ZURZN

xEERHEETA FFA v
=HhN~<7 (BaTi#x)
(R4 : &7V —REE#EE 20 Mg, F 7Y —R EfF#E 100 mg)

SERR 2 99 A
JEAE S
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1. IILBIC

RIS OF M - ZRMEDOREROTZ DI, U SCEFIZE S W2l E AR D
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFHN 72 5T B E R
FPEIRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
ML 0o TR REMBLEE & S0 FAR T #2016 (kK 28 426 A 2 A B E)
IZBWTYH, EHNERNEOHERHORE(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,
MHEIMOBEZMLZIT 5 2 EnHIfF SN BT LTHERT 5 & & bic, BIfE
RN FBL L 7B I B 2t & & D 2 & AN AHE /e — 1 O B i 7= 3 R S BE i A
THZEREETHD,

LTeRoT, KAA RTA 2Tl BIFEREC 2L E TILHE LU TV B EFEIEFE -
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, ARITA BT A A%, SIATBOE N EE S RS AR, AmEE AR AR
BRI s . —MAERTE N B ARERIR NRHE S R OV At FE N B AR B B2 00
b EER LT,

X5 & 7R D EIES - ATV — AR R 20 mg, A 7Y — AR R ERE 100 mg (—k4
=RN~7 (Bis R Z))
HELRDPEIIBR « D3 AALEFRER \SHEE LI VIR N aE 2R AT - B0 B
WEERDAEROHE - @, lRAICIF=Av~7 (BIETHE ) & LT, 1[5 3mgkg
(AH) % 2 BRI CARREEYT D,
B3E R 78 26 A /NP TGS




2. AFIORK. TERBF

7Y — R A ERE 20 mg/100 mg (—#k4 - =R v~ T (Ela i z) . LLF R
B L0, 1, NS TERKSLE AL Ly 7 24 BT VAL s~ A ¥ —
A A7 AT (BMS) t1) 2BH% L7t bk PD-1 (Programmed cell death-1) (Z%f4 % & k
9G4 € ) 7 v —F AHURTH D,

PD-1 (%, 1&MEAL L7 U o REk (T ML, B AL N F 2 7 vF% 7 —T fik) KOvVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIC IE & BUZHIEE 2 2
T IR T 2R AR TH D, PD-1IFHURIRRAIILIZIEEBLT 2 PD-1 U o K (PD-L1
KOPD-L2) EfEA L. U o SERICHfIEY 7P v s LT U o REROEMAIREE
BIZHRET LT\, PD-1 U 0 RiFHURE SR B b O 2 22 IR T8 B
LTHY, BMERAMEEE) LU LB T D PD-LL DOIEBL LI DELF
HIM & OMICADHBEBFRN & 5 Z & HE I Tws  (Cancer 2010; 116: 1757-66)
F 7o B R JE S CIXHRRE TN EET DA v X —T =a > H >~ (IFN-y)
IZ& > T PD-L1 OFIANFHEE SN, BB L7 EEMAHRIZI T D PD-L1 OFHL LI O
AAWE E OMICEOMBEBE/RRH D E0®EL H D (Sci Transl Med 2012: 28:
127ra37), & 51T, PD-L1 Z 3R E S0 M, HURER M CD8 Bt T Hif
ORI EIE M 2 55 SH 523, L PD-LL ik TPD-1 & PD-L1 & DfEEEHET D &
Z OIS EIEENEIET D 2 EDNRENTWD, D Z LD PD-1/PD-1 U 7> R
U, 28 A S PUR R A 72 TS D OB 2 AR D F O —o & LTEZ S
TV 5b,

ARFNL, SRR OFE R 6 PD-1 OfffasEK (PD-1 U F o RFEAREIR) IS/ A L.
PD-1 & PD-1 U W REDFREGEMET S Z LICL Y DAHURK A T MlaOEE
LR OD AR 3t T 5 MRS TR A H R 32 Z & CTREM 2 PSS R 2 =3 2
EMHER 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,

AHNOVERMEFZ LS < B DORE N L DEWERZ%N S 5 b, EEIIRTIC
BLHAREMEN D D, AFNOE G H R OEEG#ZITIX, BFEOBEL 01470, BEDR
D BTG AITIE, BB LT FRICIE U= MR 22 ek & B85k 2 R DRl & s L Cil
Gl 78R W 217\ B E OB I L 2 EIER BN 2 5A2iE, BB RE R
T UHIOEELEOTEY) IR E Z 1T O LERD D,



