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AFNOF FHBE T FRER I 6 LR PRI BZIE R 2R LT (0N
— N [95%E#EXE] : 0.68 [0.50~0.93] *' p=0.0154 [J&H!
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ETERWAERL @UEM) 13, ZhZih 298/336 i (88. 7%)
S0 245/339 il (72. 3%) [ZE8 B, £ D ) BIETH (Grade 5)
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BIVER (MEMEMER, IFeEREE - JIF5 - fbERE &, W
Syl (FRIRPERERE S, RIBRRERES . N EAMREREDE) |
HhEE (BEMER RS, infusion reaction, KWK « HED T
L 1 BUHEIR IS . Ak - BREAUT RMARIE . Ok, EIERN I,
BEMR S . S ME I/ MRBUAE . INAE . BRSO B R, it
(FZ v - NU—JEfEREZ B T) . ALFIRIEDE IR OB ELF
ERIE, THIRAE 2R AL, R, ARFEREESE) ISR LT, Mg
AT B ERAE R ORI Z A3 2 AN & dEE U (RIVEH o2
XIS L THRER VIR EZ T OoNL&MHICHH &), |
BTG ZRLE D TE DIEHINE > TS 2 L,




BEEREETA RFA4 v
Fa w7 GRETFHEEEZ)
~ B B ~

SM7THE9A (5848 AET)
B4 FEE

B 1




ER/N

A o

XL HIC
AHNOFFE, (ERET
[ IR A

)i 4 el ANE
BHxtG L 70 D A

BOICER L TRET & HIHA

P2
P3
P4
P10
P12
P13



1. ITC®IZ

S DOF N - REMEOHEROTZDITIE, A SCEFEICE D Wl 226 23R
BId, LI, IHFEORFEREIFOEARAC LY | FUREIS 72 & OFH0 72 8T BLVE %
JPESEMPARBENDH T, 2D DEEKGZEIZNERBFIRMET 25 2 L AR
R L 725 TRV R MBOEE & S0 BT #2016 (% 28 42 6 H 2 H HEERE)
IZBWTH, EFMERLEOFAORBELHEEZXD Z L L& TnD,

BOREABTESR G, EEERSCR 2T 1 7 7 A VBBEF O ESK T & B 5 i i
BHZENBDD, DD, AIMERONZEMEIZET HERDHERT 5 E TORM,
UHEERLOREZRZIT D 2 ENWFINBEICH L THERT 2 L &I, BIE
DB LB EE 23t e & D 2 L AR 72— O BF % ji 7o 3 Rk R <
THZEDREETHD,

L7l T, KAA RTA Tl FAEEBELZNE TILBE LN TV DEFIETFH) -
BRI EED & | LUT O BESE S O Fii 70 8 A HEtE T 2 8L O BB 8k B 2
HROREEFEHE T,

I, BAA RTA A%, MATBUENEREK L EFRE SR O, A EHEAN B A
BRI o . — A ENE N B ARBRIR NEHE S K O— AL BN B ARWREG 2 O
J1DH EERR LT,

WL AR AERKE  Fa w7 GBS L)
R LR DMREUTHE - BEBRIE 35T D ATHT - IR MBI E

i U A 7 i E IR MR s
RELHRDMEROHE
(BB 23 0T DR - AR BRIE)
TRIMBNIEIE CIL, 7 AV X EVHBBEN N AT 7 F v L OB VT, EH,
FRNIZIET 2 v v~ 7 (B x) & LT, 118 1500mg % 3 3 [E G T 4 8]
T, 60 LA BT THRIEEET 5, T Ok, IFRMBIEIETIE, T a1~ T
(Bl z) & LT, 18] 1500mg % 4 BT 8 [B1E T, 60 RILLE2T T
SEERET 5, 7272 L, KE 30kg LLFOSHEO 1 B G-I 20mgkg ((KE) &7
"y
(U R 7 W FE FER s g )
HNA k7T UHE (BCG) &EDOPFHIZEWT, @, RAIZIET 2 v v~ (i
Infftz) & LT, 1181500 mg & 4 MR T 13 BIE T, 60 4Ll BT TR
WfET 5, 7272 L. KE 30 kg LT OGE O 1 Bl 5813 20 mgkg ((KHE) &35,
BAE R ¥ H T AN T RIS




2. AFIORE, EREEF

TanN~ T (EeH#z)  (BLF. TRA ) 1X. & b programmed cell death
ligand 1 (PD-L1) (Zk[92%%E 7/ n7 V> Glk (IgGlx) V727 7 A0k Mit /) /o
— T AHERTH %,

CD274 (PD-L1) 1%, AEENIZEWTHREIRSMEICHEE L TH0 | EE LY
VoNER (T ARG, B AR OV TF 2 7% 7 —T Hifn) FICHELT 5 CD279 (PD-1) &
NCD80 (B7-1) L fhA L, M & 2 AIZHIET 25 &5 2 54T % (Annu Rev Immunol
2008; 26: 677-704, Blood 2010; 116: 1291-8) , F£7=. PD-L1 |%, fE~x OEERIC S5
BLLTWSZ & (NatMed 2002; 8: 793-800, J Immunol 2003; 170: 1257-66) 2315 X4 T
Y. PD-L1 & PD-1 Z 41 L7-#RBEIR, MEEFHING S HURRF A0 72 T M & O BB % %
RS 2HFDO—2 L LTEZLN TV,

AH1Z, PD-L1 OFFAMERICHES L, PD-L1 & PD-1 OfEA & HET D 2 L%IC X
D BAPURRRRA e T AR OIS EIE 2 08 L, B O Z I35 ¢ 51 5
nTW5,

AANOVERRSFZFES BEEORIERISIZ X Z2BWERZER H &b, HE LTI
EDLAREMEDN D D AAIDOF G H RO E#ITIT, BEOBIZEZ 02TV, BENR
D BV AT FBL L2 RUTIE U7 S MR 22 Fak & R BR & RO E AT & s L il
G172 8RR W 2 ATV I OSIERNC X D EIER N RO 256 101E, fIBRE RV
EUAIOBGEOREY) I AE Z 1T O ERD B,



3. BEREE
JBE I (2 35 1T DA - IR A BT K OV U R 77 5 J FE IR P F s oD 7K RR R | 2 A
AT o T2 B2 WEIRRBR OGS &2 7~ 7,

[G2hE]
O [EBSLFEFE AR (NIAGARA 7-5%)

i IR E D (MIBC) (2% 2 25 (b PR IERE SO TARIERIERE D720 ARIGHY

BBt 2 REERIT OGS & 72 5 BRI T2-T4aNOMO Xt T2-T4aNIMO & MIBC H#H™

(WHO/ECOG Performance Status 0 3% 1) 1,063 5l (HAN 121 flzETe) ZxIBI,
WAL & L TARI? 27 Ao 2 R (LT, 1Ay ey )) 3 A7
F B LR L, 2O%OMBMERE L UCORAM 2 B 5 L7254 (RAIDF
MEES33 B LAARN 62l Gie]) &, IATMUIFRIEEL LTI LAV 2 B+ AT T F
VR RO LI2GA GarHEEE 530 ) [HARN 59 filaEde]) OfAMMER VL2
Et L7z,

FEEHIEH O —-2>Th 2 B ML H e 7w 33 S ym B A B 1o L 2 B
AN MBI (BUF, TEFS)) ((PRE [95% (58X H]) (433 koA~ k) D2
[a] B o> R EAT O F1d . AFIGHHEET NE™ [NE~NE]. %MEEET 46.1 [32.2~NE]
A THoT (NP — R [95%FEX ] : 0.68 [0.558~0.817] "¢, p<0.0001 [J&5] log-
rank fRE. AEAKEE (W) 0.04123], 2024 4F4 H 29 AT —& Ty b A7) 7,

*1 : ESARIFE Y American Joint Committee on Cancer Ji #1038 (58 8 i) (2D <, FMRMRA S ITHla®
THER S (B ERROIRE 2 FR<) ORKE R G AR B F Rz & QR B F R o #i
W7 24 7) BEENRE L,

*2 : HTRIAEBLEE 3 A 1A 7 & LT, 1 HBICAA 1,500 mg & 4 1 7 L5 LTz,

*3: 7 LT7F=r27 VT 7 A 60mL/min BLEDEEITIX, 3HEME 1AL LT H1HBBIZS
LT ZE L 1,000 mg/m? & AT T F 70 mg/m?, B8 HHIZY AT B 1,000 mg/m? % 4 A
NG L=, 2L T F =22 YT F A 40 mL/min Bl 60 mL/min A0 BF 1L, 3 BB 1
AL ELT, H1 KO8 AR ATHZEY 1,000 mgm? & AT T F L 35 mg/m? % 4 A
I NG LT,

*4 ftEABNEE 4 WA 1A 27 e LT, B 1 HBICAR 1,500 mg &k 8 Y1 7 Vs Uiz,

*5 : HEERRE (BT, [EAR)

*6 1 A EIKYEICKIIG LT2 95.877%E 48X 1% [0.554~0.824]

*7 : BFS @ 1 [8] B O W RfENTZ ICCKET S 72 IRBR M R 12 33 < MR R



10 - EFSch sl (B [95%C1]
FFHEE  ME[NE~ME]
R 460 [32.2~~NE]
FvHF—FER(55% CI) 068 (0.558~0.817)
0.8 1
:?
~ 0.6
oy
-
=
= 0.4
=l
P
=
0.2
0.0 1
| | | | | | | I | I | ]
o & 12 18 24 30 36 42 48 54 &0 66
i1 Nl =)
At Riski WIEARUT SO (5)

FEMFARE 533 454 3Be 348 330 32 255 180 115 32
ofEEE 530 416 343 300 281 259 214 159 94 24 2

1 BB TSP RHE TP SRR ERESBIEIEIC L 5
EFS ® Kaplan-Meier iR
(202424 A 29 BT —F# W v A7)

@ EBILFESIAHERE (POTOMAC R5R)

i @ FE IR MRS (NMIBC) 1Zxd 5 25 IERE T BCG BEBENE AL D 72
WiE U A7 NMIBC 4™ (WHO/ECOG Performance Status 0 X1 1) 679 5 & %4212,
AHI &2 BCG™ O L7e e ORAIOFHRE 339 5l [HAAN 58 filmde]) & BCG™ %
B U556 (RHIREE 340 6 [HAN 58 Bl & & de]) OFMMER NEEMEEKETL
72

FEEHMIIE EH Cod D108 Y A E S £ 2 A7 (LU T, DFS) (i [95%
EIXHE]) (165 DA X ) (%, AAIPFHEE T NE® [NE~NE], *tH# T NE [74.0
JIH~NE] Th U | RADFARHIRHREH X UG EICEBRIERE 2R L (NP — R
b [95% (5 #EIX ] : 0.68 [0.50~0.93] "', p=0.0154 [J&5!] log-rank fRE. A E/KUEE (]
M) 0.0317], 20254 A3 HT—% > h47),

*8 RH 30kg TH Y HHRFEMICHER S NS Y A7 NMIBC OFBEEExRE Liz, @ U A2 NMIBC
L%, OT1, @high grade #5 L < IS HI BAELFE DS Grade 3, @ LEENIE, SUT@Z A DA
DR KIEBEN 3 cm BLEOWTNMNITHEY T D NMIBC & EF% Lz, BEMENENEEEZ STV
RVWEBE LT BEIC BCG BENTEAERELEZ 2T T WU EIC BCG #5231 TR
B LD B AR A~ OFANE TIZ 3P L7 BT & ER LT,



9 4WE 1A 7L LT, B 1 HBICAA 1,500 mg 2K 13 91 7 VS5 LT,

*10 : BCG # (HARTIXHM8 BCG BEREN A [HARRE] 2 M) OBRRARZEAFE S LCHE 1 [,
6 HMBEMENEA Licth, MERRRIEE LT3, 6, 120 18, KU 24 7 HIRER T 1 [Bl, 3 3 IR
WNEA LT,

*11 : A EAREEICKIE LTz 96.83%EHEIX 1L [0.48~0.96]

1.0 o
0.8 9
&
g 0.6
=
2
& 0.4 - DFSesfE (A) [95% ClI
— R E R NE [NE~NE]
gt NE [74.0~NE]
0.0 4 NF—FE[95%CI] 068 [0.50~0.93]
0 +
I 1 Ll 1 |l 1 1 LI | 1 1 1 |l LI Ll I 1 1 LI
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80
i3 H|{FH i
s e AR S OB (5)

FAIGHATE 339 312 297 289 282 274 262 252 248 235229 226 220 199 166 145 103 64 26 9 0
POEEES 340 316 298 283 275 266 258 252 246 237 233 230 225 204 166 150 92 53 20 8 O

2 IR EMOFAMIZ L 5 DFS @ Kaplan-Meier iR
(2025 4H3HT—% By b4 7)



[Zzpt]

O EELRFEIHRBR (NIAGARAGER)

B EFLIIAAIOEES27/530061 (99.4%) K OKFHRHEES25/526051 (99.8%) (278D Hi
oo WTNDDOIRBRIK L ORREBEARN B E CTE WV EERS (FER) X, Thth
502/530%1 (94.7%) e 1M487/52645 (92.6%) ([Zi8& B AL, £ D 5 HIET il (Grade5) (3,
ZNZEN3/53061 (0.6%) KLUB3/5260] (0.6%) Tholz, WTINOEGRETRILEN
5%LL EORIERIZTRD LB Th o7z,

Kl DT LOREH TRARNS%ULORIER (REMMITHRER) (NIAGARARER)

FEBIRIE | HEAGE Bt (%)
(MedDRA/J ver 26.1) AFIGEREE (530 1) STHERE (526 651)
4 Grade | Grade 3/4 Grade 5 4> Grade | Grade 3/4 Grade 5

2REIEH 502 (94.7) | 215 (40.6) 3 (0.6) 487(92.6) | 213 (40.5) 3 (0.6)
MEF LV /R REE

Uit A BRI E 132 (24.9) | 74 (14.0) 0 160 (30.4) | 87(16.5) 0

1fn. 125(23.6) | 32(6.0) 0 138 (262) | 49(9.3) 0

M N iE 51 (9.6) 10 (1.9) 0 55(10.5) 16 (3.0) 0

H ifn BRIS A iE 29 (5.5) 3(0.6) 0 35 (6.7) 5(1.0) 0
P MR

FOPR IR RE A T 52(9.8) 1(0.2) 2(0.4) 0 0
Rt X Ok E

BRRDE 107 (20.2) 1(0.2) 110 (20.9) 3(0.6) 0

insg/t SSAVIN ¥ 33(6.2) 1(0.2) 37 (7.0) 0 0
PR R E

R A4 34 (6.4) 0 28 (5.3) 0 0

Ktk = 2 —m /35— 27 (5.1) 1(0.2) 25 (4.8) 0 0
His L Ok EE

Hg 33(6.2) 0 39 (7.4) 1(0.2) 0
MR ER, MaElds K ONERR IR E

Loo< Y 31(5.8) 0 33 (6.3) 0 0
B IR E

G 258 (48.7) | 5(0.9) 0 229 (43.5) | 5(1.0) 0

(LA 97 (18.3) 0 0 84 (16.0) 2 (0.4) 0

M - 78 (14.7) 5(0.9) 0 62 (11.8) 0 0

T 47 (8.9) 3(0.6) 0 37 (7.0) 1(0.2) 0
B ¥ K OV T AR kR 7

E52 50 (9.4) 2(0.4) 16 (3.0) 0 0

% ) FERE 48 (9.1) 0 8 (1.5) 0 0




FEBIRSIE | HEAGE Bt (%)
(MedDRA/J ver 26.1) AFIGEREE (530 1) STHERE (526 651)
4: Grade | Grade3/4 | Grade5 | 4 Grade | Grade3/4 | Grade5

i EIE 46 (8.7) 2(0.4) 0 55(10.5) 0 0
— % - BEFEERS L OGN ORE

it 164 (30.9) 6 (1.1) 0 148 (28.1) 9(1.7) 0
) RE 68 (12.8) 2(0.4) 0 72 (13.7) 2(0.4) 0
sy 30 (5.7) 2(0.4) 0 21 (4.0) 2(0.4) 0
R A A A

U HRER B 74 (14.0) 36 (6.8) 0 69 (13.1) 34 (6.5) 0
Az v F =N 48 (9.1) 3(0.6) 0 47 (8.9) 2(0.4) 0
1R 31(5.8) 13 (2.5) 0 35(6.7) 14 (2.7) 0
TI=vT 2 hTUA | 30(57) 4(0.8) 0 28 (5.3) 3(0.6) 0
7 =7 —EHN

I I ERE e 23 (4.3) 7(1.3) 0 33(6.3) 6(1.1) 0

Fo UUTICEEE S A2 S O RITERRBURI OEEHE R 2~ AFIDFHBRIC BV T,
MM 7 61 (1.3%) . KIGZR 6 B (1.1%) . EED FH 2 1 (0.4%) . FFEERER
JHF2 30 il (5.7%) . FRBRFSREAR TE 52 1] (9.8%) . FUIRIRERE TTHESE 22 1] (4.2%) .
R REREE 2 6 (0.4%) . FEMEHEERETE 3 61 (0.6%). EEE (REME-ERE) 56

(0.9%) . 25 3 %1 (0.6%). LonZE 141 (0.2%) ., BEIEFBIEIE 141 (0.2%) . FhkefEE

(XZ7 > « NU—JEEREEZETe) 76 (1.3%). infusion reaction 7 51 (1.3%) . F#Z 1

(0.2%) . FEAMELFHERIBME 1 6] (0.2%) 238D L, £-, w{bMEEER, 18
PEIRIPT . So M/ MR E . e, BRSO R JERETE . ARIFEREE . WHILE 22 fL. B
FAARIE M OB XFR D B o Tz,

@ [ERELFRFIAEREE (POTOMACHER)

A EFGITARANOHEE325/33661 (96.7%) K OSKEHREE307/33961 (90.6%) (278D HiL
2o WTNOAOIRBRIE L ORREBEREAGTE T R2WEEES (BIER) X, 21 Eh
298/336f1 (88.7%) M U245/339%1 (72.3%) ([ZiB®H BV, £ D H BIET ] (Grade5) 1%
WTNORETLIRD LR T2, WT DR GEETHRIENS% L EORIERIZT
RDOLEEBY TH-oT,



£2 VTP OREH TREARNS%ULORIER (REMMITHRER) (POTOMACRHER)

FEBIRSIE | HEAGE Bt (%)
(MedDRA/J ver 27.1) AFOFHEE (336 ) *FIRRE (339 )
4 Grade | Grade 3/4 Grade 5 4 Grade | Grade 3/4 Grade 5

2RIEM 298 (88.7) | 71 (21.1) 0 245(72.3) | 13(3.8) 0
FEYIE RS K OV AR IUE

e JE 50 (14.9) 2(0.6) 0 55(16.2) 3(0.9) 0

PR B Y 35(10.4) 4(1.2) 0 35(10.3) 0 0
PN 3 AR T

FRCDR M e YT 31(9.2) 1(0.3) 0 0 0 0

TR RE A T 34 (10.1) 1(0.3) 0 0 0 0
B4 KOV Ak S

Z 9 FEIE 23 (6.8) 1(0.3) 0 3(0.9) 0 0

#%% 26 (7.7) 0 0 2(0.6) 0 0
B R dS L O ALk I

RA & 19 (5.7) 1(0.3) 0 4(1.2) 0 0
B L ORI E

FE YL bt 2 21 (6.3) 1(0.3) 0 8 (2.4) 0 0

Pl IR A 111 (33.0) 8(2.4) 0 107 (31.6) 4(1.2) 0

1 fR 79 (23.5) 3(0.9) 0 80 (23.6) 5(1.5) 0

BEIR 71 21.1) 0 0 69 (20.4) 0 0

PR¥EIR 17 (5.1) 0 0 14 (4.1) 0 0
—f% - RHFEEL L ORGSO REE

) 5E 17 (5.1) 1(0.3) 0 8(2.4) 0 0

957 28 (8.3) 0 0 13 (3.8) 0 0

FEE 40 (11.9) 1(0.3) 0 59 (17.4) 0 0
B A A

Y oR—PHIN 24(7.1) 14 (4.2) 0 0 0 0

F 7o LTSS S A2 B T RIER R BURI OEEHE R 2~ AFIDFHBRIC VT,
WVEMERR R S B (1.5%) . KAG%K 6 il (1.8%). BHEED T2 ] (0.6%). ITFHERERE -
JF4% 38 4l (11.3%) . FARARFEREAR FJE 34 41 (10.1%) . R BRERE TUEEIE 42 1] (12.5%) |
R B HERERE T 3 1] (0.9%) . 1 BLBEIRIP 1 451 (0.3%) | B (RIEMEE£%) 3 41 (0.9%) .
g 161 (0.3%) ., BHEDOREREE 146 (03%). MfRfEE (7 - SALU—JEERES
7¢) 3 %1 (0.9%) . infusionreaction4 i (1.2%). B 9 %l (2.7%) MO LTz, Fi-.
FEALPERRAE 28 T EfARSRElm S . Ok, BEEM M AE, MR MIBAE, K2k,
IREFEREE . THALE 2 FL, BRI RLARIE . BEIBEIE I OV BRI BRIBVDE 1358 D B v 72 7

272,



4. FERIZOWVT
IS Y A 7 EHEEE (RMP) (23D & ARHKI O B3 G 22 RTS8~ B ) (4
75%67}& X Thho T, RAIOFEGE WY BHZZW - FrE L, RAIOFTEGIC LD EHEE
RREWER 2Bl LT BRICRHS T2 2 E N ER =D LT OO~@ DT & 72 7 i
;K%wfﬁﬁféﬁﬁfkéo

O mEFITHOWVT

D-1 FiEd (1) ~ (5) OWVTNNITHEYT Hlix ThHDHZ L,

() EAEFBREDRET D03 A HERERL SRS (FRIE RS A RS HE L SR
HiE A3 A RSB ISR, MUY AR 7R &)

(2) FrEMRERPL

(3) FRESFRAEDEET 2 03 AT (DS ARIREEER ERbT. 03 AR
W 1IEBE. 2 AR R e &)

(4) S RACFERIER 2% E L, S RIER LA R 1, A RIER L FFRER R 2

TSN SRR SR R 3 Ol e YEICAR B B H 24T > TV B il
(5) PrEMERE A AL & BRAINGE O i 3% FUE 4R B Jm 21T - TV D fitiak

O-2 BEMeEE Db F5E K ORIWE RS BUR O XIS IZ+- 77 72 505k & R A Fr o= (P&
DWTINCEEHE T HERM) 23, YR OARANCRET 21RO ETE & L ThE S
NTNW5Z L,
#
- ERIG RS 2 FEOMMIHEZE T L72R&IC 5 UL EONR ATRR D EERIHE %2
fToTWbHZ L, 55, 28D ET, BAERYIREZ L LRSS OMHE 217
STWNWHTZ &,
- ERIG RS 2 FEOMMBHEZE T L% 4 L1 EOWRERBZ O RGAR R
AL TWDHZ L, 96, 2400 BIX, BB DD A SEMIRTE 2 5 Lo D3 ATE IR D RRIR
HHEZITo T WA Z &,

@ BRENOEFKHEFERERDOEHIZOWNT

EEGERERICIEE T 2 TE PR E S, REEEENS OFRE D, ﬁxﬁi @7
R i%ﬁ’]fﬁ?&@”‘sffﬁ&()\l:ﬁﬂﬁfr Ixbd D IR ML, A EFRNRBAE LA OWE
EBFEDNHCDIATON D ERHINFE S TnNDH Z L,

® BHWER~DRIHIZOUVNT
@-1 fEgkAkHIZBE 4 5 B

F‘ﬁ’f’fﬁﬂﬁr BEOEBEZBEWEMANIA LIBRIC, 24 REMZEIEHIO T, Yi%iisk X
[T X3 T d b S 1AM %’uéfﬂw:”lffﬁﬁﬁ (2 U CABREHE KON CT 20 IEH ORI &
E?‘m@@rﬁ%%z)é HHIZE G, B BICRISATRE AR 3 - T D Z &y

10



@-2 ERMEFE L DAEERMNCICET2EMS

DN AR B 2 ik B OB RE A2 9 D IR HE DNEER =X U v 7
EEOIERDOAY V—= T E2ITOERE & HREZ LA TE 57 — ARG
SN TWbZ L, k. BHEKEICOWT, DABRE L ZFOFBICHFSICEmENT
WhHZ L,

