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1. IILBIC

RIS DOF M « ZRMEOMEROTZ DI, U SCEFIZE S W2l E AR D
BND, EHIC, IHEOREEMOMEAIC L0 | FURESRR G 72 & OFH0 72 5T B E R
FREZRLDARIND T T, 2O OERGNZ EICHNERBFITRMLT 5 2 L BBEO
ML 0o TR REMBLEE & S0 FAR T #2016 (CFk 28 426 A 2 A B E)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L LS Tnd,

BORVE T ESR T, KEERASCL ST 2 7 7 A VISBEE O ESRS & B 5 I R
RHZENDD, DD, HMEROLZEMEICBET 2 ERNH0ERET 5 £ TORM,
MHEIMOREZMLSZIT 5 2 EnHIfF SN BT LTHERT 5 & & bic, BIfE
FMWNFBL L 7RI B2t & D 2 & AN AHE e — 1 O B i 7= 3 R SR BE i
THZEREETHD,

LTeRoT, KAA RTA 2 TlE, BIFEREC 2L E TILHE BTV B EFEIEF -
BEE RN S-S & | LT O ER GO il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EFEHE R~ T,

I, ARITA BT A A%, MSIATBOE N EIE G RS SR, ASFEABAR
BRI s . — ML R N B ARER IR N 2 e OV BN B AR REFH R O
Job EERER LT,

X5 & 7R HEIES - ATV — AR T 20 mg, A 7Y — AR R ERE 100 mg (—k4
=HRN~7 (Bis R Z))
HEERDMEIMR - RIGYIBRABE S TEBAE O B Ml s
WEERDAEROHE - @, lRAIZIF=Av~7 (BIETHE ) & LT, 1[5 3mgkg
(RH) % 2 BRI CRRFEEYT D,
& R 78 6 A /NP TGS
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2. AFIORK. TERBF

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

PD-1 (%, 1&MEAL L7 U o REk (T ML, B AL N F 2 7 0% 7 —T fik) KOvVE
BRI R BT 5 CD28 7 7 X U — (T Ml OIEMHAL Z i BhHIC IE & BUSHIEE T2 2
T BT 2R AR TH D, PD-1IFHURIRRAIILIZIEEBLT 2 PD-1 U o K (PD-L1
KOPD-L2) EfEA L. U o SERICHfIvEY 7P v LT U o SEROEMALIREE
BIZFHRET LT\, PD-1 U 0 RIFHUREESMIBLAMNI B b O 2 22 ISR T8 B
LTk, BMERAMEEE) LU LB IIT D PD-LL DOIEBL LI DELF
HM & OMICADHBEBFRN & 5 Z & HiE I Tuws  (Cancer 2010; 116: 1757-66)
F 70 B R NE 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 OB LI O
AFWEE OMICEOMBEBERRS D E0®EL H D (Sci Transl Med 2012: 28:
127ra37), & 5T, PD-L1 Z 3R H S0 M, HURER M CD8 Bt T Hif
OIS EIE M A 55 S 523, L PD-LL ik TPD-1 & PD-L1 & DG & HET D &
Z OIS EIEENEIET D5 2 EDNREN TS, ED Z LD PD-1/PD-1 U 7 R
U, 23 AAII S PR A 72 TS D OB 2 [ DI F O —o & LTHEZ D
nTW5,

ARFNE, SRR OFE R 6 PD-1 OfffasEK (PD-1 U F o RFEAREI) ISR A L.
PD-1 & PD-1 U W REDFREGEMET D Z LICL Y DAHURR R T MlaOEE
LR OD AR 3T 5 MRS TR A #3252 & CTREM 2 PSS R 2 ~3 2
ERER STV D,

IO OFEN S | AFNTEMEER I 2 B 2R EIC 20 55 b0 L MIfF S,
R IR R A b B & L T BRI & S U L A 2 R OV SRR S AL 7z,

AHNOVEREFZ LS < B DORE N L DEWERZ%N S S b, EEIIRTIC
BLHAREMEN D D, AKNOE G H R OEEG#ZITIE, BFOBEL 01470, BEDR
D BTG AITIL, BB LT FRICIE U= MR 22 ek & B85k 2 R DRl & s L Ciil
)72 8RR Wr 217\ IBE ORI L D EIER BN DA CiE, BB RE R
T UHIOEELEOTEY) I E Z1T O LERD D,
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3. BREREE
RIBYIFRASHE XX ERFE M 00 BBl fages D A GRIRE I Z RFAl 2 1T - 72 £ 72 B AR 3R O Bl &
2
[H75hik]