3. BREREE
M AAV SRR (BT U 2 1B I BR AN RE 72 T - TR O B O AR IR 24T » 7=+
7R iR REBR O liE 2 R,

[ 2]

- BEREE x5 & Lz HERILE S AR (ONO-4538-12345%)
2O UL EOALTFRIEIE 2 3 DA MEIRIER IS AL AT AR ORI OIBR R RE 70 AT - HF D
B ST EE B HEAEE (EEOP.ONRIEEHEEE LV LTS5 cmPANICALE 3 2 k)
BEA930] (HARNBE 2266 % Gie, AFIHEIB0N], 77 B AREEL6IN]) &Rz, 77
TR Z xR L U TAKI3 mo/kg % 238 I C i ik Lz & & OF MR O et %
FrEt L7z,
TEFHMIEE Th 5 AR (FIRE[95%EHEIXM]) 1T, AFIRET5.26[4.60~6.37]
H AL 7T AREETA14[3.42~4.86]» A TH Y | KANLT 7 ARk LG FIICHE
IRIER A s LTz (P — RER0.63[95% (5 X [#] : 0.51~0.78]. p<0.0001[Z7!/log-rank f%
ED o

0.9

0.8 1

0.7 5

0.6

0.5

t 7 5

0.4

0.3 5

0.2 1

0.1

0.0 1

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

at risk 3§ EFER(B)
AE|EF 330 275 192 141 94 o6 38 19 10 5 3
TotHRE 163 121 82 53 32 16 10 4 3 3 1



[Z4t]
OEWNF MRS (ONO-4538-12 #5H)

AL TARKIRE 300/330 ] (90.9%) . 7T & AREE 135/161 i (83.9%) TR B,
TREREE & DR RBR DG E T E RWE FEFRITAIKRE 141/330 il (42.7%) . 77 &R
#E 43/161 B (26.7%) (2B bITe, WIFNDORETIILER) 5%LL EORIERIT T
DEBY THoT,

WP ORETREES 5% EORIFEA

—
BERIA — P (%) —

HAGE

330 4 161 4

(MedDRA/J ver.19.0) 4> Grade Grade3-4  Grade5 4> Grade Grade3-4  Grade5
2EIE 141 (427) 34 (103) 4 (1.2) 43 (267) 7 (4.3) 2 (1.2)
H Gk E

T 23 (700 2 (0.6) 0 3 (1.9) 0 0
—f% - EFEERS X OB SEN
YN =

I 57 18 (5.5) 2 (0.6) 0 9 (5.6) 2 (1.2) 0
Fe 3 KOV T ik

Z 9 PEIE 30 (9.1) 0 0 9 (56) 0 0

15 19 (5.8) 0 0 5 (3.1) 0 0

B, ARFIEECB W TRIEMMRE 7 61 (2.1%) . SERUTEAEZIE 9 B (2.7%) . KI5
K- BEOTH 4G (1.2%) . 18RS 341 (0.9%) . ITH&nerE 18 5] (5.5%) .
e 161 (0.3%) . HUIRARBEEERETE 13 # (3.9%) . FF#RkE 10 61 (3.0%) . FH%aE
P 14 (0.3%) . FHEMAHERERES 141 (0.3%) . FRURIMARZERAE 1 61 (0.3%) . K&
WNinfusion reaction 1 51 (0.3%) 2338 L7z, Fiz, EEMMEIE, LK, ik, &
PRI NGB PSRBT, BIRPRE, EEORERE, MK - BiER, Rk, LO&SE
IERITFRD R o Tz,



4. HEFRIZONT

IS U A 7 EEEHE (RMP) (ZHED & | ARHI D EFE L Z MR B~ #1425
b HHiEX T o> T, AFNOFE G W) 72 BHF Z2Wr - FiE L, AR O GITL Y HER
RWER 2388 LT BRITXIS T 5 2 E DB R 7o D LU OO~@ DT~ T il 7 7 ik
IZBWTHERT 2 X&ETH S,

