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* AST (GOT). ALT (GPT). v -GTP, ¥ U LE D |k
e IRERER L DN L EBH LD T,
AF4 5 BRARRT R OB G- 30T 1L e # AT T e
BEITV., BEORBEZ+HIBETHZ L,




IS 1

REFEHEET A FT 1
Fav<T GBin )
(BRi5e4 1 4 X7 4 VO ABBE120mg, 1 X7 4 Y RATERE 500 mg)
~ FF 5 H g ~

STA44E 12 A
B A FHEE
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1. iZLdic P2
2. AEIOR. 1ERERF P3
3. ERIRAUE P4
4. FERRIZHOWT P8
5. BERRE I DEE P10
6. WEIER L THETREHE P11



1. IZL®IC

EIROFE - BZEMEORHEMROTZOIIE, BAESICE SO B IERERAR
oD, Sbiz, EEORZEHFMOESRIZL Y, FUREIER 2 & OEH 2 HHAE
FAMFEELPARBENDIF T, INHOEEGHEZEICHNERREICRET L &0
MEXDOBE L leo TRV, REMEGER & EOEARFEF 2016 (FAk 284F 6 A 2 H
B E) 2B\ Th, EFHNERLEOFEHORKEIHEELRD 2 ShT
A
FREARFERL T, BEERACZEE 0T 7 A VRBFEOERER EH LT
BRAZENDHD, 20D, BPEROZEMEICET 2EHN+0EETHETO
M., UZEEXFOBRBELBRIZITDZENMFINIBEICH L TTERT LD
2. BIWERMIEH LB LB st d & 5 2 & S ABE 72— TE OBt & i 1o EE A
MTHERATZENEETHD,

LERoT, BKIA RTA Tk, BARBEESZNLE TILE LN TV OIESES
B - B RMICESE UTOEEGORBERERZHEE T 28RN OMLERE
., BExHFROBEFEEFT,

BB, BRAA RTA 0L, MATBOE NERE R EFRERE S, ARAEIEAR
AR, —RAERVEA A AREBRANRHES R O—REEEA B AT S O
F1ob EERL LT,

XBRE R DBERES A 7 0 P EWERE 120 mg, 1 17 4 2V RTRFEE 500 mg
(—i% T anr e (BLEFEBRZ))

SR ERAPENEIHR - VIR TR

WELLAREROEE (BE . AT 2T GBEFHEB L) & LT, 1 1500
mg % 4 BT 60 DRILLENT CRESET 2, 72L&
E30kg L TOHEO 1 EEEGEIT 20 mgkg (KE) L3 2,

3R ¥ FH TR NSRS

(B%)

FLAD A=Y (BT OEIZHE, BELCEE

RESUEZN R BUBRARE R T AR R

BERCHAR : T o 0bwr (EaFERz) CoffRickuyc, 8%, gAE e
AU AT (B FHE#Z) & LT, 300mg % 60 /fELL AT THELR
WEET D, 7220, RE3I0kg LFOHAED 1| R GEIL 4mghkg (K
#H) ¢T3,



2. AROE. TER#F

A X7 4V REEE 120 mg X OREDRFETE 500mg (—i4 - Taro e (E
PR z) . LT TARAID X, B b programmed cell death ligand 1 (PD-L1) [Z%}9 5%
fET a7 v Gl (IgGlx) V77 52Dk MMt Ja—FAHFiETH D,

CD274 (PD-L1) &, AENICBWCHRERMAEICHE L TRY, EELEZY
oNER (T AHRME, BHREKR OV F 2 5 0% 5 —T Hilg) SB35 CD279 (PD-1) K&
O CD80 (B7-1) ¢fEE L. AEINERZAICHIET 2 EE2 5N T3 (Annu Rev
Immunol 2008; 26: 677-704, Blood 2010; 116: 1291-8), F7=. PD-L1 Ik, FEx OfEEI
BB LTWAZ & (Nat Med 2002; 8: 793-800. T Immunol 2003; 170: 1257-66) A3if4s
ENTEY, PDLI & PD-1 2 LKL, EEMAAFRERANZ THRENS 0K
BELEBTAOMEO—2L LTELLATNS,

AFiE, PD-L1 OMIRSERICHEA L. PD-LL & PD-1 D&% HETHZ L%IC &
V. BAFURREERNZ T HROMIREEEE MM L, [EEORELIH T3 L5250
nTwna,

AFIO IR IC IS B DSBS & B BHERS S b, BEXEIECI
BB AN B2, AFIORTFROREEICIT, BEOBEL AT, BENR
b B NIIHAITIE, B LI FEUCI U BFIR07R A0 & F68R & Fr o T & X5 L C il
GBI 1TV BEDRBERIGIC & B BHERNSE DS HAIIL. BIBEE AL
VR OBEEOBIRINEETT O BERD B,



3. EREREE
BIBRBE 72 AT R AR DA GRBF I Ml 24T - T 72 B R B O & 2 7,

[ 2]
EESE R N FERER (HIMALAYA RER)
2 B AL EIERE O 2\ Child-Pugh 253 A OUIRANRERITHEESRE (ECOG
Performance Status 0 XX 1) 117161 (KRFI+ LAY AwT (BFHEEZ) (LIT,
TR LAY L=T)) 2 [ARFIGFAEE 393 Fl]. AFIBMBE"S [AFIEIMEE 389 1), Y
7 x=7 [EREE 389 F1]) (BAA 108 5 [ARFIOHREE 34 1, AKIBEIMEE 45 51,
FREE 29 6] ®Ete) AxtBIC, AHIE P LAY AT E2HRRE LB R OEHE
HmRE LB E DR r%&o% PEARES Lz,
FEMER & SH-2AFHE CUF, T0S)) (FRIE [95%FEXHM]) (836 {40
4«“‘/ R) iE. AEIBFAEET 164 [14.2~19.6] WA, AFBEMEET 16.6 [14.1~19.1]
. SHRBEET 13.8 [123~16.1]1 B ATH Y . AFIGFABE IR FRERICR LIEH 2RI
f:@ﬁ%w L7z (N — R [95% 88X ME] : 0.78 [0.66~0.92], p=0.0035 [/EHI
1og—rank WE, AEKYE (D 0.0398]), F7, AFIBEMEEIZOWT, ~"P— FLLOF
BKEEC RIS LA EEE O FIRPEFNCHAE LS~ — 0 THD 1.08 2 TH
ST EnG AFIEMBEO S RECKTT ISR EINT (N — R [95.67%
EHEXE] : 0.86 [0.73~1.02]) Q0218 H 27T BT —% b v vF7),
| BERE (BREMT S/ — VEARE, T UABBEOEE, < 7 ciRERE, TOIRERRE
T/ AFBIIRL B OE, RURRIES) OWIG & 72 5 MF A SN,
*2 0 KK 1,500 mg BOVR LA U AT 300 mg & 1 B, 0% 4 BEORREZETC, £# 1,500 mg

% 4 ERERBRE CRAIRPN S S,
*3 1 AKH 1,500 mg % 4 BB CHIRNES L,



1k
s\ oswiE (4] [95% Cff
0.8

FIAAT16.4 [14.219.6]
13.8 [12.3~16.1]
08 1 AR ) 0.78 [0.86-0.82]

© 2 4 6 8 10 12 74 (6 18 20 22 24 2 28 30 32 34 36 38 40 42 44 46
BT L OEE ()

OF 393 366 333 308 285 262 235 217 197 190 176 159 168 150 119 98 75 55 32 18 11 1 0 O
FITITE 389 356 319 283 285 231 211 183 170 155 142 131 421 106 79 B2 44 32 20 2 5 1 0 O

4
X osshkfh (H) [95% Ci]
09 4 — kA 166 [14.4--19.1]
- J3iEEt 13.8 [12.3~16.1]
028 1 A~ I (95.67% C)  0.85 [0.73~1.02]
% 0.7 4
.QE 05 4
ﬁD.E
&l
& 04
03 -
02 -
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 46
Az S 0l8 (B)
At riskE

FEHHHI 380 368 327 285 266 241 230 214 109 183 168 160 153 133 107 87 61 39 27 20 16 & 2 O
AEREL 389 356 319 283 265 231 211 183 170 155 142 131 121 106 79 62 44 32 21 12 5 1 0 0

X1 OS ® Kaplan-Meier #i#3



[Zzatt]

ERRAL RIS NI 4R35 (HIMALAYA 5R)
BHERSIIAREIGEERE 378/388 B (97.4%) . AHKIHIMEE 345/388 i (88.9%) KUK
FREE 357374 B (95.5%) 23R b, WP OTERIE: ORBEBENTE TE 72
WEESRS GEWER) 1E. FNEN 294/388 151 (75.8%). 202/388 ] (52.1%) KU
317/374 B (84.8%) 2B B, £D 5 BLILTH] (Grade 5) 1E, FE4L 9/388 i
(23%) . 0 FIRN3ABTAH (0.8%) ThHolm, WFNILOFREE THREBEEN 5%LLE

ORIERIITRO LB TH- T,
#F 1 VWThroRERTHEARES%U EORUER (RAMMATHREN) (HIMALAYARER)

AEBIRDE /
EATE
(MedDRA/J ver 23.1)

BilE (%)

AFGEREE (388 )

AFIEmEE (388 B)

stHREE (374 431)

£ Grade | Grade o Grade | Grade 5 Grade | Grade
Grade 3/4 5 Grade 3/4 5 Grade 3/4 5
2EIER 294 95 | 9(23) | 202 50 0 317 138 | 3(0.8)
(75.8) | (24.5) (52.) | (12.9) (84.8) | (36.9)
PG REE
FR AR RE TUEETE 31 1(0.3) 0 8 (2.1) 0 0 2 (0.5) 0 0
(8.0)
FE R LB T 42 0 0 15 0 0 8(2.1) 0 0
(10.8) (39
REREUOREEE
BERLE 21 1(0.3) 0 10 1(0.3) 0 45 2 (0.5) 0
(5.4) (2.6) (12.0)
BIEEE
T 64 13 0 23 5(1.3) 0 145 15 0
(165 | (3.4) (5.9) (38.8) | (4.0)
0 20 0 0 13 0 0 36 0 0
(5.2) (3.4) (9.6)
Rt 10 | 2(0.5) 0 7(1.8) 0 0 19 1(0.3) 0
(2.6) (5.1
2] 4(1.0) 0 0 4 (1.0 0 0 21 3(0.8) 0
(5.6)
% 4(1.0) 0 0 2(0.5) | 1(0.3) 0 27 1(0.3) 0
(1.2)
KBS LURTHEREE
7 5 PENE 66 0 0 28 0 0 21 1(0.3) 0
(17.0) (1.2) (5.6)
B 76 | 6(1.5) 0 29 1(0.3) 0 47 |41 0
(19.6) (1.5) (12.6)
e 1(0.3) 0 0 3(0.8) 0 0 48 0 0
(12.8)
FE . RERFHEAR | 205) 0 0 0 0 0 164 33 0
ASEERE (439) | (88)
— it EEEERL LRSI ORE
9 o 30 | 6(1.5) 0 25 0 0 55 | 5(1.3) 0
(1.7 (6.4) (14.7)
S 11 |25 0 14 1 1(03) 0 27 | 94 0
(2.8) (3.6) (1.2)
MEEE
& I E 3(0.8) | 1(0.3) 0 2(0.5) | 1(0.3) 0 56 20 0
(15.0) | (5.3)
MRS, MR L OVtREEE
S EE 1(0.3) 0 0 1(0.3) 0 0 19 0 0

(.1




BERIRSE / Bl (%)
EARGE
(MedDRA/J ver 23.1) FHIGERRE Q88 ) | AKIEIMEE 88 f) | xTHREE (374 B)
FRRBE ,

TI=VTI) Ty 18 |4(1.0) 0 22 [ 5(1.3) 0 8(2.1) | 3(0.8) 0

27 = 5 —E (4.6) 5.7

735 —FHEM 21 10 0 7(1.8) | 2(0.5) 0 4(1.1) | 1(0.3) 0
(54) | (2.6)

TANSEBET ) 22 [ 9(3) 0 25 | 9(23) 0 10 [6(1.6) 0

NI AT 2B | (5.7) (6.4) @n

i

Y 8—F N 25 17 0 12 | 8@ 0 10 [8@D 0
64) | (44 (3.1) 2.7

KERD 7(1.8) | 1(0.3) 0 2(0.5) | 1(0.3) 0 27 | 2(05) 0

(1.2)

