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xEFEHAHEETA N4
=hn~T7 (Blor#z)
(R4 : &7V —REE#EE 20 Mg, F 7Y —R EfF#E 100 mg)
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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, ARTA BT A A%, MSIATBOE N EIE N ER SR SR, ASAFEABAR
BRI s . — AR RE N B ARER IR N 2 e OV A BN B AR REFH R O
Job EERR LT,

X5 & 7R D EIES - ATV — AR R 20 mg, A 7Y — AR R ERE 100 mg (—k4
=RN~7 (Bis R Z))
HEERDMEIMR - RIGYIBRABE S TEB AL O B M s
WEERDAEROHE - @5, 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 EEMAERIZI T D PD-L1 OFHL LIk 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,
R R R A b B & U T BRI 2 S U L A 2k R OV DS AR S 4L 72,

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
FRIBYIFRASHE XX ERFE M 0D BBl fages D A GRIRE I Z Rl 2 1T - 72 5 72 Fe AR 3R O il &
NE IR

[H2hE]

AR B G & L [E BRI R I AEGAER  (ONO-4538-03/CA209025 #5R)
MEFAEREERZET 2HEMEEGEA (T3 T =7 A=F =T VI Tz=T,
INYR=T ) e E TR A A T D AT SO THER RS 0D 38 B A R R ol e AR
821 13l (AA N 63 il & Gde, AKIRE 410 ], =~V AARE 411 B ZxRIC, =
N AR &% E UCARHI 3 molkg & 2 IR CRIERHE L7 & & ORNER R4
PEZRRET Lo, REFHETHE CTh 2 A MM (Pl [95%EHEXM] ) 1%, AFIEET
25.00 [21.75~NE"] # A, =~ U AREET 1955 [17.64~23.06] B HTHY | AKNE
T Y ARZH LRFHFICE B R IER 27k LTz (N — R 0.73 [98.52% 15 48 X ]

0.57~0.93] . p=0.0018 [J&%! log-rank f&7E] )

1.0 Fa_
0.9
0.8
0.7 e

. 0.6

17 0.5+
= 041 .
0.3 e

—A— AHIE
oD IO L AE

0.2
0.1
X
0 3 6 9 12 15 18 21 24 27 30 33
at riskE ArFERE (B)

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

OS O FiEfENTEFD Kaplan-Meier BhikR




Fo. BHARNBIEER 63 i CRFIRE 37 ], =~ U LA 26 #]) O2A&FHR (F
Jofili [95%(E#EIXM] ) 1. AKIEET 27.37 [23.62~NE"] # A, =~ U AREET NE

[NE'~NE] # HToh o7 (XH— R 1.50 [95%(ZH#EX[H : 0.49~454] ) .
* . HEEARRE

1.0 f?
0.9

ﬂ ,E 7] - R e T )

0.7 1

s 0.6 —A— KE|EE
# 0.5- meef P IO L AR
o 0.4
0.3
0.2
0.1
s B B L
0 3 6 9 12 15 18 21 24 27 30
at risk®y A7 HARE (B)
AEIBE 37 37 36 35 35 34 24 16 8 4 0
INOYLABE 26 26 24 24 24 24 20 15 8 3 0

AANERIZIIT 5 0OS O HEMENTRFD Kaplan-Meier Bi##




[Ze21E]
RIS R A B & Lz [E BRI [R S AR GABR  (ONO-4538-03/CA209025:454%)

B EFGUIAIERE 397/406 61 (97.8%) . =1 U A AR 386/397 i (97.2%) (272
L, 1RBREE L ORREBIR N EE TE WA FFGIIAIERE 319/406 7l (78.6%) . —
R Y AARE 349/397 5] (87.9%) (ZFR®D H ALz, WL ORETHRELED 5%LL LD
TERIZTEDO LB ThoTo,

WD ORETHRIERES 5%, EOEIER

oo e INKE B (%)
ﬁgﬂgﬂﬁ ﬁ%ﬁ INUUfXH
406 {1 397 f3i
(MedDRA/J ver. 18.0) 4 Grade Grade 3-4 Grade 5 4> Grade Grade 3-4 Grade 5

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

H 1f 32(7.9) 7(1.7) 0 94 (23.7) 31 (7.8) 0
W WREE

R BB AR IR 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

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

a W% 8 (2.0) 0 0 117 (29.5) 17 (4.3) 0

A 24 (5.9) 0 0 36 (9.1) 1(0.3) 0
—f - RHEERS X O GIMALOIREE

1 7 9E 18 (4.4) 1(0.2) 0 33(8.3) 7(1.8) 0

9297 134 (33.0) 10 (2.5) 0 134 (33.8) 11 (2.8) 0

KRB D S SE 11 (2.7) 0 0 75 (18.9) 12 (3.0) 0

KA AE 17 (4.2) 0 0 56 (14.1) 2(0.5) 0

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

M= L2 o— L Hhn 1(0.2) 1(0.2) 0 24 (6.0) 1(0.3) 0

7 vy F =8 27 (6.7) 1(0.2) 0 33(8.3) 0 0

R E 19 (4.7) 1(0.2) 0 29 (7.3) 1(0.3) 0
R KOS

B L AT a—LIE 2(0.5) 0 0 29 (7.3) 0 0

=ik 9(2.2) 5(1.2) 0 46 (11.6) 15 (3.8) 0

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

AR 48 (11.8) 2(0.5) 0 82 (20.7) 4 (1.0) 0
B #E R E K& OV 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

