A K IE 0418 85 1 &
Rk 29 £ 4 H 18 H

#woE R
| PR T AR E

i | FAEEES (R) & B
ooal K

BTG EE ESR - ARSI R ER S FEAEHRE
(& H & K )

=R~ 7 (Bl 2) "RAOR@EERHEET 1 87 4> (B Mk &
Oy 2 F U 8 fE) (250 T

RFE M EOEE L DO EAR ST E 2016 (CERL 28456 A 2 HEFERE) Ik
WTCLVEBMERS OO REHEEZ XD Z ENEVAENT-Z L 2%
JCLEE SR A B L E R B IR T B O SR T A R
FA U EEKRTHZEELTWVET,

S, =R~ T (B z) 8A (RE4 - 472 — R A ERE
20mg K TR[A 100mg) (22T, Bl T H AR X U BT L
THERTIBEOREFHEEZR 1L EOBIE2 O LB Kl HHfEE T A K
TAELTHRDEEDELLDOT, FOMHICY > TL, ATA R A
VIZOWTHEIND X )  BENOERER N ORI 5 80 % BFE
WL ET,



B 1

B AHEET A N T A
=ARN~=7 (BixfHHLR)
(BRFE4 @« A7V — R SMEE 20 mg, A4 72— RS #E 100 mg)
~ 5 A e g ~

Yk 2 94 H
R TEA
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1. 1ZLHIC

G OF N - BEMEOMRDT-DIZIT, U SIESICES W @ E e 2Rk
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & O 72 5T BV E R
FPEHRLDARIND T T, 2O OERMNZ EIZHNERBFIRMLT 5 2 L BBED
FRRE L 2o TR Y RBEMBGEE & O HAR T E 2016 O 28 456 A 2 H MiERE)
IZBWTYH, EHNERNEOHRAORE(LHEZXS Z L L ShTnd,

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,

LTeRoT, KAA RTA 2 TlE, BIFREREC 2L E TILHE LTV B R -
BHE RN S & | LT O ER GO il 72 5 2 HEE T 2 8L b B e gk &%
TR O EEHE R~ T,

I, ARITA BT A A%, MSIATBOE N EIE N ERER SR, A FEABAR
BRR M o . — AR ENE N B ARBRR NEHE S K O — AL BN B ARWRE B2 O
J1ob EERR LT,

6t G b R BIERS - AT — R EE 20 mg, A7V — R AR EE 100 mg (—i%4 ¢
=ARN~7 (BisF#Hz))

KL RDMRUIR - ARTEEIBRASHE S THER 1 0D B i e s

MELRAMERONE W, lACIZ=Rr~T (BT Z) & LT, 1 [ 3mgkg
(KE) % 2 B TR EET 5,

B3 R 58 ¥ A DNEPERE TSt




2. KRANIOFHE. 1ERET

A7V =R R ERE 20 mg/100 mg (—#x4 - =R~ T (BEHEBEZ), DT TR
B 0o, 1, NS TERKSHE AL Ly 7 24 (BT U AL s~ A Y —
X A7 A7 (BMS) th) 2B#F L7t bk PD-1 (Programmed cell death-1) (Zxf9" %t b
Hl1gG4 €/ 7 a—FNAHHKRTH 5,

PD-1 1%, &M L L2 Y 38k (T A, B AR N F 2 T 0% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & BUZHIEE T2 2
1) ICERT 2B AR TH D, PD-1 IFHURIRRHIILIZHELT 2 PD-1 U K (PD-LI1
FOVPD-L2) EAFEA L. U o SERICHHIME Y 7 v niE LT U v EROEMAIREE &
BIZHRET L TWd, PD-1 U W NIFHURE SN B b O 2 22 IRk T8 B
LTk, BMERAMEEED)OUER LB TS PD-L1 OFEBL L IEDELF
HIH & OMICADHBEBFRN & 5 Z & HE I TWs (Cancer 2010; 116: 1757-66)
F o EMER AR IR T Milas AT 24 v X — 7 2 v v~ (IFNy)
IZ& > T PD-L1 OFIANFHEEI N, BB L7 EEMARRIZI T 5 PD-L1 ORI LI O
AL E OMICEOMBEBEBRR S D L oL S H 5 (Sci Transl Med 2012: 28:
127ra37), & 512, PD-L1 & 9IRS SR AL, SURSFRM CDS Bk T i
OIS EIE M 2 55 S ¥ 523, §LPD-L1 Hi{K T PD-1 & PD-L1 & DfEEEHET D &
Z OIS EIEENEIET D 2 EDRENTWD, D Z L5 PD-1/PD-1 U 7> R
FRIT L DS AR AN GRS LA 72 T AR & OB 2 [T 2B F D —o & LTEZH
nTW5b,

ARFNL, SRR OFE R 6 PD-1 OIS MEK (PD-1 U F o RFEAREIR) IS/ A L.
PD-1 &£ PD-1 U 7Y REDFEEZEAET S Z LIV BAPURFERAY 7 T Mla DTG
LR OD AR 3T 5 MR S TR A H R 32 2 & CTREM R PSS R 2 ~3 2
EMHER STV D,