¥, AEGFHBECBNT, MEMEMER B 2.1%), KBk 8 2.1%). BEED
THI13 61 (3.4%). ITHERERRE - FT4¢ - BLMEARE 25 57 61 (14.7%) . FRRARHEEEIR T
fiE 43 ) (11.1%) . FCRIRSAETIEEE 39 B (10.1%). BIBHEREREE 6 6] (1.5%). T
RHEREREE 2 B (0.5%). BREE (MEMBLS) 361 (0.8%). 7% - MEUHRARE 4
1 (1.0%) . infusionreaction 8 B (2.1%) | {L:FH7¢ 2 61 (0.5%) . ELAE K5 4E SIE 2 61 (0.5%) .
BEOKERE 16 (03%), #REE (X7 SU—EREREET) 546 (1.3%).
e 4 61 (1.0%) DB baviz, | BIFERIE, FEBWELT FERIBAAE, s, TILE ZRAL.
BERE 7 Mo DN M i/ IMRIB A SRBER IR D B R dr o 12,

o, RAEMBICRWNT, BEMERERSE (1.5%). KIBE26 (05%), BEEOT
FISB (1.3%) . FFHERERESE - AF4¢ - ML IERRAE 225400 (13.9%) . AR BRHERE(R TIE 1541
(3.9%) . FURIRHERETTHEAE 12481 (3.1%) | BB HSRERE E 401 (1.0%) . 185 R 141 (0.3%) |
infusion reaction 5% (1.3%) ., DMFZR 1B (0.3%), BEMEMEAEIF (03%). BEEOKE
EE1H1(0.3%), #RIEE (F7 o - NU—JEEREEET) 14 (03%) . B4 (0.3%)
WRDONT-, BEE (MEMBRS). 2 - BEHRARE, TEARIEEE, L
PERFRERIBAME . IMZe. THILAE 22 L. BRI I O et i/ MR PEEEBER 1358 0 B
o,

AEMERRERIIIBIEER 2 S EFHERETT,



4. HFRIZHOWT
EHRL Y 27 EEE RMP) [CESX, AH O EEBEZLMERERIER~O W K
N BHR TH o T, AFOFEP B L BELZE - HEL, AFOBREICLYEE
REIVERZ R L EBICHHRT 5 2 EBNER D LLTFTOO~@D T~ Tamid i
CBWCHEATEIRETH D,

O HEERITOWVWT

O-1 FRED (1) ~ (5) OWVTNNCZET IR THDHI &,

(1) BEAEFBRENEET 20 ADEREEI SRS ERER R ARFEREIL R,
Hudak S A RS RCEEEILARRE . IS A RSRIRIE R &)

(2) FrEH BT

(3) %Kﬁiﬁfﬁi%négﬁx#aﬂa@*z>ﬁ§ DRCEEERIE (DS ARFRESIEERIT. DS ABRERE
Wb, B AREGEEEHEERET R &)

m)%%k?%&%%’%bﬂ%ﬁfm FRIEZ R | OIS RS L R IE 2R E 2
DOHEFEEEIEIAR DB HZAT > TV D HiRR

(5) PUEMIEBEHIN S EEME O EEICR L A 21T > T2 ek

-2 FFARE L B OB RIS IR ORRIC 5 72 507l - B % D ERR (T
FOVFRNICHYT HER B, SHBHHOARICHT 5IRORLE & L CRE
spCwnBT L,

=

E RSP EEE 2 SEOFHIBME 25T L7 1%1Z 5 FLLE DD AGR ORARIHE %
TFoTWAZE, 5b, 2 L T, PARYREEZE L LEBRIBREZOWE
ZITHo>TWAI &,

EMMGIrRE% 2 EOVIMELET LB 4 FELL EOBRERBREFE LN D
&, 9bh, 3 FELLEIR. AR O ARYRE S S TR O BARTHE &
ToTWBI &,

@ BRENOERLFEREEOEHIZOWT
EXELERERICEFTIEAENLE SN, MECENLOBBRED, A -2
SV AEROBEE VEMS T 5 FMRME. AFFENRE LB OWmE

EH, ZERECDIITORBBHINESTNWE T L,

@ BUEA~ORIZOWT
@-1 MRk B 2 2t

FAELMER R R O EE R BIER BFA LBz, 24 BERIRIREHIO T, G Y
IR T B T SE L BHERNICH U C RS R O CT & OBIVEA DN %
FRREORBENY B FITEON, EBICKISTHERERNE - TN D 2 &,



@-2 ERIEEHRICL2FEFSNNICET 2 ES

MABRICE DL DEM MR A OEEL B T A EREREEEVRIERT=2 Y v
ZEOTERDOAI ) == TRTVERE L BFRE LA TX 25— LAEEREHINE
fHENTVWBZ &, 2B, BEEHIZOWT, PABRE L ZOFKRICHDICEM SN T
WAz &,

@-3 BHERORZEr-ORISIZEIL T

BIVER (RVEMEMR A, IFHREREE - 1T - BEbPERRE 28, NOWEE (FIRAREAE
BEE. BIBHAEREE . TEAMAERE) | BIEE, infusionreaction, KiFH - B O TH,
1 BUBEERS ., fho% - RRACARRMARIE . (DRSS, EEARIENE, B, St f /MR
PEERBER, MR, BEEOREEE, #MEEE (X7 - N—EERE2ET) . (L2E
EOF B ORBWELF R ERRE, LB L, RS 12X LT, SRkt SULTBE
BB DB L H T HEM & EE L GUWERAORE-ORICE L CHRERUXEL2%
TONZEBEICHHZ L), ELICHDIZABENCE ZEHNE-TNDE T L,



5. REMRLIRDBE
[(HaPEic B3 5 H]

)

@

4 B (b FRIER O 720N Child-Pugh 2538 A OUIERRHE 22 FHRIHE B 12 B8V TARA
ERLRAY LT L OHARESROARFEMBESOBEHENRINTVD,

TN T 2 BE IS T D AR OF 5 K O R FEIC DN T, AFIORF N

FESLL TR LT, AFIOREXE LB,

o DTHEHNOEEIRENTWRWLOFUEMESEE & O KRS

o RFTEE BRI Z ) —VENER, T URRORE, <A 7 o REER
1%, FTEhAREA IR/ IR L AR RE . MUHRIESE) OB & 7 2 iTHEAR
B

AENOEEICHT- > TiE, BAFE LAY AT & OFRABGIZOWTEY 77 =
= ANCKT BEEERRIES N TV D=5 T, AREBEEICOWCEY I 7 ==
KT BIFLHEOHBITRENTVWD Z L%, HIMALAYA BBROBHEZE +01c3#
Lz ET, BEORELERL, A - AEZERIT IMNERD D,

(ZetticBd 5FH]

Tﬁ_&éféﬁﬁ_omfmxﬁwﬁﬁﬁﬁﬁtéﬂfvé:aw%\&5%ﬁ
PNz L,
o EKFIDOREA IR LIBESEOREERED H b BE

TRRBTOFMICB W CTFRICHRY T 2 BE ISV, AR OHREGIIHERE S

WS, MOIREEIRE 2 WHAICRY . BEICAFEZERT 2L 2BETE

Do

o FEMEMRR (BRI 2 ST ObSBEITOMEREDOH D EE

o JAEEGRE CHER 2R D BE R ORRGME A5 O IS SAETE L A
HiLDBE

«  HORERBOAHUIEBMNLRE L EBEREOE DAEEBDOTRED
boHEBE

«  ECOG Performance Status 2-4 #V g

%) ECOG ¢ Performance Status (PS)

Grade

0

Eo (MR TERTE D, BBALFIL BEATENHRR T2 D,

1

PIRROIZ I LUVNEBNIHIRR S B 28, AHTAIEET, BIEERMEIIT O Z LN TED,
Bl BRI, HHEE

2

BITARET, BADFDEDLY DO LZETCAEEED, EEIRITERV. BHO S0%LLEIE~y FATR IS,

3

BHI-BESOHFDELYDZ L LTERY, AFO 0% EE~y RMEFTRIT,

4

For{BTRY., BODEDOELI DI LIEE o TERY, BRIy FIAFFTHIT,

10




6. BMEIZEBLTEETNXHIEF

O WACES IO, BUERFEER NRAT 2 GRS D & A O R K OB EfE
DT DI BEREFREY DT L ChBHERTAZ &,

@ BEBBITENL D, BE I FOFRICEER EREEL +oRE L. RELE
ThoEETHZ &,

@ ELRRMERO=XTY AL MoV T

FIEMERRR (BEHBRIREZ ST RHbbndZ eNH A0 T, WIEE
W (EEIA, MR RS, k., REE) ORBEROHXRREDEHRE, &
BE+SIATH 2, Flo, BEIE U THEECT, ME~—1—%0hEx
Ehd oL,

infusion reaction?3 & H >3 B Z L3 H V| 2[E] B LA O AFIF: 58512 § infusion
reaction® & H D T & NHDH DT, AEFRERICITERIBE OREL 5
IZBIE4 5 Z &, infusion reaction3FR % LN HEITEU)LLEZITO L & b
WL IERBEET S E TREOREL T0ICHERTH 2 &,

FARIRERERRE . BIBHERE RO TEERERENH DN LD D
DT, AHEREBRLEE R O 5 M TIXEIRIC Ao WS RERE (TSH,
BET3. WBET4. ACTH, M =T —VEDQRIE) 2170, BEOKEL
THCBET L E, e, VEICSCTHBRESOEBELER T

&,

AFIOEEIZ LY | BEOHRESINTER T 5 &E X bk RRBLH
BRHLOND I ERh D, BELTHITITY., BEVPRBONHEIC

. BEORERINC L DBWERORBREEE L, EULRENZH 21T
&o WEDHRFERIGIZ & DBWERB DN 2HEITIL, AR ORE ORSE,
PIETRIBREFRVE A RIOREEZEET L L,

RERTH, BEMNOEDARBE LTI LENEANERAT LN H DT
D, FEOHBE/RTRIZLBIERAOREBICASITERT 5,

AST (GOT) . ALT (GPT) . y-GTP, B U/ %D L& &M D FFHEEERE
£ OIFK. BEIRE AR S SN D I ERNH BT, AFITRSRBETE O
BEHARM I ERMIC I ERE 21TV, BEORELZ +OIEBIRT S -
&,

RAE MR R, RERABREOBEENRHLONAZENHDHDOT, K
FIH EBRLGET R O S HART TP I E AR IO B RE R 21TV BRE OREER
SFICBRTHIE,

BB RIE D B Do, HRBHS R TV R—L RCEAZ ERHADT, O
B, B, BHEEOEROERCMEED ERICHoERETHZ L, 1BUER
ARBELNEHEIE, A VR ) VBRI ERESTHEOBEE)RAEEZITH Z

11



ko

HIMALAYA ZERIZ W T, B 5 A6 488 8 BE. #hlfET 12 8EICF
EDFHR AT > TV Z L 28T, AFRESFIIESHICEBRE CHROM
HWEITHIZ L,

12



RIS 2

B RHEET A N4
Taled (BisHHE#EX)
(BB : A 274 VU RFEHE 120 mg, A 27 4 VP REHTE 500 mg)
~ B8 i ~

Sfh44 12 A
A S EE



B

. IIL®I P2
2. AHIORH. 1ERBT P4
3. ERIRAUAR P5
4, HERRIZOWT P8
5. BEXGR LI HIEE P10
6. BEICEB L CEET REFHIHE P11



1. IZT®IT

EHLDOERME - REMEDHERO DI, IMICEEFICE SV BIEREANRD
bid, D2, EFEORFEMOESRIZ LY | PURERES R & OB FHIE A
FEELPARBEINLIFT, INOOEERTEICHLERBEICEELET 52 L ARED
REL 2> THY REMBOEE & WHEOELRFE 2016 (Fk 28 4 6 A 2 HEFERE)
WEBWTH, EFEELEOFERAORMELHEZXA Z L LahTns,

FORERE S ERE ST, BBRERHSZAN T e 7 7 A VDB FOERIER EH O MR
BRHZENDD, Z0d, AMMERVCREMEICET 2 ERN+0EET 2 £ TOM.
UHZEEGOREZRZIT L 0TS BEICH LTHEMAT S & &b, BIfE
RMBEHR LT BRI N xtin g & 5 2 & RN RIRE72 — E DO BE{F 2 7o 3 R T A
TLHLENBEETH D,