AR B G & L [E BRI F S I AEGAER  (ONO-4538-03/CA209025 #5R)
MEFAEREERZET 2HEMEEGEA (T3 TF =T A=F =T VT Tx2=T
INYN=T ) e Em TR A A T D AT SO TER RS 0D 38 I R R el e AR
821 13l (HA N 63 & Gde, AHIRE 410 5], =~V A ARE 411 B ZxRIC, =
N ARG % E U CARHI 3 molkg & 2 IR CRIERHE L7 & & DR MER DR 4
PEZRRET Lo, REFHEHE CTh 2 24 (Pl [95%EHEXM] ) 1%, AFIEET
25.00 [21.75~NE"] # A, =~ U A REET 1955 [17.64~23.06] B HTHY | AKNIE
T Y ARZH LRFHFICE B IER 27 LTz (0N — R 0.73 [98.52% 15 #E X [

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

1.0 Fae
0.9
0.8
0.7 fan

. 0.6

1F 0.5+
® 0.4- .
034 a0

—A— AEIE
oY IO L AEE

0.2
0.1
oo\
0 3 6 9 12 15 18 21 24 27 30 33
at riskE A1FHER (B)

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

OS O FiEfENTEFD Kaplan-Meier BhikR
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Fo. HARNB R 63 i CRFIRE 37 1], =X U AR 26 #]) OfAFHR (F
Jofili [95%(E#EIXM] ) 1. AKIEET 27.37 [23.62~NE"] H A, =~ U AZREET NE

[NE'~NE] 7 HToh o7 (XH— R 1.50 [95%(ZHEX[H : 0.49~454] ) .
* . HEEARRE

1.0 f?
0.9

ﬂ.a 7] - R e T )

0.7 1

s 0.6 - —A— FE|EE
ﬁ 0.5- E} TAO) LA R

ﬁm—
0.3
0.2
0.1
L L B o

0 3 6 9 12 15 18 21 24 27 30

at risk#{ A7 HARE (B)

AHBE 37 37 36 35 35 34 24 16 8 4 0
INAOYLREE 26 26 24 24 24 24 20 15 9 3 0

AANERIZKIT 5 OS OHEMEYTRFD Kaplan-Meier Bi##
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[Z241%]
RIS BB A R & Lz [E BRI [R S AR GABR  (ONO-4538-03/CA2090255454)

B EFGUIARIERE 397/406 61 (97.8%) . =1 U AR 386/397 i (97.2%) (272
L, 1RBREE & ORREBIRNEE TE WA FFRIIAIERE 319/406 7l (78.6%) . —
R Y b ARE 349/397 Bl (87.9%) (25RO HTE, WU DRETIHER A 5%LL_E D

ERIZTERDOEBY THhoTz,
WA DEETRIRD 5% EORIER
oo e INKE B (%)
ﬁgjgf;” # RIEHE =m0 LAK
o 406 51 397 %
(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
Mg - 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
A P 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
TFot - SRR A R R 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
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7k, VB MERTZR B 19 B (4.7%) | #2141 (0.2%) . BRACHT REtfESE 56 51 (13.8%) |
R - ELEE D T 10 51 (2.5%) | 1 BUHEFR P 1 ] (0.2%) | I BERE 13 46 1] (11.3%) |
% 161 (0.2%) | HURMBRFERERESE 34 ] (8.4%) . kR 55 5 (13.5%) . BHkaE
PR (RARGE VMR %) 28 19 (6.9%) | WIEHERERRSE 6 151 (1.5%) . infusion reaction
21 Bl (5.2%) . FEEOKRERE 4 4] (1.0%) . FERARERERE 2 #] (0.5%) . % 1
Bl (0.2%) KOS E DR 141 (0.2%) TRD LN, £, EIEGHEIE, LK.
So PR M RIS PR R B . XA - BB K ONRRIR AR ZEARIE 1 3RE 0 DR o 72,
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4, FEERIZOUVWT
TR U CHERBERE (BFFHE) DTN THnD T b, Yikiid 2 Ey)
IZETX DR THOIMNERD D, TDO LT, KF OGN #EY) 72 B 2720 - FiE
L. AFIOFEEIZ X0 HHEREWEAZRBBLLZBRICHIST 5 Z E BB R0, LD
O~@DFT X TE M- THERIZBWTHEHT 2 XETH D,

O MEFRITHOWT

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

(1) EATHRENIEET 203 A Fa LS RS (BN RS A2 R HE LS IR L |
HiE 23 A RSB SRR, MUY AU HRIERE 7R &) (CFRk 28 4F 10 A 1 H R
427 Jiigk)

(2) HrEkgREIRPE (CERR 28429 A 1 H B S - 84 fiak

(3) FBENFIANF DT E T 203 U FEEEFRET (D5 AR EHE R EIRbT, 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 fiak