IO OFEN S | AFNTEMEER ) 2 B 2R EIC 20 55 Lo L HIfF S,
R R A xS & U BRRERBR & T2 L A hME A R O R S vz,

AHNOVEMEFZ LS < SBEE DO RE N L DEWERZ%N S 5 b, EE IR TIC
BLHAREMEN S D, AFNOE G H R OEEG#ITIT, BFOBEL 01470, BENR
D BTG AITIL, BB LT FRICIE U= B MRY 22 ek & B85k 2 R DRl & s L Cil
)72 8RR W 217\ B OB I L 2 EIER RSS2 5A12iE, BB RE R
T UHIOEELEOTEY) IR E 21T O LERD D,



3. RS
FRIBYI R A BE ST EE RS ME 0 B M BaEs oD K FRI (2 3 A 2247 - 72 T 72 i R 3Bk o i &
<Y,

[H2hE]
AR RS G & L [EBR L FE S IAEGER  (ONO-4538-03/CA209025 F45R)
MEFAEREERZ2AGTLPEMEERS (T F=7, A=F =7 VT Tx2=T,
XY IR=T ) AT TRIEIE A A 9 D AT SO TER RS 0D 38 I R R el e AR
821 il (HARNBE 63 Hlzgte, AKIRE 410 ], =1 U LAZRE41H]) ZxRic, —
Nu U AR ERMRE UCAAI3 me/ke 2 2 B MR CREiE LT & & OFIMELROZ S
PEZRRET Lo, HEFHETHE CTh 2 A (PIE [95%EHEXM] ) 1%, AFIEET
25.00 [21.75~NE] #H., =X U AZHET 19.55 [17.64~23.06] 7 HTHY . KANX
T U ARTH USRS BB R 2R LTe (O — R 0.73 [98.52%F #EH X[
0.57~0.93] . p=0.0018 [J&H!| log-rank fE] ) .

1.0
0.9-
0.8
0.7

4 061

17 0.5

= 0.4+

0.3- 8860

—A— AHIE
O INOYLXE

0.2
0.1+
0'0_"|--1"|--|"|--|"|--|"1--|"
0 3 6 9 12 15 18 21 24 27 30 33
at riskE £ 77EAR (B)

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

0S O [EfiEMNTHF D Kaplan-Meier




F7-. BARNEDEM 63 il CRAIRE 37 fl, =X U AREE266]) ORALFHIR (F
JE [95%EMEX ] ) 13, AFIBET 2737 [23.62~NE] #H, =~ L AT NE

[NE'~NE"] # A ThHo72 (mPF— R 1.50 [95%(EREXRA] : 0.49~4.54] )
*  HEERHE

1.0 &
0.9+
0.8 1 : e G- D ©
0.7 1

s 0.6 - —A— KEIB
77 0.5- weedDe IO LAES
4

0.4
0.3
0.2
0.1
.

0 3 6 9 12 15 18 21 24 27 30
at risk2q £7FHARE (B)

AHB¥ 37 37 36 35 35 34 24 16 8 - 0
INOYLARF 26 26 24 24 24 24 20 15 9 3 0

HARMNEFIZEIT S 08 OHEfFEHTIFD Kaplan-Meier Hif7




[Zrt]

BRI R A S & LT [EBR LR S MIAHEER  (ONO-4538-03/CA2090257K5R)

HEFLIIARIERE 397/406 Bl (97.8%) . =~ U LARE 386/397 5l (97.2%) |

==

— Rty

S, RERIE L DR FERIRDEE T X WA EFHGIIAIERE 319/406 5] (78.6%) . T
N Y ARE 349/397 ] (87.9%) IZERD HALTZ, WM DORETHRILERN 5%LL EOE
ERIZITEDOEBY TH-o T,

WL OFE TIEBERD 5%LL EOEIEM

B (%)

[sl= g /\}k/-r‘
ﬁgjg;mﬂ 71:;@;% =m0 LAR
" 406 151 397 {4
(MedDRA/J ver.18.0) 4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