L7z o T, AHA RIA T, BRI NE TIZELN TV DERIEZER -
B RMICESE | UTOERGLOFRHERFERZHET 2B RN O LEREN, B2
HFROEEFBRE T,

BB EBHTA KT A d, MIATEIEANEIE MERBSE R, ARHEHEABKR
FRIRIEE 4, —MRAEEVEA B KRR AEES R O—REEEA B RRTIEEA R FR O
Wb EER LT,

MREBRBEERS A7 0 URRHE 120mg, 1 X7 4 2V REFRE 500 mg
(=& T an<ed (BETHREZ))

B ERDPRIHE - TREEIFRA 72 A B

HRERDAERVCAE . AV H EUVEBER OV AT ZF o EORAIZBW T, BE,
AT 2= (B ) & LT, 3 EERFR T,
1 [E] 1,500 mg % 60 2L BT CaEiEd 2, 3 HEMET
DEVIBELEER, Tal T BeHE#z) LT 1
[ 1,500 mg % 4 @HEIERR T 60 ML E23T TRREEFHET 5, 72
72U, KE30kg LT OBED 1 5 EIT 20mg/kg ((KE) &
5,

B % BR S X TR NI IBRAESH

(&%)

T EEVEBEOMREIIHER., AEEROHE

ZHRESIZN R - B

REROCHE  BFE, RAKIEF LV F L LT 1 E 1,000 mg/m? % 30 22T TAaE

B L, 1 EREE 3EESEL, 4 BRBIEIKRETS, Thi1la—2x

ELTRE R IRT, B, BEORBICIVBEERET 5,

M



VAT TF L DORESIISE., AELOHEE

DRESUTZN R « FRTE R
FEROHE : BEBICIT, L5 U UERIE L OFFRRIE L LT TEEZRIRT 5,

[ VAT TF 0k LT 25mg/m? (BRI % 60 /00 CREEE
L, B1E®&SZ 2 BERFEL, 3EERIAKRETS, 2hz17—1bL

TREZHYIRT,
7¥B, HEORERBIIBEOREBICL VEEHET 5,

RRBRIZ BT 2R FAIORE - HEIL 13, BRREl OI| P5~) 2R



2. FHOBKE. EREF

AT 4V RREE 120 mg X ONFERFERRE S00 mg (—H4% - T o T (GR
EFHH %) . LA, TAHI ) 1%, & b programmed cell death ligand 1 (PD-L1) (23t
TEHREIS 0T Y Gl (IgGlx) V77 T A0k Mi® ) 7 o—FAHEKTH D,
CD274 (PD-L1) &, AFEAIZBWTHRBTIREICEIA L TBY | EEbLEY
YNER (T HIME, BHIIRKEROTF 27057 —T ) HIZRKET 5 CD279 (PD-1) K
NCD80(B7-1) & #EA L, & a2 BICHIET 5 L& 2 51TV 3 (AnnuRev Immunol
2008; 26: 677-704, Blood 2010; 116: 1291-8) , F 7=, PD-L1 %, FEx OEGMITIZ
BWLTWAZ & (NatMed 2002; 8: 793-800, J Immunol 2003; 170: 1257-66) 4R ST
Y. PD-L1 & PD-1 24 L7ofR8&iT, SRS TURR R T MR 6 OB EE
BB AEFO—o L LTEZ LR TS,

AFNE, PD-L1 OMESERICHES L, PD-L1 & PD-1 OfFAZEET L Z LEIC L
D, BAFURKEEN: T HROMRESEEZIER L, BEOMBELIMHT5 5825
nwTnag,

FHEIDIEREFICESBEDORERINC L 5RIEAER® bbhh, BEXIIETIC
ELWEEND D, KEIOREPROEREGRIIT, BEFOBEL 7TV, BREDNR
D ONTZHEIIT, R LIERIS CT-FPR Mk & BB 2 ORI L B L i
B EE R 24T\ BE OB RIS L AEWEANEDLNL A BAI0IT., BIREE AL
FURIOBREEDOENLNE LT O LERH D,



3. ERERRRUE
TR BB BE 72 RSB O AGRERIC M 2 1T o T E R BRRRBR OB 2R T,

(B 2]
ERRIE RSB MR (TOPAZ-1 3Bk

{LZRIERE O 2 BB YIBR A RE 2 BB AE ™ (WHO/ECOG Performance Status 0 X b
1) 6854 (KHFIL S h 2OV EME+ AT TF 0 [AEIGRAEE 341 611, 7R
ET LV URBIRE+ VAT T F o [RHRRREE 344 1) (BN 78 B AAIGFFRE 37
B, SHBREE 41 1] 28T) 2RI, KAl SLAUECUVEBER VAT S F ok
BrAEBE LEBE0RDEROREMEERTT LT

FRIfEATORER, FEFMEEE THLIEAETHE (LUT, ToS)) (FRE [95%EMH
XM (424 DA b)) 1E, ARPEARET 12.8 [11.1~14.0] B A, SREET 115
[10.1~12.5] B ATH Y REIGEAFIIPREEIC R LIREHFICEERIER 2R LT
(NY— I [95%53EX ] : 0.80 [0.66~0.97], p=0.021 [JBRI logrank ¥ 7E., HEK
¥ (A 0.03], 2021 4E8 H 11 AT —HF by b4 7)),

] PAEHIRA T b HAIL, 6 D ABERE L BICER LEBENRRE SNk, £, #ik
TEBH LA LT M B BRI IE AT DB A L, T H 6 0 ABERB L BICERL
FRERFSRE SN,

* 3 EME 1 A7k LT, KA 1,500 mg XTI EREE 1 BRI, FAVE O UKEREE
1,000 mg/m? & AT T F 25 mgm? & 1, 8 B EICE AR VA 7 i&E%, A 1,500 mg X
1175 R % BT 4 BREMETES L,

osthaE(R) [95%Cl]

oo - FAIGEE 12.8[11.1~14.0]
0.8 - XEREY 11.5[10.1~12.5]
£ o7 INY—REE(95%CI)  0.80[0.66~0.97]
£ 064
{F 0.5
g 047
~ 037
=02+
0.1
0.0 - T T T T I T T T T T 1
0 3 6 9 12 15 18 21 24 27 30
HIEAZMTFTHASOEER(B)
at risk#%
AHFIGEEE 341 309 268 208 135 79 49 24 9 1
o[k 344 317 261 183 125 65 29 10 4 0

Bl 1 OS ® Kaplan-Meier #h#R



[Z4it]

E BRI R B (TOPAZ-1H)

BEFZRIIAAIDAEE336/338%1 (99.4%) K Ut FREE338/34205 (98.8%) 12780 b
Too WTENNOIERIE L ORRBERLBETEWVWEEELR BIWER) 1. #heh
315/338%51 (93.2%) K Ur310/342f5 (90.6%) 2B B, £ D 5 BLILT-H (Grade 5) 1.
FFEN2338%1 (0.6%) KUO1/3426] (03%) Tholz, WTNMORERETRERMN
5% LA EDRHERIZTTRDO LBV Th o',

£l WThPOREHTHEBARPS%IULORBIER (ZEMMBITHREN) (TOPAZ-13RER)

PEBIRAR /O R Bl (%)
(MedDRA/J ver 24.0) AFIPERIEE (338 #8)) STRREE (342 )
£ Grade Grade 3/4 Grade 5 4 Grade Grade 3/4 Grade 5

2RIHER 315(93.2) | 211 (624) 2(0.6) 310(90.6) | 221 (64.6) 1(0.3)
MEB L) v iREE

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

P ERI A E 99(29.3) | 65(19.2) 0 98 (28.7) | 69(20.2) 0

1 /R AE 35 (10.4) 12 (3.6) 0 40 (11.7) 18 (5.3) 0

B i BRI 19 (5.6) 7(.1) 0 15 (4.4) 2 (0.6) 0
P WEE

FR R I RE (K T | 265 | o | o T s8en | o | o
RSB L OxEESE

kIR 43 (12.7) 2(0.6) 0 55 (16.1) 2(0.6) 0

B~ 7 X7 AlfE 24 (7.1) 5(1.5) 0 15 (4.4) 1(0.3) 0
IR RIEE

BRE RS | 20699 | o | o JT1w@n [ o | o
BREE

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

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

{E54 34 (10.1) 0 0 33 (9.6) 0 0

TH 29 (8.6) 1(0.3) 0 25 (1.3) 2(0.6) 0

K% 17 (5.0) 0 0 15 (4.4) 0 0
ERR LUK TS

b 24 (7.1) 0 0 23 (6.7) 0 0

EIE 24 (1.1) 1(0.3) 0 14 (4.1) 0 0

& 5 EERE 23 (6.8) 0 0 16 (4.7) 0 0
¥ 2HEEB I USSR ONE

o 74 (21.9) 927 0 74 (21.6) 8 (2.3) 0

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

JEEL 22 (6.5) 1(0.3) 0 16 (4.7) 1(0.3) 0
FRIRIR AL

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

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

=hiss ey 34 (10.1) 14 (4.1) 0 45 (13.2) 20 (5.8) 0

TI=UTI) TR 17 (5.0) 4(12) 0 18 (5.3) 1(0.3) 0

7 =T —EHM

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

7B, ARIBERBCRB VT, MEMERER 46 (12%), BEEOTH 146 (0.3%). AT
RERERESE - IF¢ - TEALPERRE 2 21 B (6.2%) . FIRBRHSBEIR TAE 23 41 (6.8%) . FLIRHR



BRRETLHESE 7 5 (2.1%) . BIEHREREE 44 (1.2%). 1 ZWERR 1 6] (03%). infusion
reaction 3 B (0.9%) ., #REE (FT7 2 - N —EEREZETe) 161 (0.3%). FELk 2
(0.6%) BED BT, o, KIBK, BEE (MEEBRLRE). B - BEEHRERIE.
DS, EEMENE, TERAHERES, ML, BEEOREREE, REWVELGT PERBAE.
AL 2L, BEIRE R OV M /MR M SRBLR 1358 0 D LR o 7o, REIEFAZE

WIIIBIEER 2 B R E R T,



4. HERRIZONT

EFEMLY X7 EEEE (RMP) IZEDX | AJIOEEBLLMUEFIEE~O B A
BHLMRTH - T, RFNOTENERBEZZH - HEL, AFlOREICLVEE
ZEWERZ R LEBRICHISET 5 2 ENKERED, LTOO~QD T T2z 1H
RICEBWTHEHTLINETH D,

O BRIzHONT

D-1 FRD (1) ~ (5) OVWTUNIEETIMRTHHZ &,

() BEAEBBREPEET 2BV ADFESEIL RS EHERF RS A SEEEILSFRR,
HiE A3 A RS R EHEHL R BT, RS AR 72 &)

(2) FTEMREIRDE

(3) FEMNRMENEET 2PV ADREE R (DARDRBEEEER. NARREE
BIIRBE. A REEHEE R &)

(4) ARALFRIEEZFRE L, ARERE L SREZIEE | I3 RS LR s 2 e
2 DR EREIR A R 21T > TV B HERE

(5) PLEMEREBEAL S EEMNE O ELEICR D EHEIT> TV DR

O-2 RRIERE O(LRER OBIERAR BB O INC+0255 & R A BOEM (TR
DWTNNITFEE T HER) 25, U2 EROERKNCET 2REOELE L L (RE X
nNTWnWAHZ L,

*

- ERMGITEIER 2 FOMMPHMEEET Li2RIZ 5 Ll EORAIREOERIHE %
ToTWaZ &, 56, 28U I, NAEYREY =L URKREEZOMME 21T
SDTWAT &,

- ERTARTFEEE 2 EOMMIMEZET LRI 4 FULOBKERBRREF LTS
Zl. 9B, 3FEULIE, IERONASEMERIEEL SN AREOKRIHEZ{T- T
WAZ &,

@ BEHNOERMEREBEOEHIZONT

FEIRMLEFREHRICEFTIEEENREB S, MEMCENSOFREBED., B - %
SHEEZHOBEROBTER CEME I T 2 HHREME. AFFRNRE LEHEORE
¥, ERESLIITObNAEHNE--TNHBE T L,