(5) #ﬁﬁﬁiﬁﬁl%ﬁﬁﬁm%m@ HILHEITAR D M 21T > T Hliax (CERk 27 4 7
H 1 HEEA 1284 Jiti %

D-2 B DAL FREE K ORIVE S BURE O RIS 440 70 ik & B 2 RS =fm (T
KOWTIDITEEY T HIER) 25, Y2 BRI OARFNZET 21RO ELH & L ChlE
SNTWAHZ L,

7=

o [ERMRFFEUSE 2FEOMMINHE Z /& T L7212 12 S LU LD D3 AUTRIE D ERIRMHE 217
STWAHZ L, 96, 24 EiT, BAREYFEEZ L LERIESGSONHE 21T
STWbHZ L,

o [ERiIFES% 2 FEOWIHIHHE 2 T L= 2 4 UL EOWR SR O R IRHHE %
1ToTHEY., >bH, 240 Eik, BN O ASKMIRE 2 & T DS ATEIR O i R
ExiToTWNWABEI L,

© BENOEEMEREBEDOEHIZONT

EE LG R BT T 2 EE SR E S, BUEREN L OFRE D, A2 - L4
PESFEEE 2R fﬁ%‘é&@”gf?é&(}[:ﬁﬂi%% T DGR, AEERNRLE LI2GE OWEE
B, FRELNIATON LK B> TnDH 2 &,
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@ BHERA~DORRIZONT

@-1 FERRAHIZBE§ 5Bl

FVELPEAZE 8 % D EAE /R BRI AV L7 BIT, 24 BERIRIRIBHIO T, 4 bk 3
BRI T, FH L RERICIE U CABEE B O CT 45 ORI A OB 2432
IRRRAEORERPZ Y AL, EHHITRISATRRZRAHI NS> TnD Z &,

@-2 EERNEEEICL 2AFELRNHICHET 2 EH,

AR 5 MR e ik L N e 2 A T 2 IR IEFE D RER =41V v 7 %
GOTTIROARA 7 J—=0 7 2TV EIRIE & FHE LA TE 5 F— L EFREH] D35
ENTWVWDZ L, B, BIHAHIZONT, BABRE EZOFRICHSIZEAmES T
HT k.

@-3 BIEHOBUTHRIRIZE LT

RITER (RVEPEMR BN A, BEIEMBEEIE, Ok, R, BHRUHRBAE, KR,
HEDO TR, 1V RBERIA, FERRERRTE . HURIREREREE . thitled, BEE (Brae -
RAVETREMEB R &G Te) | BIEREE, M, EEO GRS, FIRIDLEIERIE, infusion
reaction, e/ MR PESEBERS (ITP) M DSOS, MG et Db (L
FEARED - RIR « DI PEIAMGHESE) . MR M) Sk LT Y akta X B E R
BB ORIV 2 A9 S R & dEHE U (BIEH ORZKr-OR SR L THRE M OSSR 25217
DORMICH D Z L), EHITHEYRLEN TE SEHRE->TWD Z L,

XK
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5. BEXRLRDHABE
[‘Ze 4t B4 % 31E]

O TFTRICEYTLIEEICOVTIEIAAOR GNP ERE SN TVD ZEND, KEETT

DNz &,

o ARHNDORSTI R UIBBUE DRBEERE D & 5 B

@ BRATOFHHIZ BN T FRRICE Y T 2 BE IOV TE, A OFEGIFHELRE S ey

D3,

L OTRIEERB A L WNEEIZIRY | HEICAAZHENT 52 L 2B ETE D,

o HEMEMREDOESUIBED H 5 BHE

o MaERE iR CRE R

DI RIEMEEE N A DI D BH
o HORERBOEPH SUTEMERLH L <3O B SRR B OPER O

oo B

D 2 B K ONE BN O TS i i 2 <0 i e M it ¢

«  Karnofsky Performance Status 70%Aiii " o BB

(GBI %5 4 1H]

O TFTROBEILZBOTAFOAIENBRES LTV D,
o MEHEMEENZ AT 20UEMNEER (T X F=7 A=F=7 VI

= =T S RETE) BT CREE AT S RIESR

I e e

TSR D

@ TRLICHE T 2 EF TR 2 AH OB G} O I EIC SV TE RAI OB ZPED
MZLSNTE LT, AAIDEKGHR LR B0,
o ALFRIERIGEDOBE ROV A NI A VB OB OIREREEZ A3 5 B,

o IR,

o oOPUEMIEEA] (VA N A A EET) & OPFH,

(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° 60 | AACRERCLECE 50, L& EEADILE
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
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6. WEELTHEETREEH