@-3 BHER ORI ICBI LT

RUWER (FEMEMZE R, IHSREREE - TR - MR 2, NS (FR R EE
P, EIEHRREREE . MEAHERERT) ., BEE (REMEX%) . infusionreaction, K
W% « EEEED TR, | BUBEIRIFE, AR - AR RVRIE . (O 2, EIEAN M I0E . BRI
o M I IR iK%, BLEE O B IR | IR E (7 - NIRRT |
{LFEO R O BWELF P ERIBUDE . THALAE 22 L, R, JRIFERES, MAEREE) 1Txt
LU C. Yazhtiak ST B R O B 2 9 4 Al & s U (RITEH O ZWr-oxt it
WL THRER X EEZZITONAEMEICH D Z L), BHHITHEIZRLE N T E D40
NEESTNDHZ &,

11



5. REMBRLLRDBE
(A2 B+ 5 F ]
@O  IRIEAIREBE SRR 23S & 72 D MIBC BBEIZRB W T KA S A 2 e vy
AT T F L OO X DINATAB RIS M OAA B 512 & S g i Bh ik o
BEIMEN RSN TS,

@ \YAZNMIBC BEIZENT, AHlE BCG L OG- OEIEI N REI LT

Do

*: POTOMAC FREBRIZEBNT, LTOWT NN T ILENEY R 7 LEEINT 5 ~—U%
W),

e TI

e high grade XITHAREFHIFAEE S Grade 3

o L

* L38O FFE DI KIELEEEAY 3 em L E

® FRACIEN T 2 AR OB K O I TS Tl AR OB SWEASHE S ST H

59, ARANOEGRGR L 725720,
. OXITQTABIDOH NN R KTV MO HLEMEER] & O 5

(2t BE4 2 5]
O TRICEYTIBEEICOVTIHAFOEENEER L SNTNEZ 00, B 5E21T
DN b,
. AN DRIk LIdBUE DB D & 5 BF

@ RFEATOFNIZI DT FRACEE S T 2 B I2 W TR, AR OB 1T HERE v e
M, AMOIRERIRE D 72 WG AR Y . EEICARZERT L2 2BE T 5,

. RV MEE B (g 2 &de) Db D HBE UIF OO H 5 B
. FRE PR R A C R R & 3R 6 D FBE e OV i 2% 55 0D Jifi | 2 RJEME 22 23 A

Y (+¥5¢ 3
. H O R OA B U IR 223 U IXFFEIED B LR R 8 ORBEERED
oo HAE

. ECOG Performance Status 2-4 1 @ g3

#1 ECOG ® Performance Status (PS)

Grade

0 =< e TEBN T X 5, FMRl L R U B HAEAHIIRZR <ATZ 5,

1 PRIICI LOTEBYEHIBR S 543, ATWRE T, BEERIE > TOMERITIT S &N TE D,
Bl DR E, EHIEE

2 HATAIRECH YD F DEIY O Z L3 R TRBELEMAERITTE 2, D 50%2 BT~y ATl 2,

RONTZHSOHEOREY OZ L LT, HFD 50%LL EE Xy R+ Cilm =9,

4 E<ET RV, BOOFDEY O LFE TERY, Ry FhR Tl I,

12



6. BEICELTHEETREXEIE

O WA CES IO, JERTEEE NIREET 2 B RHE 2 IS & ARK O e K O 1
RO DB R ERE I HME L TR+ 2 L,

@ IBEBMBIZHESL D, BE UIF OFBEICA IR a2 +3H L, FE 525
TG THZ L,

@ FREWEHADO~X Y AL MZHOWNWT

B MEE R (TR & te) 3 Hbd Z ENH 5D T, WIHER
CEEIAU, DROR RS k. FEENE) OREEE N O XA o s . Bl
PHSICATO 2k, Fo. MBS UTHECT, i~ — 7 —%DOM& % £
TAHZ L,

infusion reaction?3® Hi 5D Z LN H Y | 28] H LA O ARHFIF 5-KEIZ § infusion
reaction3 & H iV DH Z & b D O T, KA GRHIZITEREIEE OREEZ 5512
#2245 Z L, infusionreaction3 i & LI GAITHE U 2L E 21T 9 & & BT,
FERDNEE 3 2 £ CREDREBL +2ICRT 22 &,

FOR RIS RERE . BB RERSE E R O T BARERERH D OND Z LB H DD
T ARHIE G- B AART K OB 5B P I XE IS N WS RERRAS (TSH., #EHET3,
WERET4, ACTH, [H 2 /vF Y —VEORIE) 21TV, BEOREZ 75108
BY5Z b, ¥, MBS U CEHBRESEOERLEET D L,

AFNOBHIC X0 | WEORIEICTER T 2 &5 2 bk~ 7R BN e
DoHOLOLNDZ ENRDH D, BlELEHmITITV, BENFEO bNTGEITIE.
JE DGR L HEWER O%BLEZBE L, @URENZW 21T 2 &, BE
DEIERISIZ L D EWERAR DN 255121, AR OG- OKREE, Hik LA
ERERNVE HIORGELZERT D L,

B G T % BORRKI OB H#6E L T bREWERPR RIS 2 Z L0 H 5720,
AR OBERTHIZORIER OB H2ITEET DT &,

AST (GOT) . ALT (GPT) . y-GTP, B U LB VD %211 5 AR E
o, BEALYEIRE RO B D Z &2 5O T, AFIE 5 BIGHT & O 51
FIIZEBIRI T R A 21TV, BEOREL T2 BE T2 2 &,

RIVETFREMER R, REREBEREOEREENLODND Z ENH LD T, KA
PGB AR K O G- T E BRI B RE R A 24TV A OIREE 531
BETDHZ L,

VRIBEIR TSN & D oL, BERIFIES TV F—=Y RIZEBELZENHLHDT, H
e, ELD, MRS DORER O FEECMAEE O BRI SRS 5 2 &, RBERIN
WEEDNIZGEIZE, A A B2 B 53 5% OB RLEZIT S Z &,

" R

Ho|

@ NIAGARARBRIZIN T, RIGAUBER SRBRIT O Itk . w24 H H X128 4,
367 HICE D £ TIE24ME ., = DOHBILS2BEICH IO AZIT > T2 L 2%
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BT, AREE G I ESNCEG R TR OMEREIT O 2 &, B, AFlo#S
IXITRIAHBIRIE & L C4lnl & C, IR MiBhELEE LC8RlETcEd562 L,

® POTOMACEBRIZIS\VN T, MEAELEIM T HAxH36 0 A £ TIE3 0 A f, £ Ok
TRIIZHE > Com HBICAIMEDFTFM 21T > T e Z L 255, AFIERG HPILE
IR esimA, IR . R A, FHERAE CHOROMERZITH 2 L, b,
AFlOEEGIZ13EIETETH T &,

14



i 2

HEFERHEET A N1
Fan~T (BIEEFHEBZ)
~JE /N ~

TRk 3 048 (41848 AT
LA



Bk

AN e

X LI

ARHN DR, 1ERET
i PR BSAR
Higklc oW T

S EED O B ASY ey

BEICER L CTRET & HIH

P2
P4
P5
P15
P17
P20



1. iXU®IC

e DF NN « ZZRMEDFERMRE O T2 D121, IRA SCEZ ISV 2l E 2 23R
BND, 6T, IEOREREFOMESRIZ L0 FUKEIRS 72 & OHF 72 J R 1E A%
FERMDPEARBENDLHF T, 20 DOEEKNZ FICHLER BT IR 5 2 & PR
PR & 72 o TR Y RRIFMBGE S & YR O BT EE 2016 (CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHMERNEOMHRAORE(LHEZXS Z L L ShTnd,

BORERRE PRI, RBEERASRZ 2T 1 7 7 A VDSBEF D ESR & B 5 i
B RHD, 2O AR NZEMICBET 2 IERNH0EET 5 £ TOM.,
MHEIMOBEZMLSZIT 5 2 EnHIfF SN BT I LTERT S & &bz, mIfE
RMFEBL L 7RIS B 23t % & D 2 & DA fE /e — 8 O B i 7= 3 e BE CfE
THZENEETHD,

L7ei3o T, RAA KT A 0 TlE, BARBEES I E T LTV D ESIREN -
R RN EED & | DUT O E IS O it 70 8 2 HEE S 2 B0 b B e ik B 2
F RO EFREE T,

BB ARTA BT A %, MAIATEIE NEHE N EREIR O, AEETEAN B A
BRI 7o, — A EETE N A ARBRIRNBHE S, FEdREFTEEE A B ARfE 22 &k O
—MRFEETEN B AR ZRF 2 D106 LR LTz,

Kt L R AEIRS T a7 (GEIE TR Z)

KR LR DTN - UIBRARE 7R SR FTHEST O FE /NIRRT |2 33 1T 2 ARIB L B R 1k 14
DHERHFIE
BIBRARE 70 HETT « FEIE DI/ NI filipE
e NIRRT (2 S T D ARTRIT - AT R IE

KEERDAMERORE . (BIBRAREZR SR FTHEST O FE/ INHBEATIE | 35 1 2 ARTEII L U AR 1514
DHEFRHFRIE)
W RANCET 2 v\ <7 (Bisf#iz) & LT, 1A 1500 mg
% 4 BT 60 5 EILL LT CRifEEET 5, & 5T 12 7 A
EFTET D, 122U, 1KE 30kg LLTFOHED 1 EEEIT 20 mg/kg
(KE) &5,
(DIBRAREZ2HELT « T8 DO IR/ N Tz
ML AU A=T (BEEHIEZ) KOEGRYUEEREEA 2 5 oo bt
MRS A & OPFRICIBW T, BH . RAIZIET 20230~ 7 (BIa T
FHLz) & LT, 181500 mg % 3 BRI T 4 [0, 60 43EILLE2T T
SEEET S, TO%, FTalolwT GBETERZ) LT 1A
1500 mg % 4 FRMKET 60 3HILL B2 CrififE+ 2, =720, K
30 kg LT OEAO 1 BIEE 81X 20 mgkg ((KE) &35,

2




(FE/ NI 2 33U F BRI « s Bh )

TATAIBNIRIE Tl M OFUEMEIESAI & OPFHIZ IV T, BHE, A
37 2 b7 (B iz) & LT 11E 1500 mg % 3 3@ fHf#RRE
T4 LT, 60 7ML ET TRIGFHET 2, D%, IFERAMIIRIET
X, T oAb T (B z) & LT, 11E 1500 mg % 4 #H#H
fRT 12 [B1E T, 60 LA BT CHREEET 5, 72720, IRHE 30kg
LLFO%AEO 1 Bl#E5E1X 20 mgkg ((KE) &35,

B W 2 H T A NI ERAMASH

(2%E)

LAY A~T B OZEESUIZNE, FHELKOHE
SRE TN - GIBRARE /e EST « TS DI/ N A e
FEROHE : T a b~ T GBRIG B Z) & O EARIUEMEIEEA 2 & Tefh O HiEE
JEA] & OPFFICRWCUBE  RAIE L A Y A~ 7 GBI F##ez) & LT, 1[0 75 mg
Z 3 JAMMNET 4 [8], 60 ML LT TRIEFHET 2, 20k, 7T HMOMREA %22 T, |k
LAY AT (Efaf#Hiz) &L T75mg % 18] 60 5Ll LT CRfliiET 5,

HRARRBRIZ B 1 A AN O ]TE - BT 13, ERIKRGE) O (P5~) &R




2. AANDORAK, VERBF

T a7 (B z) (BUF TARA)) 1%, & b programmed cell death ligand
1 (PD-L1) &9 5%%& 7 a7V Glk (IgGlk) 77 Z2pe Mt/ 7 a—F L
ETH D,

CD274 (PD-L1) (. AEANICE W THURRRMEFIZHBLL TRV | EHkLcY
VSER (T HERE, BAIIEK OV F 2 7 0% 7 —T #ild) FICHBL4 25 CD279 (PD-1) &
U CD80 (B7-1) & L SIS E 2 AUCHIE T 5 & & 2 54TV % (Annu Rev Immunol
2008; 26: 677-704, Blood 2010; 116: 1291-8), F7=. PD-LI %, ffix OEEMIIC b FEH
LTCWAZ & (NatMed?2002; 8: 793-800, JImmunol 2003; 170: 1257-66) ¥ Z41TE
V. PD-L1 & PD-1 Z4 L7 #RBKIE, NG HIRL S HURRF A 72 T AR & D B8 4[]
WS LEFEDO—o L LTEZLNATND,

AFNE, PD-L1 OFIEAMERICHES L, PD-L1 & PD-1 Of5&E2HETH 2 LS X
D AP T AR ORI BTG VE 2 08 U, IR O Z I+ 5 &5 25
TV D,

AFNOVERMFFIZ IS B ORERISIZ L HRIERZEN & b b, EE LTI
EDHAREMEDN D D, AANDOF G R OB E#ICIT, BEOBIEZ 01TV, BENR
D BV AT FBL LI RUTIE U7 MR 22 Fik & R BR & RO E AT & i HE L il
G172 BRI 2TV, B ORIERSIC X D EIER N SN 2 HA 10T, B R E RV
EUAIOBGEOREY) I AE ZIT O LERD D,



3. ERPRARE

YIRS RE 72 R FTES T O FE/ NIRRT |2 38 1 D ARTERI L2 e R 1 O #ERRIRE 1)
FRANHE 72 ETT « I8 O FE/ N s K ONFE/INHAR AR | 2 38 U DARTRIT « A4 i B s oD A&
SRR R 21T - 7= B2 B R BR O g 2 R 1,

[ 2]
O [EHEEERIFMFERER (PACIFIC 55%)

D bl 2 YA 7 D AR W T ARG L R 515 | IR B T 3R
D B Do T UIRAEE 72 R FTEST O FE/ Nl ia i 25 (WHO Performance Status 0 X
i1 713 B ORAIRE 476 B, 77 B2 RRE 237 61]) (AARN 112 6] [ARAFIEE 72 651, 75
BAREE 40 ] 2 ETe) ARRIT, ALFHONBRIER T4 42 B UANICAA] 10 mg/kg £
X7 7R oG 2E L, 2 HEME CIF, TQ2W)) TRIEFEHE L & & DF%)
PR OLEMEZ G Lz, FEEEE Th 2 PO flEIc L 2 B EAF RN (LLF,

PFS)) (Il [95%IEHIXH]) OFERIZ. AFIFET 16.8 (13.0~18.1) B H. 77
TARBETS5.6 (4.6~78) WA THY , AANTT 7 BRICKH LHFANICHE R IER 2 /R
L7z (N — KE0.52 [0.42~0.65], p<0.0001 [J&%! log-rank ¥7E]. 2017 4£2 A 13 H
T—=FHy NET),

b Median PFS (95% Cl)
0.9 A H 16.8(13.0, 18.1)
0.0 F5uR 5.6(4.6,7.8)
s A — FE(95%CI)  0.52(0.42, 0.65)
m 0.74
- SRS
4 o054
# 0.44
Q
0.3+
= = '~ao._° -
8.8 e T e e
0.1
0.0 o
T T T T T T T
1 3 12 18 10 2 24 7 30
READSHISOHM(B)
Number of patients at risk
Month 0 3 6 9 12 15 18 21 24 27 30
35%‘] 476 377 301 264 159 86 44 21 4 1 0
A4 237 163 106 87 52 28 15 4 3 0 0

1 HFIHEEIZ L D PFS OHEEMTRED Kaplan-Meier HifR

T, b OO EEFHMEER Th HEAFHM (LI, T0S)) (hdefl [95%(51H
X1 @ 1\ 8 OFEENT (299 ED A X ) OfE R, AFIFET NE® (34.7~NE)
A, 7T RAEET28.7 (229~NE) ZATHY, AFNLT 7 BARICK LIEHFRICH
BRMER 2R Lz (0N — REE0.68 [0.53~0.87]. p=0.00251 [J&@5H] log-rank #E. A&



KYE ([@E]) 0.00274], 20184E3 H 22 HT—% > A7),
o HEEAREE (BAF. KR

11 Median OS (95% Cl)
KH| NE (34.7, NE)
0.1 5 IS5tk 28.7 (22.9, NE)
. NH— Kt (95%Cl) 0.68 (0.53, 0.87)
08 1 -
= T
£ o7
7
2 06
a T unsm,,
0.5 Poa
) Hk'..'a
L LI O J TPCT y A [PY R R D |
0.4
0.3
0.2 1
—FH
0.1
----- PARHN
0 . r . - - . - . : . . . . - .
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Number of patients at risk 4 1 2 B (h S0 #AR(B)
A 476 464 431 415 385 364 343 319 274 210 115 57 23 2 0 0
JS5tHR 287 220 198 178 170 155 141 130 117 78 2 21 9 3 1 0

X 2 OS D EIfEITE D Kaplan-Meier B

AANBEEM 112 6] CRAIRE 72 61, 77 BREE40 B1) O PFS (PRl [95%(5H4
X)) IIAKIEETNE [109~NE] B H, 7Z7BAREETT7.2 [2.0~18.6] B H (HF—
R 0.49 [95%ZHEX M : 0.26~0.89], 2017 4£2 H 13 BF—& v b4 7). 0S (F
B [95%(FHEX M ]) 1%, AAI#ETNE [NE~NE] # H, 77 v R#ETNE [NE~NE]
WA THoTz (NP —RE 096 [95% (XM : 0.48~1.92], 2018 4E3 H 22 HF —#

Ty hAT),
1 Median PFS (95% Cl)
AFH NE (10.9, NE)
08 PAEE 7.2 (2.0, 18.6) 09
N — FH (95%Cl)  0.49 (0.26, 0.89)

08 08
£ 0 CI)
1 #
% o8 # os
p A
"‘ e e
5 05 05
“ o4 04

03 0.

0.2 02 Median OS (95% Cl)

p— p— H NE (NE, NE)
otq| i 01 o I35k NE (NE, NE)
&l AL NH—FH (95%C1)  0.96 (0.48, 1.92)

0 0

0 3 6 9 12 15 18 21 24 2 0 0 3 6 9 12 15 8 20 24 27 30 3B B I 42 &
Number of patients at risk EEAR o0 MR (B) Number of patients at risk B D50 W (8)
#H 72 59 51 47 A 27 19 10 3 0 0 £ 7 1 68 67 63 63 61 58 57 49 2 21 N 0 0 0
7544 40 2 21 17 14 9 6 1 1 0 0 7504 40 38 3% 34 3 R 3N 30 20 23 5 9 5 (] 0

X3 BARABELEEICZEKIT 5 PFSK VOSSO FEAEHTR: DO Kaplan-Meier HfR
(EMX : PFS, £K : 0S)



(PD-L1 FEHLR DR O A0 Je Oz 42 E)

VNN

R4

A2 IAHERER (PACIFIC #ER) ([THAANLLNTZEE D S B EEHR Iz

T PD-L1 Z%81 L7 @S MIa 50 281G (LUF, TPD-L1 J88L=R]) (2R 215 Hm T
BT OERE DT — XIS & PD-L1 RBBURBNIRB NN 21T > T2 90 &
OLZEMOFRERIZLLTO LB Th o7,
HEHMEIZEI LT, PFS XY 0OS DWW T IULUZEBWTH PD-L1 FBEEMIWNEE T TR
BT D ARKIBEDO N — RN KR E L RD2BEAARD Bz (K 4), PD-L1 B
D3 1%A & OY PD-L1 FBLEN 1%L o BFEMIZIS 1T 5 0S @ Kaplan-Meier HifR 1T
K5DEED ThHoT,

728, PD-L1 ORBERIZL 5T, AFOLZEMT a7 7 A /VIZFERETH - 7=,

A BRI PAER (%)
A I5tR
EX: 3 1Gi) B == 214/476(45.0%) 157/237(66.2%)
PD-L1 TC 225% ——— 48/115(41.7%)  31/44(70.5%)
PD-L1 TC 1<-<25% —_— 38/97(37.1%) 28/47 (59.6%)
PD-L1 TC <1% —_——— 49/90(54.4%) 40/58(69.0%)
PD-L1 Unknown ——y 81/174(46.6%)  58/88(65.9%)
T T T v T
0.2 0.4 0.¢ 0.8 1.0

HR (95% Cl)

0.52(0.42,0.65)

0.41(0.26,0.65)

0.49(0.30, 0.80)

0.73(0.48,1.11)

0.59(0.42,0.83)

AN BRIP4 (%)
@ I3tk
21E%60 - 183/476(38.4%) 116/237 (48.9%)
PD-L1 TC 225% —— 37/115(32.2%) 23144 (52.3%)
PD-L1 TC 12-<25% [ —] 33/97(34.0%) 22047 (46.8%)
PD-L1 TC <1% e | 4190(456%)  19/58(32.8%)
PD-L1 Unknown —— T2174(41.4%)  52/88(59.1%)
T T T T
0.5 1.0 1.5 2.0

Xl 4 PACIFIC BRBRIZIIT D PD-L1 BEURHUHITD PFS KR OS D7+ VR FFua v b
(Z£% : PFS. AK : 0S)

o © © o o
o ® 4 o ©

—_—

e o o o
= N ow

154

it

0

A
T5eR

Median OS (95% CI)
NE (20.8, NE)

NE (27.3, NE)
/\— FH (95%Cl)  1.36 (0.79, 2.34)

........
......

