S HE SR T 0327 &5 2 &
S 7 % 3 H 27 H

#woE g R
& | REETRE S | FETER (R) & OB
S || B S

JE A 57 8 3R [ 3 A 7 A A PR R
(2 B A K )

T a7 (BIE TR Z) A O Sl EAWEET A N7 A v
MR fidE ., FE/ANHEIa R, AR e OMHIE ) O —HdElC
DT

R A BGE S & O FAR T #2016 CER 28 42 6 H 2 H B&RIE) IRV T,
B ERE S O H OB bHEEZ XD Z E RV IAENT D L EZIT T, &
PrESEG 2 B L E R B IR 2 L2 B TRl HHEEY 1 K7
AV BERTDHZEELTOET,

T ansLw T (BB ) BRI 2 MR, FE/ NIRRT R R
M ONEERE IR U TR 2 BOBEFHICOWTE, [T a2 v~7 (Bis
TRAHL ) BH OB RAHEE D A KT A 2 (FERE) OVERR K& O i
WA RTA 2 GENERRAEE, SRR, s & ON0ERE) OBk
IZOWT) (F64E 11 H 22 AfAHT EFIEEI 1122 5 2 54T #E EKR
I EAE IR RWA) (XY, TREfERAEET A KT 4] L LTRLT
X/ ZATY,

SR T 2w T BIAHEELR) BANTOWT, NI L5 D %)
RESUEEN IR DIBINTAR 5 AR FH A TN AR I NI Z EFITEV, Rl
AHEEST A RT7 A4 U &RROEBYVHEWZLE LEZDOT, EENOEREE
M OFRRN KT 5 JH 2 BRAW L E 4, BB O N HEET A K7 A1 ]
WX, Bl LB T,

¥, REHDOG LIZOWT, BFLOMEEICHBEEE T 5D T, DO DH
Lz £7,
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ElIEGIS

/INHIE e D S IHEE T A N Z A o DOGET AT Cfr B %)

(BRI XS IERB57)

Hr

1. IFL®IZ
(%)
Xt L e B E KM

X5 L T2 D AEE

X5 L 72 o AKX O &

=SS

A 2T g VAR ERE 120 mg, A 2

7 4 Y REERE 500 mg (—f%4
T a7 (BRI Z))
T PR/ N e At
BE J=3 /)~ o e Jii 8 L2 s 1 2 AR TR A AL
AR E S D MERFRRE

e JE TR /N e e )
H&RPLEMEEREAI N O AR R
EDPFRIZIBNT, BHE ., BAIZIET
2V =T GBI R z) & L,
1 [5] 1500 mg % 3 JA[FFME T 4 [8], 60
SREICL BT CRIERRET 5, 20D
%, TanrvT B )
& LT, 181500 mg & 4 ¥ [EHEkE T
60 S MLL BT CTRIEERET 5, 72
72U R 30 kg LA T O&AE D 1 [H14#%
H&813 20 mg/kg (KEH) &9 2,

1. (ZFL®IZ
(%)
xR LT D E KN

X5 & IR DRRESUIRNR
XL 72 o iE RO &

A T U RTEEE 120 mg, A 2

T 4 S ERE 500 mg (—%4
Fa N vT GElnHELZ))
T TR/ [N A i i g

HeRPuEEEE A L Pz FARS R
EDOPFRIZBNT, B, RAIZIZT
2V Vw7 GBin R z) & LT,
1 [7] 1500 mg % 3 M[FMHFE T 4 B, 60
SrILL B CRIEFRET 5, £ D
%, Fan w7 (GEGTHEEZ)
E LT, 181500 mg % 4 HFEEET
60 ZrEILL B CREFRET 5, 72
72U, IRE 30 kg LT OGH D 1 Bl
H81% 20 mg/kg (KH) &35,




(I Ja 5 /)~ e i e L 6 1 2 AR VR Y
(b U R 1R 1% O fERRR L)
W RAIET 2 Vv~ 7 (Es
TAEHEZ) & LT, 1[8]1500 mg % 4
U [F IR T 60 Sy LA BT CToaiis
H3 5, H5HMIE 24 WAMETE
95, 272 L, KH 30 kg L FOHE
D 1[5 EIX 20 mg/kg ((KEH) &

SR
foE W % ¥ F TR TERIRASH ol % ¥ F T ANTERIKRASH
3. FRIRHGRR 3. WA RKE

T R I e e S ON R SR /N SR (2 d6 1 D ARTGHIAL S | AR/ i fififes oD A RRIRF IS A 24T o 72 3272 I R EABR oD ik
TS R 1542 D MEFF IR 15 O KGRI IS RTATG 22 AT - 72 E 72 B REER | 2R3

DR ZRT,
[H2h1E] [H7hi]

@O EFEEILFEZFE AR (CASPTAN 3U5R) FEI B[] 25 AR R (CASPTAN 5X5R)
(%) (%)

@  [EEHE S MAEGRER (ADRIATIC #ER) GEm)

FRIE B[R REA L 2 B B R VL R BRI T DR D H L2V [R
S8 N B iR B2 (WHO/ECOG Performance Status 0 X% 1)
530 B3] CKRAIRE 264 5], 7° 7 & AR 266 fi) (HAN 50 i [AKH]




B 196, 77 wARE 31 6] 25Te) 25T, (PR #RRE
T 42 HUNICARI T 7 7 v R 25 LA oA &
D2t e et Lic, Bk - A&lE. AHI 1,500 mg Xix7 7k
A% 4 ERME CEARNZE G35 2 & L S TEEITE L <X
Fe i b FRHEICEE Y T 5 F TR KA 24 WA (26 A 7))
Beh a2 & L&z,