EEIEH 319 (78.6) 76 (18.7) 0 349 (87.9) 145 (36.5) 2(0.5)
MiEIs LV > R bEE

2 1fi. 32(7.9) 7(1.7) 0 94 (23.7) 31(7.8) 0
P AR

FOPR IRASREAR T E 24 (5.9) 1(0.2) 0 2(0.5) 0 0
H ks

15K 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

RN 57 (14.0) 1(0.2) 0 66 (16.6) 3(0.8) 0

A% 8(2.0) 0 0 117 (29.5) 17 (4.3) 0

Mg - 24 (5.9) 0 0 36 (9.1) 1(0.3) 0
—f% - BHEER L OGN OREE

) E 18 (4.4) 1(0.2) 0 33(8.3) 7 (1.8) 0

92 97 134 (33.0) 10 (2.5) 0 134 (33.8) 11 (2.8) 0

KB S NE 11(2.7) 0 0 75 (18.9) 12 (3.0) 0

A PN 17 (4.2) 0 0 56 (14.1) 2 (0.5) 0

TEEN 34 (8.4) 0 0 37(9.3) 2 (0.5) 0
R R A A

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

Mz L7 F =8 27 (6.7) 1(0.2) 0 33 (8.3) 0 0

R 19 (4.7) 1(0.2) 0 29 (7.3) 1(0.3) 0
(A I FSENO S S

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

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

&KUY 27U %Y RifE 5(1.2) 0 0 64 (16.1) 20 (5.0) 0

R 48 (11.8) 2(0.5) 0 82 (20.7) 4(1.0) 0
B #ERd & O ARk

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

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

R L 112.7) 0 0 51 (12.8) 0 0

SEIR 24 (5.9) 0 0 19 (4.8) 1(0.3) 0
PR ER. MOERIs K OMithm e =

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

EF-% IR 30 (7.4) 3(0.7) 0 51(12.8) 2 (0.5) 0

B 3(0.7) 0 0 41(10.3) 0 0

Jififig 2 16 (3.9) 6 (1.5) 0 58 (14.6) 11 (2.8) 0
FEIE$ KO THARkREE

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

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

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

9 FEIE 57 (14.0) 0 0 39 (9.8) 0 0

95 41 (10.1) 2(0.5) 0 79 (19.9) 3(0.8) 0




7k, MVEPERTZR 19 1 (4.7%) . fhdk 161 (0.2%) . AERCALREAEIE 56 1] (13.8%) .
KRGS - EEED THI10 1] (2.5%) | 1 BUHEFRIF 1 61 (0.2%) \ JFREBERE 13 46 1] (11.3%) |
FF 161 (0.2%) . HUIRIREHRERRE 34 5] (8.4%) . FR#RFETE 5541 (13.5%) . BHHE
P (RAME MR ) 28 6 (6.9%) | RIEHEAREREE 6 il (1.5%) . infusion reaction
21 5l (52%) . EEDOKERE 4 4] (1.0%) . FEAHERE 2 6] (0.5%) . FX 1
Bl (0.2%) KOS E DR 1] (02%) TRD LN, Fio, EIEGHEIE, DK,
So S PR M RIS PR ER BRI - BB K ONRIR AR ZEARIE 1 3RE 0 DR o 7z,



4. JEg&IZ DWW T

KBS & L CTHEARERE (2FFE) PNt o Tnd Z b, Yekilh 2y
IZEMTE D CTHDOIVLEND D, £D LT, REIOE G072 BF 2 2W - K€
L. AFIOEHIC X 0 BEZREWER 23 LIZBICHIET 2 2 E RN E ez, LT
DO~@DT R TEMITHRICB W THERT I XETH D,

O {4 1ANE

DO-1 Fito (1) ~ (5) OWTNMNITEEN T DL THHI L,

(1) BEAETBREDEET D03 V2 REEEILEIRPE S (BRIE IR S A2 B HEIL Rw P
HUIE DS AR B EE L R BT . HURDS AV2IRRRE 72 &) CER 28 42 10 A 1 HIRER -
427 fiEF%)

@)%E%%ﬁﬁ(ﬁ%m&@ﬂlaﬁﬁ-mm%

(3) HARENTERENFDEE T D 03 VB ROEEERRT (D3 AR EIRbT, 23 A2
W IEBE, D3 AR EEHERE T e &)

(4) IRACFIIEE AT %L,%%m%%&m%1Xi%%m%$&m 2 Dt % L E
(AR DR 21T > T Dfiax (R 27 47 A 1 AR - 2538 fiak

(5) #ﬁ@@rﬁl@ﬁ@ﬁm%@m HHMEIAR D M AT > TV D litiax Rk 27 4 7
A1 BEER ;1284 Jiigk

-2 Bl Db 58E K ORIVE B ORI 0 7 ik & B 2 R o =fm (7
KOWT IS T HIER) 25, YL BRI OAFNZET 1RO ELH & L ChlE
SNTWAHZ L,

7=

o [ERMRFFISE 2 O MMINHE 248 T L7212 12 SHLLE DD AUTRE D ERIRIHE 217
STWAHZ L, 96, 2L EiX. DAL Z & LRSS FOMHE 217
STWBHZ L,

o [ERiIFEISH% 2 EOWIHIHE 2 T L= 12 4 UL EOWR SR O RIRHHE %
1ToTHEY., 5>bH, 24 Rk, BN O ASKMIRE 2 & T DS ATEIR O i R
ExiToTWNWBEI L,

© BENOEEMIGFHE B OKHIZ DN T

PEE I E R P E T 2 LA N E S, BERAE D OFmE D, Aot - 22
MRS i%%h%@ﬁﬁﬁUE%ﬁ:ﬂ#é%ﬁ%&&ﬁ%ﬁ%#%%btﬁm@$%¥
B, SEREONIITON D IRHNE S TWD Z L,




@ EHEHA~DX I HONT

@-1 Hii sz (R BE 3 2 A

FIE MRS OEE R BIMEMAFA LB, 24 FFRIRIAHI O T, Y%tk 3%
HHEERIER TV T, FBEL L ZEIERNCIS U TABRE L O CT FOENWEH D@ RN 72
IRRRAEDOFRE R AP DAL, E DI R ATRERIRHI A > T o Z &,

©@-2 EFNEEHICL DHEEFSHCICET 5 EH:

AR D MR e ik L O e 2 A T 2 IR IEFE P EER =41V v 7 %
GO TIROARA T J—=0 7 2TV EIRIE & 1FHEZ LA TE 5 F— LS D35
ENTWVWDZ &, B, BIHAHEIZOWT, BDABRE EZOFRICHSIZEAmESnTn
HT k.