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

BEp 24 (5.9) 0 0 19 (4.8) 1(0.3) 0
MR g, MOERES K OVithRkEE

Ik 36 (8.9) 0 0 77 (19.4) 0 0

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

S I 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
FEIEFs KO FHLRkREE

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

3t 26 (6.4) 0 0 33(8.3) 0 0

FHE - RIEFE IR T AR AT G 4(1.0) 0 0 22 (5.5) 0 0

% 9 FEAE 57 (14.0) 0 0 39 (9.8) 0 0

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




7pd. MVEMERTE R 19 B (4.7%) | A 161 (0.2%) | BREUT AMAEAE 56 1] (13.8%) |
K% « B D T 10 51 (2.5%) 1 BIFEFR I 1 451 (0.2%) | A RERE 1% 46 1 (11.3%) |
28 161 (0.2%) . HUIRERFERERSEE 34 6] (8.4%) . Fh#FssE 55 /5 (13.5%) . BrH%nE
fRes (PR VPR 28 55) 28 5] (6.9%) . FIl'EHERERE T 6 51 (1.5%) . infusion reaction
21 5 (5.2%) . EEOKERETE 4 ] (1.0%) . FEAEERSE 2 4] (0.5%) . X1
B (0.2%) KOS E IIERK 1] (0.2%) TR LA, £, BEIEMHESAE, LR,
ey VI VRS PESREEIN . K% - BEREAR KX OV IR A2 ZERE 138D b e o Tz,



4. FERERIZOUWT
KRR U CHERBERE (BFFHE) TN THnDL T b, Yikiih 2]
IZETX DR THOIMNERD D, TDO LT, KF OB #EY) 72 B35 2720 - F5E
L. AFIOFEEIZ X0 HEEREWEAZRBBL LRSS T 5 Z E BB R0, LD
O~@DFT X TE M THRIZBWTHEHT 2 XETH D,

O MEFRITHOWT

D1 Fio (1) ~ (B) OWVTNITEY T D% THHI L,

(1) EATHRENIEET 203 A Fa ISR (BENT RS A2 R HE LS IR L |
M 23 A RSB SURRE . MUY AUBSHRIERE 7R &) Rk 28 4F 10 A 1 H R
427 Jiigk)

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

(3) FENFRANFNFEET 203 VB FEEFRET (D5 AR EEER BT, 23 A2
W19, 23 AR EEHEE R 72 &)

(4) ARALFHIEEZHE L, %;E{I:#ﬁ“/ﬁﬂn%1ﬂimmh#§/£ﬂn 2 Dk HE
(AR DI 21T > T Dfiax (R 27 47 A 1 AR - 2538 figk

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

D-2 B DAL FREE K ORIVE S BLRE O RIS 440 72 ik & B 2 RS =fm (7
KOWT IS T HIER) 25, Y2 BRI OARFNZET IR OELH & L ChlE
SNTWAhHZ L,

7=

o [ERMEFFEUSE 2FEOMMINHE 2/ T L7212 12 S LU LD D3 AUTRIE D ERIRMHE 217
STWAHZ L, 96, 24 EiT, BAEYFEEZ L LEERIESGZONHE 21T
STWbHZ L,

o [ERiIFESH% 2 FEOWIHIHHE 24 T L1124 UL EOWR SR O IR HHE %
1ToTHEY, 5bH, 24D Bk, BN O D A SRR 2 & T DS ATEIR O i R
ExiToTWNWABEI L,

© BENOEEMEREBEDOAHIZONT

RGBT T 2 B SR E S, BUEREN L OFRE D, A2 - L4
PESFEHE 2R fﬁ%‘é&@”gf?é&(}[:ﬁﬂi%% T DG ERME, AEERNRLE LG E OWEE
B FRELNIATON LK B> TN D 2 L,




@ 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. #EXRLRDHABE
[Ze 4t B4 % 31E]

D FRICHEST S BEICONTHAA O 52

DNz &,

AR L

o RN

EEINTNWDLZ LD, &BEZ21T

AHND RS %t UIBUE O BEERE D & 5 B

@ BRATOFHEIZ BN T FRRICE Y T 2 BE IOV TEL, A OFEGITHERE S ey

AR

)il =

® H

Pl 0 A 42 AR A C ]