0 3 6
Number of patients at risk

88
56

E=4)

IR

90
58

84
47

9

81
45

12 1%

65
43

72
44

X 5
(X

18 21 24 27 30 3 36
E DB S0 MECA)

56 50 45 35 20 T 3

40 36 35 21 1" 8 3

39

1

2 4

1 0

HR (95% CI)

0.68(0.53,0.87)

0.46(0.27,0.78)

0.60(0.35,1.03)

1.36(0.79,2.34)

0.62(0.43,0.89)

Median OS (95% Cl)
ESGi NE (NE, NE)
09 Ny Pk 4 29.1 (17.7, NE)
.., NF— KH (95%Cl)  0.53 (0.36, 0.77)
08
-
£ o7
7
# os
e "l-AnaA-.a._‘ ”
05 T
A‘l.u
-
04
03
0.2
— &
01
S SR e
0
0 3 6 9 12 15 18 21 24 27 30 33 % 39 42 45
Number of patients at risk EEDRADSO MW (H)
A7 212 208 193 187 178 1 165 156 134 105 62 34 12 1 0 0
ISR 91 81 75 67 64 58 52 46 41 29 17 7 2 0 0

PACIFIC BEERIZI1T 5 PD-L1 ZELRBLEITD OS d Kaplan-Meier HifR
: PD-L1 BHR<1%DOBELE., £FX : PD-L1 EHE=1%DBELEH)




@ EEILFESIFERE (POSEIDON #ER)

B2 PRIEIE D 72 W EIER A RE 70 4T - P& o0 FE/NHIIE i 2T (WHO/ECOG

Performance Status 0 X% 1) 675 ] (AHAI2+ FL AU A~7 (B ff#az) (BIF,

R AU A~T ) 24 Aaif 2 E it RE™ IRFIOFREE 338 ], AaefmaE
T bR B [P 337 f511] (A AR 49 51 [AAHIOFRRE 21 61, e 28 f5il] %
aie) AR, AHL ML AU AT ROESRA L ST FRIEEZ IR E LT
B D MR V2B E G LT,

0S (PRl [95%IEHEX M) (536 tEDA X ) OFEFIL. AFIPFHRET 14.0 (11.7

~16.1) B A, XEEET11.7 (10.5~13.1) B H TH Y | AFNIGEHBES S BREEC 5 L
FHNCHERBRIER %2R LTz (N — R [95%(E#EX[#] : 0.77 [0.650~0.916], p=0.00304
@5 log-rank ¥ 7E . A B /K% (W1H) 0.00797]. 2021 43 H 12 HF—% v b4 7)),

op 2 Jf H K

*1

*2

*3:

ARE30kg HTHY . ERHER AR (LT, TEGFR)) BfaEREMENORSEY [l

X —1 (LAF., T4ALK])) BhEBIETEEOBRENKTR E SN, 7272 L, R LR IE/ AL
BE YT Kirsten 7~ MAE Y A L AEEIGFAE 1T 7 (KRAS) o2 B0 8# 13 EGFR &
(BAERE VALK A BB TEROBRE L T LW 2 & DNFHR I,

AFI1500mg KR LAY A7 75mg #55 0, 3, 6, 9HEBIZK 1 BIRE L, Z20O%H 12 8H
D HAK] 1500 mg & 4 HEFE (BLT, [Q4W)) TEE Lz, /-, F16HAIZ LAY AT
75mg & 1 [E#E L,

SHE A1 YA 270 E LT, OZ7 U EZXEL (TL7 I B (41, 8. 15 H BIZ 100 mg/m?
HRE) +AVRTTF (B 1 HBIZAUCS L6 ##5), @7 avZey (1, SHHIC
1,000 mg/m? X1 1,250 mg/m?> % 5) +> A7 7 F > (51 A HIZ 75 mg/m? Z#5) #HLIFH
NRTZFv (1 HHICAUCS Xt 6 ##5) RELEEDOHR), XT@<A FLXtE R (5
1 HHIZ 500 mg/m? Z85) +2 A7 75> (B 1 HEIZTS mgm? 285) HLAIAIAVRT T
Fr (1 HEBICAUCS L6 2##5) GERYLEREDOHR) OWTNdE 4 A 7 5 Lz,
RBRETIE, MEEHWIESNTHESBIZ 2 P4 7 AVETEIMAME Lz, @A RLFER+H
SRIFP GHITIRENEIT L TRV ERIL, NA FLd B R (500mg/m?) MEERRE ORAIGHH
BETIZ QAW $e5- . SPHRRETIX 3 B UL QAW #5) 1ITBIT L=,

08+

06

024

00+

OS$kfE (B) [ 95%Cl ]
KF|+ FL XY LT

+ BENAHRLEEN 140 [11.7~16.1]
——————— BENAGRLEH 48 117 [10.5~13.1]
~H— K (95% Cl) 0.77 (0.650~0.916)

*

=l

...............

at risk3
R+ bL XY LT+ BEEAGRLEEER

o : 6 ° 2o w owm w  w  » 0w % 0w @ &
SEREGH > 0ERM (B)

338 298 256 217 183 159 137 120 109 95 88 64 41 20 9 0

BERAFRLEFESEE

337 284 236 204 160 132 111 91 72 62 52 38 21 13 6 0

Xl 6 OS ? Kaplan-Meier Fh#g

8



@ [EREILFEZF AR (AEGEAN )

BRI I, A & HIB (N2) O UIER Al ReZe 36/l fa i 5™ (WHO/ECOG
Performance Status 0 3/ 1) 802 1 (HARAN 79 &2 &) ZxfSIz, iTRifEREL L
TAAN & QA2 ST L FRIEZ PG L, 0% OINEBMBIEE L L TARKZ B
Mpeh L7eGa ORAIDFEE 400 6] [HARAN 37 Bl2ETe]) &, anic 7 78R E As
R & GTefbPRIE ORI S L, INBIC 7 7R 285 La GHBEE 402 41 [H
AN B ZGTe]) ™SO E ZatEa Bt Ui, 7ok, BB IC EGFR BisF
IEEBGE T ALK BlEEAR B DS R S V72 B3 OB ek & RiEkE & 9 5 FHEZS T 23
Thodv, FHEZERTNHEA A OV 5L B E TR IMERRAT R G20~ b Rtz O bk
Mg [EEITT M) AAIOFAEE 366 B, xtFREE 374 ), REMEMITIIZIE, 1k
BRI SE e G- S a7z 799 B (CAAIOFHIEE 401 i, s HEEE 398 i) Th o7z,

FEHREE O—2>Th 2 EM MNP RAHEI L D8~ MEFHIRK (LT,

TEFS1) @ 1[5 B o FRifitr ofs & (F Il [95%E X M) (236 R A~ k) I,
AFPFHEET NE 31.9~NE) 7 A, xtHREET 259 (189~NE) A ThH YV, AHIGFH
BRI RIS LG RMICH B RIEE 2R LT (N — Rk [95%EHEIXH] : 0.68

[0.53~0.88] 7, p=0.003902 [J&H!| log-rank fE. A EAKAE (FH) 0.009899], 2022 4
1MAIWHT—%Dy hE7),



EFS FR{E (A)[95% Cl]
— KEIGF NE [31.9~NE]

1.0 poiickia 25.9 [18.9~NE]

OpBERIHF 7\ 2\

at risk 4%

NY— KLt [95%CI] 0.68 [0.53~0.88]
(202211 B10BT—4 Ay b7F )

1 | 1 1 1 1 |

0 6 12 18 24 30 36 42 48
EELBEISOHE (A)

AHIGHARE 366 271 140 78 49 30 11 1 0

Sk R

*4
*5:

*6 :

*7

374 257 136 74 50 25 13 1 0

X7 SRTHISHRYEEIZL D EFS © Kaplan-Meier Bk
QIRENAI0BET—Zhy v47)

R JR #11% American Joint Committee on Cancer J& 434 (58 8 i) 12k <,

ETIC, BeAlZ S bRk L O T T AF 1 [E 1500 mg XIiL7 7R % 3 H@HEMERET
BR AT A7 VFE L, iR, AH 1 E 1500 mg X7 T R % 4 BRI TR 12 1 2
NEEH LT,

LD A - AR, 3EMEZ 1A 2708 LTUTOWTha s RIREN T2,

R EREIC R LT,

OZ7 U &xt/L (1 HABIZ200mg/m?) +HARFFF (81 HEIZ AUC6)

@7 avHEY (1 K08 HEIZ 1250 mg/m? (HATIEL 1000 mg/m?)) +> A7 Z7F > (51 H
HZ 75 mg/m?)

R EREICx LT,

@A RLFE R (1 HHIZS00mg/m?) +> A7 7F > (51 HHIZ 75 mg/m?)

@A MLEFEFR (1 HBIZ500mgm?) +H/LVR77F > (51 HHEIZAUCS)

7B, QRUBIZHOWT, BEMNPRERGE. VAT ITFnbHNVRT T F O A T
LE&NT, QoW T, FREREND DBEEIIT AT T F U CHEMEN 0 &l Sh - B
. PA 7V I MBIV RTTF o (1 HBIZAUCS) IZEEAREE S,

KBEEZEI D 1 D= b OO, HFERMERIEDORGIOY A 7 MZB W T TRAIN 1 a5
ST 1 IR, BT REM TIIARIOFRAREE LTl bz,
A EIKUEIT S LT2 99.0101%EE X 1% [0.48, 0.96]
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(224 14]

O [FERILFEFMFEFER (PACIFIC #R5R)

BEREGIIARAIRE 460/475 B (96.8%) M ONT T B AEE 222/234 5] (94.9%) 1258 &
iz WTNrOTERIEE ORREBRENGE TCERWAEEFR FEIEH) X, 2hth
322/475 B (67.8%) KON 125/234 fil (53.4%) (23D B, =D 5 HIETH] (Grade 5)
I, FRER 747561 (1.5%) KOR3/234 ] (1.3%) Tholc, WTIDORETHRELFE
2 5% EORIWERIZTRDO LB Thoto,

#£ 1 OTHLORETREED 5% EOBIVER (REMANTXRER) (PACIFIC RER)

EERIRE ) HEAREE BIEL (%)
(MedDRA/J ver 19.1) AFIHE (475 1) 77w R (234 f)
4= Grade Grade 3/4 Grade 5 4> Grade  Grade 3/4 Grade 5

2REIEH 322 (67.8) 56 (11.8) 7 (1.5) 125(53.4) 10 (4.3) 3(1.3)
PO WARE

PR B RE T U 30 (6.3) 0 0 3(1.3) 0 0

FOPR IR REA T 50 (10.5) 1(0.2) 0 1 (0.4) 0 0
B GRS

T 46 (9.7) 2 (0.4) 0 19 (8.1) 2 (0.9) 0

GBI 26 (5.5) 0 0 14 (6.0) 0 0
—f% - REEER L OGN OIRNEE

I 779 28 (5.9) 3 (0.6) 0 15 (6.4) 0 0

T 62 (13.1) 1(0.2) 0 26 (11.1) 0 0
AV PSRN <& i

AR 27(5.7) 0 0 7(3.0) 1(0.4) 0
ME 2R, MERFs & OVERR e

Mgk 25 (5.3) 0 0 4(1.7) 0 0

IS R 3 28 (5.9) 3 (0.6) 0 8 (3.4) 0 0

fitiliiss 43 (9.1) 6(1.3) 4 (0.8) 8 (3.4) 2(0.9) 2(0.9)
FEE 3 IOV TRk R

2 5 PESE 33 (6.9) 0 0 5(2.1) 0 0

355 37 (7.8) 1(0.2) 0 13 (5.6) 0 0

¥, UTICEEFEREZEORIEHREBUROESHERE R, AFFEIZBNT, M
BT R U Rl 2 5 Te) 66 il (13.9%) . HRAREREIR TE 50 51 (10.5%) .
FR I e TUEESE 33 151 (6.9%) | ITHEBERE T 20 151 (4.2%) . infusion reaction8 1] (1.7%) .
K2 2 51 (0.4%) . BEEED T2 1] (0.4%) . BIEE (FEEERE) 1461 (0.2%) |
1 BUHEPRIA 161 (0.2%) . RIBHEREREE 1 61 (0.2%) 23RO BN, £lo, Bk - B
RRRE . DR o, EUEFFEEAE, TR . Bk, SeE M/ MiE D E K OF
RFERBIIFR DO Lo T,

@ [EpSILFEFEMFERE (POSEIDON #Ek)
HEFEZIIAFIGERE 321/330 1] (97.3%) S OSFBREE 320/333 41 (96.1%) 12588 5
iz, IRBIELE OREBEBRPEE TCERWVAEFS BEIER) X, £ Z1 306/330 fi
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(92.7%) JTr298/333 f5il (89.5%) IZBD HAL, £ D 9 BLILTH (Grade5) 1%, EhE
AU 117330 6l (3.3%) &N 8/333 5l (2.4%) T o7, WITINDOEETIHELEN 10%LL =
DEWERIZTTRDO LBV TH -T2,

K2 WTNHIORETREEN 10% U EORIER (BT IREH) (POSEIDON ER)

FEAIR 1 HARGE B (%)
(MedDRA/J ver 23.1) AHN0F A EE(330 1) ST HRRE(333 B)
4= Grade  Grade 3/4 Grade 5 4= Grade  Grade 3/4  Grade 5

EIEH 306 (92.7) 171(51.8)  11(3.3)  298(89.5) 148(44.4) 8(2.4)
g3 LY 3 RkEE

Syl 144 (43.6)  57(17.3) 0 145 (43.5) 68 (20.4) 0

T BRI iE 96 (29.1) 53 (16.1) 0 75(22.5) 40 (12.0) 0

IR i 53(16.1)  18(5.5) 0 53(15.9)  17(5.1) 0

BRI E 42 (12.7) 9(2.7) 0 36(10.8) 12 (3.6) 0
Moy Wk

B B A REAK T 35(10.6) 0 0 3(0.9) 0 0
R L Ok mE

BHHR 69 (20.9) 5(1.5) 0 70 (21.0)  4(1.2) 0
Bk E

GV 124 (37.6)  4(1.2) 0 115(34.5)  5(1.5) 0

W 47 (14.2) 4(1.2) 0 40 (12.0)  4(1.2) 0

T 46 (13.9) 5(1.5) 0 35(10.5)  4(1.2) 0

R 27 (8.2) 0 0 49 (14.7) 2(0.6) 0
Befds K OV TRk 7

F3% 52 (15.8) 4(12) 0 10 (3.0) 0 0
—f% - EEFEFER L OB G OREE

%57 65 (19.7) 5(1.5) 0 62 (18.6) 7(2.1) 0

1 3 41 (12.4) 8(2.4) 0 26 (7.8) 5(1.5) 0
BRI A

TT=vT ) hTUAT 34(10.3) 4(1.2) 0 41 (12.3) 72.1) 0

= 7 —BHm

I R ERER D 35(10.6)  24(7.3) 0 57(17.1)  25(7.5) 0

723, LTI B EFE S 2 & TR E AR BUIRI OEFHE R 4~ 7, AAIGFHRICB VLT
AHIUEL R LAY A=T L OREBERAEE TE 2O HEMEMZEE 15 6] (4.5%) . K
52 16 5] (4.8%) . FEED FHI2 #] (0.6%) . WHILEZL 16 (03%) . HRER#EEE
B TFAE 34 1511 (10.3%) . FURAREEBETTHESE 21 6] (6.4%) . B HEREREE 6 61 (1.8%) .
THEAREREE 5 6] (1.5%) . 1 BUBERRAS 1 5 (0.3%) . AFREREREE - AT4 - f (kiR
BR A (14.5%) . BhEE (FEMEBRE) 2060 (0.6%) . fidk - BEUH BT 2 5]

(0.6%) . DR 14 (0.3%) . Sk Mg E 1] (0.3%) . infusion reaction 11
Bl (3.3%) . FEWELFPERBUE 1 B (0.3%) . EEORREREE 1 #] (0.3%) . fifkkE
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E(XFT L NU—SEEREZ ST 1] (03%) . e 171 (0.3%) . BES 761 (2.1%)
DR LN, F£7-. EIEMMEIE, SRR OURFERBEITR O Lo T,

@ [EBRILF N AHFRER (AEGEAN #BR, 2024 5 H 10 HTF—# B v h47)

A EFGIIARAIOHEE 387/401 1] (96.5%) K OKFHERE 379/398 il (95.2%) (278 6
iz, 1R L ORI RBEBRPGE TERWAEEFRER EIEM) X, £ Eh 224/401 41
(55.9%) T 180/398 f4il (45.2%) IZ@BD B AL, £ D 9 BILTH (Grade5) 1%, ENE
AL 6/401 B (1.5%) KXY 0/398 Bl Toh o7, WD DORETRIED 5%, EORIEA

IITERDOEBY ThoTo,
K3 WTNHIORETRERN 5%ULOBHER (ZEMMITREM) (AEGEAN 3ER)
TRERIRSHE | HARTE BIE (%)
(MedDRA/J ver 26.1) AHFI0F A #E401 1) T RRE(398 Bi)
4= Grade  Grade 3/4 Grade 5 4 Grade  Grade 3/4  Grade 5

2EIEM 224(55.9) 59 (14.7) 6 (1.5) 180 (45.2)  47(11.8) 0
MEE LY R REE

21 22 (5.5) 3(0.7) 0 25 (6.3) 2(0.5) 0
B RTA

FOIR IRBE AR T E 45 (11.2) 0 0 6 (1.5) 0 0
R L OseskEE

AR 20 (5.0) 0 0 12 (3.0) 0 0
H b

LD 25 (6.2) 0 0 32 (8.0) 1(0.3) 0

T 22 (5.5) 0 0 14 (3.5) 3(0.8) 0

fER 11 (2.7) 0 0 20 (5.0) 0 0
BeJ$s KOV TRk b 7

B 37 (9.2) 2(0.5) 0 21 (5.3) 1(0.3) 0

& 9 PEIE 29 (7.2) 0 0 6 (1.5) 0 0
—% - REFEER X O G OREE

1 77 i 20 (5.0) 0 0 22 (5.5) 2(0.5) 0
B R AT

TI=VT ) RT VAT 22(55) 2(0.5) 0 15 (3.8) 1(0.3) 0

= 7 —EHN

20E5 A 10T —4hy v A7

¥, LTNICREEERZ S 0REN BRI OGR4~ T, AFOFHERICBD
T, VMRS RS RRIilES 2 & de) 26 B (6.5%). KGR 2 6 (0.5%). Bk
(FIEMER ) 261 (0.5%) . NTHéREREE - T2 - BEARMEARAE 2% 47 61 (11.7%) . HIK
HRBEREA TE 45 1] (11.2%) | FURBRHSRE TTHERE 17 61 (4.2%) | BB HEREREE 2 1] (0.5%)
TEABEEERETE 2 61 (0.5%). 1 ALHESRHS 1 61 (0.2%) . Lk 161 (0.2%) . HEAER;
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J1E 11 (02%) . B2 1 61 (0.2%) . #fRFESE (¥ 72 « NU—JEBREREZ G Te) 4
(1.0%) . infusion reaction 4 {51 (1.0%). BEEDOFZJEREE 1 61 (0.2%) . B 2 51 (0.5%)
WO BT, £z, BEEDOTHI, R - BEUHRAIE, FEEEL P EREAE, H0E

Zefl, BEMEIE. SR RIS E R ORZFERES 1358 8 B Lo 72,

[k - H&E]

ARHN O RHE BN REFENTET V2 W2V I 2 L—3 3 2 X D | PACIFIC iRk D
BEEMNCAH] 10 mgkg 2 Q2W 3XUF 1500 mg & Q4W THG L7z & & D if iR
BEtEnrz, £, AFORE — KISHTrET A 2H0nEY I —32 a2 kb,
PACIFIC 35k 0 BE LI AR 10 mgkg 2 Q2W XiE 1500 mg 7 Q4W TH L Liz & &
D 0S BEFt Sz, TORER, AAl 1500mg Q4W BEEFFD Cohings 1. AF 10 mg/kg
Q2W FEGHFD Cuings & B L TIREZ R T & FRHISHIZH DD, 10 mgkg Q2W #x5- &
1500 mg Q4W % 5-& DT, OS ICHfER AR TR D b PRlah T, £/, K
#1500 mg Q4W FE5-HFD Coaxss 1T, AN 10 mg/kg Q2W R 5-FFD Craxss & FEHKE L T
R ETHIENTZH DD, PACIFIC RERIZEB W TAA] 10 mg/kg QQW #e5- L /=B D
T B OISR BT DIV o 7o 2 & K OERAL N i B
IZAHE 1500 mg Q4W £ 5 U 72 BRONRFE & & 222 & ORI R/ BIEIIRE S Di/en
Sl Z s, NI BF BT HAA] 1500 mg Q4W 5 13AK] 10 mg/kg
Q2W Bt 5 L RIBRICERFRE L B 2 bz,

# 3 PACIFIC RBOBFEEFMICBWTTFHIENT=AFD PK/XFT A —F

A& - A= BEH AUCss (ng-day/mL) Cmaxss (ng/mL) Crin,ss (ug/mL)
10 mg/kg Q2W 473 7633 (4695-11581) 365 (251-511) 160 (91.0-250)
1500 mg Q4W 473 8055 (4996-13326) 567 (400-827) 130 (65.4-238)

FfE (90% T . AUCs : EHAREICIS T 2 54 28 H A o> M3 i FE — IRpfE] AR T IRIAS . Coningss
TEHARIBIZ I 2 BARMTE TR L Cimaxss @ AETAIRBBIC I DMl PR (R T IR
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4. FEFIZOWVT

S U R 7 EEETE (RMP) (ZHED & | AHI D BEFE 22 MR BRIE B~ 1 1 4]
N LR T > T, AFNOTG P EG)REEZ2W - FrE L, AFIORGIZL D EE
IREWER 238 BL L T2 BRI T2 2 L A 272D LT DO ~@ D~ T Z i 72 7 fit
FRICBWTHEHTHXETH D,

O Mgz oW

O-1 FED (1) ~ (5) OWFINNIEZET DM ThHDH I &,

(1) BB REDGET 203 VBN SRS (BE IR DS A2 s HE L A
BE, HUEOS AR EERL SR PE . HUBS ARSI 72 &)

(2) FrEtERE T

(3) HBEAFREEDIEE T 2 M AZIEFESERPE (DS AR TR E T, 23 A
W 199, 23 ARSI EEHEE R B 72 &)

(4) IRILFRIEEZE L, SRS L RIEZIER 1. AORIES LR IEZ2 R 2
SATH KSR 3 OREaR IEICAR D i H 21T > T D fitiak

(5)  PUEMEREE AL T S EINE O fE % EIC AR D B H A 1T - TV B Jiti

-2 s DA R % & o 23 A SRR 15 K OVBIE F 38 BLHE O ef I+ 40 72 0
ik & RRBR A R OERD (FROWT IS T AERN) 2, Y2BEROAFNCEET 5
BEOBMTE E L TRHRESINTWSZ &,

7

o [EHithEFFEEE 2 EOPIHINHME ZME T L7212 5 ELL ED D ATRIED BEARIHE %
{THoTWBZ &, 9bh, 2L R, PARMIRELS T & LIz BRBEEZOHHE 2
{ToTWVWBHZ &,

o [ERIRFFIGER 2 FOMPIHEAE T L72RIZ 4 FELLEORKRRZ A L TS
Z&, ob 3ELLRIE, DD AERYIRE A S T PR SR S O BRIRIHE 21T -
TWnsZ &,

@ BN DOEIE M IFEHRE BOKHNIZONT

K LG AR BRI 2 BT R E S v, BUEKAE O OFRE D, Aok - &2
EYEEIRPRE RO EE R OERME ST 2 @I, AFFGNR84E LI E oW
EH, ERHEOHIATONDIEHIRESTNWDE Z &,
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@ BIEH~OXISIZ DN T
@-1 s Az BE ¥ 2 Bk

VR M R OB SRR 25 2 & de) S0 BB ZRBINEH 23R4 L 72 BRI, 24 BEREI2 IR
RO T, Mazhiak XIEE a8 V T, BB L2 EWERIZIE U CABRREE KO CT
LORIWER OB LB RAORERY A IS S i, B HIZKHG rTEE 22 A 233 5
TWbH ZE,

@2 EFNEFHIC L HAFFRICEE T 2 24

DA D D EMI i L B2 AT 2 BFEEEEDPRERE=21Y 7/
EEDTHEROA T ) —= 2 T ETOERE L IE#ME LA TE D F— LERIKH D
HENTWDZ &, BB, BIIAHICOWT, BDABRE L ZOFFEICHYEmEN TN
HZ L,

@-3 EHEHOZWRLRINITE LT

BIVER (MRS (ROHB R 2 3 de) . IFRRBRRE S - ITZ¢ - A L MRARAE 2%
WS (HRRREE el . B RERERE TS, M HRpRaemE) | BhEE (B
%) | infusionreaction, KHZ - EEED THI, 1 BRI . Mok - BT AARIE . L%k,
FEIEF MR, B, I PE il RIS E, R, B O R EREE, MREE (7
Ve NIRRT ) | ALFIRIEDF R OFEEMELT R ERIBAMIE . THALAE 2R AL, RS,
REFEREE . M %) 1Tk LT, Yakhaak ST B R B O B 2 A3 5 [ Al & s
L (BHWERHOZKOXISICE L THRER R EZ T ONLEMHICH L L), BED
(ST YN 2R ALE S T & DIRHIATE - T D Z &,
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5. BEXR LR DBE
(B2 B3 5 FIA]
O TROBREIIEY T A HTEICBWOTARRSOFIMENRENTWD,

H 4 A % & TR TR WL S B B 1R D% IR BT RO B Ze - 72 4)
BRARE 72 RPTETT O FE/INHIRRTRE  (Stage TID) (2% 9~ 2 HERFRIEN THONL S B
FIZBIT D ARH OB
{EFIRIERE D 72\ EGFR 8RR L O ALK &R T RRE O YIER T HE
TRMEAT - RO NIRRT ISR T D AFL LAY AT RO ASR
% & Tefth OHUEMAER A & OOF 5
GIRRATRE 72 JE/NARBO R (Stage I1. IIMA XX 1B [N2]) (7272 L. EGFR #&ix
TGN X ALK B A B THETH D 2 L PR STV D EEIERS)
x5, A& Ba i A S T RE & OOF G- K D ITRTBIRIE.
T OAAI BB 512 X DI i Bk
OEA SNIAL B T O L 50, 3T 13, BRpRE. [E21E] @ EBSL(H 4 M5
(AEGEAN #BR) | DOHIR*5 2,
<V bR >

HVRTFF L RORY Y 2 FE L

VAT TFUROT A2 e UG RRE

HNKRTZF VR OTF Ay ¥ e R
<FER bR >

VAT TFURORA M LFE RS Y YL

INKTTF U RONA ML FE R R T A

@ TREICEEM T 2 BEITHT 2 AR BN OF 5K O F 5 EIZ DWW T, AFIO A Zh A
LS TE LT, RADOEGG L7220,

14 B 2 B Lo AR VB HOAL 7 U BRI D TR TR D 72 W IR RN RE 72 R T A T
F/INHI R T B (kT D ARH O G-

14 B & B o AR TE L S U BIRTE D 3% IR B T 358 80 & 7= WIBR R B
73 JR T AT D FE/ N i JE A ek 2 AR D Fe -

O TARBNDOHZIIEDR R LTV RO O HUEME RS H & O OF &5

@ AFNZEFEELFESE AR (PACIFIC fBR) (ZBW T, SFENTT 7 BRI
L CHEEFMMEEE & & 7- PFS LT 0S OEEESREES LTS, 7272 L, 5%
HIZRRHTRE R CTlEdH D B DD PD-L1 BELRIZ LV ARMEN R D Z LRSI
HRERVBEHEOLN TS Z ENnG (P7TER) ., YIBRAREEZ RETEST O I/ Nl R s 12
BT DIRIBE B BRI OMERFRRIEIZ B W TARRZ & 59 556 121%. PD-
L1 BBRLHER LT LT, &G AIGOHW 23252 L2 E LV, PD-L1 FEBLFE
D %R TH D 2 EDHERSNIZEREICB O TL, AFOFEOLEM A HEIC
W52 &,
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72%. PD-L1 HEBLRZ R T D720 DOARFDOZWrEKIT~ % OptiView PD-
L1(SP263) TH 528, LLF DXk %212, PD-L1 IHC 22C3 pharmDx [# =] X
I% PD-L1THC 28-8 pharmDx [ % =1 | {Z X ¥ PD-L1 BERZ MR L. AFOFK L 0]
BERTHZEHTED,