@-3 RIEH OZWr-CRISIZB LT

RIVER (FEMERE BN X . BIEAEEGE, O, Ak, BUSUHRAEE, RIBXK.
BAEO TR, 1 ABERIN, ITHEREREE . FURIRBEREIRE . MidlasE . BEE (Bre -
PRADE RVEMEBR 2 ETe) . RIS, MK, BEEO LGRS, FIRMLEZERE, infusion
reaction, SfEVEM/ MRS VESEEER (ITP) & DO%E G, RGN, OIS (0
TEAE) - ARAR - DEMEISMGHES) . WM M) 12t L, Mikask T B R
BEBA DRI PE 23 2 EEAT &l U (BHWER OB Wroxhic s B L THRE R OS2 1T
ODNOEHICH D Z L), EHITHEERUENTE KGN ESTND 2 L,

XK



5. BGxIBLBEHE
[Ze 4t B4 % 31H]

O FRUSEST 2 BET OV TIEARA O

DNz &,

AR

)il =

® =

Pl 0 A 4 AR A C ]

DO IRIEMEEE N A DI D BH

DB

(G5B 5 F1H]

A
RIS

EEINTNWDLZ NS, BEAEIT

ARFND AT % UIBBIE DBEFEFRED & 5 BE

TBRATOFHIIZ B W T FRAIZEZE NS T 5 HBEIT OV TR, AR O G 13 X L7z
S, ORISR DN e WGEICIRY | HEICAKZEAT L2 L 2BETE 5,
MV MR B O S SUIEEFE D & 5 RE

RO B B K ONE B 0 e il 2% <0 I8 Y i 4%
H OSSR B oA 0, UTEBMER 724 L < ITHERMED B C 5w B OB ERE D

Karnofsky Performance Status 70% A4 ) o> f&

D FROBREICBWTAROH NI STV D,

P I e e

MEF AL EVERA 2B/ T D PUEMNEES] (TxF=T, A=F=7, VYTF7
T =T NIRRT E) BETAVFIRIERE AT HIRIGUIBRRNEE

I THEREME D

@ TR Y T D EBE KT DARBN OB G L O FIEZ W T, AAIOAZMEN
ELSNTE LT, AAORGXZR LB,

o IR,

(D Karnofsky Performance Status (PS)

(LEHRIERIGIR D BE K O A N A BIF| OB D IERIE 2 H 5 B,

i OPUEMEIREA (A A EEIEETe) OB,

Score EFe
100 EH, RBIZKT 5 BE OFFR 28720, BREERZ: L,
ER OIEBN TR, Rl B #EN LI, 90 BWRARIEIR IS 225, IEFTEE) Al HE
80 D72 ) BRIRSER DS B 273, 250 U CIER OIRE) TR
AN = < 3 Ay . o -
G5 LR, QECARTE T | 0 | IAOREECE S5, EROER - TS -
ﬁfgg%;ﬁg?gg?;gé%®f%éo 60 | BB LR A, LE CEAUNLE
° 50 IR E BB LU EHHER L O R ER T DL E
40 ;ST mUREES L OFEESLE
FomEY DI LEBHSTTERNY, fiZd s 30 ELENTT. ARESLEENEIZTE LEE > TR
IR DOFE#E L RSEOFE#EL LELE T 5, KA 20 FEFNCEIE, ABEAME TR AR IRE D LT
NRGEICHEIT LTV A ATREMEN S 5, 10 FEHIANE > TV D
0 74

10




6. WHICERL THET S HH

@

@

®

I

WA SCEFITIN 2 BOEIRE T TR 2 GRS 1T D & AHKI D Kt M ONiE 1E A

ROl B ERE o ICER L T OEHT5 2 &,

TRIREBRLRIZIENEL D | BB T OFIEIZH MR etz -+ L, FEAE2 5

Thb&ETLHZ L,

FEREWEH O~ R T A MITHONT

o MHEMMEENSHLDLNDZ ENBDLOT, KFIOEGIZHT- > TIE, BIKE
AR (PR RIS, ik, EVE) OMEFEN OSSR X #if A O %, Bl a 145
AT 2k, Fio, BEIRUTHE CT, MiF~— —%Dit 4z £ d 2
Z &,

o AREIOEHIIEE D infusion reaction (I 2 CEARFIZ 0 72x D T 51
HxAT>7- ECht T2 2 &, £72.2 [ B LA OAFI$ 5 FF 1T infusion reaction
NHLONDZ L bHDLDT, KFERE R OAFEGHHE T HIT A Z YA
YEWET %, BEOWREE+SICBIET 5 T &, 7235, infusion reaction &
FEHL LI B I2IE, AT OB K QYRR ERICIEE T 5 £ TRE - o8l
T5Z &,

o HURBBEREFEENH Lo s Z L3 d 5 D T, KEIOH5-5ALERT & O 5111
P EIIRIC ORI P RE M A (TSH., 028 T3, b5l T4 SFORE) 2 FEhEd 5
Zé&,

o AANOBEFIZLY | BEORERISTERE T 5D &F 2 B Dk A IR RE
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 23551013, AFIORFES T I K OEIE RE R
IWEHIORGEEZBET DL, B, BIBRERLVE L ORGIZE Y ENE
MOYEEDR D BN WGEIZIE, BT B R E o DSOS fiil Al o160
HEET D,

o BEKTH, BOERN O AR L COLEWERP BB T 2208365720,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

o IHBUBESRIE (BUE | USRI A 5 Te) b bbiv, BERWEMES F7 Y F—3 X
ICED T ENDHLOT, NG, B, IRILEORER O FEB M FEHED EF7- 12+
SHEET D2 &, BRSSO -GS G2 R EL, AR ) R
F O GEDOWME)IRLEEITH Z &,