DI IRIEMEEE N A DI D BH

oo BAE

(A% B4 5 4 1H]

L OTRIEERB A L WNEEIZIRY | HEICAAZHENT 52 L 2B ETE D,
FEMERR B OB IFEUIBERE O & 5 BE

D 2 B K ONE BN D TS i i 2 <0 i e M it ¢
H O REDOED SUTBMERZ3 L ITHEIEMED B SRk B OB ERED

Karnofsky Performance Status 70%iii Y o

O TROBEIZBWTARADOAENRIES LTV D,

I e e

MEF AL EERA Z /T D PUEMNEES] (T F=T, A=F=7, VYTF7
T =T NIRRT E) BETAVFEIRIERE AT HIRIGUIBRREE

TSR D

@ TR YS T B EBE KT DARBN OB E L O FIEZ W T, AAIOFZMEN
LS TE LT, AAORGXZRE 2B,

o IR TR,

(LEHRIERIGIR D BE K O A b A BIF OB DO IERRIE 2 H 5 B,

i OPUEMEEEAR (A A EEIEETe) L OB,

(D Karnofsky Performance Status (PS)
Score TEF%
100 EH, RBIZRT 5 BE OFFR 28720, BREERZ: L,
IEH OIEEITA FIRE, FRBIZR BN LI /20, 90 BVERRIEIRIE S 24, EHEE A fE
80 D 0 EERIER Y B 208, 01 L CIER OIEB) ATHE
AN = < 3 A 7)Y . o -
G5 LR, QECARTE T, | 0 | T HAOREECE S5, RO - TS =
ﬁfggg;ﬁg?gg?;gé%®f%é° 80 | BB LETE BN, LE CEADALE
i 50 PR EBIE LB L OEMN R ERITA DN
40 ;ST WO EES L OFEESLE
FomEY DI LEBHSTTERND, MiZd s 30 LT, ABRBKLEENEILE LEE > T
Bt DEH L RIEOFH#E L LEL T 5, KiE 20 FEFICHAE, ABEDS I TR 07 1R M
NRGEICHEIT L TV A ATREMEN S 5, 10 FEHIANE > TV D
0 74

10




6. MEIZEL THEERTREEH
O WACEFIIN 2 BEREER D TRAET D RS 1T & ARH O Fei: M ONE 1EA#

MAOT=DIZ BRI EHZ I B L T bHT 2 &,

@ JREBALAIZIENI D BE UL OFIEICHINER OfERMEZ ot L, [E x2S

ThobETLHZ &,

@ FREWEHO~HI AL MZDONT

o MEMMEERHLONDZENRHDLDT, KEIORGITHTZ > Tk, EKIE
M (PR R, nmk, FEENVE) DRERR K O X #lird O F i, Bigtx 1+
2179 2k, Fo, KBS UTHE CT, Mg~ — 7 —%0R&ZFE T 5
zé&,

o AANIOEEHIIEE D infusion reaction |2 2 CTEARFZ 7%t iiD T 5 #E
f&AT> 72 LTt 2 2 &, £72. 2 B H LA OAA# 5-K¢ 12 infusion reaction
N HbILDZ L bdDDT, KA HROKRAE G THRIT AL Z A
YEWET %, BEOWREELHSICBIET 5 2 &, 7235, infusion reaction &
FEHL LI A I2IE, AT ORI K QYRR ERICIEE S 5 £ TRE L 0Bl
THZ L,

o HURIMSREREEN H Db d Z L3 H 2 DT, ARANO B G- BRI & O 53R
HIE IR BRI e sE R A (TSH. J0#fE T3, EHE T4 SO llE) 2FEd 5
ze&,

o AANIOEEIZLY | WEORESINMIERT D & E 2 DR IR B R
DoHOLOLNDZ ENRDHDH, BEPBDLNIHEICIT, B LEFERIIL U
BRI 72 05k & AR SR A RO AT & U CE U R IR W 21TV, B ok
FOSIT X 2 BWER AN g0 2355118, AFIDORFES T I K OEIE RE R
WEVHIOBEGEEZZBETDHZ L, B, BIRRERVE L OEEIZLYREIE
M OBEENTRD AR WA ITIT, B BB AR /VE & LIS o S fii 4 o080
HEET D,

o BHEKTHR, B OHE I AREL COLEERANBIT R H D720,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

o IRUBESRIE (BE 1 BUBER A5 Te) b bbiv, BERWEMES R F—3 X
CEDZLBHLHOT, N, Hol MM ORER O FE B M E o _EF-(Z 1
DEET D&, LABEREN DN -GS EERIEL, AR ) V#
F O GEDME) IRLEEITH Z &,

@ ARENOEFRREBRIZB T, BERE S 1ERIT 8 B Z L icaM DM 21T -

TWEZ & &BBI0, KAKREG TR HGMRA TR OMEE 21T 5 Z &,
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