SCHREE)

e Marianne J Ratcliffe et al. : Clin Cancer Res 2017; 3: 3585-91
*  Antonio Marchetti et al. : J Thorac Oncol 2017; 12: 1654-63

*  Ming Sound Tsao et al. : J Thorac Oncol 2018; 13: 1302-11
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[tz B 4 5 F1E]

O TRIZEYTIHIEEICOWVWTIEHAROERGNEZDE SN TS Z D, B 21T
Oz &,
o ARENDOEITIT R LIBBUEDOREERE D & 5 B

© BIBRAREZ RPTEAT O FE/ N ITIE 12 38 1T D ARTAHI L U SRR L OHERRREIC
BWT, TRICEST 2B T 2RO GO TR, RKFI DL AMED L
ENTELT, FAORGHR LRGN,
o RIGHULFEHEIHFIEIZ X U Grade 2 DL EORVE MM B (BBl 2 &
Te) DIBINTRD b B
e WHO Performance Status 2-4 “*V o B

@ YIBRAREZRELT « FIEOIE/INBEITEE ICIB W T, TREICEEY T 5 BF 1Tk 2 AH
DFEEANZ DWW TR AR OGRS TR LT AR ORG G L2 B0,
e WHO Performance Status 2-4 “*V o B

@ eI I 1 DANAT « RAHBIRIEICIR W T, TRRICHESE T 2 BT T 5
AHNOEGAIZONTIL, RRNOZEMEDHELSNTE LT, RAloTGRG L5
AAN

e WHO Performance Status 2-4 “*V o B

® BERATOFMIZIB VT FRRICIEY T 2 BEICOWTEL, AFIOEGITHLES ven

D, A OVEFGEIRIE DR 2 WIGEIZIRY | EEICAFIZEHT 2 2 L 2EETE D,

o [FEMMZER (BURIIRE 2 5ie) 0o HEEXIZOBMERED & 5 B
([Z VBT 5 HIH] OIZEY LARWGAICRD)

o JuEBEiGR A CHE R 238D 5 B M QUM 28 55 O il i RAEPEZEAL7S
bILLERE ([LEtIcET 2 5H] OIY LAaWEAICIRD)

o ACSRERBOAIUTIEIER 2235 L < ITFRMEO A CAE R BOBEERED
oD HBE

5D WHO 0 Performance Status (PS)

Grade

0 F o MR IEETE 5, SREOMH AL L9, AT L [ U R FHAEESHIRZ <ATZ 5,

1 PIARROICE LUOIRENAHIIR S 225, BATHRET, BAERELAIEITIT I Z LN TE D, MLy
V— RO LRUCSHERFED TS 2BELEEND,

2 BATARET, ADHEOEDY DT LIFETARELA, EEE TE RV, HHO 50%L B3~y FA Tl T 9,

ROENTZEHSOHEDEDLYDZ L LNTERY, HFO S50% &2y R+ Tl 24,

4 FoLKETRY, BODHDOEDLY DI LITE-72L TERY, BRIy RO+ TiId,
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6. HEICERL THETRNETHE

O WA CEFIIN A, SEREER DRI D B RS IS & ARHI O RpM K OV EAE
DT OIZ B HE T L T AT 5 2 &,

@ IREBRMAICIENI G, BE UXE OFERICHE IR OfERRIMEZ -+ L, FE %25
ThoEETHZ L,

@  UIBRASRE R SR AT EA T o0 FE /NI IR (2 36 1 D AR TR WAL 2 O R IRTE % DO HERFIR TS
2B W TIE, PD-L1 BB L fEsE L7z ECARBIOFR G al B2 lrd 25 Z EnNZEE L
W23, PD-L1 FBLED R T E R WIGEITIE. AFI O O 5 2 @ Uk L7z
ETlRETDHZ L,

@ FERBEHO~FY AL MZOWT

WU PEIGE B O iilE R 2 &) BN bbb Z E08H 5D T, HIHER
(EO0F, MR A, ok, FEEAEE) ORER I OMER X R o s, #Bls2
EHoIcATo 2 b, Fim, HEIDS U THRE CT, MiE~—»h —%0Hmiz %
fid 52 &,

infusion reaction 23% 515 Z 3 H 0 | 2 [ H LA O AFIFE 5-FF 2§ infusion
reaction 3% LD Z ENHDH DT, AEIBGRHIZITERIEE OKREEZ+5
(815245 Z L, infusionreaction 3FR® LAV AT YR ALE AT & L b
2, JEREIE T 5 £ CTHEDREEZ +DICHERT D 2 &,

R IRAR R | B RERE K OV T IRAERE N H S b s Z ERHDH D
T ARHI B G- Bl b ai K OV - ] R 0 BRI R s ek e i A (TSH., 1078 T3
WelfE T4, ACTH, M aLvF Y —VEDRIE) 2470, BEOREE 51281
BIHZ b, T, MEIEUTHEBRESZEOELEET 52 L,
AFNOEHIZ XY | BEORPE ISR T 5 £ 3B 2 5Dk~ 7 B e
NhHLONDZ ENHD, BEETHIATO, BEPRD N HGEITIE,
FEOGRERISZ K DRIEMORBLZER L, WURENZw 217> 2 &, @
DEIERISZ L HREWERAREON 256121, AFIOREGORIE, Hik XX
ERERNVE CHNOBRGEEZESTDH L,

BeHA&TH, BOEM BB ARGE L COLRIERANRET D 2 ER8H 5720,
AR OBEHETHIZHRIER OB 3 ITIEET D,

AST (GOT). ALT (GPT). y-GTP, B U /LB ED EH &M 5 AFRhEEE . T
K. WALMEIRE RN S iV d Z XD 5 DT, ARFIHG-BAERT & O 511
FIEHBC TR A 21TV, B OREBLE H0ICBI5RZT 52 L,

PRABE HEMEE R, REREBREDOEREENH HLONDL ZLBHDLDT, AHAl
P 5-BRAART R O G-I I E I B A 21TV, BEOREEZ 471
Bl oz &,

1 BUBEIRIB N b D bodv, FERFMES N7V R—V AZEDLZ ERHHDOT, O

ERr

BB
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VB, HEL mﬁ%mrﬁm%ﬁ%mﬁmmiﬁ IHSEETH I L, 1 BEIR

MDD HEITIE, A A VKRGS H5FOMERAELITH Z &,
ARFN DGR AR kwf:Mamcﬁﬁfiﬁﬁﬁﬁﬁglzﬁﬂﬁig I,
POSEIDON #BR T3 5-BAA672 6 12 #[EIE 6 W fE, € D% 1% 8 M fEIZ, AEGEAN
AR CIIIRRTABN A T EZ ., fiTie 5 M. 48 IR £ Tl 12 @RI HEMED
Pl AAT o T2 2 & BB, AAIRGTIESICEGRE TOROMRZAT
5 T &, . YIBRAREZR R ATHEAT O I NI T |2 35 1 2 ARTARI L A S
% OHEFFRIEICRT T 2 ARFN OB G-I 12 7 A £ ¢, /a2 30 D il -
i A BIREI R 2 AR OB G-I AT BIRE & LT 4 [0 T, T bhiis &
LTREETETDH L,
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REEREET A KT 14 v
Fal V=T (BaFiEEZ)
~ 7N R B ~

FI2F8H (4708 4 8 AET)
RAEFEE

Hils 3




Bk

AN e

X LI

ARHN DR, 1ERET
i PR BSAR
Higklc oW T

S EED O B ASY ey

BEICER L CTRET & HIH

P2
P4
P5
P10
P12
P14



1. iXU®IC

e DF NN « ZZRMEDFERMRE O T2 D121, IRA SCEZ ISV 2l E 2 23R
BND, 6T, IEOREREFOMESRIZ L0 FUKEIRS 72 & OHF 72 J R 1E A%
FERMDPEARBENDLHF T, 20 DOEEKNZ FICHLER BT IR 5 2 & PR
PR & 72 o TR Y RRIFMBGE S & YR O BT EE 2016 (CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHMERNEOMHRAORE(LHEZXS Z L L ShTnd,

BORERRE PRI, RBEERASRZ 2T 1 7 7 A VDSBEF D ESR & B 5 i
B RHD, 2O AR NZEMICBET 2 IERNH0EET 5 £ TOM.,
MHEIMOBEZMLSZIT 5 2 EnHIfF SN BT I LTERT S & &bz, mIfE
RMFEBL L 7RIS B 23t % & D 2 & DA fE /e — 8 O B i 7= 3 e BE CfE
THZENEETHD,

L7ei3o T, RAA KT A 0 TlE, BARBEES I E T LTV D ESIREN -
R RN EED & | DUT O E IS O it 70 8 2 HEE S 2 B0 b B e ik B 2
F RO EFREE T,

BB ARTA BT A %, MAIATEIE NEHE N EREIR O, AEETEAN B A
BRI 7o, — A EETE N A ARBRIRNBHE S, FEdREFTEEE A B ARfE 22 &k O
—MRFEETEN B AR ZRF 2 D106 LR LTz,

KR ERDEREN  Fa N~ T (BT Z)

KB L T2 DRI ISR « T RN R e
R SRy P/ INHE R B L2 35 0 2 ARTR R L U B 1A 1% D MERFIRE L

R L RDMER O E « GH R NI i)
A& R PUEMIEEA N O h AR Y R & DOFFRIZBW T, @i, JA
[T 2\ w7 (BiaHx) & LT, 118 1500mg % 3
MRS 4 [al, 60 /RILL Bz CHEEHET 5, D%, T2
V=T GEG B Z) L LT, 1R 1500 mg % 4 #FRIE T 60
OYEILA BT CRififiET 5, 72720, (KE 30 kg LLFOHFAED 1
[l#% 5813 20 mgkg ((KHE) &35,
(BR SRR/ ISR R e L 33 1 2 ARTB B b A S R 1 1% D MERRIR KD
WE RN T 2 v v~ 7 (EAE /2 ) & LT 1 A 1500 mg
% 4 WM T 60 23R LA B CHRliET 5, &5 24 &
AMlETET %, 72720, 1KE 30 kg LATDOHAD 1 [HliEGEX
20 mgkg (KEH) &7 5,

LIS TR S A S N e vk e V=t S




(%)

VAT T F U OMBEX TR, HIEK O E

DIER A ESoIE SN ol

FEROHE : VA7 TF L LT 70~90 mgm? (KFEMHE) 210 1EELEL, Dl
EH3HEMKRES S, Zhid 17—t L, HEEBYIRT,

HNRT T F 2 OREIIZ R, LR O &

SHRE SN AR « it/ N el eR

RERORE @, RAZIEIAVRTZ7F LT, 1 H 1 [E 300~400 mg/m? (K H
fH) &G L, Pl i 4lRETD, Zhael 7—ni L, &5%
MO, 72k, BEEIT, S, A ERICK D EEIEET S,

T hARY ROZHRESUIZN R, AR OV &

SRE SIS AR« it/ N e R

FEROHE :: = FARY FE LT, 1 HE60~100 mg/m? ((KFmEE) % 5 B RHHEG s
AL, 3EMERETS, chialr—b L, BEERYIET,
ks, BEEITHEE, RIS KV EEHEET S,

FRRTRERIZ 31T DA o ik - MET 13, BRG] OHE P5s~) 2



2. AANDORAK, VERBF

T als =7 (Bla i z) (LT TAAD) X, & b programmed cell death ligand
1 (PD-L1) &9 5%%& 7 a7V Glk (IgGlk) 77 Z2pe Mt/ 7 a—F L
R TH 5,

CD274 (PD-L1) (. AEANICE W THURRRMEFIZHBLL TRV | EHkLcY
VRER (THERE, BRIEL OV T = 7 /0% 7 —Tfila) FIZHE4 5 CD279 (PD-1) &
U CD80 (B7-1) & L SIS E 2 AUCHIE T 5 & & 2 54TV % (Annu Rev Immunol
2008; 26: 677-704, Blood2010; 116:1291-8), F£7-. PD-LI %, F& 4 ORI & FEH,
LTWAZ & (NatMed2002; 8: 793-800, JImmunol 2003; 170: 1257-66) MG S TE
V. PD-L1 & PD-1 Z4 L7 #RBKIE, NG HIRL S HURRF A 72 T AR & D B8 4[]
WS LEFEDO—o L LTEZLNATND,

AFNE, PD-L1 OFIEAMERICHES L, PD-L1 & PD-1 Of5&E2HETH 2 LS X
D AP T AR ORI BTG VE 2 08 U, IR O Z I+ 5 &5 25
TV D,

AR VSR 35 < B D SIS IC & B BIEFI S8 & b, Bl UL I
B WA & . AFIOR G H R ORI RICIT, BEOBBE AT, B 5
0 AT B AT, R LT F RIS U PR 7Rk & RCBR % R DTN & s L
GVRSERIRBIT 21T\, B DRIERISIC K 5 BIEA A SN B B a 1L, BN R
U HIDB GEOWE RALE 1T 5 LEDR BB,



3. ERPRRR

HE A N R e M OSSR R NI R e L 33 1 2 AR RO L - U SR 1512 D MERFRVE D

TR C G 24T o 72 E 2R R R O i & o~ T,
(A %h1E]
O EEEHLRZF MRS (CASPIAN #ER)

(bR O 70 R N s R (WHO/ECOG Performance Status 0 3 /% 1)

537 5] (ARAI & AERPUEMIEER] (W LVR T T7F U IV AT TF )+ bRV R)

[AFIOFIRE 2268 Bl ], B RPUENEELGA] (WA RTTF I AT TF ) +x
AR R D IREE269 f511) (RAN 34 61 DAFIORHIHE 18 B, IR 16 1) Z&1e)
RGN, AH, AERTEMEELEA] DA RTTF oI AT TF ) ROT bR
¥ R EOEREG LTcd O MR OV et 2 it Lz,

AT OFE R, FEFHEEE TH S 0S (P9l [95%(FHEXHE]) (336 {1~
YR E. ARHIGEREET 13.0 [11.5~14.8] A H . HREET 103 [93~112] W HTH
0. AAIDFREI RO LG PICA BERIER 2R LT (N — R [95%(518
X[#] : 0.73 [0.591~0.909], p=0.0047 [J&%! log-rank &, A EAKYE (M) 0.0178],
20093 A 11 BT =%y hAT),

*1 : (K8 30 kg /> >DAmerican Joint Committee on Cancer (55 7 i) DIV IIQE#FAIZ 7= 5 Hi%k
DOFfFEE A D B35 U < ITEE/ FEE RN K E W2 LIS X0 A TTRE 22 i SRiAFE 5l © B — R4
BFICILE W & B0 T3~4 OBREDHEAAN LI,

*2 0 AHN 1,500 mg KA NVHRT T F 2 (AUCS~6) NIET AT TF 2 (75~80 mg/m?) DOWTd%E
HEY AL 7O 1 HEIZ, EHIZ=MRY K (80~100 mgm?) &% A 7D 1, 2, 3 HEIZ3HE
IR TR 4 A 7 Vi E% . A5 1,500 mg % 4 BRFEFERCT&RE LT,

#3:. HNVARTZF 2 (AUC 5~6) XIET AT TF 2 (75~80 mgm?) OWTNNEH{EFA 71D 1 H
HiZ, E5IZ= FARTF (80~100 mg/m?) &K A 74 1, 2, 3 ABIZ3BEMMRTHRK 6 ¥

A7 NHE Lz,
1 e 0S4 {E () [95% CI)
N — AHIGAE 13.0 [11.5~14.8]
0.9 -\_‘\ Patichd 10.3[ 9.3~11.2]
08 ™y A — K [95%C) 0.73 [0.591~0.909)
2 07
p
# o6
#l
0.4
03
0.2
0.1
0
0 3 6 9 12 15 18 21 24
at risk3% EEBDEHSO BRI (A)
AHI R 268 244 214 177 116 57 25 5 0
BB 269 242 209 163 82 44 17 1 0

1 HRIENTE D OS @ Kaplan-Meier #iff (CASPIAN 75%)

5



@ [EBEILFEFMFEGER (ADRIATIC 35%)
HRVE A TR RE AL 22 O B 1™ 12 ISR AR EEAT 2338 80 © U 72 PR R /Il e fr e R
(WHO/ECOG Performance Status 0 X% 1) 530 %] (AFIEE 264 i, 7" F & REE 266 1)
(BAN 50 6 [AFIEE19 B, 772 REE 31 Hl] 25Te) 2RI, (LR
T 42 HUNICARRIXIL T 78R a2 #h L2580 FIMER O Mgt L,
k- AR, AHF1,500mg X377 v AR % 4 BB CEIRNE S5 2 & & &,
PREBIETTE U I3 BEH IR EEHEIZEE Y T2 TR K 24 WA Q6 17 0) el
Bk D L & &N,
AT O R, EEFMEEE O—2>TH 5 B PN PR F 1AM E 1 K 2 ey
AR (BLF, TPFS)) (08 R A X k) DFERIZOWT, ARFIREX T 7 B ARREC
K USEHFRINCAH BERIER 2R LT (O — R [95%(5 1 IX[# ] 1 0.76 [0.606~0.950]
p=0.01608 [J&!] log-rank &, AE/KHE (M) 0.02805], 202441 H 15 A7 —4% 7
v A7), PFS OH A [95%FHE XM X, AAIBET 16.6 [10.2~282] W H, 77
YAREET9.2 [74~129] WA THH-T-,
Fo. b O OO EEFMEE Th H LM (LT, T0S)) (261 EdA <X )
[ZOWT, AFIBEL 7T B ARBESKR LG FRICH BERIER 2R LTe (O — FEE[95%
{EHEIX[#]:0.73[0.569~0.928] ., p=0.01042[ & 5!l log-rank % i& . A E/KUE (Mi1H1) 0.01679]) .
2024 4E 1 A IS HT =Xy A7), 0S OFRAE [95%FHEIXM] 1T, AAI#ET 55.9
[37.3~NE™?] #H., 77 ®AREET33.4 [255~399] W HTH-7=,
*1 : {KHE 30kg #B7>> American Joint Committee on Cancer (AJCC) / (UICC) (% 8 ) 123 < BN
W ~MORE (1 UTTHOBHAITEFOICHIRRERBE) RHAAN DT, (LR L
LC. AGRIBMESEH L ATTFUXEIMALRTTF L) bx hEY REOPHRE% 4
AV NAROIR LUEES Uz, i & LT, 6 JECRBRE 60~66 Gy # #5925 1 A 1 [alDi@
WABIRENESIL 3 B THRERE 45 Gy 28575 1 A 2 [RIONNEE 3 EIFRENE D W 7% IR
U7ze TR ARG 1 TR P 24 [ 6 0 W C SEHE TR & S, (LSOO B M T 0412 206 L
MV R OVEBREO W 53T 1~42 BEANICSE TT 52 & & Lz,

*) . HEEAHE



i PSR &4l (B) [95% CI|
— AR 16.6 [10.2~28.7]
09 e AT AR 92[ 74~129)
s = FH[95%CI] 0.76 [0.606~0.950]
® o7
= g
#oo.
% 0.5
“ 04
03 LI PE— B == ==l === ===
0.2
01
0.0
L] L] 12 1% o) 0 36 42 48 54 60
at riskEr M F B BT SO M D
=ae 264 161 13 101 B Ll 1 % 10 4 ]
FFesn 185 100 T il 4T 4 F-3 14 5 ]
s . ¢ =P
2 HREfENTEED PFS @ Kaplan-Meier Hi#% (ADRIATIC #5#R)
10 OS2l (A)[95% Cl|
— FHIE 559 [37 3~ NE]
wd T EER 4 33.4 [25.5~39.9]
o MHF— FH [95%CI) 0.73 [0.569~0.928]
% 07 4
*
Zl 06 o
& 05 ‘ﬂ"ﬂnuh
""lb«.“_m
04 4 \y.
W
AETE TR T e TET e
0.3 -
02 -
0.1 -
0.0
0 6 12 18 24 30 36 42 48 54 60
at riski EEAESHLOBMA)
ES-lo 264 248 223 189 172 141 80 51 27 1 1
T5tAKE 286 247 214 176 151 123 80 44 23 8 1
= . Y =
3 HRfENTEED OS @ Kaplan-Meier #i#t (ADRIATIC 7




[Z4tE]
O [ERILFEFMFEFER (CASPIAN R5R)

B EFLIIARAIDEHEE 260/265 5] (98.1%) K USHHREFE 258/266 5] (97.0%) (278D 5
iz, AAGERAEEICB N T, AR L ORRBEGEAGETERWAEESES RIER) 11X
156/265 151 (58.9%) (2B B, D H BLILLH] (Grades) X, 1/265 fil (0.4%) TH
STz, ARAGHARETRIEN 5% U LORERIZTTERDO LEBY Tho T2,

&1 KA CRIAED 5%L EORIER (REMMATHRENR) (CASPIAN FRR)

H% (%)
AFIOEHRE (265 1)

IRE IR | HATE
(MedDRA/J ver. 21.1)

4= Grade Grade 3-4 Grade 5

ERIEM 156 (58.9) 40 (15.1) 1(0.4)
Mg LY R EE

E<yiil 21 (7.9) 2(0.8)

At BRI E 21(7.9) 9(3.4)
W W

B A RE TUAESE 21 (7.9)

FRIR IR REA T 23 (8.7)
R L OveskrEE

BAHIE 21 (7.9) 0 0
Bl

T 14 (5.3) 2(0.8)

L 32(12.1) 0
% - BEEER L O G ORE

) E 20 (7.5) 1(0.4)

9 57 16 (6.0) 0

723, DL ICEEHES 2 & T RIS BURIL OLEEHE R 477, AAIGHHREC B VLT
FIREPERRE 761 (2.6%) . KGR 16 (0.4%) . HEO FH 2 F1 (0.8%) . AFinrek:
1461 (5.3%) . FRIEREAK TE 23 611 (8.7%) . HUIRIRBERE TCHEIE 25 B (9.4%)
RIBHEREREE 2 1] (0.8%) . 1 BUKESRYE 2 151 (0.8%) . infusion reaction 3 i (1.1%) .
FEENELF P ERPUVDE 2 5] (0.8%) DBH v, £, BhEE (MEMBRSE) | Bk -
REACTH AE . DR Ze, BER IEE, P EAMSREREE ., BERES . Soy M MR e
K OIRIFERE LR bL7e o T,

@ FEBILFEFHIFEFER (ADRIATIC 75k)

AEFRIIARAIRED 247/262 ] (94.3%) KT T BARRED 234/265 5l (88.3%) 1Z#
D HT, RFFEICBWNT, KA E ORREABRPEETERVWAFES (RBIER) X
176/262 f5] (67.2%) IZFRD B, £ D 9 LI (Grade5) 1%, 2/262 ] (0.8%) Th
ST, ARFIBETHRILEN 5% EORWERIZTFTERO LB ThoTz,

8



2 AFBETREALD 5%U LORER (REWMITAHRER) (ADRIATIC FRER)

B (%)
AFIEE (262 )

IRERIRGHR | HATE
(MedDRA/J ver. 26.1)

4 Grade Grade 3-4 Grade 5

2EIEH 176 (67.2) 23 (8.8) 2(0.8)
PR A

FOIR B RE T HESE 23 (8.8) 0

FOIR B R T E 39 (14.9) 0
R L OveskhEE

BAHGR 22 (8.4) 0 0
Mg, Mosnds X OMiERmrEE

Jiilig 2 24 (9.2) 3(1.1) 1(0.4)
B Ik E

T 13 (5.0) 2(0.8) 0
KRG ¥ XUV TRk b

& O PEIE 25(9.5) 0

2 21 (8.0) 1(0.4)
—i% - RHEER L OB SEALORRE

e e 13 (5.0)

Ty 21 (8.0)
R AR AR A

TI=UT ) R T UAT 2T — B 13 (5.0) 1(0.4) 0
il

2%, UL FICEEFESR 2 5 TRIEM S BURI OGS R 2 Rd, AAIRECIWT, M
B R O il 2 & de) 4561 (17.2%) . BEEDO FF 2 6] (0.8%) . FFHERERE
F oo PR - RRALPERRAE 2% 25 B (9.5%) . FUIRIRHEREIR TIE 39 1] (14.9%) . FUIRI&RE
JUHESE 25 B3] (9.5%) . EIBMEREREDE 3 61 (1.1%). FIEMAHEREREE 2 61 (0.8%). 1 7Pk
PRI 1B (0.4%) . Lfnge 1 (0.4%) . Mdde 161 (0.4%) ., FRdfEE (F7 2 - N —
JEEREZE&Te) 361 (1.1%). infusion reaction2 5] (0.8%). W& 161 (0.4%) 73388 5
Nic, £, KIBk, BEE (MEMBRE) . Mk - SUHRADE, BREMREE, &
FE D R IR FEEEAF R ERIEE . THIRE 2R L. BERR IS Sy M MR S K OVR
EEREE IR D DN o Tz,