AT OFE R, ZEEHMBEEE O — > Th D 5 FASLHRET
filft e K 2 HEHE A I (LAE, TPES|) (308 fFD A~ k)
DFEFNZHDOWT AFIBEL T T B ARBEI R LRI E BRIE
E&pRLTe O — R [95%WEHEX ] - 0. 76 [0.606~0.950],
p=0. 01608 [JEHI| log-rank fxE, A E/AKME ([l) 0.02805], 2024
FE1HIBHTF—=F Iy bAT7), PES OH A [95%(E X ] ]
£, ARAIBET 16.6 [10.2~28.2]1 WH., 7Z7AEETI.2 [7.4
~12.9]1 WATH-o7T-,

Fo. b9 OO EEFHEE TH LA (LT, [0S))

(261 EDA N2 b)) IZHOWT, AEFET T Z B AR KT LFEET
FHNCAHERIEEZ R Lz (O — RE [95%E X ] : 0.73
[0.569~0. 928], p=0.01042 &5 log-rank &, A EAKHE ([
) 0.01679]), 202441 A 16 HTF—F B~ A7), 0S OH %
B [95%EHE X ] 1, AFIFETH5.9 [37.3~NE®] W H, 7T7+&

AREET33.4 [25.5~39.9] W HThotz,
*1 : {&KH 30kg #8)>D American Joint Committee on Cancer
(AJCC) / (UICC) (5F 8 i) (ZHE2 < BRI I ~1# >




A (I 3T OG- IIEFRICOIRTGERBE) H3HH
AN SN, ALFIRIE S LT, AL RPUEMELEA] (&
ATTFUXNIANRTTF ) Lo bRy K& DR«
5% A VANV 0IRLES Uiz, BiEEE LT, 6
] CHAKR & 60~66 Gy 2% 53425 1 H 1 A0l 55 HIH
FHEE 3 A TR E 45 Gy 23545 1 H 2 [m ik
B ERAEDO W NN ZRIR LT, TR MRS 1 3E
B4 Y [ il O P W C 3 HE AT HE & S AL SRR BRI A T
B2 FEhE L, HEAE (b K QR O F) el 5-Jif 1~42 H DL
NIZE T35 LT,
*2 . HEEAHE

(3 m)
2 PN PFS @ Kaplan-Meier Hh#¢ (ADRIATIC 3XER)
(M W)

3 HREATEED 0S @ Kaplan-Meier BifE (ADRIATIC 3ER)

[ Z2 41k ]
O [EERIFEFMAHFER (CASPTAN #ER)

(%)

728, LUTICBLEFES % 5 e RIEH BRI O E5HRE R 2 7R
T AFIPFHBEICBW T, MEMEMZEE 7 6] (2.6%) . KK 1
(0. 4%) . FEED THI 2 5] (0.8%) . FTHéperE=Es 14 41 (5. 3%) .

[Z4tt]
] R 3 [F] 55 AR ARER - (CASPTAN %)
()
B, AAIDEHEC W T, FEMERMRE 761 (2.6%) . K
2% 141 (0. 4%) . FLEE D T 2 41 (0. 8%) | ATFEEREFREE 14 41 (5. 3%) .
FUIR R BEI TIE 23 61 (8. 7%) . FARIRBRAETLHESE 25 51 (9. 4%) .




FIR I AR T 23 1) (8. 7%) . FIRRBERE SUHESE 25 1 (9. 4%) |
B REREREE 2 B (0.8%). 1 ZLHEIRIHE 2 1 (0.8%). infusion
reaction 3 (1.1%). FEEMAELFFERIEAE 2 51 (0.8%) 2358
bivle, £, BhEE (MEEERE) . Hk - BHEHRAE, O
e, EAERPIEGE, T EAERERETE . SRR L OV Mk i/ Mk
WO PESRBER LR DR o 7z,

©  [EBRILFEFE MAHGER (ADRIATIC #5R)

HEFGIIAARED 247/262 ] (94.3%) M OT 7 EARBED
234/265 il (88.3%) 1238 DTz, AFIREICIWVT, AHKIE DA
RERPBETERWAEESESR @EWEH) 15176/262 ] (67. 2%)
IR B, £D ) BT (Grade 5) 1X, 2/262 #i] (0.8%) T
B ole, ARHFNEETHBED 59 LORERAITFTERDOLEBY TH

272,

F 2 AKIBETIIBIRD %L EORWER (&M 6t S4E
[) (ADRIATIC §&BR)
(& #%)

ks, PLTICBEE RS 2 eRI{EH IR O LG R 2R
T AAREIC ISV T, BV R (B sriblEsE 2 & Te) 45
(17.2%) . FEEO THI 2 5] (0.8%) . FFHEREREE - AF5¢ - fH{kih
AR 48 25 Bl (9. 5%) . HLRARBEAREIR TE 39 B (14.9%) . HLIRAR

RIS REREE 2 B (0.8%). 1 ZUBEIRYE 2 ] (0.8%). infusion
reaction 3 (1.1%). ZFEEMELTFFERECE 2 51 (0.8%) 2358
bz, £70, BEE (FEEBERE) . K - BHRUHRMAEE, O
fhoc, BIEMEE, TEMERERE ., BRK & O M i Mk
WD MESRBEIR IR0 S 7)o 7o ARBIWEH BRI R g 5
o EHRE R A RS,

GE)




BERETTHESE 25 1] (9.5%) . FITEEREREE 3 {5 (1. 1%) . T HE(RHE
BEREEE 2 1] (0.8%) . 1 AUKEPRIE 1 41 (0. 4%) . Loihze 1 61 (0. 4%) .
fg% 161 (0.4%) . FPREFEE (X7 - NU—JEEREAZ & L) 3 i
(1.1%) . infusion reaction 2 5] (0.8%). WEXR 141 (0.4%) 23
bz, £, KGR, BhEE (FEMEBRE) . HR - BHE
o R E | L A JHE )R . EERE D B2 PR | A A BRI |
EARE 2L Bl . SR M i IR IB M SR B0 S OVIR HEER % 15
00N oY WALV o

4. FEFRIZDOWT

(%)
@ BIEHA~ORIRIZ DV T
(%)