AFNOEFEARFBRIC I W T, #5505 1 FRNE 8 EHH Z L ICHMEOFL 21T -

TWeZ & &2BFI0, ARRGEPITEMICEGERE THROMERZITO Z &,

11



RIS 2

o HAEE T A N T A v
SR (R TAAR)
(BRFE4 « A7V — R SMEE 20 mg, 4 72— RS FE 100 mg)
~HH R % U N fE~

Rk 2 944 A
JEAE S
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5. &G LR DIEE

6. BEHICEEL CREET & FHIHA
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1. [ZL I
IS DN - BEMEOHER DT DIZ1T, BT SIESFITE SV o B A A R
BND, 6T, IEOREREMOMEMRIZ L0 FUKEIRS 72 & OHH 72 3 1E A%
FPEHRLDAREIND T T, 2O OERMNZ EIZHNERBFIRMLT 5 2 L BBED
FRRE L 2o TR Y RFEMBGEE & O AT EE 2016 CF% 28 456 A 2 H MiERE)
IZBWTH, FHEEGLEOEHOREE(LHELZXS Z & L3 Tnd,

BORVE AR ESR ST, KEEASCL 2T 0 7 7 A AVDBBEEOEIRSL & D IR
RHZENDD, DD, HER LSBT HIERSHERET 5 £ TORM,
MHEIRMOREZMLZIT 5 2 EnHIFF SN EBFIC LTERT S & & bic, mIfE
APt % & D 2 L AT RE 72— O B % jiii 7= R A R C 6
THZENEETHD,

L7 oT, ATA RT4 Tk, BB ZNETILH O TV S EZHZN -
BRI EED & | DUT O EIK S O el 70 8 2 HEE S 2 8L b MBI 8k B 2
FROEEFREEZRT,

I, RHA BT A %3 MAZATBAE NEIR M ERESH OHE, NS EEEARAE
BRI IR s . — AR N B ARERIR NRHE 2 ) OVt E N B AR IR -2 O 1 71 D
b EER LT,

RG L IR HEIRSL - ATV — R ST 20 mg, A7V — R ST EHE 100 mg (—fk4 -
=ARN~7 (Biof##z))

RELRDEIAR « BRI SUTERRIEO H AR % ) LVl

KELRAMEROHE W@, lACIZ=Rr~7 (BT Z) & LT, 1 [ 3mgkg
(RE) Z 2 R CREFHET 2,

& MR T 3 NIRRT




2. AKHIOFHE. 1EHEF

7Y — R M 20 mg/100 mg (— %4 - =R~ T (B g z) . BLF, TR
) I, DR TSt A X Ly 7 23 BTV ALY —X R A
7 (BMS) ff) 23B#F L7t b PD-1 (Programmed cell death-1) (ZX%3 5 & M 1gG4
E/ 7 ua—FAHURTH D,

PD-1 1%, #&MAL L72 Y o o%Ek (T ffa, BMRE O F =2 7 0% 7 —T M) LOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEHAL Z i BhHIC IE & BUZHIEE 2% 2
T IR T 2B AR TH D, PD-1 IFHURIRRHIILIZFELT 2 PD-1 U & K (PD-LI1
FOVPD-L2) EAFEA L. U o SERICHHIME Y 7 v niE LT U v EROEMAIREE &
BIZHET LT\, PD-1 U H» FIFHURIRSMIBLAMZ b b Ok 2 22 SRR 2 F8 3
LTHY, EMEREAELE LU L EGHEMKICI TS PD-L1 OFRBL L itk DALE
WM & ORI ADOFEREBIR N & 5 2 & 3 ST % (Cancer 2010; 116: 1757-66)
F 7o R R IE B CIRHRRRE T M EET DA v X —T = H >~ (IFN=y)
IZX > T PD-L1 OFHENFHFE SN, 5B LI EEREIZIIT D PD-L1 ORI & itk D
M E OMICIEOHBEBERH D L OHESLH D (Sci Transl Med 2012: 28:
127ra37), & 512, PD-L1 & 9 S SR AL, PURSFRM CDS Bk T i
ORI EIE M A 55 S ¥ 523, §LPD-L1 HifK T PD-1 & PD-L1 & DfEEEHET D &
Z OIS EIEENEIET D 2 EDNREN TS, D Z L5 PD-1/PD-1 U 72 R
BRIT L DS AR AR GRS LA 72 T AR & OB 2 [T 2B F D —o & LTEZH
TN 5,

AFNT, FEHEBR OFE LD S PD-1 OIS EIR (PD-1 U H > RS HE) ITHES L.
PD-1 & PD-1 U B> REDFEAEILET D Z LIk BNAHURFFRAZ T AR OTEE
(bR OB AHIREZ 3t 2 MR G T TG A R 3~ 5 2 & TR R BUEE R 2 =3 2
EMHER STV D,

TS OHIRN S | AFNTHENENEG 6T 272 G EERIC e VG b0 L IS,
R U ) VOoNERE B R G L LT A S L, AahE, ZBetER O
PEDIERS S T2,

AANOVEFEIFIT 5 < MBIE DRIERISIT & B BNEMSEN 5 b b, B LTI
BB RN D B, AFIORE PR OB ERICIT, BEOBEE T, RENE
0 AT AT, FEIR L7 T RITIS U7 HFI72 Aik & RRBR & RO LEAT & e L
OISR & 1T\ E ORIEREIC & % B B EEbN 5 B AT, BB AL
L HIOB IO LR AT D BB B B,



3. R
I OB O i) R O ) LR E O A GBI EM A 4T o 72 AR R R R EBR D
A & R,

(G%hE]

O EWF DR (ONO-4538-15 FER)