@ BHER~DRINTONT
@-1 Mgz B84 2 B

MM R BRSO REELRBIERANRAE LIS, 24 BRZERERI O T, YR X
VBRI T, R L RVERICIG U CARBRE B K O CT & 0 IVEA OERNZ %
BRREOKERNYBRICE LN, EBICHEARERAEHINES>TWD I L,



Q-2 ERUEEEIC L 5FEFELRINITBE T D EM

VDABRICED DB RMB L OKELZ AT 2 EREEENEIEHt=2D 7
EEDIZEROAY ) —=0 V2TV ERE L FREZ LA TE 2T — AERAHI P E
fEENTNDZ &, 7o, BREFICOVWT, BABE L ZORKICTDICAMENT
WhH Tk,

@-3 BHEROREXIMTBE LT

BIVER (ROEMENGZRE. FTHERERESE - AT - BRLPERRE 20, AoWiEE (FHIRIREEE
. BIRMAEEE . THRAMERE) . BIEE, infusion reaction, KAFZK - BEED THI,
| BUBERRIA . MK - AU RIMARIE . (DK, EEMEE, Bk, St/ MRIBD
PEERBE, Mg, EEDRERE. MREE (X7  NU—EREEzE D) . LR
RO AR DR BWESF P ERIBAE ., LB ZRIL, ERTE) 12 LT, B SUIERE
FARB OB H 3 HIEMD & B L (BEHAORET-OXICHE L TIREROXEE %
TONDEFCHD L) EBICHETRABENTE DHRFIPE-THWDHZ L,



5. BEXRRLIHBE

(B2 BT A HBIA]

O ALEFEREORVVBHIEIRA B ILERAF TRV T, KA, 7 ALy v
ROVATSF & DHRBEDEDHERRINTVE,

® TRIZZUTIERFOEEROERFEIC DN T, AFIOEMENELINTE
53, RFOBERR LR,
o DTAHABIOEENR SN TV RWBOBTEMEER & Ot ks
o TR AHBNERIE

[ZatEic B+ 5 HHE]

O TRICEATIBEIZOVWTEIARORENER L SN TVDZ LD, REE(T
PIRNZ E,
© FHIORIICH LIBBIEDBERED & 2 BE

@ TRERIOFMIZB OV TTRICEY T 5 BE IOV T, AR OB EITHER s
2, OBERBRED VG RICRY | ERECAF2HEHRT L L 2BETE D,
. FIEMERR R (B RIsER 2 at) 0b2BE IO TROH 5 BE
s WEEGHRE CHER RO D BE R ORI % O i SEEE (LB I

LD BE
. A DARRRBOEM TR RE L ITEHMEO 8 AR BOREERED
HoHBE

. WHO Performance Status 2-4 #0 > B3

1D WHO @ Performance Status (PS)

Grade

0 Fol {MBERIEEBTE S, HEKOEMLZLEL ST, BFMLFE L BHEENHIRZLITZ S,

1 PAEENZE LOEBNEHIR S 528, HITARET, BIEESHLEIIITI Z LN C& 3, HREAERTLIES
L PO LRU R EBMTE2BELEEND,

2 BHITHRET, BODOHOEDLY O LIS TAERN, FEIITE V. AHFo 50%L Fid~<y FATRIT,

BHNEESOEOEDLYDOI L LMTERY, RO S0%UEEy FOEFTRIT,

4 Fo L@V, BRDHFOEDLY DI LITE-~7L TERY, BRIy FBF ORI,

10




6. BEIEL TEETNEHH

O WSCEHICMA, BEREES MBIRET 2 WS IS S AH O FFIE R G IEE
ROEDILBERERE TDICEBR LT EATHZ &,

@ BEBBIC I, BE NI ORIRICEPHER OEREEZ AL, REZE
Tinb&ETDT L,

@ EREWERD<XY AL MZDWT

MVEPERR AR (BRI 2 5T Rbbbd ZLMhH DO T, WHHER
(B0, WPIREREE, Wk, 3EGE) OERKOIHXIIRAE O EmSE, BlE
EHOIATHY 2k, Fi, BEIZR UCTHERCT, ME~ —b —SFDOHRE % Eii
THT &,

infusion reaction23d b d Z L35 Y | 2[E B IO AFIE 5112 b infusion
reaction?3d» SN B = &N B DT, AR GRICIIERBE OWREEZ +5I
#8245 = L, infusion reaction 3388 LAV HA IR 2AEZIT S & & I,
FERNENET 2 F CREORBZ +oICHRT L &,

RN RISHMERER VO TEABEREENH LN Z LBH DD
T, AFHE 5 BARART R OV 5 BRI E BRI N s ReR & (TSH. JBERET3,
WEBET4, ACTH, A=Y —VEORIE) 21TV, BEORELZ 528
BYHIE, Fo, VESLTHBREFDOE/RLZR TS5 L.

AFOHBEIZ LY | BEORESNTEET 5 &B 2 b Dk4 RREOR
BHLbhdZ b b, BEE TSIV, BENRD bRIZHEITE,
EORERINC L 2EWERORBLZE L, BURENDE£1T5 2 & #
DOFFERIC L DBWEAR DD BEITIE, ABIOEE ORI, HIEIXE
BRERNEAHOREELBERTDHI L,

BERTH, FORM»OHI AR L T bEFRANRERT L E08H D7),
RENDOFREAETHRICOBHER ORI IIERT D,

AST (GOT) . ALT (GPT) . y-GTP, B U VB V5D _EFH 2L ITHREEE.
FFde. BLMERRE 20835 6 b Z &0 dH 5 DT, RHIESHLERT R UK 5H
I S EAIC AT RERE 21TV, BREOREBESICBET 52 L,

FRAEEHER, RERABRAEOBEENHLLNDEZERHD DT, KA
H 5 BRLART R OB S I EMRIC B EERE LTV, BEOREZ T4
BRITHZL,

VAERBE N D Db, WRFEET TV R—V R B ER™HDHDT, A
B, Bl B OEROFERCHIFEDO ERICHHEET D 2 &, 1BERA
NEONTHAITIE, A VR VEF 2R T 5EORETNRLEEZITI Z &,

Jﬁ_‘l;:j
gl
B

@ TOPAZ-1ERERIZI VT, BERRIAN O24AMIT6EE. T ABIISEEIZHEIMED
MEITH-> TV 2 & 2BEIC, KEREDIIEMMICEBHRE COIROMER LT

11



BB REET A KT A
Fan V< (BETFHBZ)
(R34 : A X7 4 O REHIE120mg, A 27 4 VP ETEHTE 500 mg)
~FE 7N e i ~

SRR 3 04E8 A (ffn44E 12 AHET)
JBAFEE



SR/

I

AT DT

- REN DR, ERERE

. BRIR AR

HiER DWW T
 BEXSRE D EE
WEICE L THEETNEHIR

P2
P4
P5
P12
P14
P17



1. IU®ic

EI SO - ZEMEOFEMSED T DI, IR STESICE SN EIERERNKRD
bNb, S5, IHEORZFMOESRIC LY | FLEEER L & OBEFRYIE
FEELNARBENIF T, INHOERGYBEICLERBEICRET S Z L RO
AR o TR REMEER & EO LA 2016 (PR 28 4 6 A 2 ARERE)
BN Th, EFNERRLEOFERAOREIHEELZRIZ L SN TN,

FHREFRFER R, BREACZEN T 0 7 7 A VBBRTEOERERS LA LI
BRHZERHD, 20D AR OLZEMICET 2 ERNB+5ERT 5 E TOM.
UHELEOBELZMZIT I ERHFINIBFICH LTERAT S & & bic, BIE
FANRE LIS LB SN L B 2 L SERE R — R OB & 3 E R O A
THZEREETHD,

LEN-T, BHA RTA4 0TI, BREESCINE TIBELILTWV AEFIEFH -
B RMICESE UToERGOKERFEAZHET 280 D LEREMF, BR
FROBEEEERT,

B, BAA RTA id, WALTEIE AN ER S EREIHA AR, ARHEEEARAE
BRPRIEE S, —RAMEA A RBERNBES, FEFEAESEAN B AMEES LD
—fRAEEEA B AR FEE OB IO b L ER LTz,

KB LR BERES A7 4V REFE 120mg, 1 X7 4 Y ETEERE 500 mg (—
W4 T asN e GERTHRZ))

H5 LR HMEIIDR  BIBRARE72 R FTHEIT O FB/ MBI 35 1) 2 IRIEHM L B A
% DHERRFRIE
BIRRAHEZLEAT - B DO IE/ AT ATIE

MR ERARERORE: GIMRAREZR RATEIT O/ MBI 36 1T DARTAH LA BUR R E R
DHERRIE)
W|E. AT 20k~ T EETEfz) & LT, 1E 10 mg/ke
(k) % 2 BRI T 60 ML LT CTRBEHET 5, 2720, &
S8z 12 n AE LT 5,
(GITRREAR LT - B OIE/ NIRRT
FLAY A~T (EETHEEZ) ROBERTUEEEERNZ ST tho
FLEMEREH L OFRICBW T, BE. AT 2w (B
EFHEHZ) & LT, 181500 mg % 3 WEMET 4 [, 60 /L
BT CRBRBHET S, TO®%, T aobeT (BiaTiEz) &
LT, 1 [B 1500 mg % 4 BERERFIFET 60 5L DT TRt
b, 72721, {KE 30kg LT OHAED | BHRE&EIT 20 mgkg (FE)
ET 5,




BE R T ¥EE: TANTEXIBERER

(&%)

FLAY AT (BIEEFHEEZ) OMREX IR, BERCHEE

BHRESIIZNAR « BUBRRRE/RMETT - TR OIE/ NBIAHE

RERCHE: T 24007 BiEFEEL) ROBERTIESEEEH 250 thobEst
FEEH & OPFRICRNT, BE., RAZE NV A Y A~T (BEFHEHZ)
E LT, 1E75mg % 3 BEMBET 4 [, 60 4R LT TARBRHET 3,
0%, TEMOMBEZT T, b A Y AT (BETHIEZ) & LT 75mg
Z 1[H 60 5HLL BT CREFRET 5,

HRARABRIC BT 2 5 ER O ML - HEIX 13, RIRAE ©OHE Ps~) 2R



2. BFIOKK, EREF

A 2T 4 VAT 120 mg R OVRLEEEE S00mg (—ik4 : T a w7 (B
fEFHHEZ) . BLF TA#)) L. & b programmed cell death ligand 1 (PD-L1) (254 %
S n 7Y v Gle (JgGlk) 4727520k MNUE ) Ja—FVHHETH D,
CD274 (PD-L1) 1%, AERIZBW THFERTREICHKEL TR, kLY
VSR (T HRE. BHIRAR OV F 2 7 0% 7 —T fifn) FIHET 5 CD279 (PD-1) &
TR CDRO (B7-1) &6 L. EIRE 2 AICHIET 5 £ B 2 51TV % (Annu Rev Immunol
2008; 26: 677-704, Blood 2010; 116: 1291-8), F7-, PD-L1 /%, FEx OEFEHIITIZ &R
LCW3bZ & (NatMed?2002; 8: 793-800, JImmunol 2003; 170: 1257-66) M¥WE SN T
V. PD-L1 & PD-1 L7 IT, IEBMIRATURRF R T M2 b OB E% %0
BT AMFEO—D L LTEZLN TN,

AFNL. PD-L1 OMJEsERIZFES L, PDLL & PD-1 OFAZIRETHZ LEIZX
V. BAFURERRL THROMIEGEFEZERL, BEOHEEL IR T L5320
nTna,

AFOVEFAMFICES GREOGRERGIC X 2REREN H b bh, ERXIILTIC
ELWREMEN D D, AHIOEEHROEEHZIE, BEFOBEL oIV, REHR
D BNTHAITIL, BB L2 BRI U E PR ik & R 2 F D EAh L EdE L Tl
GIRERIBE AT, BEORESGIC X SRITERB DI S HEITIE, BIEERV
T LUHIOBREGEDHEILLBEIT ) BERH D,



3. BRERARE

BIBRANRE 72 RFTHELT D FE/ N ARTIE 12 33 1 D AR VB RO L U R R 14 D HERF IR E K
OEIBRANRE 72 61T « 38 D FE/ N AR At D AR R\ F-I &2 4T o 7= = 72 W PRAKER D pli i %
/j_‘_\"g-c)

[ 2]

O EEEIERE AR (PACIFIC RBk)
Dip b 2 A 7 0Bl E AV T IRIGRI L U IRIRTE R IR BT 2578

B bR T BRI RE A2 RETIEST O IE/ MR ATE B3 (WHO Performance Status 0 X
1) 713 B CRAEIEE 476 B, 77 B REE 237 B1) (AARN 112 6] [(RFIRE 7261, 7F
YRR 40 BI] 2ETe) EXBRIC, (LEEHSBRIER T % 42 A LINICAH] 10 mgkg F
77 RO®RE 2B L, 2 BRERRE CREEE L & E0FIERORLEE KR
L7, FEFMEER CTh 2 FRYEIC L B EEEALFHHE (LI, [PFS)) (PRE

[95%IEHEXE]) OfERIT, AKIBET 168 (13.0~18.1) B A, 77 EAREETS5.6 (4.6
~78) WATHY , KANTT 7 B RICH LRFHFRIICABRRERZ R L. (N — Rk
0.52 [0.42~0.65], p<0.0001 [J&5!] log-rank #RE], 201742 A 13 BT —&h v F47),

1.04 [
Median PFS {35% 1)

0.9 ¥ 1E8(15.0,10.1)

0B ' EeR L] 56(408,73)
m ", e FHB5%C) 052 (0.42, 0.65)
i T
5 e oo,
K o "“.
i 0.4 i Rl .
& "m— "
8- 0.3 -‘“_ .