@-3 RBITEA OZE-CHIGIZE LT

BIER (MEMEMREE Bk 2 Ede) . IFReRE
JFo% « BEALPEREAE 2. N0 wibess (HURR IR RERR | RIS B RE s
N EEREEERET) . BEE, infusion reaction, Kip&K - &
FEDO TR, 1 RIBERIA. fhoc - BROBUHRMIEAE . (Do, EE i
JIE., BEESE . e MR MRS PEERBES . %, HEE oD e
= ORREE (X7 - NU—EERAET) . (LRI E
DIEENELF P ERIBUDE . THALE 22 L, R, IRIFEREEE) 1Tk L
T, MR RS ST R A B O BRI 2 A9 2 [T & L
(BITER OO I B L CTHRE R OB 22 1 B b R
IZhHDHZ &) EHITHEERLENTE DEHINESTNDE Z L,

4. Rz OWT

(%)
@ EHWEH~OXHRZ DN T

(%)
©@-3 BIEHOZErLxI B LT

RIVER (RVEMEMRE R (BUN RS 2 & Te) ISz, HFRkee
P - S - REALPEIRAE 28, ik (FURIRBERERE S, RIS
PeRERE S, FEEAHEERET) . B, infusion reaction, KM
K- HEOTRF, 1 BPERWE, ik - BHSGHRARE, Ok, &
SEG I E, BRI, s PE /MR A PESEBES R, iMde, BHED
RS REE (X5 - NLU—IEREREE S Te) . LSRR
OF IR DR BNELF R BRI E . WHALE 2L, BERSE) 1Tk LT,
MBS R XX B O B M 2 T 5 A & oEE L (BIE
HOZWr LI L THRELR XA TN L5 H D
Z L), BEBICHEYRLENTE HEKH 1S TNDH I L,




5. HhHxtG L BE
[H2IMEICRE 3 5 FIH]

O TEOBREIZBWTAH, A4RPuEMEEREA (VR 77
F U INIVATTF ) RO vy R EDOGEAERSDOER)
PERREIN TV D,

ALERRRIEIE O 72 RN e i s AR

@  TEoBREIZEB W TARAIOBEMEES O 32 R ST
Do
4R UM IR A 2 & Ee AR TE H b P BRI 1
PEGEIT 3R H N2 W R JF R/ I ARt [ 1 ~ I3
(I T T HAOHEIFEZRICHIBRARGE /R E) 1 1Tkt
L CHEFpRENM TN D BE

®

TREICRZ S T 2 BAE T 2 AA O 5 O 775125
W, AFIOFIMEDRHEL SN TR LT, AR OKR 5345
LR BIRNY,
© OTAFOFZMED R ST T2t OHEE 571
& DHFEE
A & R PRV A 2 & L ARG R 2 U B A DR
PRI D 70\ R N e fii e R A L2k 2 AR A D F -
2R PUEME G A 2 & T ARTE R 2 O R 151212
PRABHETT 2358 5 b A7 R R R/ Il e s e FR AL k9 %

5.

BEXR LT DBE

[(AZPEICRE 9 % S H]

@

@

AR AR O 7\ it R IR N e FR T I2 B W TORA, B4
ZPUEMIEER (WVRTTF o I ATTF ) O
rRY REDOERABGEOEIMEN RENTWS,

TR Y T 5 BEITK T DA H O 5 K OE A 7 EICo
W, AFNIOAIMERTESL SN TE BT, AFIOKE RS
AN VAR
O TARHBN O FZIED R X TR Mt O F N R A
& DPFR G




[
@
@

AH D5
/INHB R AR R L kT DR A BEE & L COARF D

&5

2zt B 5 FH]
(%)

PR J P/ e fi e L2 3 1 2 ARTB B A S MR R 542 D ME R

€

FEEICB W T, FRtll N T2 B T2 AK O #5125

WTIE, ARNOZEVERHENL SN TE O, AFORE NG

AT ANAR
RIEH L O R EEIC K D Grade 2 VA EORVE M

it OB RN 2 Erde) OFEINFED b B

TRIRRT ORIV T PRSI Y 3 5 AT OV T, AFK
DG ITHELE I U720, M OTRIFRIIE 2N 72 W55 1T R
D, EEICAFEFEAT L LEBETE D,

- [FEMERE R (BRI &2 B de) O 2 BE 3%
DOEE RO & 5 B ([ZethicET 2 FHE] OITEzY
LW EIZIRD)

f S I AR A R S 038R B U D FRE I OV fii
REDOMICRIENEELR AN D EE ([(ZetticB+
ZHHEE] OIZEY LARWEEIZRD)

[Z2ePEicBE3 % ]
O ()

@ IRFEAMOFHEIZBWT FRRIZEE S T 2 BEIZ OV TE, AA
DOEHITHELE I N2 0D M OJRIFIRIE N 72 WA 12 IR
D, HEICAAEERTHZ LE2EETE D,
B MEME R (ORIl & B ) Db 2 B L%
DD S D HBE

il 58 68 P A A C RV R 2 B8 D B S R VR G P il 4% =5
DI FRAEIELZAC D 2 DIV D A
H R B OG0T MR 728 L ITHEREEDO R




H R RBO S OB L IEFEEMEo A
OB RBOBIERR D & 5 B
WHO Performance Status 3-4 %V

COERB OB D & 5 BFH
WHO Performance Status 3-4 &V

6.

@ CASPIAN

BEIZER L TREET NS HH
(%)

BRI W T GGG 12 FEIE 6 B, +
D% 8 TAEIZ, ADRIATIC BBRIZ B W CTIEE 5-BAGD D 72
FERIE 8 g, 96 MEFE TIX 12 fE. ZO%IL 24 HEIC
HINEDRHl 21T > T2 Z & 25 E10, ARG F I3 E#
IR TR OMEREZITO Z &, 728, BBEA/INEAD

Jifi L2 36 1 B HRAR UL ZE MO SRR TR DR RIE L LT O

AKIOBEBMMIZ24 B AHFETETHZ &,

6.