4. FEFRIZOUVWT

S U R 7 EEETE (RMP) (ZHED & | AHI D BEFE 22 MR BRIE B~ 1 1 4]
Wb HHiEk Tl > T, AR OEEN#EE) 72 EE Z2W - FrE L, AFIOHEGIC L HEE
7REWER ZFBL LT BRITXIST 5 2 & BB R 7o D LU DO~@DF T A&l 72 i
RIZBWTHEHT & TH D,

D HEFIZHONT

@-1 TR (1) ~ (5) OWTINIIFEN T Dlisk ThHDH Z &,

(1) BB REDGET 203 VBN SRS (BE IR DS A2 s HE L A
B, HidskAs A HOEEENL AR, Mg A AR RRRE e &)

(2) FREREREIEPT

(3) HEIFRAFERIEET 2 A BREEEFRPE (23 A HOEE ERPE, 23 AU iiElE
W 1IEBE, DS AR R EEHE R 72 &)

(4) ARAFFRIEEZRE L, SRERCARIEDRE 1, SRIERE L RIE2 R 2
SATAN SRR bR ES IR 3 Ofisk EEITAR D R tH 24T > T B ik

(5)  HUEVERESAILL G E BN O sk AR D M 21T - TV D sk

O-2  fififeg DALHRIE K OBIME I FE B O RIS 53 72 50k & #BR & RO ERT (TR O
WFNZREE T D ERN) 23, HE2REORANCET HIEROEEE L L TREI N
TnnHZ L,

*

o [EHithEFFEEE 2 EOPIHINHME ZME T L7212 5 ELL ED D ATRIED BEARIHE %
{THoTWBZ &, 9bh, 2L R, PARMIRELS T & LIz BRBEEZOHHE 2
{ToTWVWBHZ &,

o [ERIRFFIGER 2 FOMPIHEAE T L72RIZ 4 FELLEORKRRZ A L TS
Z&, ob 3ELLRIE, DD AERYIRE A S T PR SR S O BRIRIHE 21T -
TWnsZ &,

© PBEADOERRIFEREEDOEHIZOVNT

RIS I A B F T D BMEA NI E S, BERSE O OfFmE 0 A - %
IR OB P ONERISE IR 5 iR it AFFRNELE LB E OIS
. FRESNITAT DN D IEFINE > TN D Z &,

10




® BIER~DOXBIZONT
@-1 FERREHICE T 5B

FEVELPE I KR S o0 BB A IR I AS R84 L7 BRIC, 24 ISR O T, Yakhtiak
(TE MR T, FEE L2 BHERICE U CABRE B O CT S ORIER OSBRI &
FAMA OFE R Y A RIS O, B BISHIS AR R EH N - T D 2 &,

@-2 EREEEIC L A EFRATICHET L EM

M AR HE D 2 P 2 il e O RE A A 2 R E NRIER e =2 Y v/
EEDIEROA Y ) —=2 7 EATOLIRE L A 4T & 55— LR 2%
SN TS Z &, ek, BFEEICOWT, NABRE EZOFRICHIICAmENT
[AY R

@-3 BIFERDZUTLRINIZE LT

BIVER (MRS (ROHB R 2 5 de) . IFHRBRE S - ITZ¢ - A L MRARAE 2%
WS (FURIRAERERR . RIBPRREIREE . T RMARERTE) . BREE (MEMEE
%) | infusionreaction, KHZ - EEED THI, 1 BRI . Mok - BT AARIE . L%k,
FEIERMEAE, B, VR IR, R, RO R ERE, PREE (¥
Ve NIRRT ) | ALFIRIEDF R OFEEMELT R ERIBAMIE . THALAE 2R AL, RS,
REFEREE . M ) 1Tk LT, Yakhaak ST B R RS O B 2 A3 5 [ Al & s
L EHWERHOZBOXISICE L THRER R EZ T ONLE&MHICH L L), BED
(ST YN 2R ALE S T & DIRHIATE - T D Z &,

x®

11



5. B#Extp L s BE

(BB § 2 F1A]

O TRROBEFIZBWTAA, ASRPEMEELS (DARTTZF IV AT TT
) KO= FARY L DTG OHEENR RSN TND,
o ALIRIRIERE O 7\ i TR NI R iR HR

© TRLOBEIZBWTAAOFEMBE LD AIEP RSN TN D,
o HAe RPN A2 & ORTE R LT B B IE R TR BT 35RO b
RSB N [ 1~ (1 U3 D OSHA IR E LU GER S A) ]
Wk U CHERFIRIE DM T D BB

@ TRUICEZY T D BE KT D ARAN OB KO FIEIZOWTIX, REIOF 2hE

RSN TELT . AFOREHRLRBHR,

o DTHAAIDOAEZMED R S TVRUMEOFTEM A & Off %5

o HeRPUEMEIE A 2 5 Lo ARIE R L U BRI O TR IREE D 72 W R R AL N
e it A (kb D ARA D G-

o B RPUEMEEE A A 5 O ARIE AU LT SO B ER (R BT R b
R SR IR e e R Lok 9 2 AR D e -

o /IR R TS DT A B IE & L CORAI DK G-

(2t B4 2 5]

O FTRICHEETL2EEFEZOVWTIEARORENEZR L SN TWDL Z b, &EEIT
Dz b,
o KA LiBUE DB ED & 2 B3

@ BRJBBL NI 2 36 1 2 ARTE R S U BRIR G OFERRIEIC IV T, FREICH
WM BEICKT DARANOE LG IZONTIX, AAOLZEERHELSNTELT, K
H OG5 & 72 B0,

o IRIRHULFIHRIRIEIC XV Grade 200 EORIEVERR B (i il 2 &
T9) OFRBINTRD LB

© ?“f?ﬁﬁﬁ@ﬂfﬁﬁ IRV T FRLICHY 5'55%‘ [ZOVTIE, AR ORGIFHELES
 MOTEFRRIL D WG AR Y | HEICAF 2T 2L 2BETE 5,
L @%f$(W%ﬁ%%%%ﬁ@)®%5$%Xﬁ%®%&@@%éﬁﬁ
(LB 29 H] OIS LaWEaIcRD)
o JErEfE R A TR S \bEﬂéﬁﬁ&U@%ﬁ%%%®%K%Eﬁ%M

12



MHHNDEE (LRI T 2HFEH] OIS L2WEEITRS)

H AR B OA D SUTIEMER 70 U < IXFEZMEDO B @R B OB D
b5 IEE

WHO Performance Status 3-4 “V & F

GED WHO @ Performance Status (PS)

Grade
0 F ol {HERIEHTE 5, BUREOFERZ LI LT, Fai L&A U HEAES IR <ITR 5,
1 PARRIIZI LU NEBNERIBR S 228, #MTAMEE T, BYEECAREITIT) 2N TE 5, BMELERTIZS
L— RO LFRILMEREH TELBE LR END,
2 BATARET, B OHOE LY O Z LI TRBEEA, fEEITTE e, A O 50%LL EiZ~y RAciliZ 9,
3 [RONTZHODOHEDEDY O L LTERY, HHFOD 50%LL EE~Xy Ko+ Tl 27,

FollBHF RV, BROOHDEDLY DI LIFFESITERY, FBRICy F2 ki Tl 24

13




6. HEICERL THETNEFH

O WA CEFIIN A, SEREER DRI D B RS IS & ARHI O RpM K OV EAE
DT DIZLE R ERE B L T RT 52 &,

@ 1REBRLAIZIENL D BE UL OFIEICHINER OfERMEZ ot L, FE x2S
ThobETLHZ &,

@ ERBEHO~RT AL MIDONT

9
@ CASPIAN #RBRICBWTITEERBS 12 BEX 6 #HfE, Fo%i% 8 Hil

VMR B (BB IRR 2 B ) b obihvd Z E03h 5 DT, FIHIER
(EBDu, PRURIRIEE, ngmk, FEEVE) ORI OMIHE X A o FEhEsE, 8142
EHoATO 2k, Fo. HEIDG U TIE CT, My~ —» —FOMmA % 5%
M5 &,

infusion reaction 23 & H I H Z L3 & 0 | 2 [A1 H LD ARH| % 5-FFZ 4 infusion
reaction 23 LD Z &N B DHDO T, AFIFEGRHIITEEIRE OREELZ+5
\ZBI%29 % Z &, infusionreaction 23589 LN E XU R LEEZITHO L &b
2, JEREE T 5 E CTREDREL HICET 52 L.

FOR IR RERRE | RIS R N T RAEERESZE N H 6L 2 EndH 5D
T ARA G- B AR M O G- 31 ) I 30E SIS N it e i A (TSH., 1078 T3,
Wl T4, ACTH, 1L 2L F Y — VS OHIE) 21TV, BFOREE +4312 8
HBYHZ L, ¥, LECSUTHGRESEOEM L ERT L&,
AFNOEEGIZ LY | WEORERICTER T 5 & E 2 B D Ek % REEHIE
NHLONDZENbDb, BEELTHIATHV, BEPRDOONTHEITIE, @
FEDRIE N L DEWEH ORBLABE L, @mURENZ 41T 2 & WE
DHPE N L D BWER DRG0 555 121E, AFlOG- ORI, ik U3AE
ERERNE CHOBRGEEZESTDH L,

BT, BOAM N OH I AR L CHORIERREBLT A2 Z X3 H 5720,
KRN O G TS RIER ORBU 712 EET 5,

AST (GOT). ALT (GPT). y-GTP, B U /LB ED EH &M 5 AFehEREE . T
R, BACHEIRE R H B D Z LMD DT, AFIFE G BIGRT & OG- H1H
FXEHRICHTR R A 21TV, B OWRELZ H0ICBI5RZT 5 2 L,

PRAMGE VA MR 2. RERABREDOERENHLOND Z LB DD T, KA
Be 5 BRAART M O 5 HART TP X E BRI OB RE A 21T\, BRE ORBE R 451
BET DL,

1 BUBEIRIG DS o Do, BERFIMES N TV R—=V RICELZ ERHLHOT, O
B, D, TEMFOIER O BB CMAEED LRI H01ET 52 &, 1 ABER
WRGEONT G, A R ) VREIZ RS 5EOBURAEZITH Z L,

ADRIATIC BRI W CII&EGBME0 5 72 ML 8 ., 96 £ TiX 12 @,
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T DH%IL 24 BEICEDIMEOFMM 21T > T\ 22 & 2580, ARG FIX e
(B CHROEREITO Z &, 2B, RFA/NIIE 25T D RIBLF
T RIS DHERFRIE & L COARB OB E/IMIZ 24 W AHFETETHZ &,
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1. IZILBHIT

L DA N « L EVEDTARDT-DIT1E, T SCEEITH S W IE 2 A3k
HHND, S5, FEORFEMOESRIC LV | FUREEKL 2 & O 281
FFERLPAREINLT T, ZHHDOERN.ZEICHER B ICRET S Z &N
MEXDFRE & 70> T Y | RIFMEGER & dOEO AT # 2016 (FRk 284-6 A 2 H
MIEE) 12V Th, BEHNER NSO HORBEEHEELZ XS Z L L ST
%o

PRV ESR L, REERSCL SN T 0 7 7 A VRBEE D ESRS & B 5 iz
BIpDZ ENbD, 20D, AR OZEMEICET A EERN+0E-T 5 ETO
W, YZERGOBELMS ZIT D ERMHBSNIBFICH L THERTL LY
2. BIERIASSEHL LT BRIC Bt d & D 2 & INATRE7 2 — T D B % jiti 7o 31 e i
BTHEATHZENEETHD,

L7z o T, AHA RTA4 Tk, BABEMSCINE TIZG LR TV D EFHKSE
1« BRI IS & . DUF OESR G O feili 72 2 HEtE T 28l D L B /e
T, B2 R OEEFEERT,

I, RHA BT A 0%, MAATEE NESR G ERER O, ASAMEANR
AR o — B FEN B ARBRRANRES L O ik A B A= O W
Db EAERR LT,

WL AR AERKLE  Fa w7 B L)

R ERDMREUIHE: - BIBRARE 72 AR A

S RAREROHE @R AT T 2L~ T GEE ) & LT, 18] 1500
mg % 4 B RRIFE T 60 /L LT CREEHET D, 7272 L, K
#H30kg L FOHE D 1 [EIE G BIE 20 mgkg (KHEH) & 95,

Hl3E MR 5% ¥ FH 7 A TR HASH

(%%5)

RN AU AT GBI L) OZEEUIZNE, FEROHE

BHRE SN AR« BIBRASRE A T Ml e

FEROHE : T a3 v~7 GBE ) EOPFRIcBW T, @%, RAZIZ
AV A~T BB Z) & LT, 300mg % 60 43 FILL AT CHLE] AL
Wi 2, 72720, KHE 30kg AN OSGAO 1 B 5-8IE 4 mgkg (K
#H) &7 5,



2. AFOKK, 1ERBERF

T a7 (B Z) (BAT IRAD 1%, & b programmed cell death ligand
1 (PD-L1) Izxtd26& 7 v> U Gl (IgGlk) 77 7 A0k Mt/ 7 a—F L
R TH 5,

CD274 (PD-L1) 1%, EEANIZEW THRRSMREICHE L TR Y | EHfkL2Y
VRER (THEME, BHRE T F 27 0% 7 —T/Mla) ZICHEBLT 5 CD279 (PD-1) K&
' CD80 (B7-1) &fEA L., ®EINELZAICHET 5B 2 611 T % (Annu Rev
Immunol 2008; 26: 677-704, Blood 2010; 116: 1291-8), £7-. PD-L1 %, &% @A
WICHFEBLL TV D Z & (Nat Med 2002; 8: 793-800, J Immunol 2003; 170: 1257-66) 72345
ENTEY, PD-L1 & PD-1 &4 L7ZfREKIE. BRSO S FURAR A 72 T M) 5 03K
A A AT AR D —o L LTEZ DN TS,

AFNE, PD-L1 OFEAEIRICHES L, PD-L1 & PD-1 OfEA &2 HET 5 2 L%k
0. DAPURRRRN e T RO MR EEEME 2B U, BSOS &2 T2 525
nTW5b,

ARFNOVE RIS < W O RS X 2RIE-FEN & boh, BESUIELTIC
EDLWREMD 5 5, AANORGH KR OEEGHRIZIT, BEOBIEL TIATV, BE DR
O HIVIZEEITIE, FEH LT F RIS U BEPR 2 ek & BB 2 B D BEfT & L Tl
SN2 8RR Z2 ATV P DERUSIC K D RIER 2 B 2 56 1213, BIFRRE AL
TR OB GO IR ALE 21T 9 MEDR B D,



3. BEREE
BIBRRNBE 7 FF MR O A GBI Z GTAG 2 1T - 72 3= 72 B AR 55k D il & 7~ 37,

[ 5hE]
[EFRIC[EZE 1 AR (HIMALAYA %)

B PRIERE O 720y Child-Pugh 238 A OUIBRAREZR PR B E T (ECOG
Performance Status 0 X{% 1) 1,171 5] K&+ FL AU A~7 (B f#z) (BLF,
TR AU L~T)) "2 DRAIGEEE 393 fi], AFIEME L [ARKIEAMEE 389 Fil],
T 7 x=7 [RHRHE389 f51]) (HAN 108 B [ARFIGFHEE 34 B, AHKIHEAMEE 45 61, %}
FREE 29 ] ZEdp) ZXIRIC, KA FL A ) A~ T 20 E LT-5ha K OAHS %
BUMP: 5 L7236 O A M M OV a2 Gt LT,

FEFHMIHE & S (LU, T0S)) (Sl [95%EHEXH]) (836 D
AR B) R, KFIGERRET 164 [142~19.6] H A . AFIHEMEET 16.6 [14.1~19.1]
A XIREET 13.8 [123~16.1] WA TH Y | ARAIGHHEEI S RERIC ) LHERHFIIC

BRRERZ R L. (A — R [95%(E/EIXH] : 0.78 [0.66~0.92], p=0.0035 [J=%I]
log-rank &, AEAKUE (W) 0.0398]), F7-. AFIEMEHZHOWNT, NPF— FEDf
BRI TSRS LI E X O _ERNSFEFNCHE LTS E~—T > Th D 1.08 % FE
ST Z LD ARFIEMEEO R REHC R 2 IELMER R I e (N — R [95.67%
EFEXM] £ 0.86 [0.73~1.02]) Q021 4E8 H 27T BT —4h v h47),

1 RPEE (R ) —AEARGE, T OAMBEIRE, ~ A 7 aREEERE, FFBIRER
W/ RFBINRL SRR, AR IES) OGS & 70 5 B IIBRA ST,
#2 0 RAI1,500mg KOVR LAY A<7 300mg & 18, Z0D% 4 B ORMREEZ 22T T, AHI 1,500 mg

% 4 T RRERE CEIRN B S,
*3 : RHA 1,500 mg % 4 W [E RIS CHARNEE S L 7=,



1
os#=fE (A) [95% CI
0.9 4 — +F/i M 16.4 [14.2-19.6]
MW 138 [12.3~16.1]
0.8 4 A= (95% CI) 0.78 [0.66-0.92]
2 0.7 4
% 06 -
[
0.5 4
#
» 04
=
0.3
0.2
0.1 4
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 48
SRS H > OMME (A)
At risk s

AFTFI 393 365 333 308 285 262 235 217 197 190 176 168 158 150 119 98 75 55 32 19 11 1 0 0O
FTITE 389 356 319 283 255 231 211 183 170 155 142 131 121 106 79 62 44 32 21 12 5 1 0 0O

1 -
osHiskft (H) [95% Cl]
0.9 - — AF|HmEE 166 [14.1~19.1]
— NfEE 13.8 [12.3~16.1]
081 N —FH (95.67% CI) 0.86 [0.73~1.02]
20.7—
E 06 4
=
05
&
& 0.4
03
0.2 A
0.1 A
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 4
EERETHO>OHRE (B)
At riskZ

FHHAhE 389 368 327 285 266 241 230 214 199 183 169 160 153 133 107 87 61 39 27 20 16 6 2 O
A{BRRE 389 356 319 283 255 231 211 183 170 155 142 131 121 106 79 62 44 32 21 12 5 1 0 O

X1 OS ® Kaplan-Meier Hifg



[Zzpt]

[EFR I RS 1 AR (HIMALAYA #U%)
B EFLITARAIGI R 378/388 5l (97.4%) . AFHIHAMHE 345/388 il (88.9%) MK UNxf
HRFE 357/374 151 (95.5%) 23RO HITZ, W TN DIEERIEK & ORI EBURNGE TE 72
WHEEHRES (RWER) 1. 221 294/388 151 (75.8%) . 202/388 il (52.1%) KX
317/374 B (84.8%) ZRB® LAV, €D D BILTH] (Grade 5) X, T L4 9/388 Hl
(2.3%) . 0 BIR TN 3/374 6] (0.8%) Tdh-olz, WTNDEERETIILRN 5%LL L
DOEIWERITTFTERD BV ThHoTe,

£ 1 VWFhhOREGHTREENS% U LOREN (R IRER) (HIMALAYARRER)
FRERIRHE / B (%)
FEARGE
(MedDRA/J ver 23.1) AFIOFRRE (388 i) AFIHAMEE (388 #1) SHHEEE (374 1)
4 Grade | Grade = Grade | Grade 4 Grade | Grade
Grade 3/4 5 Grade 3/4 5 Grade 3/4 5
2EIEM 294 95 9(2.3) | 202 50 0 317 138 | 3(0.8)
(75.8) | (24.5) (52.1) | (12.9) (84.8) | (36.9)
A
PR BB RE TCAESE 31 1(0.3) 0 8(2.1) 0 0 2(0.5) 0 0
(8.0)
FOR IR RE AR T RE 42 0 0 15 0 0 8(2.1) 0 0
(10.8) (3.9)
R L O EE
EEXE IS 21 1(0.3) 0 10 1(0.3) 0 45 2(0.5) 0
(5.4) (2.6) (12.0)
B IBIEE
T 64 13 0 23 5(1.3) 0 145 15 0
(16.5) | (3.4) (5.9) (38.8) | (4.0)
N 20 0 0 13 0 0 36 0 0
(5.2) (3.4) 9.6)
& - 10 | 2(0.5) 0 7(1.8) 0 0 19 1(0.3) 0
(2.6) (5.1)
[0 4(1.0) 0 0 4(1.0) 0 0 21 3(0.8) 0
(5.6)
N2 4 (1.0) 0 0 2(0.5) | 1(0.3) 0 27 1(0.3) 0
(1.2)
G E KOV PRk E
Z 9 FERE 66 0 0 28 0 0 21 1(0.3) 0
(17.0) (7.2) (5.6)
% 76 6 (1.5) 0 29 1(0.3) 0 47 |41 0
(19.6) (7.5) (12.6)
[ESg 1(0.3) 0 0 3(0.8) 0 0 48 0 0
(12.8)
FE - BERFMEAR | 2(0.5) 0 0 0 0 0 164 33 0
BIEERE (43.9) | (83)
—% - EHEEES OG0 OREE
L 30 6 (1.5) 0 25 0 0 55 5(1.3) 0
(1.7 (6.4) (14.7)
10 S5 11 2 (0.5) 0 14 1(0.3) 0 27 9(2.4) 0
(2.8) (3.6) (7.2)
1A R
& I 3(0.8) | 1(0.3) 0 2(0.5) | 1(0.3) 0 56 20 0
(15.0) | (5.3)
MER R, MERES K OViEhRF
TS 1(0.3) 0 0 1(0.3) 0 0 19 0 0
(5.1)




IRERIRGH / BilE (%)
EARGE
(MedDRA/J ver 23.1) AFIGEEE 388 6) | AKIEMMEE (388) | xIHEE (374 #)
BRI A

TI=rT I hTv 18 | 4(1.0) 0 22 | 5(1.3) 0 8(2.1) | 3(0.8) 0

A7 =7 —EHN (4.6) (5.7)

72T 21 10 0 7(1.8) | 2(0.5) 0 4(1.1) | 1(0.3) 0
5.4 | 2.6

T ARG EUEET X ) 22 [ 9(23) 0 25 | 9(23) 0 10 | 6(1.6) 0

ForvAT7=T—8H | 57 (6.4) 2.7)

i

U —F N 25 17 0 12 | 8@ 0 10 | 8@ 0
64 | 44 (3.1 2.7

IR R 7(1.8) | 1(0.3) 0 2(0.5) | 1(0.3) 0 27 2 (0.5) 0

(7.2)

7B, AFIGFHBHCB T, FEMEMRE 8 6] (2.1%) . KIFE 86 (2.1%). EED
THI13 1] (3.4%) . JFHERERESE - A& - i LMENRE 2 57 6] (14.7%) . AR IEREIR T
iE 43 61 (11.1%) . HURBRBERETTHESE 39 #1 (10.1%) . RIEHEREREE 6 1 (1.5%). T
RBERERETE 2 B (0.5%) . BFFERE (MIEMERRE) 361 (0.8%). ik - B EAEIE 4
fil (1.0%) . infusion reaction 8 5] (2.1%) . ‘x5 2% 2 il (0.5%) . ELIE % HES1IE 2 61 (0.5%) .
EEORZERE 1 6] (03%), ffkEE (F72 - SU—JEREEEZET) 56 (1.3%).
gk 4 B (1.0%) 2338 Havlz, 1 BBERIA . FEEVELF P ERIBAE, Idde. THILE 2R L.
BERR IS . St il MRS E 2 OUR FEERIE 13780 B e o 72,

T, AFIEMEEZRB T, BN BB (1.5%). K26 (0.5%), EEDT
FISB (1.3%) . AFEERERSEE - T4 « BEALMEARAE 255461 (13.9%) . FUIRAREEBEIR TIE 156
(3.9%) . HUIRIRHERE TCHESRE 12451 (3.1%) | Bl ReRR E 4451 (1.0%) . 1AL IR % 1481 (0.3%)
infusion reaction 5651 (1.3%) . ‘L:HZ& 1B (0.3%) . FEAEFHIEIELH] (0.3%) ., BEE DK E
B E1451(0.3%), FPRRETE (X7 v« NU—JEEREE ETe) 161 (0.3%) . FER15] (0.3%)
RO O, BEE (MEEBRE) . Mk - BRUHRMAEE, TEAERREE, FE
PEAFH BRI E, e, AR ZRFL. BRI, S M/ MBI A M OVIRZFER S 1138 0
LALLM T,