D HEERIZ2OWT

@1 FiEo (1) ~ B) OWTNNITHEY T DX THDHIE,

(1) EATHRENIEET 203 A Fa ISR (BENT RS A2 R HE LS IR L |
HUIE DS AR B EEIL R T, HUR DS AV2IRRRE e &) (R 28 42 10 H 1 HIRER -
427 Jiigk)

(2) HrEkgREIRPE (CERR 28429 A 1 HB/S - 84 fisk

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

(4) ARALFHIEEZHE L, %EE{K%%/EJH%lXi%EHK%f%&ﬂD 2 Dt % FYE
(AR DI 21T > T Dfiag (R 27 47 A 1 AR« 2538 fitiak

(5) #ﬁﬁﬁiﬁﬁl%ﬁﬁﬁm%m@ HILMEITAR D M A T > T Hfiax (CERk 27 4 7
H 1 HEEA 1284 Jitii%

®-2 BREOALFHRIEK OEIERFESRF OXIS 153 72 50i#% & B8R 2 R o= (FRO
WFNZRE S T D ERN) 23, HE2REEORANCET HIEROEEE &L L TREI N
TV Z &,

*

o [ERIGFFIUE% 2 FEOPMINHE 28 T L7212 IZ S4ELL EO D AVTEHR O ERIRMHE 217
STWAHZ L, 96, 24 EiT, BAEYFEEZ L LEERIESGZONHE 21T
o TWATZ &,

o [ERRFFIUFE 2 FOMBIHHE 2/ T L72&IZ, THILERIE O AR Z 5T 5
FLLEDOHLBARFZOBEREZIT>TND Z &,

o [ERMEFFISEZ 2FEOMMINHEZ K T L2 RICAFELL LR ZAL T\ DH 2
Lo OBy 3ELLEIE, HEEHE O ASEYELLZ & T L 2RI OB RIHE 21T
STWbHZ L,

@ BENOEXKMFHREHOEKHIZOVNT

ﬂl:ﬁ':'f%ﬁlimfi CHEETHELENEE S, REEAEN O OFERE D, Aok - 24
i RE S fﬁﬂi@f"gfi&U\EEﬂﬁ ZRPT D IE IR, A EEFSRNRE LGS OREE
B, SEREH0MNIC bﬂéﬁ‘ﬁﬁ”ﬁ)mo“(b\élko




@ BIHEA~OIRIZDONT

®-1 FaR AR 5 E M

VL PERTIR 8 O BB 2o BIMER 884 LT BRI, 24 eI IRl 0 T, HakhiiRe SU3
BRI T FH L RERICIE U CABEE B O CT 45 DRI A OB 2432
IR ORERD Y A IS AL, EHICHISATHER KR > T D Z &

@-2 EERNEEEICL 2AFEELRNHICHET 2 EH,

AR D D MR e ik L O e 2 A T 2 R IEFE D RER =41V v 7 %
GOTEIROARA 7 J—= 0 7 2TV EIRIE & EFHZ LA TE 5 F— L EFEH D35
ENTNWDZ L, B, BIHAHEIZOWT, DABRE EZOFRICHSIZAmESnTn
HT k.

@-3 BIEHOBUTCHRIRICE L T

BITER (RVEPEMR BN A, BEIEMEEIE, Ok, R, BHRUHRBAE, KR,
HEDO TR, 1 RBERIA, FHRRERRTE ., HURIAEREREE . thitlad, BEE (Brae -
RAVETREMEB R 2 ETe) | BIEREE, M, EEO GRS, FIRIDLEIERIE, infusion
reaction, el MR PESEBERS (ITP) M DSOS, IR et Db (L
FEARED « AR « DI PEIAMGHESE) . MR M) (6 LT Y aka I B E R
BB DRV 2 A9 S R & dEHE U (BIEH ORZHr-OR SR L THRE M OSSR 25217
DILRMICH D Z &), EHITHEYRLEN TE SEHRE->TWD Z L,

XK



5. REXIBRLLRDBE

(ZtEicBE§ 2 F1E]