@ CASPIAN

BEIZER L TRHET &S FH
()

AMERICBWT, BERENS 12 BREIX 6 B, *
D%IE 8 WEIZ, AMEDOFHLIZ1T > T\ Z & 25351\,
AR G-I E BB RE CHROMEREITH 2 &,




He KR e D e B IHEE T A R Z A > OWET AT Cir B X HRER)

(BB I XS IERB 57)

B
4. FERRIZDOWT
(%)
@ EIER A~ DONT
(%)

@-3 RITEH OBt B LT

BIVER (MEMEMREE B 2 Ede) . IFiReRE
JFJ% - REALPERRAE 2. N wibEss (FUR IR RERR | R e
N EAREEERET) . BEE, infusion reaction, Kip&K - &
FEDTHI, 1 BIBERIA. Ahdk - BRBUTRUEAE, (s, EE ) fE
JVE, BEESE . SR i MR PEERBES . g, HEE oD e
EOARREE (X7 RU—EEREET) . ALFREHEE
DIEENELF P ERIBUDE . THALE 22 L, R, IRIFEREEE) 1Tk L
T, YK R ST W A B O B P 2 9 2 Rl & L

(BITER OZW-Cx I B L CTHRE R OB 22 0 B b R
ZHDH L) EHHICHEYRLENTEDIRFINESTND 2L,

H
4. FEERIZOUWT
(%)
® BHWER~OXHSIZ DT
(%)

@-3 RIEH OZRRHZE LT

RIVER (RVEMEMRE R (ORI 2 & Te) ISz, HFRksEe
- 2% - LR 2%, NowbEE (FRIEERREE . RIE
PEREREE . TN EEAMRERETE) . B EE, infusion reaction, K
K- HEDO TR, 1 BBERIA, fhdk - BBURARIE, Ok, &
SEG I E, BEIESE . s PEf MR A PESE B, iJe, BED
RS MREE (T - NL—EREREE S Te) . LR
OF IR O BNVELF R BRI E . WHALE 2L, BERSE) 1Tk LT,
WS it ST M SRR RS O B 2 A 9 B R & U (BIE
HOZWr LI L THREL VX R AT N H5:M8ICH D
Z L), EHISEYIRLEN TE HEFINE S TWS Z L,




ST AR g O e B FHEE T A N7 A > OWGET AT Cor B X HRER)

(BB I XS IERB 57)

B
4. FERRIZDOWT
(%)
@ EIER A~ DONT
(%)

@-3 RITEH OBt B LT

BIVER (MVEMEMER, FREREE - JIFR - i ERE &, N
UREE (RRIREERERE S, RIBPRERES . N EAMERERE) |
B fE &, infusion reaction, KGR « EHEDO THI, 1 AUERA.,
% - MR RMRIE, (O, EIEMEAE, BRI, S M
IRV PESRBER . A, EE O L EREE, REE (X7 -
NU—EERZ B 1) . AL FPRIEDF RO B4 Fh BRI E |
TEILE 22 fL, B JREFERIESE) (2% LT, Makhiak S Ml
WERERE OB A B 9 5 ERN & U (BIVER O Brex itz B
LTHREA OB EZITONAEMICHLZ L), EHICHET72
JLE ST E DIRHINFE S TWD Z L,

H
4. FEERIZOUWT
(%)
® BHWER~OXHSIZ DT
(%)

@-3 BIEH ORZWrLxEIZB LT

RIVER (FIEMEMZE A, HHSREREE - TR - i brEIRE R, N
il (FURIRBERERR S . RIS FERERRE . T EAREEREE) |
B[S infusion reaction, KAGZ « BEE O NI, 1 B RIR .
e - BRACTRMARIE, Ok, EIEMEGE, BRI, oM
IR PESEBRE . BM2S. B DR REREE ., MiEE (X7 -
NU—EEREZ B Te) . AL PRIE DR OB 4 R ERIBUDME |
THILE 2L, BERSE) 1T LT, Mkt I3l M= i Be o &
FIME 2 A3 % AN & EdE U (RIVEH OZMr-ox s B L THE &
OXEEZITONAFMHICH D Z &), BEHITEUIRMAENTE
DRI FES TS &,




RETE I8 D e

W FHERE T A KT A > OUGETERT CHrIH % RER)

(BB I XS IERB 57)

B
4. FERRIZDOWT
(%)
@ EIER A~ DONT
(%)

@-3 RITEH OBt B LT

BIVER (MVEMEMER, FREREE - JIFR - i ERE &, N
UREE (RRIREERERE S, RIBPRERES . N EAMERERE) |
R, infusion reaction, KRG « EHEDO THI, 1 AUERA.,
% - MR RMRIE, (O, EIEMEAE, BRI, S M
IRV PESRBER . A, EE O L EREE, REE (X7 -
NU—EERZ B 1) . AL FPRIEDF RO B4 Fh BRI E |
TEILE 22 fL, B JREFERIESE) (2% LT, Makhiak S Ml
WERERE OB A B 9 5 ERN & U (BIVER O Brex itz B
LTHREA OB EZITONAEMICHLZ L), EHICHET72
JLE ST E DIRHINFE S TWD Z L,

H
4. FEERIZOUWT
(%)
® BHWER~OXHSIZ DT
(%)

@-3 BIEH ORZWrLxEIZB LT

RIVER (FIEMEMZE A, HHSREREE - TR - i brEIRE R, N
il (FURIRBERERR S . RIS FERERRE . T EAREEREE) |
B[S infusion reaction, KAGZ « BEE O NI, 1 B RIR .
e - BRACTRMARIE, Ok, EIEMEGE, BRI, oM
IR PESEBRE . BM2S. B DR REREE ., MiEE (X7 -
NU—EEREZ B Te) . AL PRIE DR OB 4 R ERIBUDME |
THILE 2L, BERSE) 1T LT, Mkt I3l M= i Be o &
FIME 2 A3 % AN & EdE U (RIVEH OZMr-ox s B L THE &
OXEEZITONAFMHICH D Z &), BEHITEUIRMAENTE
DRI FES TS &,