O WASCEZEICIN 2, MEREER DR 5 @RS 1T -5 & ARHF O Feit K& OV 1E
RO DI LEIMERE T3 ICEMR L T+ s 2 L,

@ TBRIEBRIAICHENI G, A T Z DFEIETH MR OfERRME 2 453 L. & 425
ThroEE5T5HZ L,

@ FEREWEHO~RT AL MTOWNT

MM RN S S5 bND Z L NH DD T, KEOEEITH > TIE, BEE
e (PR REE, nZuk, FEEVE) OB K OFEE X S o s, Bz -+
ZATH 2 &, Fio, MBS U TR CT, i~ —b —%0RE% I 2
Ze,

AFN OB HIZEE D infusion reaction (Zfif 2 CTEARFIC 4725t inD T 5 Ut
fZAT > 72 LTt 2 2 &, £72. 2 B H LA OARA# 5-K¢ 12 infusion reaction
BHLOLNDZ L HHDDT, KRG R OKRFE G TZRIT AL Z YA
YEWET D%, BEOWREEHSICBIET D 2 &, 7235, infusion reaction &
FH LT HA I, R TOMEBEROERIERICEE T 5 £ CRE L o8l
THZ L,

FORISRERE E N S S D Z &3 5 DT, A O£ 5B dhRT K& O 53 [
HUXEBIRIC R IR RE M A (TSH., 0l T3, 5 T4 HoWE) % Ehad 5
&,

AR OFHIZ XY | MBEORPEEINTER T 5 L& 2 5Dk~ 7B E
DHOLDONDZ EnbD, BRENBDLNEEHEICIE, BELEFERIIS U
B FH ) 70 gtk & R BR A O R Al &oEE U CEE bl A s BRI AT\ IBE O
FOGIZ £ 2 BWER DB 258121, AR ORI I, ORI RE R
WELRIORGEEZBRT DL, B, BIBRERLVEORGIZ LY EIE
M OBEENTRD AR WA ITIT, B BB AR /VE & LIS o S fii 7 o080
HLEET D,

BG4 T, BOEM 80 ARGE L COLRIERNRHT D Z N 5720,
AHNOBGHETHIZHEWEH BB SICEET 5.

1 RUBEPRI (BIE 1 BUBEIR G 2 & te) b Hbiv, BERFEY b7 v R—v &
CEDZLBHHOT, N, Hol, MM ORER O FEEC M E o _EF(Z 1
SEET DL, LRERESEDN -G REEPIEL, AR il
KO G5O MYRLEZIT) Z &,

@ AHNOEERRBRICIBN T, BEBHEND 1ERIT 8 M Z L ICAIME Dl 21T -
TV Z & 22FIT, ARG HITEYICEGBRE COROMEERZITO 2 &,

11
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RIS 2

B HEET A RI A4 v
=FhN~<7 (BlaTH#Z)
(R4 : &7V —REEEHE 20 Mg, F 7Y —R EfF#E 100 mg)
~ERBERF Y SE~

¥Rk 2 9F 4 A
REFEE
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A&

1. ZL®iz P2
2. KFNOKE, 1FHET P3
3. ERIRREGRE P4
4, fEFHIZ-HOWT P7
5. HXIG LI HBHE P9
6. HHICEL THET REFIH P10
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1. IXT®IC

IS DOF N - REVEOHER DT DIZIT, B SCEFICE SV o B A A R
BND, 6T, IEOREREMOMESRIZ L0 FUKEIRS 72 & OHF 72 3 1E A%
FEHRMDPEARBENDLHF T, 20 DOEEKNZ BICHLER BT RS 5 2 & PR
ML 0o TR Y REMBLEE & S0 FARTT# 2016 (CFk 28 426 A 2 A B E)
IZBWTYH, EHMNERNEOMHRAORE(LHEZXS Z L L ShTnd,

BOFAE R E SR ST, SRR 2 T 1 7 7 A ADRBEEDES L & B S i
RHZENDD, DD, HMEROLZEMEICET HIERNHERET 5 £ TORM,
MHEIMOBEZMLZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
AP LBt % & D 2 L A AIRE R —E O B % jiii 7= R A R ©
THZENEETHD,

L7 oT, AL RTA4 Tl BB ZNETIT/ O TV S EZIHZN -
R RN EED & | DUT O IS O it 70 8 2 HEE 3 280 b B e Bk B 2
F RO EFREEZ T,

I, RKHA BT A %3 MAZATBAE NEI L EREIS O, /IS EEEARAER
BRI IR s . —MAERTE N B ARER IR NRHE 2 ) OVt E N B AR IR -2 O 1 71 D
b EER LT,

KRG L Tp DIEIES, - ATV — R R EE 20 mg, A7 Y — AR AR EE 100 mg (— %4
=<7 (BinFH#z))
HEERDMENIMR « FFFESUTEREO AR % ) vl
WEERDAEROHE - @, lRAICIF=Ar~7 (BIETH# ) & LT, 1[5 3mgkg
(KH) % 2 BRI CARREEYT D,
& R 78 6 A /NP TGS
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2. AANDOKER. 1ERBEF