0.2 e TS

= < L
oA — =8 |
0.0 1o IS4
N—— T T T T T L T g T
1 1 ¢ 12 13 10 &) 24 L2 10
BIEHTETMLOEM(A)

Numbaor of patients at risk
Month [ 3 @ 9 12 15 18 21 24 27 0
S| 476 377 301 264 159 86 43 29 4 1 0
el 237 183 166 67 52 20 15 4 3 0 0

K1 HHRHEIZ L D PFS OHREfENTRED Kaplan-Meier Hi#R

T, b)Y ODOXEFMEER THIEEFHM (LLTF, T0S)) (FFR{ME [95%(5HE
X1 @ 1EBOPRFEMYT (299 thDA X b)) OFERIT. AHFIHE T NE" (34.7~NE)
AR, 7 EREET28.7 229~NE) #ATHY ., KENIT 7 BRITH LHEFHEOICHE
BRIERERTR LT (N — R 0.68 [0.53~0.87], p=0.00251 [JB5!] log-rank {R7E. A&
AK¥E (M) 0.00274], 201843 A 22 AT —4 v bA7),

“ HEERRE (LT, FIER)



11 Median OS (95% Cl)
k31 NE (34.7, NE)
09+ TS5l 28.7 (22.9, NE)
NY— BH (95%Cl)  0.68 (0.53, 0.87)
0.8 4 Mo
A o7
#
@ 5
05 A
Moy
R LITE ST IR SO P TS PR TRUY JHN UM PRpp |
0.4 4
0.3 4
0.2 4
— %Al
0.1
PR AL
0 v v T T T ¥ v v T T v T v - v
0 3 6 9 12 16 18 21 24 27 30 33 36 39 42 45
Number of patients at risk BB B S0 WECA)
| 476 464 431 418 385 364 343 319 274 210 115 57 23 2 0 0
S5tk 237 220 198 178 170 156 141 130 17 78 42 21 9 3 1 0

2 OS ORI D Kaplan-Meier B

AANBEEMR 1246] CRAEEE 726, 7T 2REE40 4 © PFS (hR{E [95%(EHE
XR1) 1 EAFETNE [109~NE] h A, 7R C72 [20~186] WA (NHF—
REE 0.49 [95%IE#EXM : 0.26~0.89], 201742 A 13 AT —# v b4 7), 0OS (F
Bl [95%EREXE]) 1&. AFIFETNE [NE~NE] b A, 77 RE TNE [NE~NE]
A THoTz ONF— K096 [95%EHXM @ 0.48~1.92], 201843 A 2 BT —#

By NAET),
Median PFS (95% CI)
E3 ] NE (10.9, NE)
0 75 w# 7.2 (20, 18.6)
h N FHO5%CY 049 (0.26, 0.89)
08 :‘
{
o017 ' .
# ' i
£ og #l
t A
¥ -
# 68 03
i oa 4
83 PE
az [ Median 08 (95% Cl)
B e —_— i 3] NE (NE, NE)
L | o » F54%  NE(NE.NE)
vty e Stk NG KIE(95%CT)  0.96 (0.48, 1.92)
o D T T
¢ 3 6 g 2 15 18 2 2 @ 0 o 3 [ 9 2o 12w B Bn Bm W 2B
Number of patients at risk B DI B Number of patients al risk B 1R ET b W T
R 72 59 1 47 34 27 19 to 3 ¢ 0 e 7 72 68 67 63 63 &t 58 51 49 2 2 n [ 0 0
FET T % 2 17 14 ] 6 t 1 0 [ Joad 40 B 3% M} @M N @ 23 B9 5 [ 0

M3 BAANBRFLEFIZEIT BPFSKROSD i EEHTE: D Kaplan-Meier B
(£ : PFS, £AK : 0S)



(PD-L1 FEVRILE DA 2 K U2z eE)

ERRIL RSB MAAFATR (PACIFIC B [THAANOGNZBED S b, EEHEEIC B
T PD-L1 2% L7 BN 5D 525G (LAIF, [PD-L1 #HE)) KT 2 FHMNE
BNT-—ERDBRE DT — F o E-I3& | PD-L1 BIRRJNARRIIRIT 21T - =B MR
UORZ2HEDORERIIUTOLEBY ThoT,

HEMEIZBE LT, PFS X OS DWW THIIZEBWT Y PD-L1 BERENENIE 7 TR
BT 2 AFIFEO N — RERREL R 2EANZEO b (K 4), PD-L1 3R
S 1% K O PD-L1 BEBLR N 1%L LD EFEEFICIK T 5 0S D Kaplan-Meier #HiffiZ
HKsoehThol,

2B, PD-L1 DHEBERIZL 6T, AFOEEET 0T 7 A WERERTH 72,

A I ER ) At BB %)
E3 Iota HR (954 CI) #5 PP HR (5% Cl

EX:3 A5 —@— 204/4T6(45.0%)  157/237(66.2%) 052(042,085) 3 (LH{H B 1B3ATE(IB4%) 116237 (48.5%) 068(0.53,087;
PD-L1 TC 225% L | ABIBELTR)  31M4(765%)  041(026.085 PDLITC:25% frsmed I7MIE(A22%) 234462 3%)  048(0.27,0.78)

|
POLY TC 14-<25% Y] 36/97(37.4%)  284T(5668%)  049(0.30,080) PODLYTC 1e-<25% p—— 33BT(340%)  2WAT(4EE%)  OE0(D3I51.0%)
PD-LY TC 1% ]| 4090(544%)  40B8(580%) 073048111 PDLITC 1% b, | AVGOI468%)  19/58(328%)  138(079.234)

i
PO-L1 Unknown e ] BINT4(4B6%) SeBBEES%) 059042083 PDLY Unknown bt TRN74(414%)  52BB(591%)  0.62(D43.085)

¥ v ¥
G5 LN 1.5 )

¥ v T ¥
0.x w4 04 v LG

K 4 PACIFIC FRERIZI3VT B PD-L1 BERHRBITO PFS KOS D7+ VA b v b
(ZE : PFS. AX : 0S)

Median OS {95% C1)
FHl NE (NE, NE)
4k 29.1 (17.7, NE)
2V I (95%CH 053 (036, 0.77)

Median OS (85% CY)

i NE (20.8, NE)
FR NE (27.3, NE) 04
INHF— FH (B5%G1)  1.36 (079, 2.34)

......

3 i ue
..........
0r oE e
!
o4 03 [T S A
03 0
0z 62
s
o1 i1
S T
°
kel 3 L3 k] 12 K] 18 21 24 27 30 a3 k) 2 42 4% ] 3 & @ 12 15 18 2t 24 27 0 33 ¥ w 42
Numbar of patients at risk 04 2w L IR T Number of patients at risk BAY A s BRI
T ) a3 84 2l 72 5 54 50 Ll 5 20 7 3 o a o @ 212 208 153 187 178 173 165 158 134 105 62 34 12 t 0
dEAt 68 56 47 45 44 43 40 36 35 Fal 1 8 3 1 1 0 Eh-Ro 1) 81 75 67 o4 48 &2 46 4 2 17 7 5 z 0

K5 PACIFIC RERIZI31T 5 PD-L1 FHBLRIHATD OS @ Kaplan-Meier B
(X : PD-L1 #HR<1%DOBEEM. £ : PD-L1 BRK=1%DBELH)



@ EBELRFIAEME (POSEIDON ER)

{CFEFIERE O 2 WEIBRARGE 2 E1T - B3R OIE/NMIEFEREE" (WHO/ECOG
Performance Status 0 X1 1) 675 % (KAF?+ b L AV a~wT (B FHE#z) (BT,

[ A Y A=) 2+ AafA %2 S Te b 2 RIES [ARAIDFREE 338 ], pallflzs
T SRyl B [ FREE 337 811 (BARA 49 6 [AFIOHRSEE 21 B, TREEE 28 #1] %
ETe) BT, AH, P AV AT ROAEES L S FREEREE LS
HOFER O ZEME BT LT,

0S (h&fE [95%EERM]) (536 oA < b) OFEFRIE, AFIOFHEET 14.0 (117
~16.1) A, REHT 117 (10.5~13.1) A THY | KGRI BB LHERH
ZENCHEBREERR LIz (P — R [95%E X ] :0.77 [0.650~0.916], p=0.00304

[JB 7 log-rank #7E . BAEAKYE (FAI) 0.007971. 2021 43 A 12 BF—F v b A7),

*1KE0kg BTHY . FEBIERTFREE (LLT. TEGFR)) BETERBRME RS V3 E
F—¥ (T, T4LK)) BAdEnFREOBENHSE L S, EE L. REERIE/NNERITE
BE X Kirsten 7 v FEIE Y A LV REEEFRE D S (KRAS) BisFERBHOBE T EGFR &
IRTFERFE ALK A BETERORELZER LRV EBFRS N,

#2 KHN1500mg ROVR VAV AT ISmg 250, 3, 6, VBAEIE 1RELEL, 20#%%¥ 128AR
2 5ARK 1500 mg % 4 BRMBETEE Lz, £/, BI6HABIZ N LAV AT T5mg % 1 B#E
L7z,

¥o3AME 1A 70 LT, OV 20 (A7 UBEED) (5 1. 8, 15 A HIZ 100 mg/m?
L) +HNRTITF B1HBIAUCS L6 2% E), @7FAvZEr (1, § BRI
1,000 mg/m? X% 1,250 mg/m? #4%5) + A7 FF (B1 BRI IS mgm? 2&E5) FLIIEL
NVRTTFY (1 ABIAUCS XL 6%2#E) (RELEBOAR), XF@A ¥R (B
1 ABIT 500 mg/m? 2##HE) +2R75F (1 BBIZTS mgm* 285) HLIUTAART S
Fo (%1 HBBIZAUCS it 6 2#%E) GERTELREDL) OWThhk 494 7 V5 LT,
SHRBECIL, HELHEEANTBESSIZ 2 VA AT TENTLE L, @A MLxE F+A
SR S ITFEBRET LR WEREIE, A FLEE R (500mgm?) HERRRE (REIPER
BT 4 BMBERRS ., SREECIE 3 BRI 4 BEBEREE) 28T L,

OShsefE (F) [ 95%Cl ]

3y — R AL
va- +ER #3140 [11.7~16.1]
N e R BE 117 [105~13.1]
A K (95% CD 0.77 (0.650~0.916)

061

044

op oS B W

07 -4

O 4

o : ‘ s % . @ w0 ow  wowm  owm  w w6 & o
st riskas SRS LA (B)
THlT P LA U LTS BEEREREETER

338 208 256 217 183 159 137 120 108 95 88 64 41 20 9 0
EEL R R ot

337 284 236 204 160 132 111 91 72 62 52 38 2 13 6 0

X 6 OS ?® Kaplan-Meier Bt
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[Z 2]

O EERERFEIERER (PACIFIC ER)