B 1

xEFEAHEETA N4 v
Fal V=T (BaFiEEZ)
(BRFE4 : A 2 7 4 VP HEHE 120 mg, A 2 7 4 v Y BT 500 mg)
~ 7N R B ~

FI2FE8H (4F1 74 3 AHET)
RAEFEE



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 ETRDEIRE A 27 4 U ETEHE 120 mg, A 2 7 4 2V EE 500 mg (—
Wk F a7 (EEHIERZ))

R LR DRI ¢ AL N A A
RR SR/ N L AR L 33 1 D ARTE AL 2 U R I 14 O HERPIR L

R ERDMER O E « GH R NI i)
A& R PUEMIEEA N O R AR Y K& DOFFRIZBW T, @i, JA
[T 2\ w7 (BisHx) & LT, 118 1500mg % 3
MRS 4 [al, 60 /RILL Bz CTHEEHET 5, FD%, T2
w7 GRIB R Z) & LT, 1Rl 1500 mg % 4 #H[EREIFE T 60
SrTLL LT CRIEERET 5, 7272 L, KE 30 kg LLFDLED 1
[l#% 5813 20 mgkg ((KHE) &35,
(BRJR T/ INHE R T 9 L2 36 U F 2 ARTR AL S BRI 1A 1% O MERFIRTE)
W RNTIET 2 v v~ 7 (EAE /L 2) & LTl 1 [E] 1500 mg
% 4 WM T 60 23R LA B CHRliET 5, &5 24 &
AMlETET %, 72720, 1KE 30 kg LAFTOHAD 1 [HliEGE1X
20 mgkg (KEH) &7 5,

f3E IR 5t ¥ F T AN T B IBASH




(%)

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

A X7 4 YV RIEFE 120 mg K ORLEREFRE 500mg (— k4 7 20~ (&
i z) . LR TAAI) 1X. B B programmed cell death ligand 1 (PD-L1) Zxf9 %
7 m7 ) v Glk (IgGlx) 77 720k Mt/ 7 a—FAHikTh s,

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 5b,

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 70O 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 fe 0S4 {E () [95% CI)
S — 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)
£ 07
4
# o6
#l
G 05
0.4
0.3
0.2
0.1
0
0 3 6 9 12 15 18 21 24
at risk# BB SO WRCT)
AHI R 268 244 214 177 116 57 25 5 0
BB 269 242 209 163 82 44 17 1 0

1 RIENTE D OS @ Kaplan-Meier i (CASPIAN #{5R)
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@ [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



PRSI (A) [95% CI|

e — & 16,6 [10.2~28.7]
09 e P30 92 7.4~129]
us sy = K LE [95%CI] 0.76 [0.606~0.950]
® o7
oL
% 0.5
“ 04
03 LI PE— B == ==l === ===
0.2
(8}
0.0
L] L] 12 1% o) 0 36 42 48 54 60
at risk 21 B BT SO MR D
=ae 264 161 13 101 B 5 1 % 10 4 ]
FFesn 185 100 T il 4T 4 F-3 14 5 ]
2 REfENTE O PFS @ Kaplan-Meier #if (ADRIATIC #X5R)
10 oSt R{i (A)[95% Cl]
— FHIE 559 [37 3~ NE]
wd NN EEREG 33.4[255~39.9]
v | /NH— F 1 [95%CI] 0.73[0.569~0.928]
% 07 4
k3
Zl 06 o
& 05 4 ‘ﬂ"ﬂnuh
""lb«.“_m
04 4 \y.
W
AETE TR T e TET e
0.3
02 -
0.1 4
0.0
0 6 12 18 24 30 36 42 48 54 60
at riski EEAESHLOBMA)
EHIE 264 248 223 189 172 141 80 51 1 1 1
T5tAKE 286 247 214 175 151 123 80 44 23 8 1
3 TRfEHTE O 0S @ Kaplan-Meier #ifi (ADRIATIC #5R)



[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)

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

4= Grade Grade 3-4 Grade 5

ERIEM 156 (58.9) 40 (15.1) 1(0.4)
MR LY o RlEE

E=giin 21 (7.9) 2(0.8)

I FRER A E 21 (7.9) 9 (3.4)
W W

FR IR e TUHEE 21 (7.9)

FER IR AR AR T JiE 23 (8.7)
R L OveskrEE

AR 21 (7.9) 0 0
Bl

T 14 (5.3) 2(0.8)

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

I 9 20 (7.5) 1(0.4)

9 57 16 (6.0) 0

7k LU TIC B ERER 2 5 0 RITEHRBURI OEFHE R 2 7, ARIPFHBICIB VT,
VMR R 7 51 (2.6%) . KB4 1451 (0.4%) . BEEED T2 61 (0.8%) . ATHERERE
14 1 (5.3%) . FURIHEREAK TE 23 1] (8.7%) . HUIRIREERE TCHEIE 25 61 (9.4%)
B RERERRE 2 61 (0.8%) . 1 AUHESRY P 2 51 (0.8%) . infusion reaction 3 1 (1.1%) .
BN AL ERISE 2 B (0.8%) 23FRO BTz, Fio, BhEE (MEMEBRE) | ik -
RERUTRMARIE , Ooh 2. BEMIEAE, T ERCHAERTE . BEIREI K OV Mk i/ Mk
PEERBER IT38D B/ o Tz,

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

B (%)
ARFIEE (262 1)

PRE IR | 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

FOR IR RE U RE 23(8.8) 0

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

EARIEOR 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

Z 5 FEIE 25 (9.5) 0

9% 21 (8.0) 1(0.4)
—f - EFEER X OG0 RRE

e e 13 (5.0)