A7 — R ERHE 20 mg/100 mg (—fk4 c =R~ T (BT BLT, TR
) I, DRSS TSt A X Ly 7 24 (BT VA ML e A Y —X R A
7 (BMS) £1) #3BA% L7-t k PD-1 (Programmed cell death-1) (ZxF3 2%t H4& 19G4
E/ 7 a—FAHUERTHD,

PD-1 1%, &ML L7V > 88k (T A, BAHIL N F 2T 0% 7 —T Mifld) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUSHIEE T2 2
T IR T 2R AR TH D, PD-1IFHURIRRAIILIZIE BT 2 PD-1 U 7 K (PD-L1
KOPD-L2) EfEA L. U o SERICHfIvEY 7P v s LT U o SERoEMALIREE %
BITHET LT\, PD-1 U H» FiFHURRsMIaLoMZ b b Ok 2 72 RS 2 J8 5
LTHY, EMEREAELE LU L EGHKICI TS PD-L1 OFREBL L itk DALF
WM & ORI ADOFEBEBIRN & 5 2 & 3 HE S Tw%  (Cancer 2010; 116: 1757-66)
F 7o R R IE A CIARRE T N EE T DA v X —T = aH >~ (IFN-y)
IZX > T PD-L1 OFEANFHE SN, 58 LSRRI 5 PD-LL OREL & itk D
M E OMICIEOHBEBEERH D Eo®ELH D (Sci Transl Med 2012: 28:
127ra37), & 51T, PD-L1 Z 3R H S22 M, HURER M CD8 Bt T Hif
OIS EIE M A 55 S 523, L PD-LL Hifk TPD-1 & PD-L1 & OfEEEHET D &
Z OIS EIEENEIET D 2 EDNREN TS, D Z LD PD-1/PD-1 U 7 R
BT AN A AN FUR AR A 72 T IS B OB 2 B 2 HF D —o L LTEZD
nTW5b,

AFNL, SRR OFE R 6 PD-1 O s Ek (PD-1 U # o REEAREIR) IZR5A L.
PD-1 &£ PD-1 U H > REDFEAZET D Z EICL 0 DAFURRRY T HlaOENE
(bR OB AHIREZ 3t 7 2 MRS T TG A R 3 2 2 & TR R BB S R 2 =3 2
EMHER STV D,

TS OHRNG | AFNTHENENEG 6T 272 G EEIC e 0 EL b o LIS,
R U ) VONERE BRI G L LT & S L, AahtE, et R O
PEDIERS S ATz,

AFNDVEIBE LD < DRERINIZ L DEWEMFED & bbbt BEXIIETIC
EDLWREMD D 5, ARNORGH KR OERERIZIT, BEOBIZEL ToI2ATV, RE DR
O BTG EITIE, FEH LT F RIS U REPIR 2 ik & REBR 2 RO R Al & L Tl
BI72 8RR 24TV B DO SIERIRT K D BIER 2N S 2 55 1 id. B RE AL
RO GFHEDWE) IRALE 24T 9 MER D D,
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3. BRER AR

I SUTERYE D AR % 0 U VB O KGRI S 2 17 o 72 3 22 B R 3R BR o
s & T,

[H2h1E]

@O EWE TR (ONO-4538-15 #XHHr)
HFEEMBHRBHEL T LY v~T RXREFr (Blar#iz) CIF, 71
X =T )) AHREUE ST O TR AT ERME DO AR % Y Lo ERE
(ECOG Performance Status 0 & U8 1) 17 Bl & %512, AKI 3 mglkg & 2 1 [ IR C A
FHE L7, FERHMEHEE ThH DR (UGET IWG criteria (2007) (252 < FoufiliE iz
X % complete remission (UL F. TCRJ) X% partial remission (LLF. [PRJ) OEIE) i1
75.0% (95%(ZHEIX ] : 47.6~92.7%) Th o7z, 728, FANIHE LI-BEIX 20.0% T
HoT,

© MWpstas MARER (CA209205 #%%) (Lancet Oncol 2016; 17: 1283-94)

B & ML BT 22 7 L v Y ¥ o~ 72 L D IR A2 5 - TR ST G
OEMER ) U RNERE (24— b B, ECOG Performance Status 0 2 18 1) 80 4]
X, AHI 3molkg & 2 HEFFRR CTRIEFHE Lo, FERHMEEE THh O RR (U
71 IWG criteria (2007) 1255 < FHfEIZ L D CR XL PR OFEIA) 13 66.3% (95%(5F
FEX M : 54.8~76.4%) Th o7z, 72k, FANIKE L7-BIEIL 20.0%TH > 7=,