BHEBELRIIARFIRE 460/475 B (96.8%) KUT T & REE 222/234 B (94.9%) 128D 5
Nz WIENLORRE L ORRBEMEREBEETERWEESRER EIER) X, thEth
322/475 B (67.8%) K O* 125/234 5l (53.4%) IZFRH B, FD 5 HLIETH (Grade 5)
. NN 7475 B (1.5%) RUV3234 61 (1.3%) Tholz, WTILhOR THREE
M S%U EORERIITRO LB THhoTe,

R1_OTHAOR TRERR 5%LLEORWER (RSMMITHRER) (PACIFIC RER)

BERSHE | BARE B (%)
(MedDRA/I ver 19.1) AFIEE (475 B1) F5EREE (234 )
4 Grade  Grade 3/4 Grade 5 4 Grade Grade3/4  Grade5

2RIER 322 (67.8) 56 (11.8) 7(1.5) 125(53.4)  10(4.3) 3(1.3)
P IEE

BRI RE TT I E 30 (6.3) 0 0 3(13) 0 0

R S AE S TR 50 (10.5) 1(0.2) 0 1(0.4) 0 0
IS

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

Bl 26 (5.5) 0 0 14 (6.0) 0 0
— % - EHBEBL LRSI ORE

9 75 28 (5.9) 3(0.6) 0 15 (6.4) 0 0

i 62 (13.1) 1(0.2) 0 26 (11.1) 0 0
KB L UEEE

BAKGE 27 (5.7) 0 0 7(3.0) 1(0.4) 0
MEERER, BOERES L UMHREREE

K 25(5.3) 0 0 4(1.7) 0 0

IR, [ 28 (5.9) 3(0.6) 0 8(3.4) 0 0

Fihgde 43 (9.1) 6(1.3) 4(0.8) 8(3.4) 2(0.9) 2(0.9)
BRI O RS

75 FESE 33 (6.9) 0 0 5(.1) 0 0

5 37(7.8) 1(0.2) 0 13 (5.6) 0 0

7B, AFECRBWT, MEMMER (RO Z &) 66 I (13.9%) . HFIR
FRBEREAR TAE 50 41 (10.5%) | FRBRHSEE TLIEAE 33 1 (6.9%) | FTHEREREE 20 1] (4.2%) |
infusion reaction8 %1 (1.7%) . KIE&K 261 (04%) . EEOTH 24 (04%) . BEE
(VRS 161 (0.2%) . 1 BUERRIE 1 6] (0.2%) | BIHERERESE 1 61 (0.2%)
MO LN, Flo. FHk - EEEHRMAE, Lk, BEEGENE, TEAERERES,
BERE S Je O M i/ MBI SR B 1 ZRR 8 DR Do T2, RBIVEF BRI BE S
REGUERRETT,

©@ EREILFEFIEREB (POSEIDON RER)
BHEBSIIARFIOAEE 321/330 7 (97.3%) K OKERREE 320/333 f51] (96.1%) IZF88 5
Nz, IBRE L ORRBBREEETERWVWEERS BIVER) 12, £+ 306/330 4
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(92.7%) KN 298/333 f5il (89.5%) IZFRD BV, £D H BLILT A (Grades) 1E, ENE
117330 B (3.3%) KR 8/333 Bl (2.4%) Tholz, WTFNMDFETRERN 10%LLE
DEWERIZTERERO LBV ThHo T,

R2 WTNHOHCRERN 10%LL EORWER (REMMITSER) (POSEIDON RER)

RERIRGE | EAE BIE (%)
(MedDRA/J ver 23.1) AH BERIEE(330 £1) S BREE(333 )
4 Grade  Grade 3/4 Grade 5 4 Grade Grade3/4  Grade5

2RIER 306 (92.7) 171(51.8)  11(3.3)  298(89.5) 148(44.4) 8(24)
MiER LY v REEE

=gl 144 (43.6) 57 (17.3) 0 145 (43.5) 68 (20.4) 0

It R BRI 96 (29.1) 53 (16.1) 0 75(22.5)  40(12.0) 0

i SRR E 53(16.1)  18(5.5) 0 53(15.9)  17(5.1) 0

£ i BRI 42 (12.7) 9(2.7) 0 36 (10.8)  12(3.6) 0
W=

BRI RE IR T 35 (10.6) 0 0 3(0.9) 0 0
R L USREEE

BARIE 69 (20.9) 5(1.5) 0 70 (21.0) 4(1.2) 0
HhkEE

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

A 47 (14.2) 4(1.2) 0 40 (12.0) 4(12) 0

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

TR 27 (8.2) 0 0 49 (14.7) 2(0.6) 0
BRER L O Tk

55 52 (15.8) 4(1.2) 0 10 3.0) 0 0
—% - £HEER LRI ORE

&t 65 (19.7) 5(1.5) 0 62 (18.6) 70.1) 0

&7 41 (12.4) 8 (2.4) 0 26 (7.8) 5(1.5) 0
PRI IR

FTo=VvT ) hT AT 34(10.3) 4(1.2) 0 41 (12.3) 7.1 0

=5 —EHm

TF PR 35(10.6)  24(7.3) 0 57(17.1)  25(7.5) 0

BB, AFBRBCBWT, KEXUI P LAY A=T7 L ORBBEENEE T R
R 15 6] (4.5%) . KEBZ 16 B (4.8%) . BHEDO THI2 6] (0.6%) . HLER
L1 61 (03%) . FREHSEEIETAE 34 5 (10.3%) . FRRARABEETLEESE 21 B (6.4%) |
RIBHEEREE 6 5] (1.8%) . TIEMFHWEEEE 56 (1.5%) . 13ERRE 161 (03%) |
FFHEREREE « T4 - REALVERRA 45 48 1) (14.5%) | BEEE (REMELL%) 2 61 (0.6%) |
Bk - RERUGRMERE 2 B0 (0.6%) . DEEZE 161 (0.3%) . S/ MR ESREDR 1
%l (0.3%) . infusion reaction 11 ] (3.3%) . ZFEMELFHERBAE 16 (03%) . BEE
DREEREE 1 4] (03%) . HREE (52 - AU—EEFEST) 16 (03%) . i
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G101 (03%) |\ HER T BT (2.1%) 2SI, Fio, BRI R OB
W BN o T, ABHERRBTRREEES S AT B R LR T,
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4. HRIZOWT

I Y R 7 ZHEHE RMP) (LESX | AR OERELEZEMEEGRIEEI~D B {&H]
NHDHEHTH- T, AFN OB GNP ED 2 BEEZZH - FEL, AHOBREIZLVEE
ZBIER AR L BRICHIGT 5 2 BB D, L TFTOO~@D T T 2T i
FHIZBWTHERAT A2 RETH D,

O MEFRIZ DWW

D1 FFED (1) ~ (5) OWTHNTEETIHRTHDZ L,

(1) EEZEHRENEET 2PADREENL RS GREN RS VR FRESEIL SR
Br. HUEAS AR REEEIL R, U AR RERRE 72 &)

(2) FrEHRERPT

() FMEFBRMEBENIEET 2B ABEEERT (A BREEE TR, S ADRERE
WAk, P ARIFEESHEERET R L)

4) NFFRIEEEZRE L, HREG L ARIEDRE 1 U EB L RIER IR
2 ORERREAEIIR D B AT > TV B R

(5) PEMEEEAOGEENEOMmSREEICRDEHEIT> TV D

-2 il DAL RS & BT 28 A SR RIE B ORI A JEBLRE D RIS+ 72 Al
L RBREFOEM (TROWTNNICEETHEM) 25, UEBERAOAFNET D
RROBEE L LTERBESL TS Z L,

=

o  [EHIRIFERER 2 FOMEBTHELET LRI 5 FLLEORABEORAERME L
ToTWAZE, 5b, 28U, DAEYERES L LBERIEEFZOHEL
IToTWAZ &,

o [ERIAFFEGE 2 FOVIFHERZET L2%IC 4 FLUEOBRRERZAE L TWD
Z&. Db 3FELLIT. WO AEYRIE T & DIFRESRFORKIME 21T -
TWaHZ &,

@ BENOEIELIFREBROEKHIZHOWT
ERLEREHICRETIREENEEIN, HELENLOFRED, M - &
EMEIPHBEROBHER NEMEICSTT D EREL AEFRPRELIZBEORE

EH, BERESHITITONDEHINE->TNWDH T &,

12




@ BEWEA~DORHICONT
@-1 MRk AEHNZEE T 5 B

EVEMERRE (BAHRIRA % &) SOEERBIERIREAE LERIC, 24 2
IO T, YRR UBESEIERIC BT, 3 LIBIERICE U CABRERR U CT
ORI RIS B RBEORRA S B I b, B DTS AT i A 2
TWbZ &,

@2 EFUEHEEIC L 2AEERMINICET EN

PRI D DEMN R MM E O BT DEREEAVRIERE=42D 7
EEDIERDAY ) == T R2TVWERE L FHREEA TE 27— LEREHINE
HENTNDZ &, 22, BHEHIZOWT, RABE L TOREICTSAMS LT
5T &,

@-3 BUWEA DOZE- XN IZE LT

BUER (MEMSEMER (B2 ate) [Chnx, ATHeERES - FF4K - kMR
B, WHWREE (RRIREEREE, RITHERS, TRAEAKERS), BESE, infusion
reaction, KB - BEEDTHI, 1 BUERIR. FHK - HLUHRARE. Ok, BEHEN
fE. BEREZE. REMEM/ MBI TSR, Mk, BEEOKRBERE, MREE (¥7 0 -
NU—EEREZ &) . (LFRRIEE AR OIEEGF R ERB/E, HILEZIL, BERS)
Wt LT, Sk LT RSB OB A9 A R & EE L (BHWER oK
HMCE L CTHEROXBEZITONAEHFICHHZ L), BEHICHERABENTES
EHEINE-TWBEZ L,
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5. BhExtBL D BE
[E&Elc A+ 5 2IA]
O TROBEIIBWTAFOEME S OFEMENBIES N TN D,
o HE&HEHEEDRIBELFEFREE OB ICHBETNRD b d o 72
BRBER BATHEST D IE/NAE (Stagelll) 1% L CHERPRIERNTON 5 BE

@ TROBFIZBWTAHL LAV AT RUALNA L& hoFEEEEHA &
OUABREOFEIENTTEN TV A,
o ALFEREFED 2\, EGFR BIGTERERRMR O ALK M & B FRIEDOUIFRAEE
7RHETT - R OFE/NB IR AT B

@ TRICEYT A BEFICXT 2RO E R OERFEIZ DV TR, AFIOR 2D

L INTELT, FEOEERFR LR,

o HEBRHE S TRIBR LS RRRTE DO TRHRIE O 72 WEIBR R BB 72 RETELT O
FE/INRAR R B LT A ARKI O E B

o HERHEERIGELFRAREE OB IR BETER S b UIERT R
72 RETELT O FE/ N R R ek A ARKI DR B

o FE/NHRRMER B ISR D IR MEIRIE L L COEHIOER S

o QOTAEBIOBEDENTR SN TWARWLOFEERIEER & O HERES

@ FHNZEBRLRPEIAERER (PACIFIC RBR) 2B\ T, £FERH 7T BRFICK
LTE%%%@Ekéhtﬂ%&@OS@@@%ﬁﬁﬂéﬂf%éottb\%ﬁ
B2 RATRE R Cldd 2 b DD, PD-L1 BEFIC LV FRIMNER D Z LATRESH
DRERPBONTNEZ G (PTER). BIFRTRER BT @#bﬁ@%ﬁ
BT B ARIEE L F ST RRRIE S OMERFRIEIC B W CAKI 2 R &5 256120, PD-
Ll%ﬁ4%ﬁ L7z bC, #ERSOYEET 52 t#%ibw]mil%ﬁ¢

1%RMECTH D Z PR SNIZBEIZRBN L, REOL O MM EE I
%#6*&
728, PD-L1 BERLZERT DO DOERFNOZE I LI~ FZF OptiView PD-
LMW%@T%%#\UTﬁiﬁ#%ﬁﬁu\HNJHEZKB@mﬂkfﬁﬁjﬂ
i3 PD-L1THC 28-8 pharmDx [# =] {2 & ¥ PD-L1 REEREFHR L., AFOFE5OF
BERFT DI EHTE D,

HRSE)
s Marianne J Ratcliffe et al. : Clin Cancer Res 2017; 3: 3585-91

s Antonio Marchetti et al. : J Thorac Oncol 2017; 12: 1654-63
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e Ming Sound Tsao et al. : J Thorac Oncol 2018; 13: 1302-11
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[Z4atiz B3 2 5HE]