Ty 21 (8.0)
R AR AR A

TI=T I NFTURT 2T — P 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 FEEWELF R EREE . THIEE 2L, BERESE . SR s R R PR SR B
K OIRIFERE LR biL7e o T,



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) BEATHEREDEET 22 ABFEEIL RS GBS AR gL AR
B, HidskAs A HOEEENL AR, Mg A AR RRRE e &)

(2) FEEHERETPL

(3) BRI FIEET 5B ABFEIEFE (03 AR BT, 23 AR
W 1IEBE, DS AR R EEHE R 72 &)

(4) I RALFFREE A2 E U, SRS LRI 1, SRR LA iR 2
SATAN SRR bR ES IR 3 Ofisk EEITAR D R tH 24T > T B ik

(5) HUEMEIEAINLG EEINE O R sk KER D R H %217 - T D ik

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 &,
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® BUWER~DOXERIZDONT
@-1 fEgRAHIZBET 5 EH

W MERR B O EE AR BIERA N R AE LZBRIC, 24 BRRIR2IRIRHI O T, 2%k X
IEEE R (23T, BB L7 BIERNCS U CABREE L O CT O EIEH ORI 2
ERRAEOR RIS Y AFIE O, EHITRISATREZRARI N > Tnd Z &,

(3)-2 EREFEIC L D2FEERMNCICET2EH

DN D D HMA 2 O e 2 A T 2 EFEEEE PRIEHE =2 v 7
%a DI OA T ) —=2 T 2TV EIRE L ERE LA TE 5T — A EFIEH 2
i ST D Z b, b, BlfRHIZONWT, PABE EZDOFRITHDITEM ST
WnHZ k&,

@-3 BHERDOZECxHRIZE LT

BIVER (FIEMERR R (BOR# iR 2 5 te) . ITPHReREE - JIFK - s ke
oAl (UK IR B RERE | B R R T . T IR RERR ) | B | infusion reaction,
KEGo% - BEEO THI, | BUBERP, Fha - BUSURAEE, LR, SRR, fik
R SIEVEM RIS PESEBERT . IMdoc, BEDORERE, MkEE (¥7 2 - SL—E
eiEZ i) . AL REDE R OFE BT ERIBAE . BB ZR AL, BER ., JRIFERE )
(ZxE LT MRS ST B R B O B PAVE 2 A 9 5 Rl & s U (RITEH 02 <
MBI L THRE AR ORAZ T ONA5RMICH L2 &), BEHICHRLENTE S
KHINEESTND Z L,

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. 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
DHEFFR L
BIBRARE 70 HETT « FEIE DI/ NI filipE

KEERDAMERORE . (BIBRAREZR SR FTHEST O FE/ INHBEATIE | 35 1 2 ARTEII L - U B 1514
DHEFRHFIE)
WE, AT 2~ 7 GBI F##z) & LT 1A 1500 mg %
4 FEMEIRE T 60 srHILL BT TRIEFHES 2, &5-WIFRIE 12 7 AR E
TLT 5, 2L, (KE30kg LLFOHAED 1 H#E5 81T 20 mgkg (1K
#H) 75,
(OIBRAREZ2HELT « T8 DO IR/ N Tz
R AU AT (B KOASRIUEMEER 2 & ot
MRS A & OPFRICIBW T, BH . RAIZIET 20230~ 7 (BIa T
i z) L LT, 1181500 mg % 3 BFERHE T 4 A, 60 53FILLE2T T
SEEET S, TO%, FTalolwT GBETERZ) LT 1A
1500 mg % 4 FFMKET 60 3HILL BT CrififE+ 2, 72720, K
H 30kg DL FOHE O 1 [l 581X 20 mgkg (KE) &35,

UBCN i S N 7T = Vet o

2




(%)

R AU AT GEIR R Z) OBBESUIZE., AR O &
PHRE TN « UIBRASBRZRMETT - P8 DI/ N e fitidez
AEROHE : 7 a3 b~ 7 GBIG B Z) LA RIUEIEIEE A 2 & e o HiErE
JEEF & DPEFICIR N T B RAICIE F L A Y A~ T GEGF##2) & LT, 1 [E 75mg
7 3 IR T 4 [, 60 /3 HILA 2T TRIEFHET 2, £, 7 HEOMREZ 227 T, k
LAY L~T (BafH#z) & LT75mg % 11a 60 MLl T CaflEET 5,

I

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



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. ERPRARE

YIBRARE 72 R ETHEL T O FE/ ISR IS |2 38 1 D AR TR R L2 i R 1A 1% DO HERFIR 1 K
OYIBRANEE 22 AT - FFIE D FE/INHIAa ifiig D A GRIRF IS FEAT 21T - 72 3= 72 b AR 55k oD il &
NG R

[ 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
TAREE 40 ] A ETe) XTI, ALFHRUBRIER T 42 H ELNIZAA] 10 mgkg F
X7 7 e R0k 2E L, 2 HEME CIF, TQ2W]) TRIMFEHE L & & DFE)
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),

wibdy Median PFS (95% Cl)
0.9 ES 16.8(13.0, 18.1)
0.9 IS4k 56(4.6,7.8)
5 NF— FH(95%Cl)  0.52(0.42, 0.65)
m 0.74
E 0.64
4 o054
# 0.44
Q
0.34
= . e TS
&4 R e s e D
0.14
0.04 i
T . - ' . . -
1 3 i= 15 18 3 § -~ | =7 30
BEARGHISOMM(B)
Number of patients at risk
Month 0 3 6 9 12 15 18 21 24 27 30
*ﬁ‘] 476 377 301 264 159 86 44 21 4 1 0
TSR 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