O TRIZEYTLIBFICOVWTUIARFOERGENEEZE SN TNDZ e, BEEIT
branz &,
o RAIDORSIT K URBUE D BEEIED & % FBHE

@ JRIEFTOFHMmIZ IV T RRR § T HEEIZONWTIE, AAIOFEGITHELE S 20

N, AOTRFEIIE DN e WIGEIZIRY | HEICAFZEHNT 52 4BETE D,

. %E@MF%®A%X1%ﬁ®%é$%

o @R AR A C VB R 2 58 D B K ONE B M 0 FC B i gk 2% R0l e e i 2%
HEDOMICRIEVEZEALN B DD B

o HOREEROEOE XHEHERE L < IXERMEO B O R R OBEERE D
bHoBE

o EERBE GE AL 5T) ObHEE

«  ECOG Performance Status 3-4"*V o i

(H2hMEIC B4 2% FH]
O TROBHEIZEBWNTAAOHIMENBIES N TND
. 2ouL@m%$$F@@5%%mﬁT%&@ﬁ B EmEE
© TFRICEZY T DB TR 2 ARF O G K O T EEIZ DWW T ARFI DA 0 M
MNLSNTEOLT, KFIOFEEGHR LR BN,
o —KIBRM OB A Z T TV WERSE,
o INERMBI bR,
o fhOPUEMEELES & OOFH,

) ECcOG o Performance Status (PS)

Score EFH

0

< MR LTEBTE 5, FBFETE [F T HHAEESHIRZ <725,

[EEN

PRBCE LUEBNIHIR S D235, BITATRE T, BAEEEE > TOMREITIT O LN TE 5,
Bl ;SR EEEE

BATAMRECTH D OH OEIY O Z 13T X THEEZDIEEILTE 2, B O 50%LL Eid~<y RAVCil 29,

RONTZESOHEDOEY OZ L LNTERY, BHHFO50%LL EE~y KRR+ T,

AN

LB RV, BHOOHDEY OZ L TERY, BeICy RfFFTlmId,

8




6. WEELTHEETREEHE

O WASCEZFICIN 2, MERGEER DR 5 GRS 10 -5 & ARHF O Feit M O 1Efil
RO DI HLEIMERE T3 ICEM L T oA+ s 2 L,

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

@ FEREWEHDO~RT AL MTOWNT

BRI RN D S DND Z L NH DD T, KROEEIZH > TIE, WIEE
e (PR REE, nZmk, FEEVE) OB K OFEE X S o s, Bz -+
A7) 2 &, Fio, MBS U TR CT, i~ —b —%0RE% I 5
Ze,

AFN OB HIZEE O infusion reaction (Zfif 2 CEARFIC 4725t inD T 5 Ut
f&AT> 72 LTt 2 2 &, £72. 2 B H LA OAA# 5-K¢ 12 infusion reaction
BHLOLNDZEHHDDT, KL R OKRAE G TRIT AL Z YA
YEWET %, BEOWREELHSICBIET 5 2 &, 7235, infusion reaction &
FH LT H AT, R TOMEROERIERCEE T 5 £ CRE L o8l
THZ L,

FORISRERE E N S S oD Z &3 5 DT, AHFI O£ 5B dART K& O 531 [
HUXEBIRIC R IR RE e A (TSH. 0l T3, 5 T4 HoWE) ZEhad 5
&,

AR OFHIZ XY | MBEORPEESINTER T 5 L& 2 5Dk~ 7B E
DHLDONDZ EnbD, BRENBDOLNEEHEICIE, BELEFERIIS U
B FH ) 70 gtk & R BR A O R Al &oEE U C bl A s BRI AT\ IBE O
BOGIZ £ 2 BWER DB 258121, AR ORI I, ORI RE A
WEVHIOBEGEEZZBETDHZ L, B, BIRRERVE L OEEIZLYREIE
M OBEENTRD AR WA ITIT, B BB AR /VE & LIS o S fii 4 o080
HLEET D,

B G T, OB B8 ARGE L T LRIERNRBT D Z N 5720,
AHNOBGHETHIZHEWEH BB SICEET 5.

1 RUBEPRI (BIE 1 BUBEIR G 2 & te) b Sbiv, BERFEY 7 v R—2 &
CEDZLBHLHOT, N, Hol MM ORER O FE B M E o _EF-(Z 1
SEET DL, LRERESEDN -G EEERIEL, AR il
RO G55OMY R LEZITH) Z &,

@ AHFNOEERRBRICBN T, BEHENS LERITZ6 AT L, LRI, 12878
WCEIMEOFA 21T > T2 2 & 25 %10, AFIE G-I E R mG R TRhE
DOMERZEITH Z &,