D FTREEZYTIBAEFC OV CEHAFOBRENEZR L SN TWEZ &b, BEEIT
bnwz &, '
o KFNORSCHR LIRBUE OO H 5 BE

@ IRRREEZR BFTHEIT DI/ NI (2 31T DARTEAI L S MU IR ORERRRIEI
BWT, TRIEEET2REISHT2ERFADOEEICOWNTL, KA DOLZEM D FHESL
ENTELT, KFOREGHGLLELRN,

o FRIBHYLIEEERIRIEIC & ¥ Grade 2 L EDORIVEMITER (s itilEs 2 &
te) DFBENBD LT BE
«  WHO Performance Status 2-4 @&V o @3

@ YIBRAREREIT - BROIE/ IR ICE N T, TRICHKRY T 2 BE T 5484
DOFEIZ DTN ABIOZEMERNHELINTE LT KB ORGSR L7 B0,
¢ WHO Performance Status 2-4 & o> 3

@ JRFATOFMIZIB VT TSRS T 2 BEICOWTE, ARIOFREFHLE <oy
D, ALOTRFERIEAN 2 VHEICRY | HEIZCAHZERAT O L 2EETE D,
o MEMMER (BEEBRRREZET) ObLBEIZOREROS 5 EBE
([ZE&Mz ¥ 2 FEH] OIZ%E L2RWEAICRD)

« EEGRE CHEE LR D BE RO R % O R I LD A
bz BE ([ZethicMlT 25H] OIS LAVEEIZRD)

«  HORERBOAHEUIEMRZE L ITFRED B CARRRBOMERD
oo B

(1D WHO o Performance Status (PS)

Grade

0 Fo MR EETE D, HBEEOEMAMELET, BHATL AL B BARSHRR TX 2,

1 BRI I LV EENERIR S 28, HITAHE T, BIFEPAEEITH Z LT 2, WRKEZERATIZY
L—Fo L RULMRESCE 2BELEEND,

2 BATAHET, BOOHFOET LY O LIZETARERED, EEIETERY, BT 50%U BT~y FATRIT,

3 BONEEDDEDEDLY O L LM TERY, BPFD 50% U EESy N+ TRIT,

4 FolBiT V. BADHDEDLV DI LT E S TERY, FRW Ay FORFTIBIT,
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&

RECELTERTRETH

AT BB 2, BLUENGEEE B RALT 2 @RS EED & RH O R O IEfE
MAOTe DIZLERIFERE DI L CObERTHZ b,

TGRBALAICSESL D BEIIEORBICEIEROEREL HoHA L, REZ2E
Thb&ETHZ L,

GIBR R BE 2 RETHEST O FE/ NIRRT B R IE B L 2 SRR B O ERRTE
IZRWTIE, PD-L1 SRR LHER Lz ECARIORE AT 2HITT2 2 L NEE L
VWA, PD-LI BEBENFER T E RWISEITE, RFIOFEHOBEE &g L
EcgrETrZ 8,

FREWEHDO~R Y A M2 T

B MMERR (BHREELEZES0) BHobnd 2 R0 T, PIHIER
(RO, FRIRREE, Wk, FEEE) OFERE UM X BREOEES, #
EFHoATO 28, £, BEIRUTHE CT, ME~—Db—%0RELE
M3 b &,
infusion reaction 8% LN A Z LN H Y | 2 B B IO AR H5RFIZ b infusion
reaction HLONA T ENHAHDT, KRR EGRIZIZERIEE OREL 5
\CHEIET 5 Z &, infusionreaction 23FR D BB AILETIRLEERITO L & b
W, ERMBEET A E TREORES HOICHERT L L,
FORBRSREIEE | BIBMEREER O TREABEREENL DN Z L RHDD
T AR 5 BAAET R O S B P i E RO N WS EE R A (TSH, 158 T3,
VR T4, ACTH, MH=VvF ) —VEDORIE) Z1Tv, BEORES 0128
BTpHZ b, ¥, VEOSRLTEHBRESOEELEERTIZ &,
AROBEIZ LY BEORKEIISZERT 5 &5 2 b DE 2 IR BSOE
BoHobhdZ eRbb, BIEL STV, EFRRD ONIEEITIE,
EORERINCE2BRWERORREZER L, HEENZWEZITY> 2 &, @
DHREFUE L DBRIEARRDON DB AT, AR OREORSE, 1= UIE
BRERNVEROREEEERT DL L,
BERTH, BOEEL OB ARB L THOEMEANRERT 203 H 51D,
AHNOBERKETHIZHEWERORBUC DI ERT 5,
AST (GOT). ALT (GPT). y-GTP, B U VB %0 FH % fE 5 FFHEREREE . iT
%, WALHERERR D Sbnd 2 ERH DD T, RIS BAE L OB 5 57
PITXEHRNC TR EZ 1TV, BEOREEZ+SICBET L &,
RABEMEMERL, RREBAEOBEENHLDLNAZ ENHDHDT, KA
B 5-BAGRT R O 5 5 I ESIIC BB ERE 21TV, BE OREEEZ +01T
BgTsz L,
1 BUEIRIG R S Db, MERFBMES F TV RV A BB ERHEDOT, M

&

W
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B, B, BHEOREROFBRSLMEED LR ICH0EETH 2 &, 1 HHER
RNRELNTHEIIE, A VA Y VR R 5T 2EOREIZNEEZIT Z &,
® AHFIOBEKERBRIZIN T, PACIFIC R CTIX 5Bt 5 12 0 AHIX 8 BEIC,
POSEIDON B CII5-BtA b 12 8L 6 HE., £0%IT 8 BEIZH I 0>%‘¥
hZ1T> T\ Z & 2 5BIC, ARG PIXEHICERRE THROBELIT
Tk, ek, BIBRREEZ RETHETT O I/ NI IZ 35 1T D ARG B L F R IR IE#
DHEFRFRIEIC T 2 AFNOREHMIZ 2V AETETH &,
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REFERHEET A R4
T a7 GBI TFH#Z)
(BRFE4 : A I 7 4 VP EBESHE 120 mg, 1 2 7 4 >V AE®E 500 mg)
~ 7N o ~

STH24E8H (FF44E 12 AKET)
JE A S Eh



B

=Y W O VO R O

AT LI

. BHIOKEK, ERBF

. BRIRBURR

FEER I DUNT

BRI GREI BBRE
BB L CHEETANEHIH

P2
P3
P5
P7
P9
P10



1. I

EILOF DM - ZRMEDFHERD - DL, RN IEHICESWHEERFERIRD
bivd, S OIZ, IWEORZERMOESRIZ LV | FUREIRLL 2 & OB BR 1E A%
FEELBARBENDIF T, INOOERLEFEICHERBEICRMLT L2 L ARRED
S 2> TBY BREMBOEE & UWHEOEARFE 2016 (FAk 28 45 6 A 2 A MFERE)
ZBWTCh, EFMNERHEOFEHAORBEILEELZND - L L ESh T 5,

FHRIEABFERMT, EBIERASCREE Y07 7 A VRBEFOERR & LM
BRbZ bBbb, 20D BHEROCZSMEICET A2ERN+oERT 5 TOR,
UHEEGLOBELZBMI T I ENHFINIRFICH L TCERT S L L B2, BIE
FAMRFER U BIC LB Rt E & D 2 L BN A R —E OB & 3 EREE A
THZENBETHD,

L7z oT, KAA RTA4TiE, BRERSCINE TILELN TV DHEFEIETRH -
BFEORMICESE | LTORKLOFEEREREZHET 280 O NEREN, B2
FROEEFERERT,

B ARHA BT A L, MIATEIE ANEE G EREIRSEE, AFEEEABAR
FRRIER P, —MRHEFEAN B ARBRARES, BEFEFIEEIEA BARITEES LV
—RAEEEN BARERESRFR OB EER LTz,

RREIRBERR A 27 4 URREEHE 120mg, A 27 4 2V EEEE 500 mg (—
W4 T a7 GBI Z))

SR ERAREIHE « R NE R

W ERAREROAE . ASRIESERER LT ARy REOJAIZBW T, B, A
W37 a7 (BiEFE#x) & LT, 1[E1500mg % 3 8
IR T 4 [\, 60 AR ENT TREBET S, T0O%, Tab
AT BIaFHx) & LT, 1[E 1500mg % 4 AEFE T 60
SFLLEDNT CRMAERET D, XL, KE30 kg L TOHAD 1
[ 58i% 20 mg/kg (FE) &95.

B R R EE . TA NS ERIBERSH

(&%)

VAT T F OISR, BERVCAE

SEESUIENER « /NIRRT

REROHE AT TF L LT 70~90 mg/m? (EXREE) 21 B 1ERS L, 272<
EL3EMKRETS, Zhi 17— E L, BEERVIRT,

BINVRT T F L ORBEX IR, BELAOHEE
THRESTZhER ¢ B/ NRERR IR




FERCHRE  BE., RARIIILVRTZF o LT, 1 B 18 300~400 mg/m? (KEHE
B ziREL, b tb 4 HARET S, Thi 1 7—n1e L, &5%
MR T, ek, BEEIZ. Fin. EA, ERICEVEEEET S,

T MRV ROBREXIIR., BERCHE

THRESUIT AR ¢ B/ NRARIE

FEROHE : = bRV FE LT, 1 BE60~100 mg/m?* (AERERE) % 5 B REG AR
EL, 3BMKETS, chi 17—k L, HEEBRYET,
B, BEEITRER, BRI L0 EEEET 5.

FRARERER IR AR IR O BE - R 13, BRRAE] ©OHE Ps~) &R



2. RO, EREF

AT 4 UV RREERE 120 mg R ORAFEFE S00mg (—4B : T ar <7 (&
InFHA#EZ) . LLF TARAEID) X, & b programmed cell death ligand 1 (PD-L1) (Zx13 5
w7 ) v Glk (gGlk) VY7720 vilE ) s ua—F L HETH D,

CD274 (PD-L1) 1&. £EAICB W THEETMREICRE L TR0, &R LLEY
oRER (THEM, BAIIRR O F 2 0% 7 —T M) SRR T 5 CD279 (PD-1) K
N CD8O (B7-1) L& L, MEINE %2 BICHIET 2 £ & %2 5TV 5 (Annu Rev Immunol
2008; 26: 677-704, Blood 2010; 116:1291-8), F£7-, PD-L1 ik, fEx OEEMIAIC R
LTWaAZ L& (NatMed2002; 8: 793-800, J Immunol 2003; 170: 1257-66) M#WE SN TE
V. PD-L1 & PD-1 241 LRI, EGMRNTURFFRN . T Mia) b OB ESE %[
BT AHFO—D2L LTEZLNTVS,

AFNiZ, PD-L1 O#fasEEICHE S L, PD-LL & PD-1 O A& HET I LHIC L
V. BDATUREEENZ: THROMIEEE 2R L., EEOHEMEEME L2525
nTna,

AR OVERBFICE S BEORE RN L 2EWERERH bbb, EEXIIETIC
ELAEEYRH D, AFOERE TR ORERITIT, BEOBEL STV, BENR
D ONTEHE I, BB LI ERICE U EMR 2 50k & R BR 2 R D[RR & 8 L (i
IR ERRZ W 21TV, BEDORBERIGIC L AEWERNELN AT, BIBRE R
FUHIOFREEDED LB LT 5 LERD B,



3. FREREUR
R N ORERRRIC B 21T o Tm E R RRRB O RE R,

[HzhtE]
ERRLEFA S I FRRABR  (CASPIAN #ER)
(LS PRIERE D 72\ FREL N AR e R 3 (WHO/ECOG Performance Status 0 X1 1)
537 5l (KK & A RHBMIEER (WA RTFTF o UIV AT TF ) +x hRY R)
[AFIGFRAEE2268 Fl]. AERIBHEER (WARTTF XTIV ATTF) +=
ARV R [xFEREES269 B11) (BASA 34 ) [RFIGFARE 18 41, IREE 16 #1]) Z&Te)
BRI, AF. BERMEEERER ONVRTITF oI AT TF ) RO= bR
VREMFRES LGS OBIER R ERE LT,
RO R, TEFMEEE Th I 2AFHM (LT, ToS)) (HRfE [95%EH
X1 (336 DA~ b) id. AAIPEARET 13.0 (11.5~14.8) WA, XFHEFT 103
(93~112) B B TH Y | AAIPF AT BB LFEHFRICABRER 2R Lz (N
P — K1 0.73 [0.591~0.909], p=0.0047 [J&H!] log-rank #R7E ., A B /KUE (fH1Al) 0.0178],
2019F3A U1 BT—FIy A7),