AEWERZBRIUI B E RS 2 5 OEFE R 2 T,



4. FERIZOWVT

PSS Y A 7 EEEHE] (RMP) (THE-D& | A 0D 15 38 it 22 A M RS 1LY B~ oD i ) ARl
D DMk T o T, RANOF G722 BH 2 2W - FrE L, AKAIOFTEGICT LY EHEE
7RBEIMER ZRBL L 72BRICx T 5 Z E BB 72728 LLF OO ~Q@ D3 T Z i 7= 7 i
FRICBWTHEHATIRETH D,

O mEFITHOWVT

D-1 FrEd (1) ~ (5) OVWTINITEEY T DX THDH I &,

(1) EAFBRESEET 203 U EEIL SRS (BRE T IR DS A S HE L R .
BN A2 EEHL pRT . HlEAs AR HREIRRE e &)

(2) FrEHREIRIE

(3) #EMIRAENRE T 2 03 AREEERE (BARREERR TR, 23 A
W IIEBE. D3 AR EEHEE B /e &)

@) AHALFPIEE 2 FE U, ARG L RIEZIEEL 1, RIS b FRIEZ R 2
SATAN RIS G R 3 Ok FUEIAR DR H 21T > T D fiak

(5) PUEEMERE AL BN Ot FYE AR D i HH 21T > TV D Jitiak

-2 bR Db 7585 K ONRIVE BN Ot IS Is 43 72 Hak & R & Fr oAl (F
ROWTIDITEZ YT HER) A, Y2 BB OARFNCET 51RO ETH & L CEE
ENTWBHZ L,

#*

[ Bifi 60 2P EUAS 1% 2 =D HIHIAHE 2E T L7212 5 LU E OB A IRE O IERHE %
fToTWBHZ E, 9b, 2 L EIT, DARYEEEZ T L UEHRIESZOWHE
EIToTWNDH T &,
P Bt S EUAS 1% 2 SEOFIIIRHE 21E T L7212 4 UL EOEERRREZ A LT D
ZE, b, 3 FELLRIE, R O 0 A SRYIREE & G e IR SR O R RBHE &
THoTWVWAZ L,

@ BENOEKMFHREHRDOKHIZOWNT

I EHRE BCEE T 2 LA DR E S, BEEEEN O OERED ., AR - &
PRSP RGO G B OERZE ST 2 @i, AEFFLRRBAE LG E oW
¥, FERESDIATON LRGN ESTWND Z Lk,

® BHWER~DRIHIZOUVNT
@-1 M AHIC R 2 B

VR VEGRE R O B /R BIER S I8 4 LT-BRIC, 24 BERESIRIAHIO T, Mi%hiaR X
TEEE R (23T, BB L 2 BIENCS U CABREHE L O CT £ O FIVER OB 2
TRRAEDORERNY B IS, B HICRIGATEEREHI RS> TND Z &,



@-2 ERMEFE L DAEERMNCICET2EMS

DA 2 B 7 ik K OB RE 2 A 9 D IR HE NEIEH T =XV v 7
EEOIERDOAY V—= T E2ITOERE & HREZ LA TE 57 — ARG
SN TWbZ L, k. BHEKEICOWT, DABRE L ZFOFBICHFSICEmENT
WhHZ L,

@-3 BHER ORI ICBI LT

RIER (FEMEMZE R, HHSREREE - JTR - MR 2, NS (FR IR EE
P, EIEHRRERE S, MEAHERERET) ., BEE (REMEX%) . infusionreaction, K
W% « EEEED TR, | BUBEIRIFE, AR - AR RVRIE . (O 2, EIEAN M I0E . BRI
oI IR iK%, BEE O B IR | IR E (7 - NIRRT |
{LFEO R O BWELF P ERIBUDE . THALAE 22 L, R, JRIFERES, MAEREE) 1Txt
LU C. Yazhtiak ST B R O B 2 9 4 Al & s U (RITEH O ZWr-oxt it
WL THRER X EEZZITONAEMEICH D Z L), BHHITHEIZRLE N T E D40
NEESTNDHZ &,



5. REMBRLLRDBE
(A2 L B9 % FH]

@

)

B AV SERIERE O 72\ Child-Pugh 4738 A O UIBRARE 72 I B & 12 B W TARHA
E RNV AU LA=T L OO BE R ORI 5 OGN RS TWN D,

TRLCEZ Y T 2 BTt D ARKI OB G- K O FIEIZ OV TR AFIOF LD

ELLTE LT, AFIOEGRRE LB,

o OTAEBIOAHNMEN R S TV OFTENEEEA & O ff k5

o JRPETEE (R ) —NENRE, T VAL, v A 7w R EE
15, IFEhIREEAR RS/ TR L 28R R TE . B RRIES) WG & 72 2 IFHl R
JE R

AFN O G Tz > Tix, AFE F LAY A~T L DOPFREEICHOWTIXY T 7 =
= TNTHRT D EEERRRGE S TN D — T, AFIHEMBE GOV TRy I 7 ==
TN T DIELMEDO BRI ENTND Z &% HIMALAYA kB O Rkig & 45 1B
fig L7z B¢, BEORELEE L, HIE - HEZERT OIULERH D,

(Zz&fEicBd % HH]

@

@

TRUCEY T HREEFIZOVWTEIAR OGN R E SN TWDHZ D, BE AT
Dipnz &,
o ARHNDRST KR LIBBUE DAL D & 5 B

IRIFEATOFMIZ IV T FRRICE S T 2 BEF T HOW TR, AFIOFGITHESE S 7

VIR, ORI R AT IR Y . MR AR A TS = b BT

ap

o MVEMERER (BUHBRIEE 25T Ob 5 BEIZOBEREO & 5 B

o BT TR & b B I T OUBHME R 46 % 00 I 1 SO PEZE (178 7
Hivs B

o HCREERBOESIUTEMERNE L IEHERBMED A C R BOBEERED
RN ey

e ECOG Performance Status 2-4 "5V D HH

(1)

ECOG @ Performance Status (PS)

Grade

0

F o MR STRETE 2, FWATE [F U B HAERLHIRZR <ATA D,

1

PRI LUETNIHIBR S D23, BMTITHE T, BIEERMAIEITATH 2 LR TE D,
Bl BEWF R, K

2

BATARETT, HODOHOE DY OZ L3 THEEEN, EEEFTEn, B O 50%LL B3~y RACil 29,

[EHONTZHDOHEDOEDLY D L ULMTERY, BPO 50%LL L&y RpR1Cild 27,

FolB;FR, BODHFDEDLY D LT 572 TERY, BRIy R+ Tl =4,

10




6. BREICEL THEEITREEE

O WA CEFICN A, MERFEED DAL 2 B BHE I EED & ARH O Rk K O 1R
DO ERERE IR L T BEHAT S Z L,

@ JRIEBIAICYEL . BE XUTF OFIRICARME R et 2 43 L, FE25
THObRGTHZE,

@ FREWEHD~FR Y AL MIZHOWT

MR B (Rl 2 &) Db obhvd ZE0nH 5 DT, HIHE
W CEEIFL, PRURIREE, nxuk, FEEVE) O & O XFpfR A oo S, 8l
LhEFHATO 2 &, Flo, MBS UTHIECT, MiF~—h—% 0t %
Fhid 5 &,

infusion reaction?3 & H 4L D Z L3 H D | 2[8H LLRE DO AAFIF 5-1#1C b infusion
reaction?Sd BN D Z LMD DT, AHFIRGRHITEEEE OREE +5
\ZBlE29 % Z &, infusion reaction3 i3 80 LAV AITE O R LEEZITO L &b
2, JERDEIE T 5 TREOREZ HICHRT 52 &,

FURIRISERERR S . B S R OV T RAEREE R H OO DL 2 LR H D
DT, AHFNF 5B AGHT & Ofe G- ]I o e W N o sbgrB i A (TSH., ifF
HET3, EHET4, ACTH, L =LF Y — A EORE) 17V, BEOREZ
T8RS AL, Fo, RBIOSUTHBREFEOFERE L EBET 52
&

AROEGIZED | WEORESUSITER T 5 &5 2 5D Ek% 2B
EBRHOONDLZLRhD, BEE ToIATV, RENBO NG EIC
(3, WEORIEISIC L DRIEH ORI L EE L, U2l 2175 2
&o WEDRIEISIT & DRIEH RO D562, AAIDOFE DOIREE,
PR IFRIB RE R NVE R ORGHFELZBRTHZ L,

B TH, BRI OH AR L T LEWERN BB T2 2 03b 57
D, AFNOFGHE T HIZHEWEH OFBU A3 ITIEET D,

AST (GOT) . ALT (GPT) . y-GTP, B U /LB D EH 25 IFHRERE
= OJFR, ELERERR D HbD Z ERH DD T, AFIFG AT KO
F G E BT R A 21TV, BEOREL + I8R5 2
&

PRAE AR R, REKEBREOBEENHOLONDZENHHDT, K
FI$ 5B AT X O 531 HP e IR IS B MR A 21TV, IR OdREAE 1
BT D L,

1B IRIE S & S o, BERIFME T h TV R—Y RACELZE0NHHDT, H
B, Bl MRS DR ORBLLMPEED EFIC+H0EET 52 &, VR
AR ONTGEIZIL, A A VRFI A GT 2 F O R AELZITH 2

11



&o

HIMALAYA SRBRICEBW T, F5-FE G 48 B IX 8 Mg, ZUIREIL 12 BEICH
IMEDFL 21T > T2 Z L 2 BB, AAER G FIXEHMICEBRAE TR OM
BEITHIZ &,

12
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1. ITC®IZ

S DOF N - REMEOHEROTZDITIE, A SCEFEICE D Wl 226 23R
BId, LI, IHFEORFEREIFOEARAC LY | FUREIS 72 & OFH0 72 8T BLVE %
JPESEMPARBENDH T, 2D DEEKGZEIZNERBFIRMET 25 2 L AR
R L 725 TRV R MBOEE & S0 BT #2016 (% 28 42 6 H 2 H HEERE)
IZBWTH, EFMERLEOFAORBELHEEZXD Z L L& TnD,

BOREABTESR G, EEERSCR 2T 1 7 7 A VBBEF O ESK T & B 5 i i
BHZENBDD, DD, AIMERONZEMEIZET HERDHERT 5 E TORM,
UHEERLOREZRZIT D 2 ENWFINBEICH L THERT 2 L &I, BIE
DB LB EE 23t e & D 2 L AR 72— O BF % ji 7o 3 Rk R <
THZEDREETHD,

L7l T, KAA RTA Tl FAEEBELZNE TILBE LN TV DEFIETFH) -
BHR RN EE-S & | LUT D ESE S O feiii 72 5 A HEtE 3 2 8LA 0 b B Bk B2
HROREEFEHE T,

B ARITA RT A 0%, MSATBOE NEF RIS, AETEN B AR
BRI 7o . — A EE N B ARBRIR NEHE S K O— At FIE A B ARNFIBEESA R 2
WA Db EAER LT,

WL AR AERKE  Fa w7 GBS L)
KGR DMBEIANE - T OIBR N RE 72 I E
RHEERDMEROHE : 7L 2 EAREBER O AT 7 F OB W T, .
FNIZIET 2 v v~ 7 (B R ) & LT, 3 EERRET,
1 [8] 1,500 mg % 60 43 RILL o) CEEET 5, 3 BREMET
DRV IR LEEE%, T2l v~7 (BiaT##z) LT, 1
6] 1,500 mg % 4 #FEFE T 60 7ML BT CTRTEFET 5. 72
72 L. RE 30kg LL FOEGE D 1 B 551X 20mg/kg ((KEH) &
T 5,
Hl3E IR 58 ¥ FH T A NI PRI SH
(%)
T B B ORI R, HIEK O &
DI E RS E SRR
FER O & ., BRAIZIE A A2 e & LTI IE 1,000 mg/m? % 30 432> A
FE L., B 1 PRS2 3EERE L, 4 B IRET D, el a—X
ELTEEZEY KT, ok, BEOREBICIVEERET S,




VAT T F U ORNRE IR, HIEL OHE

BRESUT RN « MBS
B O & IRIER IS, 7 A2 EUIERRIE & OfFRRIE L LT TEERIRT 5,
{5 VAT T F oL LT 25mgm? ((RFREFE) % 60 737/ T T aiifiifiE

L., A1E&G%2B8EKL, 3B IXKETSTS, Zhad17—n1E L
TG &0 KT,
B, 1EOBGBITEEFOREICL VEERET S,

FRIREER (C 1 D45 35 A O L - ET T3, BRIRRGRE) OIH P5~) &M

I



2. AFIORE, EREEF

TanN~ T (EeH#z)  (BLF. TRA ) 1X. & b programmed cell death
ligand 1 (PD-L1) (Zk[92%%E 7/ n7 V> Glk (IgGlx) V727 7 A0k Mit /) /o
— T AHERTH %,

CD274 (PD-L1) 1%, AEENIZEWTHREIRSMEICHEE L TH0 | EE LY
VoNER (T ARG, B AR OV TF 2 7% 7 —T Hifn) FICHELT 5 CD279 (PD-1) &
NCD80 (B7-1) L fhA L, M & 2 AIZHIET 25 &5 2 54T % (Annu Rev Immunol
2008; 26: 677-704, Blood 2010; 116: 1291-8) , F£7=. PD-L1 |%, fE~x OEERIC S5
BLLTWSZ & (NatMed 2002; 8: 793-800, J Immunol 2003; 170: 1257-66) 2315 X4 T
Y. PD-L1 & PD-1 Z 41 L7-#RBEIR, MEEFHING S HURRF A0 72 T M & O BB % %
RS 2HFDO—2 L LTEZLN TV,

AH1Z, PD-L1 OFFAMERICHES L, PD-L1 & PD-1 OfEA & HET D 2 L%IC X
D BAPURRRRA e T AR OIS EIE 2 08 L, B O Z I35 ¢ 51 5
nTW5,

AFNOVERBEFIZ D BEORIERISIZ L DRIEME R & b b, BEXIIETIZ
ELHARMENRD D, AFOKGH R OREG%IZIT, BEOBIEEEZ 7512470, BE A5
D BT E T, FEBL L T2 BTG U7 S M 22 Jak & i8R 2 R R AN & s L Ol
DIZ2 BRI 22 ATV I DS RUGIC & D EWE S8 2561213, I BB RV
RO GFEDWY) IR ALE 24T 9 MR D D,



3. BEREE
1B BIBRASHE 72 RHIE 8 O KGR IR IZ R Al 24T o 72 B2 R R 5B 0 plhs 2 o9,

[ 5hE]

[E B[R S M AHRER  (TOPAZ-1 #5k)

AR O 72 B YIBR AR RE 22 IHE #E B 5™ (WHO/ECOG Performance Status 0 X |
1) 68561 (KHFIL 7Ly B e thigth+ 277 F 0 [AFIGERARE 341 6], 77 &R
ET LB R+ AT T F o D HEEE 344 511]) (RN 78 Bl [AAIGFHIEE 37
B, PRERE 41 ] 2 5Te) 2RI, KAl FLAVFEUEBER N AT T F o %
OFREEE L Te 58 OB M R OV M2 fEt L7122,

HFRIEAT OFE R, EERFHMEER Th 224 (BLF, ToS)) (Ffl [95%(54E
X)) (424 DA <2 ) 1X, AFPFHBET 12.8 [11.1~14.0] B H ., <tHHEET 11.5
[10.1~12.5] ZHATH Y . AAIGFHBEIR B LTS PRIICA BRRIER 2R LT
(NY— R [95%(E 18X ] : 0.80 [0.66~0.97], p=0.021 [J&%! log-rank & . A HE K
$e (WD 0.03], 202148 H 11 BT —X b > b4 7)),

1 IREEIRAMT ORI AT, 6 7 A MARE L %ICHER L BERRE Shiz, £7, ik
L0 U A BN ORI IE M T OB, T 6 7 A E LI %ICHER L
THREDRRZRE SN,

*2:3 @ ME 1 A7 E LT, AF 1,500 mg X7 7 REE 1 BHIC, VAU X EUHERE
1,000 mg/m? & AT T F 25 mgm? &5 1, 8 HAIZHEK S 1 7 5%, AHFI1,500 mg X
117 T R & BT 4 R TR S L,

OSHR{E(R) [95%Cl]

sl - KHEHEE 12.8[11.1~14.0]
0.8 - XEREF 11.5[10.1~12.5]
£ g7 INF—REE(95%CI)  0.80[0.66~0.97]
£ 06
7 05-
gu 0.4
~ 037
B 027
0.1
0.0+ T T T T T T T T T ]
0 3 6 9 12 15 18 21 24 27 30
BIEAZIFITHSOEREI(B)
at risk#%
AEIGFREE 341 309 268 208 135 79 49 24 9 1
Py 344 317 261 183 125 65 29 10 4 0

X1 OS ?® Kaplan-Meier Bh#f



[Ze21E]

[E BRI RSB IIFEFER  (TOPAZ-175%)

B EFGIIAAIOEE336/338651] (99.4%) K OKTHEHE338/342051 (98.8%) IZ7dH Hi
oo WTNDDOIRBRIK L ORREBEARN B E CTE WV EERS (FER) X, Thth
315/338%1 (93.2%) K U310/34261] (90.6%) (Z#BD HiL, £ D 9 BLIELH (Grade5) 1,
ZNEN2/338%1 (0.6%) KUN/34261 (0.3%) THolz, WTINDOFGEETHRIEREN

5% EORWERIZTTRO LB ThoTz,

Rl WVWTNLOREH TREARNS%ULDRIER (REMMITHRER) (TOPAZ-1FAR)

ZERIREE | HEATE BiE (%)
(MedDRA/J ver 24.0) AFIGEHEE (338 #i)) xTHEHE (342 fi)
4= Grade | Grade 3/4 Grade 5 4 Grade Grade 3/4 Grade 5

RIEM 315(93.2) | 211(62.4) 2 (0.6) 310 (90.6) | 221 (64.6) 1(0.3)
Mgk LY v REE

i 134 (39.6) | 64 (18.9) 0 123 (36.0) | 64 (18.7) 0

Uit R E 99(29.3) | 65(19.2) 0 98 (28.7) | 69(20.2) 0

i/ MR E 35(10.4) 12 (3.6) 0 40 (11.7) 18 (5.3) 0

P Bk E 19 (5.6) 7(2.1) 0 15 (4.4) 2 (0.6) 0
N 3 i b

FORIRBERE I T E 22 (6.5) 0 0 8 (2.3) 0 0
AR L Ok E

BN RIS 43 (12.7) 2 (0.6) 0 55(16.1) 2(0.6) 0

K~ 7 %7 AE 24 (7.1) 5(1.5) 0 15 (4.4) 1(0.3) 0
PR REE

A4S 20 (5.9) 0 0 16 (4.7) 0 0
B IR

L 118 (34.9) 3(0.9) 0 103 (30.1) 3(0.9) 0

A 37 (10.9) 3(0.9) 0 44 (12.9) 5(1.5) 0

(B4 34 (10.1) 0 0 33 (9.6) 0 0

N 29 (8.6) 1(0.3) 0 25 (7.3) 2(0.6) 0

A% 17 (5.0) 0 0 15 (4.4) 0 0
BB L OV PR RRRE

B 24 (7.1) 0 0 23 (6.7) 0 0

Jii B 24 (7.1) 1(0.3) 0 14 (4.1) 0 0

O FEIE 23 (6.8) 0 0 16 (4.7) 0 0
—i% - EHEER LU S ORE

57 74 (21.9) 9 (2.7) 0 74 (21.6) 8(2.3) 0

blipaEna 37 (10.9) 4(1.2) 0 37 (10.8) 7 (2.0) 0

FEEN 22 (6.5) 1(0.3) 0 16 (4.7) 1(0.3) 0
FRR IR A

U P ER B 89 (26.3) | 70 (20.7) 0 104 (30.4) | 87(25.4) 0

RN 64 (18.9) 27 (8.0) 0 71 (20.8) 26 (7.6) 0

I 1 Bk Es 34 (10.1) 14 (4.1) 0 45 (13.2) 20 (5.8) 0

TI7=vT ) TR 17 (5.0) 4(12) 0 18 (5.3) 1(0.3) 0

7 =7 —E8hn

M2 V7 F = HN 8(2.4) 0 0 26 (7.6) 1(0.3) 0

ek, AFGERBEHZIWN T, FIEMEMRE 4 61 (1.2%), HEO TR 1H1 (0.3%), T
P - BAEPERRE 2% 21 6] (6.2%) . HUIRBREEREMR TIE 23 641 (6.8%) . HHRER

PEREFR &




BERETUHENE 7 15 (2.1%) . BIIEFEAERREE 4 1 (1.2%). 1 BUBEIRIE 1451 (0.3%) . infusion
reaction 3 1 (0.9%) . FEEFEE (T « NLU—JEEREAZST) 14 (0.3%). S 2 4
(0.6%) DFBH LT, £z, Kk, BREE (WEMERE) . K - BT RAE .
O 2%, BEAERL M E, T EEMASEERERREE . MO, FE O R REE | REEMALT TP ERIBE
AL 2L, BEREAE . Sas M i/ MIBE M OVIRZEER B IF8 D DL hv o T2, AREIVE

SEELRPUI B 5 5 SRS R 2 R T,



4. FERIZOWVT
IS Y A 7 EHEEE (RMP) (23D & ARHKI O B3 G 22 RTS8~ B ) (4
75%67}& X Thho T, RAIOFEGE WY BHZZW - FrE L, RAIOFTEGIC LD EHEE
RREWER 2Bl LT BRICRHS T2 2 E N ER =D LT OO~@ DT & 72 7 i
RIZBWTHEHT 2RETH D,

@ HEFITOWVT

D-1 Fied (1) ~ (5) OWTNNITEYT D ThbH Z &,

(1) BAEFBREDTET 20 V2 REEENL RS (BRE A RS A2 HLSIR L
g A3 A2 B EEIL AR T, HUIEDS ARSI BT AR &)

(2) FrEMRERPL

(3) EBENFIRAFNFEE T 2 0 i EEERPbE (D3 ARSI E DL, 7S A2
W IIEBE, 8 s HERE R R )

@) IR b FRIEEZRE L, SRIES L FRIEZ R 1, SORIEE L RIEZIRE 2

SIS KNG LR IERS R 3 OHtisk FEIT/R D | 21T > T 4 Jitiak
(5) PrEEMEREEEAL & BRI OfEa% FAEI LR 2 | 21T - TV D Jifiak

-2 NEE¥E O b2 K OBIE AR B O XIS+ 7e k05 & B 2 Re D[Rl (R
DWTINCEEHE T HERM) 23, YR OARANCRET 21RO ETE & L ThE S
NTNW5Z L,
#*

- ERIG RS 2 FEOMMIHEZE T L72R&IC 5 UL EONR ATRR D EERIHE %2
ToTWDHZ &, 9B, 24D R, BAEWREE L LRSS OWHE 217
STWNWHTZ &,

- ERRETFEUS% 2 FOMMIHEZE T L7-1&I1C 4 FLLEOBKRREREZ A L T\ 5
ol 9B, 3ED T, NEERE DO AW S T DS ATRIE D EEIRIHE 21T > T
WonHZ kb,

@ BRENOEFKHEFERERDOEHIZOWNT

EEGERERICIEE T 2 TE PR E S, REEEENS OFRE D, ﬁxﬁi @7
VSRR O FER R ONERE 0T 2 I iRt A EFRNRAE LGS oW
HEH. FEDRHSHIATONDIEHINE S TNDH T &,

® BHWER~DRIHIZOUVNT
@-1 fEgkAkHIZBE 4 5 B

F‘ﬁ’f’fﬁﬂﬁr BEOEBEZBEWEMANIA LIBRIC, 24 REMZEIEHIO T, Yi%iisk X
[T X3 T d b S 1AM %’uéfﬂw:”lffﬁﬁﬁ (2 U CABREHE KON CT 20 IEH ORI &
E?‘m@@rﬁ%%z)é HHIZE G, B BICRISATRE AR 3 - T D Z &y



@-2 ERMEFE L DAEERMNCICET2EMS

DN AR B 2 ik B OB RE A2 9 D IR HE DNEER =X U v 7
EEOIERDOAY V—= T E2ITOERE & HREZ LA TE 57 — ARG
SN TWbZ L, k. BHEKEICOWT, DABRE L ZFOFBICHFSICEmENT
WhHZ L,