HFEEMSMEABHELE N T Loy o~T RXRNF U (B rHfaz) (BLF, T7 1
VY F = 7)) ATHEGUESUIARMA OFFFESUTEHAMEO H A & 3% 2 U N JERE
(ECOG Performance Status 0 &2 O8N 1) 17 Bl & %512, AH| 3 mg/kg % 2 I R T A0
HE L7, TFEEHMIEE TH 5= (R IWG criteria (2007) 12255 < HsfliEIC
& % complete remission (LA T, TCRJ) XIZ partial remission (UL T, [PRJ) OFIE) X
75.0% (95%IEHXIH : 47.6~92.7%) Th o7z, 72¥, FANIRE LIZBIMEIX 20.0% T
Holz,

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

H Z & M B G TR 7 L Y ® o~ 7 L D IRIRE 2 - B3 UL G
O R YY) L oNEERE (28— b B, ECOG Performance Status 0 &2 (8 1) 80 {31
ZRIGAT, RAI 3 mg/kg & 2 MR CREFE L7, FEFMEE Th o B (&
FTIWG criteria (2007) (ZJ-3< FIfEIZ LD CR UL PR OEIE) 1% 66.3% (95%1F
FEX M : 54.8~76.4%) Tholz, 7ok, FANIRE L-BIEIL 20.0%TH > 72,

[ 41]
@O EWNE DERER (ONO-4538-15 #R)
AEFZIIEONGZD b, RKFEL ORRFEBPEE TERWVAFER L 2FIED
DIVTo, FBLERD 5% EORWERIT TERD LB ThHoTz,
FEBLED 5%LL EOREWEH  (ZRVEREAT R G5 H)

11 %,
SIS migg
FEARGE "
(MedDRA/J ver.18.1) 17
4= Grade Grade 3-4 Grade 5
2RIEM 17 (100.0) 2(11.8) 0
Mg LY v REE
#Zif. 1(5.9) 1(5.9) 0
U RERIE 1(5.9) 1(5.9) 0
HiB OBk EE
ST 1(5.9) 0 0
N Wik
FR R P E 3 (17.6) 0 0
H ke E
25 1(5.9) 0 0
i 1(5.9) 0 0
T 1(5.9) 0 0
TS 1(5.9) 0 0



BiEx (%)

%Emiﬁﬁ perm

A 17 {51

(MedDRA/J ver.18.1) —
4 Grade Grade 3-4 Grade 5

L 1(5.9) 0 0
—f% - 2EEER L OGN OREE

it 2 (11.8) 0 0

AL BSOS 1(5.9) 0 0

(YR 2 (11.8) 0 0

FEEN 7 (41.2) 0 0

i 1(5.9) 0 0
JRYYE R K OVF A dUiE

LRNER/S 1(5.9) 0 0

fiti g 1(5.9) 0 0
BE, hER L OLEA OHE

TEAIZPE D BOR 1(5.9) 0 0
ER AR AR AT

JHERE R A L 1(5.9) 0 0

i MR 1(5.9) 0 0

ARG 1(5.9) 0 0

i ERHR 1(5.9) 0 0
B L O RS

KA Y o AlfiE 1(5.9) 0 0

2l VRN 1K 1(5.9) 1(5.9) 0

BHHIR 1(5.9) 0 0
T E R B KOS ARk EE

RAfR 1(5.9) 0 0

iREs 1(5.9) 0 0

PR 2 (11.8) 0 0
PR R IR E

FREE D £ 1(5.9) 0 0

SR 1(5.9) 0 0

K= 2 —m/RF— 1(5.9) 0 0
MRk g, MElEs & OVithRRE S

RV i 6 1(5.9) 1(5.9) 0

FRGEDORSE 1(5.9) 0 0
FERg ¥ K OV TRk

WEAE 1(5.9) 0 0

B FENE 1(5.9) 0 0

SIERRE R 2 1(5.9) 0 0

& O PEIE 5(29.4) 0 0

B 4(23.5) 0 0

. FEMEMER 16 (5.9%) . BESUHBAEE 2 61 (11.8%) . K%k - HEOT
F1H (5.9%) . ATREEEREE 161 (5.9%) . HRERBEREREES 3 1] (17.6%) . FRESFETE
341 (17.6%) K& U infusion reaction 1 6 (5.9%) Tl Lz, 7o, HEIEMEIE,
DA R, hde. | BUBEIRIA , SaE el MO PEERBER . IFJR . B RRRElR T, B s,
R e - BERESE, EE DR EREE, FRIRMARIEARIE, RS, HEREOSE ) K
RITBD N2 o7,



@ WA MAHRER (CA209205 #bR)

FEELT 238/243 B (97.9%) 238D Hiv, AL OREBGNEE CEXRWAE
FHT 185243 B (76.1%) IZFRD BT, FELEMN 5% LORWERIZTRD LB T
HoTr,

FEBLRD 5%LL EOFEIES  (All Treated Subjects)
Bt (%)