*1 « {KH 30 kg #A>>DAmerican Joint Committee on Cancer (88 7 k) @ IV BIXZ@EFHIZ o7 248
KOMBEH RS 28 L ITER HEHEAKE VI LI X 0 A T a2 B iRIAREHE T B — R
FHEFRIZINE D & 5R0 T3~4 OBREIEAIANL BN,

#2 1 AE 1500 mg R OB AR T T F o (AUC 5~6) XLV AT FF 1 (75~80 mg/m?) DWTHIE
BYA 7001 AEIC, EHIZT MARY R (80~100 mg/m?) #{FY A 7401, 2, 3BHIZ3HE
MM CRK 4 04 7 V5%, A 1500 mg % 4 AEMR CRE Lz,

*3: HARTTF L (AUC 5~6) RISV ATTF 2 (75~80 mg/m?) OWThhiE&VF A 700 1H
Hiz, &5icx bRV F (80~100 mg/m?) &V 7001, 2, 3 BEIC3I AMMBTRR 6V
AT NVEE LT,

OBkl (H)95% £3
— IR 13.0 {11.5~ 149
as - HERE 1031 83=13]
54 Ve B [063CY 073 [0.591~0.800)
# o,
Booog
04
" H‘-m-r\“
04 ( -
¢
& 3 E] 23 2 i 18
ot skt 35 2 B0 B D
AFIGHERR 6 244 24 177 146 57 28 5 0
R 9 242 209 153 82 a4 i 1 2

1 OS O[T EF D Kaplan-Meier HifR (CASPIAN #5#)

5



[Z 2]
[EFRIL[FSE 1 FA3ER (CASPIAN #BR)

BEFRITAHIGEREE 260265 51 (98.1%) I UK HREE 258/266 ] (97.0%) 1258 5
Niz, FEIGERBEICBNT, AF L OREBENMEETCERVEEES EIEAR) 1
156/265 5] (58.9%) BB HAL, D 5 BIETH (Grade5) VX, 1/265 B (0.4%) TH
o7z, AFIPFAEECRIREN 5% EORWERIZITRD LB Thot,

F1 AHGTAR CHRERY 5% LOBER (REMEMTRHRER) (CASPIAN REY)

B (%)
BEBIRNE / EAGE N
(MedDRA/] ver. 21.1) AFIGEREE (265 i)
£ Grade Grade 3-4 Grade 5

ERIEH 156 (58.9) 40 (15.1) 1(0.4)
MK E Y R EE

i 21 (7.9) 2(0.8)

BRI E 21(7.9) 9(3.4)

R RR AR RETT I 21(7.9)

FLR IR REAR T E 23 (8.7)
RABLUREREE

BAGEE 21(7.9) 0 0
BiEEE

Tl 14 (5.3) 2(0.8)

B 32.(12.1) 0 0
—R P REEER LRSI OINE

$EHIE 20 (7.5) 1(0.4)

Vil 16 (6.0) 0

B, AFPFRABICRWTC, MEMRERR T (2.6%) . KIBL 146 (04%) . BEE
DTHFI2 B (0.8%) . FFHEBERER 14 B (5.3%) . FRARMEAEISTAE 23 1 (8.7%) . FR
PRI RETTHESE 25 B (9.4%) | BIBHEREREE 2 6 (0.8%) . 1 BUBESRIS 2 41 (0.8%) .
infusion reaction 3 f5l (1.1%) . FEEMELTFPERBAE 2 B (0.8%) MARD LN, Fiz,
BiEE (HEEBERE) | HX - BUHRIAE,. OOk, EEGEIE, TEAHRER
B RIS K OV /SRR D PSR B 1338 B e o To, ABIVERSSIRIR L
HEREPEDEIERE T,



4. HEERIZHOWT

EIH Y X 7 EHFHE RMP) 123X, REIOERE S L LMEERITEI~D W H1EH
NHDHMERTH- T, AFNOBRENEE2BEZRZE - HEL, AFOREIZLVERE
RBMERZFH LEZBICEIGT 5 Z L B3NE 20, LTOO~@0 T TE I i
FBILBWCERTRETH D,

O HEFRITDOWVT

@1 FiE2d (1) ~ (5) ODWVWTNNCHEETHHETHHZ &,

(1) EEFBRESMEET 208 ARFEEN RS GRER R A2 ROESEIL SR
[, g A SRR EE LSRR, M ARSI RRE 72 &)

(2) HFEWRERIT

() EEFBRMEBENEET 2N ABEREERT (BADFEBRER., BSARREE
WL, DA EREEHE SRR L)

4) HRCFRERELZZRE L, SRERCEREZER | U RIER L RIED
B2 OMRREEICR D RHZIT > TV DX

(5) PIEMEBERLTEEMEOMBREEICRIEHEIT > T DM

D2 RO FERIER OBIEARBREO X NI 43 72 7%k & BB ZFFOEA (TRD
WSS T A ER) A, UZERAORFICETAREOBRLE L L(HRESN
TWAZ &,

*

o EMMAHERES 2 SOMMPHERET L1112 5 FLLEDOD ATRE O KRMHE %
ToTWAHZ &, 9b, 2ELEIT. NAEMRERL XL LEBEREEFZOWE:
IToTWATZ L,

o [EMSGFTESE 2 FOMBTHEZET LicRIC 4 FLL EOBRERZA LTS
Tl Hb. 3FELLIE. RO AL TIPRARF O BRHE 21T -
TW5Z &,

@ BEAOERRBFREBDOEKHICONT
EEMERECHFET 2 HEENRB S, HESENLOFRED, F2hE - &
DS PHIFEROBEE L CEMEICK T 2 HERIBE, AEERPREELLHESORE

EH. FERECNIATONLEHINE->TND T L,




@ BHER~DRIRIZ 2T

®-1 fEskiAHIC B 2 B
MEMMRBEOEEZBIERANRAE LI, 24 BFMDEEH OTF, YR X
REEMERICWN T, BRLUZERWER I U CAREBER LV CT £ 0RI1ER OERIN &4

ERBREOKRENYEBRICE LN, BEHICXHGARERERNE - TWE L,

®-2 ERRHEEIC L 2FEERMICET 2 E S

PARSIRIZHE D 2 EMA B R O RRA BT 2 EREFENBERAT=4 D v
EEDIERDOA Y YV == T EATOERE L FMREEF TE 25— LEREH &
s TnsZ e, 2B, BEEHIZOWT, BABRE LZOFERICHSERESh T
5T &,

@-3 BHER ORKr-oxSIZBE LT

BITEN (REMAZE (BURARigs 2ade) 1oz, FPHEEREE - FF4 - BE(LPER
BR. WOWEE (FIRIEERE. BIBMAAEEE, TEAMEREE), BEZE, infusion
reaction, KABK - BED TR, 1 BUHERIN, K - BUIBUARIE, Lk, BEEHED
fE, BERRAK, SEtEm/ MR SRS, Mk, BEEOKREREE, WREE (X7 -
NU—EEREZET) |, LFRIEF AR ORBNEF PERBDIE, LB, FEX%)
IR LT, UM ULE SRR OBt 2 A4 5 ERT & B L (BIEROZE
SHGICE L TIHRERUOIEEZZ T NI EFICH D L), BELICHEVIZLBENTE S
(KNS TNWB T L,



5. B#EXRLRDBE

[(HZhEIC BT 2 HIH]

O AbSHFIERE O 2 W ERED NRIATE B IC BV TR, BeRiUBMLIERA (U
NRTSF NIV ATTF ) RO bRy REOFRESEOEDENTEN
T3,

@ TFRICHEUT 5 BE KT 5 AAORE R OMAFEIC SN T, A OH
RIS THLY, AROBEREG L /2572,
- OTAAOEHERR SN TV RV MBOFEEIERA & DI RR S

[Z4EicBId 25 H]

O FTRICEYTLRECONTEHAFIOBRENZEZE SN TWDLZ b, &EZ21T
brpnz b,
o KEIOESICR VIRBIEOBFEO B 5 BE

@ WHERIOFMICB W TTRICESE T2 BFICO >V TE, FRIOTRFIFHER S n
B, MOIRFGRIREA 22 WEAICIRY | BEICARIZHERT DI L2BRETE D,
o BEEMEESR (BERELEED) OboBEILOBEROSHHEE
o EEIGRRE CRER &80 5 BE R ORI A S OIS SIE LA A

Lo BE
o ACARERBOAIIEERNLE L ITHERMED A DRRKREOBERED
boBE

e WHO Performance Status 3-4 ¥ oD

£ WHO o Performance Status (PS)

Grade

0 Eon<BEREPTES, MREOERENLEL ST, RWIL R U RHAEESHIRLITX 5,

1 B RBOIZI LUVTEENIHIR S N p 2, SITHEET, BIFESLALIIIT D Z LN C& 5, EMEZERATIES
L—Fo AL MR EBCE AT LEEND,

2 BITHRET, BODEOEDLY O LIFS TR, EEIFTERY, BTO S0%U EE~y RATBIT,

ROAEESDHEDELY DI L LM TERY, BPO 0% EESy RMFFTRIT,

4 F o lBita, BODEDEDLYIDOILIFE- L TERY, BRIy FOVEFTRIT




6. BEIELTHEETNEHE

O WEXEEHICA, RIERFTEE DR T 2 EREICE-S & R ORI R OB IEE
RDIzDIMBERBERE DB L COLERATIZ &,

@ TREBIRIZELDL, BEXIZORKICADIMER VERELZ +oRMA L. AEL2E
ToObiRET 5L,

® FREWEADO=RXT AL MIZONT

MEMEMEER (R RAREEET) BNHobhd 2 X 50T, WIHER
(B, PERAEE, ik, JEE) OMERER VOIS X MREDOEmS, B8
EHSCITO b, £, BESUTHEE CT, MiE~—b —ZSohEsrE
MTaZ L,

infusionreaction 8% H LA Z &0 H U 2 [B] B LLEOARF| 502 & infusion
reaction 23H HDOND T ERH D DT, AFFERIIERBE OREL 4
#1523 5 Z L, infusionreaction 32D G BAITEEIRMB LT H & L ¢
W2, SERABEET 2 E TREOREEZ HOICHRT L L,

AR IR R E | BB HEEEL N TERMBERERH DN AZ LNHDHD
T AR 5B AAET R O 5 21 R IE BRI N WS RE R 2 (TSH, W T3,
W T4, ACTH, I =2 vF ) —)VEDRIE) 21TV, BEORIEL 5108
Bepi b, ¥, VBEIUSLTHBREBESOERLEE TS &,
FRIDEGIZ LY  BEOHRERINIER T2 &5 2 652 R BLREE
BHLONDZ N D, BELTDIITV., BENBOLNEZEAIIL, @&
EDOREFIGNCEHBIERORB LS E L, MU ENBIE1TY 2 &, B
DRIEFIST L DBHEAR RN A HEICIE, AR OB E ORI, Fik LB
BRERNVEVRIOBRESERERTH L,

BeE& TR RO OEI ARB L THrSEWEARRERT A NH DD,
FHRIDE G TR HRIWERORRICHSICERT 5,

AST (GOT). ALT (GPT). y-GTP, Y U )L ¥ %0 FH 245 FFeErEE . fF
K, BIMERBERD H LoD Z L0 H 5 DT, AFIFEBART R O 551/
PITEIRIC AT RERE 21TV, BEOREZ +SICBEER T2 L,
FRADEMEMEER, REREBREOBBEERL LWL Z ENH D DT, KA
B 5-BRAART I O 5 AR L ERAA I B E R 21TV . BB OREES 1T
BT L,

1 BUNERRIAD & DL, MERBUES b TV F—V RRZBAZENHEDT, A
B, Bl REFEOEROBELCOBEED ERICHHEBRTHZ L, 1 AR
WBBELNIZHEIIE, A VA ) VBREZ B ST 2S0BELABEITS = L,

@ CASPIAN RERIZBWTC, BEBEND 12 BT 688, 70#%1% s BEICELME
DFHEEZIT > T2 Z L 2 2EF I, AFR G PILERICEERE TR REOHER

10
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