1t Median OS (95% Cl)
KH| NE (34.7, NE)
091 » I5+R 28.7 (22.9, NE)
e NH— Kt (95%Cl)  0.68 (0.53, 0.87)
0.8 1 .
4+ 071
7
2 o6
& g,
0.5 4 “ea
. Hk'..'a
L LI W BN TP y A DPY R R P |
0.4 4
0.3 4
0.2 4
— &Hl
0.1
----- PARHN
0 . . : : : : : : . : . : : . :
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Number of patients at risk HAEAB(FH S50 HHREI(R)
*F| 476 464 431 415 385 364 343 319 274 210 15 57 23 2 0 0
JS4R 237 220 198 178 170 155 141 130 17 78 42 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)
A 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 £ o7
1 #
% o0 A os
p bt
1" £ e
";;J 05 05
“ o4 04
03 0.
0.2 02 Median OS (95% Cl)
p— p— K| NE (NE, NE)
| [P f; 0.1 S s T35k NE (NE, NE)
AL NH—FH (95%CI)  0.96 (0.48, 1.92)
0 0
0 3 6 9 12 15 18 21 2 2 Y 0 3 8 9 12 15 8 20 24 27 30 3B B I 42 &
Number of patients at risk ®EAR o0 BrE(B) Number of patients at risk BB 50 WRE(R)
#H 72 59 51 47 A 27 19 10 3 0 0 £ 2 "N 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 774K 40 38 % M M R 3N 0 27 23 5 9 5 0o 0 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 (%)
M I5tR
2%E }—’—4 214/476(45.0%) 157/237(66.2%)
PD-L1 TC 225% —————— 48/115(41.7%)  31/44(70.5%)
PD-L1 TC 1<-<25% p—— 38/97(37.1%) 28/47 (59.6%)
PD-L1 TC <1% —_——— 49/90(54.4%) 40/58 (69.0%)
PD-L1 Unknown i 81/174(466%) 58/88(65.9%)
T T r v T
0.2 0.4 0.¢ 0.8 1.0

HR (95% Cl)

0.52(0.42,0.85)

0.41(0.26,0.85)

0.49(0.30,0.80)

0.73(0.48,1.11)

0.59(0.42,0.83)

AR BRI (%)
* ItR
2{E%EH 3 = 183/476(38.4%) 116/237(48.9%)
PD-L1 TC 225% ——i 37/115(32.2%) 23144 (52.3%)
PD-L1 TC 15-<25% — 33/97(34.0%) 22/47 (48.8%)
PD-L1 TC<1% . — 41/90(45.6%)  19/58(32.8%)
PD-L1 Unknown e T2174(41.4%) 52/88(59.1%)
T T T T
0.5 10 1.5 2.0

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

f
2

—

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
Number of patients at risk

41

90
58

88
56

Itk

84
47

9

81
45

12 15

72
44

65
43

X 5
(X

18 21 24 27 30 33 36 39
EEDBTH S0 MMEA)

56 50 45 35 20 T 3 0

40 36 35 21 1" 8 3 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)
Bl NE (NE, NE)
08 B T5tK 29.1 (17.7, NE)
h \H— FH (95%Cl) 053 (0.36, 0.77)
08 .
-
£ 07
..........
0s N
A‘l.u
X PR —
04
03
0.2
— %
01
——- TS5
0
0 3 6 9 12 15 18 21 2 27 30 33 % 39 42 45
Number of patients at risk EEDDAD SO MWMH)
:5<1) 212 208 193 187 178 17 165 156 134 105 62 34 12 1 0 0
IS5k 91 81 75 67 64 58 52 46 41 29 17 7 5 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)




@ [EBEHERFMFHRER (POSEIDON #5)

L FPIEE O 7o WEI R AR 6B 22 AT - B8 0 FE/INHI e it A8 E T (WHO/ECOG
Performance Status 0 X{X 1) 6755l (AAI?+ FL AU A7 (Baf#z) (LA,

TR AU A7) 2+ B2 &bl RAIOFREE 338 #11], B %5
AL SFRIES B o FRAE 337 6] (BAN 49 61 [RAFIOFFRE 21 B, FHREE 28 f511] %
Gie) BRI, AF. P LAY AT ROASHEE G LFRIEE DS L8
B DOEINER N2V BRET LTz,

OS (HHAff [95% (5 HEKH]]) (536 EDA < k) OFERIL, AFIPEHEET 14.0 (11.7
~16.1) # A, XHEHET11.7 (10.5~13.1) F A TH 0, REIOFHEE SRR LR
FHNCHERBRIER %2R LTz (N — R [95%(E#EX[#] : 0.77 [0.650~0.916], p=0.00304

=R

*1

*2

*3:

log-rank &, A E/KYE ([W1I) 0.00797]. 2021 3 A 12 AT —X v b A7),

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? XJ% 1,250 mg/m? 2% 5.) + A7 ZF 2 (B 1 HBEIZ IS mgm? ##&5) HLIEH
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
FECIE QAW £ 5., <RI 3 MMM UL AW B5) 12T LT,

08+

06

op 2 Gt H W

024

00+

OS$k(E (B) [ 95%Cl ]

FHE+ FLAYLRT
+ BENAHROEAEN 140 [11.7~16.1]
11.7 [10.5~13.1]
~HF—Fi (95% Cl) 0.77 (0.650~0.916)

at risk®

T T T T T T T T T T T T T T T T T
o 3 6 o 12 1s 13 n 24 27 30 Eel 36 30 o & 8

SEAEG, L DEM (B)

FE+ L XY LT+ BERAGRLEEER

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

BERAFRLEFESRE

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

Xl 6 OS ? Kaplan-Meier Fh#g

8



(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 DTHOAORE TREED 5% EOBIVER (REMMNTXIRER) (PACIFIC RER)

FHERIRIE | BEARFE B (%)
(MedDRA/J ver 19.1) AHIEE (475 B1) 77 R REE (234 f)
4= Grade  Grade 3/4 Grade 5 4> Grade Grade3/4  Grade5