BRI

A ;’Zﬁj
(MedDRA/J ver.18.1)
4= Grade Grade 3-4 Grade 5

2RIEA 185 (76.1) 48 (19.8) 0
MiKER LY 2R EE

I R ERIBAE 13 (5.3) 6(2.5) 0
PG AR

FOPR IRAEREAR T E 14 (5.8) 0 0
BB E

iy 14 (5.8) 2 (0.8) 0

T 34 (14.0) 2(0.8) 0

GIATS 24(9.9) 0 0

AL 19 (7.8) 1(0.4) 0
—f% - BHEFR L OGN ORE

I8 I7 50 (20.6) 2(0.8) 0

FEEL 21 (8.6) 0 0
BE, hER L OYLE A OHE

HEAZLE S G 33 (13.6) 1(0.4) 0
R AR AT

TI=rT I RTUAT =T —BHN 13 (5.3) 7(2.9) 0

TANRGE VBT ) TV AT 2T —BHN 14 (5.8) 52.1) 0

Y —EHEN 14 (5.8) 9(3.7) 0
B R L ONE A Rk

BaHm 19 (7.8) 0 0
PR R PR

SEIR 14 (5.8) 0 0
KGR KO Pk

& D FEIE 21 (8.6) 0 0

5 28 (11.5) 2(0.8) 0

¥, MEMEMZEE 15 B (6.2%) . BREUHREERE 19 6] (7.8%) . KiEK - HED
T 6 B (2.5%) . FFRERERETEE 22 5] (9.1%) . 2 5 61 (2.1%) . HUIRIRFEREREE 28
Bl (11.5%) | FEeFEE 40 1] (16.5%) . EHEREREE 4 6] (1.6%) . Kk - BEEZK 1 61
(0.4%) . EEEDO GRS 3 6] (1.2%) . FlRiAeZERIE 1 51 (0.4%) . infusion reaction
38 Bl (15.6%) . W& 2 B (0.8%) KOS E SIS 2 ] (0.8%) T bz, £,
BEMEERE, DR, Fhge. | BUBERRIA ., Sy M RO MEERBES R . BIE PRE OY
TEAERERREFILIRD b o T,



. JEERIZOWT

KRG & U TR (BOFA) 2AE o TS Z &b, Uikl & 2
YN Ef CT& Diisk THOLMEND D, TDO LT, KFI OGN @Y BFE 220 -
E L, AFIOREIC XD BEZREWEMN 2B LIZERICRIGT 2 2 L AnE i, LI
DO~@DFT N T AT HIZBWTHHAT 2 XETH D,

O {4 1ANE

O-1 Fio (1) ~ (5) OWTNNITHEY T DM THDH Z &,

(1) BEAETBREDEET D03 V2 REEEILEIRPE S (BRIE IR S A2 B HEIL Rw P
H 23 A RS FEEE ML ST, HUBS AURSHRIRBE 7R &) CERL 28 4F 10 A 1 HFEA
427 fig%)

(2) FrErgrEmbt CER28 429 H 1 HEEA @ 84 fitigk)

(3) FERFIRENFFEE T D 08 A BT (DS U2 REEEIE EIRPL. 25 A iais
W I19PBE. D3 ARSI EEHEE R 72 &)

(4) IRACTFIFRIEE A %L/%%M%$&Mﬁlli%%ﬁ%%ﬁm%2®m X L
(AR DI 21T > T Dfiax (R 27 47 A 1 AR 1 2538 fiak

Q) #ﬁ@@rﬁl@ﬁ@ﬁm%@m HHMEIAR D M AT > TV D litiax Rk 27 4 7
A1 BEER ;1284 Jiigk

D-2 HHMAR T U o EO TR R R ORIE AR BLEE O X I+ 50 72 5k & 1%
Bra R oEAT (FEOWT IS T DIERN) 2, YE2EEOARRNZE T 5 1HED
ETEHEE L TRHEINTND I &y

#

o [ERIGFFEUSE 2 FEOYIIHE Z & T L7212 I2 SELLEO R VIR DO RKRIHE 217
STWAHZ L, 96, 2L Eid, BAEMEEEZ L UK FONHE 217
STWNWBHZ L,

o [EEMEFFISEZ 2 FEOMMINHEZ K T L2 RRIC4FELL LR ZA L T\ D 2
Lo 9 b, 3AEDL IR, SRR O D A SRMIRE 2 e iR ISR O WHE %
IToTCWVWHZ L,

© BENOEEMIGFHE B OKHIZ DN T

IS WA PUCEE T 2 5T DR E S, BEEAEN O OFWRED ., A2 - &2
PSP RE RO E I CERE IS 215 WL, AEFSRNRE LG oMWmE
B, FEDRERMNTONDIRHINE S TWNWD Z L,




@ BEA~DHIEIZHONT
-1 Sz Al B9~ 5 2

VR AR R O BB e BIVE A A3 362E L 7ZBRIC, 24 BERIRSIRIAHIO T, M is%itiak X
IR AR (23 T FEBL L2 BIPERNICIS U CABE B KON CT ZOFIVER ORI 4
BRRADORERIY BRI LI, BEHICRHSTRERAR N E > Tnhs 2 &,

-2 EFEMEEEICL DA EFRISITET 2 B

AR 2 M2 i L OB e 2 AT 2 EREFEEDNEERT=2 1 7
EEDERDOA T ) —= T HATOERE LIFWME LA TE DT — LAERIRH 2
HENTWDEZ L, B, BiAHICOWT, BDABE EZOFFEICHZIEAmENT
WnHZ &,