[ 41]
O EWNE THRE (ONO-4538-15 3Hk)
AEFERIIEHNRD b, A E ORRBEENGE TERVAEFL L RHIIED
DiVTo, FBLERD 5%LL EORWERII TERD LB ThHoTz,
FEBEN 5%LL LOBIWER (REMMATRRER)

1% 0

RIS mj‘f é,‘;g/‘;)

£ 17

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

2RIEM 17 (100.0) 2 (11.8) 0
MR LV > RbEE

2 i 1(5.9) 1(5.9) 0

U SR E 1(5.9) 1(5.9) 0
HB L OukgkhEE

R 1(5.9) 0 0
o Wik

RO IR BEAR T E 3(17.6) 0 0
B IS

-2 1(5.9) 0 0

{5 1(5.9) 0 0

T 1(5.9) 0 0

[ZES 1(5.9) 0 0
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. WVEMERIRE 161 (5.9%) | SUboihmieie 2 41 (11.8%) . KIE%k -

Bi%x (%)

BRI —

A fﬁjﬁ

(MedDRAV/J ver.18.1)
4= Grade Grade 3-4 Grade 5

TN 1(5.9) 0 0
— i - RHEER L OGO OIREE

7 2(11.8) 0 0

TSR SO 1(5.9) 0 0

(s 2(11.8) 0 0

FE BN 7(41.2) 0 0

Tl 1(5.9) 0 0
JEYE FS K OV AR BUE

W% 1(5.9) 0 0

fiti g 1(5.9) 0 0
BE, Pl L ORES IHE

EATHE D SOG 1(5.9) 0 0
HA7 R

eI A 2 1(5.9) 0 0

LM% ol 72 1(5.9) 0 0

ARG 1(5.9) 0 0

M L ERE A 1(5.9) 0 0
B L O REE

KA Y v AIfiE 1(5.9) 0 0

29wl N R VPN ik 1(5.9) 1(5.9) 0

BHER 1(5.9) 0 0
Bk Rd & O kRS

BAER 1(5.9) 0 0

A 1(5.9) 0 0

PR 2(11.8) 0 0
PR R IEE

FEED E W 1(5.9) 0 0

GIE 1(5.9) 0 0

K= 2 —m RF— 1(5.9) 0 0
MR g, MElEs & OVithRkE S

VR e H 1(5.9) 1(5.9) 0

FREDORIE 1(5.9) 0 0
FERg ¥ K OV TRk

it B 1(5.9) 0 0

B FENE 1(5.9) 0 0

SYBRRBE % 1(5.9) 0 0

& O PEIE 5 (29.4) 0 0

B 4(23.5) 0 0

HEDOT

Fi 16 (5.9%) . FFREREREE 141 (5.9%) . HUIRIRHEREREE 3 41 (17.6%) . fpRkkeEE
3 (17.6%) M TN infusion reaction 1 #5] (5.9%) T bNiz, F7-. HIEMESNE,
DM, . 1 BRUBE PRI . e ME il RO PSRBT . T2, FEREREREE . BIIR feE

ETS

RITBO ORI T,

- B, EEOREEE, FIRMARZERLE, FTEAEEEREE. BERLOSLE S5
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@ WSS M AHRER (CA209205 #bR)

FEHFELT 238/243 1] (97.9%) (2380 Hiv, AL OREBGHREE T RWAE
F50% 185243 il (76.1%) (238D HALTZ, RN 5% L EORIERIZ TRO LBV T
HoT-,

FEHRD 5% EOFIfEA (All Treated Subjects)
Bk (%)