@-3 BHER ORI ICBI LT

RUWER (FEMEMZE R, IHSREREE - TR - MR 2, NS (FR R EE
P, EIEHRRERE S, MEAHERERET) ., BEE (REMEX%) . infusionreaction, K
W% « EEEED TR, | BUBEIRIFE, AR - AR RVRIE . (O 2, EIEAN M I0E . BRI
o M I IR iK%, BLEE O B IR | IR E (7 - NIRRT |
{LFEO R O BWELF P ERIBUDE . THALAE 22 L, R, JRIFERES, MAEREE) 1Txt
U C. Yazhtiak T BB O B 2 A9 2 Al & s U (RIVER OZ Mokt i
WL THRER X EEZZITONAEMEICH D Z L) BHHITHEYI R ALE N T E D0
NEESTNDHZ &,



5. BEXNRLRDEE

UHptic B % B2

D ALHHREIED O EREIR e R IEH B BT, AR 7404 & R
ROV AT T F > L QYRR G OEMED RSN TS,

@ TREICEEY T D AREN O OMEH IR DWW T, RAIOF IS S TE
BT ARANDOEGG L 72 B0,
o OTAAIDOAHNEN RSN TV ML OHFUEMEIREA] & O0F %5
o IR L

[“Zz 4l BE 3 % FH]
O TRICEYTLIEEFICOWVWTIARFORGENERE SN TNWDL 2 b, &5 E21T
DN by
. ARFN DRIk LIdBUE DBEERE D & 5 B

@ WBREATOFHHIZIB W TTREICEZ S T 2 BEIZOWTE, AR O GITHERE S vpn
P, MOIEFEEIRE D RN EICIRY | HEICAFZER T L 2BETE D,

. R MENGZE . (B RIIE R 2 & de) Do 5 EE XTZ OBIERO & 5 B4
o G A CRHVE S 2580 D BB K OV 98 55 D il (S JAEMEZE AL 23 2

Lo BE
. H R B DA I TR MR a3 L <IEEFEMEO A SRR BOBERED
oo HAE

. WHO Performance Status 2-4 "V o B

(1) WHO o Performance Status (PS)

Grade

0 Fo L MR GBI TE 5, SREOMH AL L9, FaTE [ U R AL HIRZ <ATZ 5,

1 PRSI LUEBNERIR S D23, BATARE T, BARNECAEITAT O J LN TE %, SREE T E s
V— RO LRUCSHEREDTE2BELEEND,

2 BATARET, ANOHEOELY OZ LITA&THREEN, EEIXTE 2\, HFO 50%LL FIZ~Xy FAATIE T,

RONTCEISOHDEDY DI L LMTERY, HPD S0%AEES Y R TiRId,

4 FoLKETRY, BODHEDOEDLY DI LITE-72L TERY, BRIy RO+ TEI7,

10




6. BEICELTHEETREXEIE

O WA CES IO, JERTEEE NIREET 2 B RHE 2 IS & ARK O e K O 1
RO DB R ERE I HME L TR+ 2 L,

@ IBEBMBIZHESL D, BE UIF OFBEICA IR a2 +3H L, FE 525
TG THZ L,

@ FREWEHADO~X Y AL MZHOWNWT

B MEE R (TR & te) 3 Hbd Z ENH 5D T, WIHER
CEEIAU, DROR RS k. FEENE) OREEE N O XA o s . Bl
PHSICATO 2k, Fo. MBS UTHECT, i~ — 7 —%DOM& % £
TAHZ L,

infusion reaction?3® Hi 5D Z LN H Y | 28] H LA O ARHFIF 5-KEIZ § infusion
reaction3 & H iV DH Z & b D O T, KA GRHIZITEREIEE OREEZ 5512
#2245 Z L, infusionreaction3 i & LI GAITHE U 2L E 21T 9 & & BT,
FERDNEE 3 2 £ CREDREBL +2ICRT 22 &,

FOR RIS RERE . BB RERSE E R O T BARERERH D OND Z LB H DD
T ARHIE G- B AART K OB 5B P I XE IS N WS RERRAS (TSH., #EHET3,
WERET4, ACTH, [H 2 /vF Y —VEORIE) 21TV, BEOREZ 75108
BY5Z b, ¥, MBS U CEHBRESEOERLEET D L,

AFNOBHIC X0 | WEORIEICTER T 2 &5 2 bk~ 7R BN e
DoHOLOLNDZ ENRDH D, BlELEHmITITV, BENFEO bNTGEITIE.
JE DGR L HEWER O%BLEZBE L, @URENZW 21T 2 &, BE
DEIERISIZ L D EWERAR DN 255121, AR OG- OKREE, Hik LA
ERERNVE HIORGELZERT D L,

B G T % BORRKI OB H#6E L T bREWERPR RIS 2 Z L0 H 5720,
AFN DA T RIS G BIWEH ORI H3ITHEET D,

AST (GOT) . ALT (GPT) . y-GTP, B U LB VD %211 5 AR E
o, BEALYEIRE RO B D Z &2 5O T, AFIE 5 BIGHT & O 51
FIIZEBIRI T R A 21TV, BEOREL T2 BE T2 2 &,

RIVETFREMER R, REREBEREOEREENLODND Z ENH LD T, KA
PGB AR K O G- T E BRI B RE R A 24TV A OIREE 531
BETDHZ L,

VRIBEIR TSN & D oL, BERIFIES TV F—=Y RIZEBELZENHLHDT, H
e, ELD, MRS DORER O FEECMAEE O BRI SRS 5 2 &, RBERIN
WEEDNIZGEIZE, A A B2 B 53 5% OB RLEZIT S Z &,

M E O

Ho|

@ TOPAZ-1FRERIZI T, B EERME) H 24 T6E 5. F LIRS EIC B 2D
P AT o TV Z & BB, ARG I EHIRIC ES R TR R OMER AT

11



Y

(Y

12



HIHs 6

BEEREETA RFA4 v
Fa A V=T (BREFEBZ)
~ TR~

6411 A (5Ffn 84 8 AkET)
B4 FEE




B &

1. [ZL®IZ P2
2. RANOK. EHET P3
3. BRPRARAE P4
4. WiRIZHOWT P12
5. \EXRERDEE P14
6. BEHITEE L TRHET X FIH P15



1. IIC®IZ

S DOF N - REMEOHEROTZDITIE, A SCEFEICE D Wl 226 23R
BId, LI, IHFEORFEREIFOEARAC LY | FUREIS 72 & OFH0 72 8T BLVE %
JPESEMPARBENDH T, 2D DEEKGZEIZNERBFIRMET 25 2 L AR
R L 725 TRV R MBOEE & S0 BT #2016 (% 28 42 6 H 2 H HEERE)
IZBWTH, EFMERLEOFAORBELHEEZXD Z L L& TnD,

BOREABTESR G, EEERSCR 2T 1 7 7 A VBBEF O ESK T & B 5 i i
BHZENBDD, DD, AIMERONZEMEIZET HERDHERT 5 E TORM,
UHEERLOREZRZIT D 2 ENWFINBEICH L THERT 2 L &I, BIE
DB LB EE 23t e & D 2 L AR 72— O BF % ji 7o 3 Rk R <
THZEDREETHD,

L7l T, KAA RTA Tl FAEEBELZNE TILBE LN TV DEFIETFH) -
BHR RN EE-S & | LUT D ESE S O feiii 72 5 A HEtE 3 2 8LA 0 b B Bk B2
HROREEFEHE T,

B ARITA R A 0%, MSATBOE NEF M RIS, AMETEN A AR
BRI oy . — A EE N B ARBRR NEHE S K OA A FIE N B AR ANBHIE R 52 D
WA Db EAER LT,

WL AR AERKLE  Fa w7 GEEEEL)

B LRDMEXINE AT - BROTEIRE

HEEBDHEROCRE : INVRT T F 2 RO 4 o RPUEMIEEA] & O IZB W T,
W RANZIET 2 v <7 GBI ) & LT, 1E1120
mg % 3 WERIBE T, 60 /ML BT CHREEET D, TDOHBD
HERRIE I B W, T al <7 (EBEF#kz) L LT, 1
[1] 1500 mg % 4 #FF R T 60 0 HILL BT TRIEFET 5, 7=
72U, 1R 30kg UL FOGE, HEFRRIEICEK T 5 1 Bl G-&I1%,
20 mg/kg (KE) &35,

il R 5E ¥ T A TR IS




2. AFOKK, 1ERBERF

T a7 (B Z) (BAT, TARA) 1%, & b programmed cell death ligand
1 (PD-L1) &9 5% 7 a7V Glk (IgGlk) 77 7 2pe Mt/ 7 a—F L
R TH 5,

CD274 (PD-L1) 1%, EEANIZEW THRRSMREICHE L TR Y | EHfkL2Y
VRER (THEME, BHRE T F 27 0% 7 —T/Mla) ZICHEBLT 5 CD279 (PD-1) K&
N CD80 (B7-1) &y L. I A RAUZHIE 2 &35 2 57TV % (Annu Rev Immunol
2008; 26: 677-704, Blood 2010; 116: 1291-8), F7=. PD-L1 %, Ff~ OEEMIIZ & I H,
LTCTWAZ & (NatMed2002; 8: 793-800, JImmunol 2003; 170: 1257-66) MG S TE
V. PD-L1 & PD-1 241 L7-#R & IX, TSI HUR R A 72 T AR & OB % (1]
BT HHFD—o L LTEZBNTNS,

AFNE, PD-L1 OFEAEIRICHES L, PD-L1 & PD-1 OfEA &2 HET 5 2 L%k
D S AHURER R 2 T MR OIS SR 2 58 U, IS ORE A2 I+ 25 L &5 25
nTW5b,

ARFNOVE RIS < W O RS X 2RIE-FEN & boh, BESUIELTIC
EDLWREMD 5 5, AANORGH KR OEEGHRIZIT, BEOBIEL TIATV, BE DR
O HIVIZEEITIE, FEH LT F RIS U BEPR 2 ek & BB 2 B D BEfT & L Tl
SN2 8RR Z2 ATV P DERUSIC K D RIER 2 B 2 56 1213, BIFRRE AL
TR OB GO IR ALE 21T 9 MEDR B D,



3. BRERAE

[H5hE]

[E B[R ZE AR SR (DUO-E #tbR)

{LFFERED 720 AT - RO -ERERE? 718 #l (DAKI+A 730 7 +{by
FRVES T 239 ], @AH + LR 0R05" B 238 . QbR BE 241 f511) (AN 88 f
[Zizn@26 i, @30 fil, @32 41]) Zxtgic, ERROK VO EQ@DHZIMEK VL4
PEARRE LT,

TFEEMMIEH & &72 RECIST ver 1.1 (2 E-3 < TRBRHE Y ERRHE 12 K 2 HEH A 17
W (LR, TPFS)) (Ffli [95%fEHEKMH (LT, ICL)]) OfEFRIEL, AK&l+4 78
U 7 HEFEIEREC 151, AF LA T 102, {EFEERET9.6 WA THY . K
Fl+ A Z U 7 HAEFRRVE R O F 2RI R IE ISk LRSI A B 7R
EZR LT (DIESRIERC T D AR A+ 4 7 )0 7 LRI O N — Rk
[95%CI] : 0.55 [0.43~0.69], p<<0.0001 [J&%5 log-rank #7E ], A EAKHE ([H18) 0.025,
OALFPRIERE 6 D AA L ZRIERE O Y — R [95%CI] : 0.71 [0.57~0.89]. p
=0.003 [JE@5!] log-rank f&7E, A E/AKE (M) 0.025, 20234F4 A 2 B7—% v b A
7).

*] RIS O REBIREE & U C HUB RS 2N 5 S NS AT, BB 0 Bt 5 A
HBFEREE TOMMN 12 1 A ML EOBERRE L Shiz,
¥ UTOWTNNTHELTLBEPHRL S,
> International Federation of Gynecology and Obstetrics (UL, [FIGOJ) 43%8 (2009 4Eff) MDD
BED DB, T XUTAEM%IC RECIST ver.1.1 (255 < HIE WIREIRZ 3R b7 B
> FIGO 4¥¥ (2009 4EH) IVHIOBFE (T T EME OIEIEREOH BT H A \)
> B EETIREIC L 0 RIAET S AR ARV R O B
3 k- AREUTFO LB & Shi,

bG8 (b2 RO HERRE A
KAl A7 57 %B%?CA%;KT ;220 fnz)ﬁg * AHI 1,500 mg % QW THHIRIAEL:
LRI Q3W\“C“§%Hﬁilj:ﬂ§“€”3 o« FF %0 7 300 mg % BID #& 1 #% 5.
1.2 7

KRG | T A L0 mp £ e
Q3W THRN G- T3 '

(eiEm %$?g§i¥;i£@ " ARDTTEAHE QAW THIRAEL
R T © $550 FOFFER% BID ARG

CBDCA : VRS FF o PTX : X7 J ZF+¥/L, CBDCA/PTX : CBDCA & PTX & Offf,
Q3W : 3 HRIFEIMG. Q4W : 4 ARG, BID: 1 H 2[E, T1: CBDCAAUCS Xi% 6 mg * min/mL
FH Y 5 OV PTX 175 mg/m? % Q3W THIARWNEL G-, T2 : CBDCA/PTX £ 512 KL 5 i BUE KOG 23
EH L-HA%121X, OCBDCA KU@PTX # T NEFNDOV AT TZF RO/ T U XXk )L
(TNAT I RER) T R X2 KFIcETRIREE Sz, T3 &K 6EEE



1.0 KRN+ AT /8Y T AR ——
FAHCEEERE  — —
0.9 {2 isnt
08
w 97
ﬁg 06
%
% 05
E|
& 04
- 0 - ——
.
03 .t — —»
H
.l'l'llH.""
0.2 | Sr—
- B -
01
00
0 3 6 9 2 15 18 21 % 27 30 3
T U BME SO (A)
at risk %t
I
Lemere 239 214 198 169 139 95 51 30 16 7 3 0
ARATACTRERE 53g 211 188 138 105 69 45 % 13 5 0 0
(EFTEERE 941 213 184 125 86 45 2 10 3 1 1 0

(PD-L1 FEBUIR LB DA Zhitk K O 41k)

ERE AR NAERER (DUO-E #BR) ISHAANSNT-EBED I B, JEEHRR A

BUF % PD-L1 O3B (TAP) IZBET 2 1HERNE LN —HMOBEDOT —F|THS X

PD-L1 FEBLRBNIRBANCIFNT 21T > m AR L EVEOFRRIBUT O LB TH

272,

AEMEICE LT, TAP=1 4 & il LT TAP<1 #[H T, (bFBIEICARI TR
FROA TR T LT HZEICED PFS OIERZNEI/N S WEBGED STz
(£ 1), TAP=1 M KO TAP<1 M D EELEMIZI1T 5 PFS @ Kaplan-Meier Hifi%

1DOEBY THoT,

723, PD-L1 ORBRIZL BT, AFOLZEMT a7 7 A ViLFEETH -T2,
* o (DMINRELC Yt 55 AN ER D B A B IEEAIR % NI S M0 L |2 e (S 28 3R D B L 2 NN
B G I N TEAE T 2 BEI O Al & . IS AEIR 2RO RS TR L C 100 & 5 U7 (%)




1 PD-L1 OFEBRIAID PFS DOFEMT#E R
(GEBRHEMSEMMHEE, 20034 R BT —F Iy b4 7)

KEN+FF ) T AH T .
ZE= 150 170 163 <KHFI+ AT <Y
TAP A2 M (%) 68 (45.3) 97 (57.1) 114 (69.9) 7 fprpeiEmt L
=1 i [95%CH (W H) 208 [15.1, &l 113 [9.7,154] 9.5 [7.9,9.9] (SRR >
AP — R [95%CT] "' 0.42 [031,0.57]  0.63 [0.48,0.83] - 0.005
B 82 61 75
TAP AR (%) 55 (67.1) 38 (62.3) 57 (76.0) <AH LRI
<1 HfefE [95%CI) (B A) 10.1 [9.5,15.0] 9.7 [7.0,14.7] 9.9 [7.6,12.5] >

ANY— REE [95%CI] "1 0.80 [0.55,1.16] 0.89 [0.59, 1.34] — 0.147

— CEMAe L. ¥ FEERI Cox N — FET L, %2 OFE5EE. @PD-L1 OB Q% 5.8 & PD-
L1 O FHIRI E OAZBAEM 2 ILER L L= Cox FINF — FEF L




1.0+

B 0.8
x
F .
w00
AN
=
0.4 -
0.2 1
0.0

Hazard ratio (95%CI)
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N Median PFS (months) (95%CI)
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[E B[R 2B AR SR (DUO-E #kb%)

AERRZIIARF+ AT )0 7 L FRIERE237/23861 (99.6%) . AH|+{b PR iE#E
232/235%51 (98.7%) . {bFHEIERE236/236%1 (100%) IZFEH BTz, WT I DIREEK &
DOREBMENEE TERWEESR (BRWEM) 13, £ E4234/23861 (98.3%) . 219/235
il (93.2%) . 228/236%1 (96.6%) IZFH H L, £ D 9 LI H| (Grade5) 1T B
Mol WTNOORETHBLIEIG 5%, EORWERIZITRDO LBV ThHoTz,
£2 WThHh OB TRETSD s% U LORIER (Z&MMxigER) (DUO-E Rk, £RBRIIH)

BERIR R — Pk (%)
Jukm | T 7 ’(‘2;)87@;‘“5"?"5 A+ LR (235 ) (L2E5IERE (236 1)
(I\\/,I:f ];?'A{)/J 4 Grade | Grade3/4 | Grade S Grade Grade e Grade Grade
5 Grade 3/4 5 Grade 3/4 5
ARIWEM 234 128 (53.8) 0 219 101 0 228 96 (40.7) 0
(98.3) (93.2) (43.0) (96.6)
MR LY R EE
2 1fi. 133 53 (22.3) 0 91 32 0 108 27 (11.4) 0
(55.9) (38.7) (13.6) (45.8)
[ 1f Bk ek 14 4 0 10 2 0 8 2 0
i (5.9) 1.7) 4.3) 0.9) (3.4) (0.8)
IR ER A | 45 (18.9) 23 0 34 18 0 30 13 0
e 9.7) (14.5) (7.7 12.7) (5.5)
/B | 32 (13.4) 8 0 29 7 0 16 3 0
s (3.4) (12.3) (3.0) (6.8) (1.3)
PN
FHOR iR BiE 11 0 0 15 0 0 4 0 0
JUHESE (4.6) (6.4) (1.7)
FOR IREERE | 31(13.0) 0 0 34 0 0 5 0 0
KT E (14.5) 2.1
B L OseEkEE
BRI 45 (18.9) 2 0 32 0 0 36 0 0
(0.8 (13.6) (15.3)
ThU YA 13 4(1.7) 0 12 0 0 10 1 0
e (5.5) (5.1) 4.2) 0.4)
K~ 7% 22 0 0 21 1 0 25 1 0
NIk 9.2) (8.9) 0.4) (10.6) 0.4)
TSR PR
FEIED F 23 0 0 15 0 0 21 0 0
" 9.7 (6.4) (8.9)
R A4 22 0 0 22 0 0 24 0 0
9.2) 9.4) (10.2)
SR 12 0 0 9 0 0 10 0 0
(5.0) (3.8) (4.2)
R BIRR 12 0 0 8 0 0 10 0 0
(5.0) (3.4) (4.2)
KM= = | 57(23.9) 4 0 61 2 0 62 1 0
— g NF— 1.7) (26.0) 0.9) (26.3) 0.4)
SRR 5 0 0 13 0 0 8 0 0
2.1) (5.5) (3.4)
KA MR | 54 (22.7) 2 0 54 0 0 61 6 0
—a—u (0.8) (23.0) (25.8) (2.5)
?«_‘
IR 2, MOEREs I ONHERR =
ST ] 8 1 0 17 1 0 9 0 0
(3.4) 0.4) (7.2) 0.4) (3.8)
=l
i3 13 0 0 11 0 0 3 0 0
(5.5) 4.7 (1.3)
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5 Grade 3/4 5 Grade 3/4 5
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(14.9) (0.4) (17.4) (0.4)
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B # R E & OE A FRRREE =
RAfHR 33(13.9) 1 0 40 0 0 38 0 0
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(3.8) 4.7) (6.8)
5 Al 22 0 0 27 (11.5) 0 0 37 1 0
9.2) (15.7) 0.4)
VU AR 13 1 0 17 0 0 19 1 0
(5.5) (0.4) (7.2) (8.1) 0.4)
— % - REEEER X O SR OIREE
e 35(14.7) 6 0 19 2 0 17 3 0
(2.5) (8.1) (0.9) (7.2) (1.3)
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2.1 (28.9) 2.1) (28.8) (1.3)
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(4.2) (5.1) (5.9) (0.4)
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(3.8) (5.1) (3.0)
i AR AR AT
75 =7 | 25(10.5) 4 0 23 3 0 13 2 0
NIV N (1.7) 9.8) (1.3) (5.5) 0.8)
AT =T —
L HIM
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VTR (6.3) (0.8) (7.2) 0.4) .1
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=7 — ¥
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F= N (6.3) (1.3) (34
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ST (5.5) (3.8) 1.7 (34 0.4)
AT =T —
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A (17.9) (11.1) (25.8)
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s (2.5) (15.3) (3.4) (14.4) (3.8)
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suerin | PAEATO0 T TR i pepmsne 235 ) {Lopisme (236 1)
(I\f:rd];??)” 4 Grade | Grade3/4 | Grade e Grade Grade e Grade Grade

T 5 Grade 3/4 5 Grade 3/4 5

BE, THB L OESHHE
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RE. AHN+ AT 3 T HEERERIC B W T, AH & ORBEBMRNEE TE 220
BN 11 (4.6%) . KB 461 (1.7%) . TkgRerE: - T2 21 4 (8.8%) . HIIR
BRBEREA TE 31 1] (13.0%) . FUIRAREBERETCHESE 16 {51 (6.7%) . infusion reaction 6 i

(2.5%) ., MRRFEE (XF7 0 « NU—JEEREZET) 96 (3.8%). ik - BREUH AlfRIE
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NTWNWBHZ L,

<

o [EAMMFFEUSE 2 FONMIIHEAE T L7121 5 FLLEO R VIR DEEKRIHE %
fToTWAHZ &, 96, 2L EIX, DAIEWEEEY £ & UIERRIER - ONHE %2
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BeHHET %, BRSO T HBSE L TOLEIERBRET 22 Enb 5720,
AKFN OB G T IS EWEH OB SIZEET 5,

AST (GOT). ALT (GPT). y-GTP, B VU /L E V0D L7 %5 FFHEGREREE . AT
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1. iXU®IC

e DF NN « ZZRMEDFERMRE O T2 D121, IRA SCEZ ISV 2l E 2 23R
BND, 6T, IEOREREFOMESRIZ L0 FUKEIRS 72 & OHF 72 J R 1E A%
FERMDPEARBENDLHF T, 20 DOEEKNZ FICHLER BT IR 5 2 & PR
PR & 72 o TR Y RRIFMBGE S & YR O BT EE 2016 (CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHMERNEOMHRAORE(LHEZXS Z L L ShTnd,

BORERRE PRI, RBEERASRZ 2T 1 7 7 A VDSBEF D ESR & B 5 i
B RHD, 2O AR NZEMICBET 2 IERNH0EET 5 £ TOM.,
MHEIMOBEZMLSZIT 5 2 EnHIfF SN BT I LTERT S & &bz, mIfE
RMFEBL L 7RIS B 23t % & D 2 & DA fE /e — 8 O B i 7= 3 e BE CfE
THZENEETHD,

L7ei3o T, RAA KT A 0 TlE, BARBEES I E T LTV D ESIREN -
R RN EED & | DUT O E IS O it 70 8 2 HEE S 2 B0 b B e ik B 2
F RO EFREE T,

BB ABTA BT A %, MAIATEIE NEHE N EREIR O, AEETEAN B A
BRI o . —AXFEETE N B AR IRNBHE S . —MRAETEN B AR B TS & OFEEFE
EBRNEENEAN B ARIEFEZOW IO EERR LTz,

KB LR AEES T a7 GBIE L)

AL RAMEIE - BT DTET - TR ABLEE

MNEERDAEROHE: 7vAdu T, LREVF— b, AXH IV FT7F RN R
I LDHHIZENT, B, AT 2 e~ 7 (BisF
FAHAZ) & LC. 18] 1500mg % 4 @R CHRTC 2 BE T, &
O 2 [BIE T, 60 23BILL BT CRiEsET 5, T0%, 7
2 V=T (Bia R z) & LT, 118 1500mg % 4 #EIRINE
T 10 [EFE T, 60 LA ET CRaERET 5, 7272 L., {AHE 30kg
LT O%E® 1 Bl 5- &% 20mgkg ((KE) &35,