@-3 BEHOZWr=oxH B LT

BIVER (FRVE MR BTN 2 . EEM B e, Ok, fhidk. BREUHRARE, K
HEO TR, 1 RBERIA, ITHEREFETE, HURIRES e, MRitbass, BiEE (BAR
PRADE MEMEBR 2 ETe) . RIS, MK, BEEOKERS, FIRMLEIERAE, infusion
reaction, FRPEVEML/ INRIBAESREER (ITP) . B DSPE OGN, MR R EME, OlsbE S
(LN EAME) - 4RIR - O MEHIMNES) | FWIImPEE mA) 12k LT, Mk XXk
BEIRHE RS D S 2 A 2 BERD &ods U (RITEH OZKBroxt i ic B L THRE R OSR %
ZTONLFRMCH D Z L), EHITHEUZRAEN TE DEHNESTND Z L,

«

i

K

)
RN

=

T

[



5

- BERR LD EE
(Zz2fEiBd % HH]

O FRICHEYT 5 BHE IOV TIIARIOR EAERE SHTNS 2 Enb, 5 51T

Dz &,
o AREIDOFITTR UIBBUE DBEEIRED & 5 B

@ BFEETOFHIIZB W T FRRICEY T D HBE IOV T, ARG ITHELE X L7220

D, MOIGFEERIE D RN EIZIRY | HEICAAEZEN T2 L 2BETE %,

o HEMMREOASHUIREDH 5 BE

o MoESEig A CTRIE R 2 R85 A M ONE BN O O BRIl 2 <0 Sk G P fifi ¢
FEOMICRIEMEZRIL R A B % B

o HOMERBOGH, UTEBMERRFE L IXHEREMEO B CaE R OBTERE O
% B

*  ECOG Performance Status 3-4 " 0B

(G5B 5 $1H]

O BFEEMBMRBEMHE T LY %o~ 7 ITGUE T AR O B3 UL RN

DOEIAHR D F U AEEE B W TR OFRMEN RIS TV D,

@ TREICEENE T 2 BB T 2 AR O G K O A ITIEIC DN T AFIOAZPED

MESLSNTELY, AAOREHR LRG0,
o AEFRIERIGRO B,
o fhOFUEMEELA & OB,

(ED  ECOG o Performance Status (PS)

Score TE#
0 AR IEBTE S, FWETE [F U R EAEIEDHIR <17 5,
1 PMREIZIE LUWEENIHIR S5 03, SITAMRE T, BIEESE > TOMEEIIITO Z W TE D,
B RNF . HESEE
2 BSATHRECH D OHE DY) O Z & 3T X CHEREPMEEIT TE RV, BHD 50%LL Fig~<y Gl I3,
3 [RONTHGDOHDEIY D L LATERY, HHD 50%L, EE Xy R+ TiId,
4 2B RV, BOOHOBED OZ LiFa TERY, B2y Rtz d,

9




6. WHIIBL THET R FHH

O WASCEFIIN A, REREER B TRAET D GRS 1T D & AH D Fre M ONiE 1EAH
DT DIZLE R ERE B L ThBEERT 52 &,

@ JREBALAIZIEN D BE UL OFIEICHIMER OfERMEZ ot L, FE x4
ThobETHZ &,

@ ERBEHO~RT AL MZDONT

MEMEMRERD LoD ZENRNH DD T, RFOEKGIZH T2 - Tk, BKIE
AR (PR RIS, ik, REVE) OMEFE R OISR X A O =%, Bl a 145
179 2 &, Fo, BEIDSUTHEE CT, Mg~ —F —%50ORELET 5
Z &,

AFN O 5L EE D infusion reaction (Zfifi 2 TEARFIZ 725D TE 5 U
%177 L ThRRRT 5 2 & £72.2 Bl H LA O AFA$ 5-RF 12 infusion reaction
NHLOLNDZ L HHDHDT, KAE M OARAFE G TRIT AL Z YA
CERET 5%, BEOWREBE I8 T 5 2 &, 7235, infusion reaction &
FHLLT2E 121, B TOMEE R OYERA ERICEE T 5 ThREZ +o#ls
T5Z &,

ORI REREE 23 oD 2 L3 d 5 DT, RAIOF 5B haHT & O 5-H1fH
T EIIRI R IBERE M A (TSH., 028 T3, ifEfE T4 SFORE) 2 FEhEd 5
Z&,

AHNOFEEIZ LY | WEOREFINTERRE T 5 L& X BN DHER 2 REEHIE
DHLOLNDZENHD, BRENRBOOLNTGAEITIL, BELEFERIIS LT
B 72 058k & RRBR 2 FF D[R Al & g U Cal bl 2 B nie W 21TV il o
FOSIT X 2 BWER A g0 2 355113, AFIDORIE T I, K OEIE BE AR
NEHOBRGEEZBET D L, 2B, BBRERLVEOREIZLYEIE
R OYGEERFRD B WIGEIZIL, B BB AR VE - USO gz Bl BN
LEETD L,

B TR, BOAR N OH I ARE L CHORIERREBLT A2 Z XD 5720,
AR OBEHETHRIZBRWEMORBUCH2ITHEET D 2 &,

1 BUBEPR IS (BIE 1 BUBEIRI 2 5 Te) 23 Hiodu, FERWMES R 7Y R—v &
ICED T ENHLOT, NG, B, RIS O FEBC M FEED E57- 12+
DERETAHZ &, 1 BRI SGE TR G2 HIEL, 4R H
HlOF 5 E DY L EZITH Z &,

@ AHOFRRFABRIZINT, BE5BGNO 6 U HLUNIE 8 M Z &2, ZALARERIT.
GBS VAERE TIL 128/ Z & ITHIMEOFT 21T > TWe Z L 2B BT,
AT E IR BRI E TR OMERZ1T O Z &

10