FRE IR

(MedDRAVJ ver.18.1)
4= Grade Grade 3-4 Grade 5

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

I ERIBE 13 (5.3) 6 (2.5) 0
PG I

FOR R RE AR TR 14 (5.8) 0 0
BB E

iy 14 (5.8) 2(0.8) 0

T 34 (14.0) 2(0.8) 0

G 24 (9.9) 0 0

Mg - 19 (7.8) 1(0.4) 0
—f% - BHEER L OGN ORE

95 57 50 (20.6) 2(0.8) 0

FEEN 21(8.6) 0 0
B, PRk L OEA OHE

HEAIZLE S G 33 (13.6) 1 (0.4) 0
IR A

TI=rT I NI UAT =T —BEN 13 (5.3) 7(2.9) 0

TANGEX VBT ) N T U AT 2T —BHN 14 (5.8) 5 (2.1) 0

Y o—EHEN 14 (5.8) 9(3.7) 0
B HE R & OV ARk S

B 19 (7.8) 0 0
PR R IR

SEIR 14 (5.8) 0 0
KGR KO Pk

& D FEIE 21(8.6) 0 0

b 28 (11.5) 2(0.8) 0

¥, HVEMEREEE 15 f] (6.2%) . MERRUHEME 19 #1 (7.8%) . K%K - HED
T 6 B (2.5%) | ITHERERET 22 5] (9.1%) . HFR 561 (2.1%) . HURIREEREREE 28
B (11.5%) . FREEFETE 40 5] (16.5%) . EHEREMET 4 B (1.6%) . MM7% - BhlEsE 1451
(0.4%) . HEEDLZERETE 361 (1.2%) . FrlRkiiieZEmiE 161 (0.4%) . infusion reaction
38 ] (15.6%) . e 2 45 (0.8%) M ONSE 954k 2 6 (0.8%) TRH LN, F7-.
BIEMEERE, DR, fhge. 1RUHEIRIA, Sy M MR MEERBES R, B PR Y
TEAEREREFILRD b o T,
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4., HEERIZOWT

ARBEM & U THHBRERE (205 PEonTnd 2 &b, Uikl 2w
NS E TE Dt THOIMEND D, TDO LT, AKFN OGN @Y BE 220 -
E L. AFIOREIC XD BEEZREWEMN 2B LIZERICRIGT 2 2 L Angelow, LITF
DO~@DFT N T AT HIZBWTHHAT 2 XETH D,

O MEFRITHOWT

@-1 TFid (1) ~ B) OVWTHNIEYT Dk ThHDH Z &,

(1) EATBRENIEET 203 A Fa LS R (BN RS A2 R HE L SR L |
HiE 23 ARSI S T, HUES AU FRIRBE 7R &) (R 28 4F 10 A 1 HFEA
427 ftig%)

(2) FrEkkresbe (R 28 49 A 1 HEFS : 84 Jiigk)

(3) HEFIRAFNFEE T 23 A2 EEEEFRT (DS AR REERR R, 25 A iais
W19, 23 ARSI EEHEE R 72 &)

(4) S RACFERIERE 3R E L, SR FRIEINE 1 XTI HIEINE 2 Otk FEvE
(AR DI 2T > T\ Dfiax (R 27 47 A 1 AR - 2538 fiak

(5) PUHEMEREBEFIAL T E N Ol UEI AR D B AT > TV D lisk CERk% 27 4E 7
H 1 HEEA 1284 Jitii%

O-2 HHAKR T XU o EOAL SRR E R ORIVE R 8 BLRE O %S 50 7o ik & 1%
Bra FEOERT (FROWTICEYS T DIERM) 25, Y% BER OAANCEE 4 5 1BED
EEHEE L TRHEINTND T &y

#

o [EAMFRFTISL 2 FEOYIIHE 244 T L7221 5 4R LL R D23 ATEIR DERIRMHE 21T
STNDHZ L, 9B, 24U R, BAFEWIFREL £ L& LIRS OHE 217
/)-’Cl/\é:&o

o [EHIthIFEUEH 2 EDOPHIHME 2 T L7212 I 44ELL EORRRRERZH L T\ D Z
Lo 9 b, 3ELL EIT. S M ARENENRE O 2N A SRS &S e R IR iR O WHE %
{ToTWVWBHZ &,

@ BEADEFRLFREHOEHIZONT

PRI IE R BT T 5 L O A E S, BERAEN D OFRE D, Ao - &
EMEIEE R OB IR CERSE IR 2 1E R, AEEFSNRE LGS 0o®RE
EH . SRHECMITITONDIEEHINTE S TND 2k,
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® BHER~DORRZDONWT
@-1 Mk AHlIZ B9 5 B

B PERR B O EE A BIER N RAE LZBRIC, 24 BRRIR2IRIRHI O T, Mi%hiisk X
IR 23T, BB L 72 RIEANIZIS U CARBEE B L OY CT ZOFIER ORI 24
FAREOR RN Y A IS, BEHICRHG AR AR 23> TN D Z &y

@-2 BFRUEFHEIC L 2FEFEELAMSICET2EH

AR 2 MR G Lk OB e 2 AT 2 EREFEDNEERT=2 1 7
EEDHERDOA T ) —= T HTOERE L WA LA TE DT — LAERIRH 2
SN TWDZ &, B, iAW T, DABE L ZDOFBFEICHSIZAmENT
WnHZ &,

@-3 BER DZBroxIRIZE LT

RIVER (MMM BN 2, ERERBEAE, DR, k., BT
HEO W, 1RERIE, TTHREMEE . FORIREERBRR S pRIRREE . BpEE (B
PRAMGE FVEMER R A3 Te) . RIS RS, IMJe, B ORERE ., #kieZEF0E, infusion
reaction, S ME ML/ MR PESEBER (ITP) , & DS i, MR RN, Ol

