &
FEHL LI B 12IE, AT OB K QYRR ERICIEE S 5 £ TRE L 0Bl
T5Z &,

ORI REREE 2N DD 2 L3 d 5 DT, RAIOF 5B haHT & O 5-H1fH
T EIIRI ORI B RE M A (TSH., 028 T3, b5l T4 SFORE) 2 FEhET 5
Zé&,

AHNOEEGIZ LY | WEOREFINTERRE T 5 L& 2 BN DHEk % REEHIE
DHLOLNDZENHD, BRENBOOLNTGAEITIL, BELLEFERIIS L
B R 72 ek & 8Bk 2 e O Al & i U Cli bl A BRI W 21TV B O
FOSIT X 2 BWER AN g0 255118, AFIDORFES T I, K OEIE RE R
IWECHIORGEEZBET DL, ok, BIBRERLVEORGIZXE Y EIE
MOYEEDRTRD BN WGEITIE, BT B R E o DSOS fiil Al o160
HEET D,

BeEA&T %, BOEM N OHE I ARGE L T O RIERR BT 22 0355720,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBEPR IS (BIE 1 BUBEIRI 2 5 de) 23 Hiodv, FERWMES RT3 R—v &
ICED T ENDHLOT, NG, B, IRILEORER O FEB M FEHED EF7- 12+
SIEET D2 &, ARSI G 2R IE L, AR ) R
Al OF 5 E DY R EZIT I Z &,

AR OBFRRERIZ N T, BGHES VEMIZ6H &, 2R, 1282

&l

CHIMEDRHI 21T > TWIZ Z & 2252, AARSG PIEHIRIC migmd ©

HRDOMER AT Y Z &,
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