: T AT RS

e
3
=
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2. AANDORAK, VERBF

T als =7 (Bla i z) (LT TAAD) X, & b programmed cell death ligand
1 (PD-L1) &9 5%%& 7 a7V Glk (IgGlk) 77 Z2pe Mt/ 7 a—F L
R TH 5,

CD274 (PD-L1) (. AEANICE W THURRRMEFIZHBLL TRV | EHkLcY
VRER (THERE, BRIEL OV T = 7 /0% 7 —Tfila) FIZHE4 5 CD279 (PD-1) &
U CD80 (B7-1) & L SIS E 2 AUCHIE T 5 & & 2 54TV % (Annu Rev Immunol
2008; 26: 677-704, Blood2010; 116:1291-8), F£7-. PD-LI %, F& 4 OEEMALIC & FEH,
LTWAZ & (NatMed2002; 8: 793-800, JImmunol 2003; 170: 1257-66) MG S TE
V. PD-L1 & PD-1 Z4 L7 #RBKIE, NG HIRL S HURRF A 72 T AR & D B8 4[]
WS LEFEDO—o L LTEZLNATND,

AFNE, PD-L1 OFIEAMERICHES L, PD-L1 & PD-1 Of5&E2HETH 2 LS X
D AP T AR ORI BTG VE 2 08 U, IR O Z I+ 5 &5 25
TV D,

AR VSR 35 < B D SIS IC & B BIEFI S8 & b, Bl UL I
B WA & . AFIOR G H R ORI RICIT, BEOBBE AT, B 5
0 AT B AT, R LT F RIS U PR 7Rk & RCBR % R DTN & s L
GVRSERIRBIT 21T\, B DRIERISIC K 5 BIEA A SN B B a 1L, BN R
U HIDB GEOWE RALE 1T 5 LEDR BB,



3. ERIRAHE

BRI T DR - T2 Al Bh A O A GBI FEAMG 21T > 72 25 72 i PR AR 0O pli i & 71
R
[ 2]

[E BRI RS M AHGER (MATTERHORN 35k)

BRIR IO ~IVA O FEH O E ITREE#EGHEELEET (WHO/ECOG
Performance Status 0 XX 1) 948 f5 (AH|I+FLOT [AKIGFHEE 474 5] 2, 7T 8HR+
FLOT [xtHEEE 474 6] ") (AAN 86 il [AFIOFHRE 40 B, XTREHE 46 B3] 2 3Te) %
KGRI, INRTFENIRIE L L CAAIE FLOT ZOFH&S L. IFEmBRiE L L TARA L
FLOT & OffH#GICh] i & AH & Bl 5 U 2B O FME R Vet 2 st LT,

RN 2024 12 H20 BT —# 1y NAT) OfER, FEFHMIEE Th 5 A
N MEGFHIR O R IAE (95% (8K (385 fEDA X R) 1%, AFIPFHEET NE™

(40.7~NE) # H. x##ET32.8 27.9~NE) A ThH-o7= (NH— Kb [95%[FHEX

] :0.71 [0.58~0.86] ™. p<0.001 [J&H log-rank #iE, A EAKUE (FEM) 0.0239]) ™5,

*] : ARIBHIFEH AN IS & 72 D American Joint Committee on Cancer (%5 8 ix) D I ~IVA H1o HBE 32
Anbniz,

¥ E - HRIRR—VOERO LB LI,

3 HEERRE (BLF. [AER)

*4 o B EKEEIZHIG LT 97.61% 5 EX I [0.56,0.89]

*5 : BRI H 0 — 5T B HEEINTE 225 (pCR) RO EEARHT (4 EMATHE U5 C EFS O

FEHT BATONTZ) DRICIET ST TR SN 31 E 35 < ARG 3
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FLOT Df I # 5- 3911 AR B - 441

AF+FLOT FLOT™' (3 1,15 BH)| #% %4 & | FLOT™ (5 1. 15 B |A#l 1,500 mg % Q4W
A G L) Lo fF AT ok A A) & OO TRA |TI09A 2 b & THAR

1,500 mg (%51 AH) 1,500mg (351 HE) |52

ZQ4W T2 HA 7L % Q4W T2 A 7 v

FCRARMEL T2 F CHIRMNE G2
7 Z ¥R +FLOT FLOTT!(% 1,15 B H)| 3% % ¥ | FLOT™! (% 1. 15 A |77 &x % Q4W T 10
(kR EE) EOPFRTT TR ¥ H) LOBRTTTE (A 7 0 E THIRNE

(51 HH)%Z Q4W T R H1HA) % Q4w |52

2 WA 7L E TEARA T2 A7 NVETHR

P12 RPN ¢ 572

Q4W : 4 A [EEIIE

T1:48ME2 1A 270 LT, O7Anr I (81 K15 A HIC2,600mg/m?), @& Y F—hF
FU T (1 KRO15 ABIC200mg/m? (AATIE, VARKRY F— b 100mg/m?)) ., @A X4V FS5F (5
1 %OV 15 B AIC 85mg/m?), @ REeX kL (51 &0 15 A BIC 50mg/m?)
T2« KPR SV IR0 Ml B I T R SR FBEA T S X B S DS O B C FLOT O #5-% ik L7346 ThBRGE
£ (1) EMORWHIZESEARF LT F 2R E M TR T2 &L LT,

T3 IR OARROBREEFEIIEE 12 A 7 VETE LT,
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0.1
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
" TEVEL BT DS OHIM (H)
At risk#
AAIGEHRE 474 436 404 381 351 334 320 307 288 234 187 107 88 33 20 2 1 0
xHiEEE 474 429 392 360 329 302 278 264 249 202 160 89 65 26 21 2 1 0
1 PR OB A~ N ALFHIR O Kaplan-Meier #if (MATTERHORN 7&5R)

TREEHT (2024 42 12 H 20 A7 =20 v M4 7) OfR, HERERKEHHEH OO
EOTHLEAEFHHOPIME (95%EHIXFE) G21 fFDA ~ b)) &, AAIPFARET
NE (NE~NE)., ®tHH#ET 472 (45.1~NE) W H Th o7z (NP — R [95%(EHE X
0.78 [0.62~0.97]),

op o 2 HE 1

0.8 1 AHIOF FHE
0.7 |
0.6 |
05 |
04 | =
03 |
02 |

0.1 |

0.0 |

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5l
» VR EI 2D DO HIH (B)
Atrisk#

AEIDFAEE 474 464 438 422 403 389 376 367 351 338 293 205 143 80 38 8 2 0
XHEmE 474 457 439 414 395 374 354 337 323 309 262 197 128 72 33 11 2 0

2 TR O FHIR O Kaplan-Meier #ift (MATTERHORN #t5%)



(Hife PR 9 11 D 2 M)

[ R [R5 IR RER . (MATTERHORN #RR) (SHAAN SN BED 5 B BRI HTH]
(ZERBRIZIRAT AT S e A DNEDFERIZLL T D LB Th o 7o, BARWRHITA K OIB O
FERNTI T, RIS & Folie U CAKIOF A EE C EFS &Y 0S MER T D81 2338 6 4172
Nz,

1 ERAIFEARI O EFS O FIfENTHRE R (ITT4EM., 2024 F 12 H20 HF—% v b4

7)
P T
1B #i jgj;ﬂg?;ﬁ 182 gz 8;3 3998 %379;987’]7] 0.97 [0.61, 1.56]
W e aw oo e T O 057098
vam e h e it e 0% [160sd

— HEEARRE, ¥ IR Cox HINY— RET L

104 T Lofi
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L —  ———————— L e
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48
Y HEAEA TS OWIR (H) MAEBBI S OMIR (F)
Atrisk3( Atrisk#
AAIGEIRE 37 33 32 30 28 26 24 24 24 22 18 10 9 3 2 0 AIRIE 109 101 93 88 80 77 73 7 70 55 3 20 16 4 2 0 0
AR 25 24 21 21 21 21 19 17 16 12 9 4 3 0 0 0 xfEpE 108 96 87 84 77 75 74 70 65 S0 36 20 16 8 5 1 0
1.04 1.04
m 091 \‘\\ 0.9 Yo B
{ - 3 B { T 1 £5
1 08 = . ARFIOE B 1 08 N T AFDERE
~ 07 o / 0T , o SR /
v06] - wenn- > 061
S
o5 Vi - k05
£ o4 SRR £ 04
03 7 o3 /
oo # 0] AR
Fas NP
o1 A o
6\ 0.0 e
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51
VR LB 5 OB (H) AR 2 BIS D OWI (F)
Atrisk# At risk#
AFIDFEE 287 264 243 230 213 203 196 186 170 136 113 64 51 22 14 1 0 0 AfGEERE 41 38 36 33 30 28 27 25 24 21 1912 12 4 2 1 1 0
HEEE 298 272 252 226 210 190 174 166 158 133 110 62 43 18 16 1 1 0 b BT 42 36 31 2820151010 9 6 5 3 3 0 0 0 0 0O

3 BEEAEIRIBI EFS o F BT O Kaplan-Meier #if¢ (ITT £, 2024 45 12 7 20 H
F—=EHhy bA7) (EEXK: DAY, HEX: OBH, £ FX: Y, £ FX: VA #)
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T e A
vam a0 e g 0% 026104

— HEEAREE, * o FERERI Cox N — FET L

1.0 o ;(;uaz,h; 1.0 = ShRARE
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Lo | e,
. 0.8 7 S 4 08 / e
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0.6 1 . 064
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H g4 o 04
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=03 0.31
021 024
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51
Atriskti MEAEREISH D OB () N MEAE AL DB (1)
AAPEARE 37 35 34 32 30 29 28 28 28 27 22 19 13 10 3 0 AAIGEFEE 109 107 100 94 93 90 87 84 82 77 63 40 25 13 3 1 0 0
KfEERE 25 24 23 23 23 23 22 21 20 18 15 7 7 5 0 0 SGfHREE 108 105 100 95 95 91 88 87 83 81 65 46 26 14 7 4 1 0
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0] A RS ool L R
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0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51
; BERE S OHE () . AR BT D O WK (H)
Atrisk# ris]
AFIOFHEE 287 282 267 260 246 237 228 224 211 205 183 127 90 47 28 6 1 0 AAIGFHRE 41 40 37 36 34 33 33 31 302925191510 4 1 1 0
S PREE 298 287 277 262 248 234 220 205 198 189 167 132 88 48 26 7 1 0 PRI 42 40 38 33 28 2523 23212015127 5 0 0 0 O
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[Z4tE]
[ B[R 55 ARG SR (MATTERHORN 5%)

B EFGIIARAIGEEE 471/475 51 (99.2%) KOS HREFE 463/469 5] (98.7%) 123D 5
oo AARIPEFHBEZIB VT, W ORERE S & OREBERNGE CE R WA ESF
%1% 453/475 4] (95.4%) TR BV, FD 5 HLIETH] (Grades) 1. 6/475 5] (1.3%)
Th o i, RFIPFABECHIL LW T OIRBREAIK & ORREBERAGE TE WA
EEG (RBES%LLE) TTEROEEY THoT,

#£3 AFEARTRELEZVTOOERENEK L OERRBGEABETERVWEEES (BEEK5%DL
+) (RetfEhratg4EM) (MATTERHORN #REk)

. B (%)
ARV | AR SAIBEFIRE (475 1)
(MedDRA/J ver. 27.1) N
%= Grade Grade 3-4 Grade 5
WD OTRERE FHZE & o K IRBIHR NG E 453 (95.4) 283 (59.6) 6(1.3)
TERWRFERR
MR LY 3R EE
I R ER A E 144 (30.3) 97 (20.4) 0
2 if. 72 (15.2) 8(1.7) 0
1 RIS i 26 (5.5) 1(0.2)
PG WA
R A RE AR T E 31(6.5) 1(0.2) 0
AR L Ok hEE
BEXONIBIES 103 (21.7) 8(1.7) 0
R IEE
R = 2 —r 3T — 95 (20.0) 1(0.2) 0
PSRN 70 (14.7) 0 0
KM= 22— N F— 69 (14.5) 7(1.5) 0
BERGRE 35(7.4) 2(0.4) 0
SH = 2 — T — 24 (5.1) 4(0.8) 0
R E N IS SRR e
i, 28 (5.9) 0 0
B IBkEE
T 258 (54.3) 25 (5.3) 0
TR 215 (45.3) 112.3) 0
M - 100 (21.1) 6(1.3) 0
A% 58 (12.2) 3(0.6) 0
(s 34 (7.2) 0 0
[y 31(6.5) 2(0.4) 0
KB R KOV TR
JiEIE 136 (28.6) 0 0
95 47 (9.9) 3(0.6) 0
& D FERE 41 (8.6) 0 0
B I iz s 26 (5.5) 0 0

—f - EHEEER L ORGSO ORE



B (%)
AHIOEARE (475 1)

IRERIRGHR | HATE
(MedDRA/J ver. 27.1)

4 Grade Grade 3-4 Grade 5

it 113 (23.8) 9 (1.9) 0

I ) e 74 (15.6) 12 (2.5) 0

FEER 47 (9.9) 3 (0.6) 0

FEREE D S SE 26 (5.5) 2 (0.4) 0
R AR AR A

I HRERER D 116 (24.4) 92 (19.4) 0

A if Bk HaRE D 43 (9.1) 25(5.3) 0

iR 30 (6.3) 2 (0.4) 0

IRE D 25(5.3) 1(0.2) 0
BE, PHEB X OWLES IHE

HEATLE D RS 33(6.9) 5(1.1) 0

723, LT ICBEFES 2 5 eI E AR BUIRI OEFHE R 27, AAIGFHRICB VLT,
AHN & RRBARN G E TE R W EMEMZEE 1461 (2.9%) . KBk 66l (1.3%) . &
FEDTHI 3 B (0.6%) . THILEZFL 1 6] (0.2%) . FURIMEEEIL TE 31 61 (6.5%) .
FOR B RE TUEESE 21 1] (4.4%) | RIEEREEREE 6 B (1.3%) . THEERBEREREE 3 4

(0.6%) . 1 BUFEIRIE 4 1511 (0.8%) . NFH&RERETE - T2 38 1 (8.0%) . &FEd (ME
PR %) 361 (0.6%) . e 161 (0.2%) . Ok 161 (0.2%) . SR 2 61 (0.4%) .
HEORERE 1] (0.2%) |, MEEE (F7 2 - SU—JEEREZET) 6 61 (1.3%) |
infusion reaction 8 {5 (1.7%) 23#& LTz, F£7o. WEAGMEARE 2%, SEUTRARE, HE
R AE D E S I MRBAE . I FEEMEAT T ERIEUDE . BERRE I M OVR 3 ERES I TEE
D BRI T,
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4. FEFRIZOUVWT

I Y 2 7 EEGEHE (RMP) (A0 & A O B 3K 22 R TS B~ oD 1 ) (Al
Wb HHiEk Tl > T, AR OEEN#EE) 72 EE Z2W - FrE L, AFIOHEGIC L HEE
7REWER ZFBL LT BRITXIST 5 2 & BB R 7o D LU DO~@DF T A&l 72 i
RIZBWTHEHT & TH D,

D HEFIZHONT

@-1 TR (1) ~ (5) OWTINIIFEN T Dlisk ThHDH Z &,

(1) BB REDGET 203 VBN SRS (BE IR DS A2 s HE L A
B, HidskAs A HOEEENL AR, Mg A AR RRRE e &)

(2) FREREREIEPT

(3) HEIFRAFERIEET 2 A BREEEFRPE (23 A HOEE ERPE, 23 AU iiElE
W 1IEBE, DS AR R EEHE R 72 &)

(4) ARAFFRIEEZRE L, SRERCARIEDRE 1, SRIERE L RIE2 R 2
SATAN SRR bR ES IR 3 Ofisk EEITAR D R tH 24T > T B ik

(5)  HUEVERESAILL G E BN O sk AR D M 21T - TV D sk

®O-2 BREOAFHRIEKL ORIERFEBRF O RIS 53 72505k & #EBR & FroER (FRO
WFNZREE T D ERN) 23, HE2REORANCET HIEROEEE L L TREI N
TnnHZ L,

*

o [EHithEFFEEE 2 EOPIHINHME ZME T L7212 5 ELL ED D ATRIED BEARIHE %
{THoTWBZ &, 9bh, 2L R, PARMIRELS T & LIz BRBEEZOHHE 2
{ToTWVWBHZ &,

o [ERIFEUE% 2 EOWHIFHE ZE T Li212. TELEE O N A KWL E &1 5
HELL ORI ZOER 21 T> TN D 2 &y

o [EHithIFEEHE 2 EOPIHIHEZE T L21%I1C 4 £ FOBRRBREZA L TV 5
Z Ll 9b, 3L R, LR DD AR RS 2 T oM bR S DR IRAHE &
fToTWVWBHZ &,

@ BEHNOEXRBEREERDOMEHIONT

BRI A BT T 5 B DS S, BLRMZEN D OfFRE A, Ao - &
EMEIRENE R OE L OERSE ST 5 et AFFRNRAE LG oWt
BB, ENHOMIATOND KGR E S TWD Z L,
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® BIER~DOXBIZONT
@-1 FERREHICE T 5B

FEVELPE I KR S o0 BB A IR I AS R84 L7 BRIC, 24 ISR O T, Yakhtiak
(TE MR T, FEE L2 BHERICE U CABRE B O CT S ORIER OSBRI &
FAMA OFE R Y A RIS O, B BISHIS AR R EH N - T D 2 &,

@-2 EREEEIC L A EFRATICHET L EM

M AR HE D 2 P 2 il e O RE A A 2 R E NRIER e =2 Y v/
EEDIEROA Y ) —=2 7 EATOLIRE L A 4T & 55— LR 2%
SN TS Z &, ek, BFEEICOWT, NABRE EZOFRICHIICAmENT
[AY R

@-3 BHERA o2ZH-xHICE LT

BIVEH (MBI, IFRERERRE S - ITR - SEALMERRAE 28 Wl (FRIRIREEGE
PR, BIEFREREREE . TEAREREIETE) . BEE (MEMERRS) . infusionreaction, K
NB4% « EEED T, 1 BUBEPRIA ., A - BERUTHRUARAE . (DR 2k, BEMEEAE, BEEA.
eI VI VRS L iM% . B D R E IR MR (X7 v N U—EEREE G T .
(bLFREDE R O R EEAF P ERBE . THARAE 2R AL, R JRIFERES . A R5%E) 1Tkt
LT, Yikhak ST B B O B 2 A3 2 Al &l U (RITEH o2 Wr-extii
IR L CTHRER VSR AT ONDLEMEICHH 2 L), EHITHEY R LED TE A4
NEESTND I L,
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5. B#Extp L s BE

(BRI BE 3 % ]

O FERFHI~IVAORERTHI O B FEEE (FiE B ES MR EE TR EHA5 L2205
L) kT L, AKAE, It T, LRKRY =K XV TITFUR
O REXFE/L (FLOT) & OPFRBEIC X DR - ik E &R O D% DA
FHM P 512 K DI MBIEIE DG MEN RIS TV D,

@  FREIZEEY T D ARKNOFEE K O FH TR HOW T, ARANOFZIMENRHESL S TR
59, AFlOEERE /2B,
o DTARHBIDOHIEDN RSN TR W OFTEMEIEEH & OO 5

@ [EEILFEE AR (MATTERHORNGRER) (28 C, BEARE T AL OV T BOKEM
2R T, RFRREE & bl U CARKIOF A RE CEFS R DOSHME K3~ DM 23788 H 72
MoT=Z b, BHRFHA TAR O IBOBE BN TR, AHIF G- LIS D 1h%E
DEEH+aET 5 2 L,

[tz BE 3 % 3]

O TRICEYTIHIEEFICOWVTIEAFOERGNEZD L ENTWD Z D, B %17
brpnz &,
o ARFIDEAIT R LIRBUE DBEERED & 5 B

@ WREATOFHHIZIB W T FRICE ST 2 BE IOV T, AAlOFGIFHERE S0
D3, MLOTRIEERIE A 2 WG EIZIRY | HEICARZEN T 52 L 2EETE 5,
o AEMRE (BREE 2 5T) Db D -BE T OBERD H 5 BH
o JEREG IR TRIE R 2580 2 A K ONEINERT 2 55 D il SAEPEZEA L A3 77

Y (+¥5¢ 3
o ACKERBOA U UTIEMER 23 L ITFIRMED B SRR BOBEERED
oo HAE

e ECOG Performance Status 2-4 0

(ED ECOG @ Performance Status (PS)

Grade

0 =< [ <TEBY T X 5. FMRT L R U B HAEAHIRZR <ATZ 5,

1 PRI LR TN RIBR S D 23, AMTATRE T, BAEECHE > TOMERIIIT O Z LN TE 5,
Bl BEWF R, P

2 | BATRECA R OI OB O = L3S S CTARESERITE A, AP0 50%h LI~y FATBIT,

RONTZHSOHEOEID OZ L LT, HFEO 50%LL EE Xy R+ Cilm =9,

4 LTV, BOOHORY OZ L 3aL TERY, BEICy R THRIT,
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6. HEICERL THETNEFH

O WA CEFIIN A, SEREER DRI D B RS IS & ARHI O RpM K OV EAE
DT DIZLE R ERE B L T RT 52 &,

@ 1REBRLAIZIENL D BE UL OFIEICHINER OfERMEZ ot L, FE x2S
ThobETLHZ &,

@ ERBEHO~RT AL MIDONT

VMR B (BB IRR 2 B ) b obihvd Z E03h 5 DT, FIHIER
(EBDu, PRURIRIEE, ngmk, FEEVE) ORI OMIHE X A o FEhEsE, 8142
EHoATO 2k, Fo. HEIDG U TIE CT, My~ —» —FOMmA % 5%
M5 &,

infusion reaction 23 & H I H Z L3 & 0 | 2 [A1 H LD ARH| % 5-FFZ 4 infusion
reaction 23 LD Z &N B DHDO T, AFIFEGRHIITEEIRE OREELZ+5
\ZBI%29 % Z &, infusionreaction 23589 LN E XU R LEEZITHO L &b
2, JEREE T 5 E CTREDREL HICET 52 L.

FOR IR RERRE | RIS R N T RAEERESZE N H 6L 2 EndH 5D
T ARA G- B AR M O G- 31 ) I 30E SIS N it e i A (TSH., 1078 T3,
Wl T4, ACTH, 1L 2L F Y — VS OHIE) 21TV, BFOREE +4312 8
HBYHZ L, ¥, LECSUTHGRESEOEM L ERT L&,
AFNOEEGIZ LY | WEORERICTER T 5 & E 2 B D Ek % REEHIE
NHLONDZENbDb, BEELTHIATHV, BEPRDOONTHEITIE, @
FEDRIE N L DEWEH ORBLABE L, @mURENZ 41T 2 & WE
DHPE N L D BWER DRG0 555 121E, AFlOG- ORI, ik U3AE
ERERNE CHOBRGEEZESTDH L,

BT, BOAM N OH I AR L CHORIERREBLT A2 Z X3 H 5720,
KRN O G TS RIER ORBU 712 EET 5,

AST (GOT). ALT (GPT). y-GTP, B U /LB ED EH &M 5 AFehEREE . T
R, BACHEIRE R H B D Z LMD DT, AFIFE G BIGRT & OG- H1H
FXEHRICHTR R A 21TV, B OWRELZ H0ICBI5RZT 5 2 L,

PRAMGE VA MR 2. RERABREDOERENHLOND Z LB DD T, KA
Be 5 BRAART M O 5 HART TP X E BRI OB RE A 21T\, BRE ORBE R 451
BET DL,

1 BUBEIRIG DS o Do, BERFIMES N TV R—=V RICELZ ERHLHOT, O
B, D, TEMFOIER O BB CMAEED LRI H01ET 52 &, 1 ABER
WRGEONT G, A R ) VREIZ RS 5EOBURAEZITH Z L,

@ MATTERHORN RERIZF\W T, LU FICFR#E L 72 Rl A 2 O F M 217> Tz 2
L EBEIT, ARG RILEMCEBRE COIROMEREITO 2 &,
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o IiTATHIBNIEIE & LT O FLOT OG5 28 H LI OFi i

o g 4 EMLL ERRIE % 230 T X AU BN IE O BRAGHT 28 A LN

o IEEAHBRIEBAG N D 2 RN 12 WA, £ D%IT 24 A

B, AR OBLIIIRETHIRE L LT 2 mE T, IFEMBEEE LT 2 EET
e I B
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