CLEARED « #RIR - DEVEISMGHESS) . WIS 1Sk U<, Yakhtak XUk
BB DB A A3 5 ER & EEE U (RIEH OZEox N IcB L THRE R OSSR %
ZTONHEMECHDHZ L), EHICHEERAEN TE HEGHRESTND Z &,

ol

X

ARAE . KN

i

)
RN

g =
B

H>
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5. Bt L nBE

(&I B4 2 9]

O TRICEYTHEEICOVTUIARR OB NEERE SN TND Z b, #E5E21T
brpnz &,
o KAIDRST IR LI BEUE OBEEIED & 2 B3

@ IREATOFIIZIB W T FRRICEE S T 5 BFIZOWTE, AEIOE G ITH#EE S a0

N, MOTEFEIIL DN R NGEICIRY | EHEICKRZENT 2 2L 2BETE D,

o MEMMZEEOAIUIEDH 5 EBH

o TR AR A CRRVE S 2 58 6D B B K ONE B 0 T T i 2 <0 J Y il ¢
EOMIZRIEMEZEAC N A BN D BE

o HOMBEEBOEDE UTEBMEF L IXHRMEO B el EBOBERED
oD HBE

»  ECOG Performance Status 3-4 " o #B3

(2B 5 4 1H]
O BFiEMBHABHEL T Loy 2~ 7 ITHRPUE R O B3 XX #EER T
OEIPAE D F ) R E BV TAAIOFIMEN RS TV D,

@ TREICEENE T 2 BE ST 2 AR O G K O A ITIEC DN T AFIOAFZED
WL SN TELT ., AFIDEREGHIR LB,
o AEFRIERIGRO B,
o fhOFUEMEELA & OB,

D) ECOG o Performance Status (PS)

Score TE#

0 | &<MEREETE 5, FHlL R U R AR HIRZ ATX 5,

RARRIZE LUEBNIHIR S 223, BATAIRE T, BAIEEEE > TOEEITIT O 2 LN TE D,
A N e

[y

BATABECH A OH DAY O Z L 13T X CTRHEEZDEEIT TE /oy, HF D 50%L0L B3~y RACil 2,

RBoONTZEHSOHEOEY OZ L LHTERY, AFO50%LL EE Xy R+ TiaZ 7,

AN

LB RV, BOOHEDEY OZ L TERY, B2y RfFFTilmI4,

9
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6. EIEBEL THEETREHEH

O WA CEFIIN A, REREER TR D GRS 1T D & AH D Fre M ONEE 1EAf
DT DIZ LB R ERE B LTI 52 &,

@ IREBALAIZIENL D A UL OFIEICHINER OfERMEZ ot L, [E x4
ThobETLHZ &,

@ ERBEHO~RT AL MIDONT

WEMEMREN D 5o b Z e NH D DT, RKFOEGITH = > Tid, BFIE
M (PRI R, nmk, FEENVE) DRERR K O X #lird O F i, Bigtx 1+
AT 2k, Fio, BEIRUTHES CT, MiF~— —%Dit 4z £iid 2
ek,

AFKN OB EIZEE D infusion reaction |24 2 TEARICH7extisD T % Ut
i aAT -7 L CTRRMT 5 2 & £72.2 B B LA O A 5K 2 infusion reaction
NHHLDLILDZ EbHDDT, REGHROARRBGKETHIT AL Z A
CERET 5%, BEOWREBE I8 T 5 2 &, 7235, infusion reaction &
FEHL L TEHA TR, 2 TOMEBER OER D ERICEIE T 5 £ THRE % +0#l4
THZ L,

ORI RERE E N & Do D Z L 3% 2 DT, ARAID B 5Bk T & O 53R
HIE IR FUR I EEse R A (TSH. J0#fE T3, EHE T4 SO llE) 2FEd 5
ek,

AR OFHIZ XY | MBEOREIRITER T 5 L& 2 S DIk~ I B e
NHLDLNDZENDHD, BENIRBDLNTHAITIE, B LZFRIIE U
BLFR A 72 N5k & 1R 5R & RO R Al & s U C Ul 2R R W 2 1TV IR
BOGIZ X2 EWER R EE D 258121, AFIOWRIE ST I, K OFEIE RE A
NEHOBRGEELBETDHZ L, 2B, BBRERLVEOREIZLYEIE
R OYGERFRD IR WIGEITIL, B BB AR VE - LUSNO sz fil o8 0
bLEET DL,

B A& T %, BEM 5D ARGE L COLRIERANRET D 2B 5720,
AR OBEHETHRIZBRWEHORBBUCH2ITHEET D 2 &,

1 RUBEPRIR (BE 1 BUBEIRIG 2 & te) b Hbiv, BERFMES 7 ¥ R—v &
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