REIEH 322 (67.8) 56 (11.8) 7(1.5) 125(53.4) 10 (4.3) 3(1.3)
PN 3 AR 7

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

AR I RE A T E 50 (10.5) 1(0.2) 0 1(0.4) 0 0
B IEREE

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

G 26 (5.5) 0 0 14 (6.0) 0 0
—f - AFEER L OGO RRE

1% J)9E 28 (5.9) 3(0.6) 0 15 (6.4) 0 0

9 5 62 (13.1) 1(0.2) 0 26 (11.1) 0 0
R L O EE

AR 27 (5.7) 0 0 7 (3.0) 1(0.4) 0
FERaR. MERds X OMERR ks

Ui 25 (5.3) 0 0 4(1.7) 0 0

I % [ 28 (5.9) 3(0.6) 0 8(3.4) 0 0

fililigioe 43 (9.1) 6 (1.3) 4(0.8) 8 (3.4) 2(0.9) 2(0.9)
B $ KOV ARk S

% O PEIE 33(6.9) 0 0 5(2.1) 0 0

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

k. ARV T, HEVERRE S (o Rfilgsk 2 &2e) 66 61 (13.9%) . HUIk
JREEREIR T 4E 50 51 (10.5%) | FRARESRE TUHEENE 33 51 (6.9%) | AFEERERRE 20 1] (4.2%) |
infusion reaction8 1] (1.7%) . K2 2 5 (0.4%) . TEEO FHI2 6] (0.4%) . BREE

(FVEPER ) 161 (0.2%) . 1 BUBERIE 1 61 (0.2%) . REIEHSREREE 1 41 (0.2%)
MO BT, FETo, Bk - BISTRARE, Ok, BEMEE, TREKERE,
BERELIE K OV M L/ IR PR SR B 13380 B V72 o 7=, ARIVE R S8 BLIR I X B
REEUOEIRERE 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

9



(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)

BB RIS | FAGE B (%)
(MedDRAV/J ver 23.1) AHN0F F#£(330 14l S HRRE(333 f)
4= Grade  Grade 3/4 Grade 5 4 Grade Grade3/4  Grade 5

2RIEA 306(92.7) 171(51.8) 11(3.3)  298(89.5) 148(44.4) 8(24)
g3 LY 3 RkEE

Syl 144 (43.6) 57 (17.3) 0 145 (435) 68 (20.4) 0

T BRI iE 96(29.1) 53 (16.1) 0 75(225) 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

AR B RE AR T iE 35 (10.6) 0 0 3(0.9) 0 0
R L Ok mE

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

GV 124 (37.6) 4(12) 0 115(34.5)  5(L.5) 0

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

T 46 (13.9) 5 (1.5) 0 35 (10.5) 4(12) 0

{550 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 - REFEER X O S OREER

%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

TT7=rT /) T AT 34(103) 4(1.2) 0 41 (12.3) 7(2.) 0

= 7 —BHm

i P ER B 35(10.6) 24 (7.3) 0 57 (17.1)  25(7.5) 0

2B, AFIPFHEHCBWT, AFDUL R L AU A~ 7 & OREBEBRNEE TE R\VHE
EPERTR R 15 5] (4.5%) . KAZZ 16 B (4.8%) . HEED FHI2 6 (0.6%) . THLEZ
FL 1% (0.3%) . HURIRFERE(S TE 34 61 (10.3%) . HUIRAREEAETTHEE 21 61 (6.4%) |
RIBHEREFEE 6 5] (1.8%) . TFHE(RERREMETE 541 (1.5%) . 1 ZUBERIA 141 (0.3%) .
FFREREREE « T4 « LR 2% 48 1] (14.5%) | BhEE (MEMEB &%) 2 41 (0.6%) |
e - BRURRARIE 2 61 (0.6%) . D% 161 (0.3%) . Skl Miis SR B R 1
i (0.3%) . infusion reaction 11 {5 (3.3%) . FEEWMELAFHPERBUDE 161 (0.3%) | HEE
DR JEREE 1F (0.3%) . #fEE (F7 0 - NU—JEEREZ ET) 161 (0.3%) . 4

10



%16 (0.3%) . R 76 (21%) 23580 LT, Fo. BEMRMEES)E &K ORI 35
D BN o1z, KEIWERFEHR LI E RS 2 3 LEGHR R 27,

[k - H&E]

AHNORHEE S BN RERRNTE T L2 V- I 2 L—v 3 2 X D | PACIFIC RER D
BEEMNCAH] 10 mgkg 2 Q2W 3UF 1500 mg & Q4W THG L7z & & D i iR EH
MEtS v, £72. AFIOBRE - FOSTE7 v 2 iz I ab—3 g /280,
PACIFIC ik 0 B I AR 10 mg/kg 2 Q2W X 1500 mg % Q4W T 5 L7- & &
D OS DEFT STz, TORER., KAl 1500 mg Q4W H5-HFD Coinss 1X. ASHI 10 mg/kg
Q2W B GHFD Cuings & HE L TIREA R T & FRISHIZH DD, 10 mgkg Q2W #x5- &
1500 mg Q4W £ 5-& DT, OS ICHfER AR ITFB D bt Pllanz, £/, K
#l 1500 mg Q4W $E5-HFD Coaxss 1T, AN 10 mg/kg Q2W R 5-FFD Craxss & FEHKE L T
g L PRSI DD, PACIFIC 3BRIZFHB UV TAHA 10 mg/kg QQW %5 L =Bz
T L et E ORI LB IR O Lo 7o 2 & K ONE R A /)N e i
([ZAHE 1500 mg Q4W £ 5 U 7= BRONREE & & 222 & ORI R 72 BIEIIRE S Di/ed
Sl Z s, FENHIRE BF BT HAA] 1500 mg Q4W 5 13AH] 10 mg/kg
Q2W Bt 5 L RIBRICERFRE L B 2 bz,

#3 PACIFIC RBOBEENICBWTTRIENZAF D PK /T A —F

AL - & BEK AUCss (ug-day/mL) Crmax,ss (ug/mL) Chin,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)

FRAE (90% I . AUCs : EHARREIZIS T 2 Fe bk 28 A R D i i B — IRpfR] AR FIRIAE. Crmingss
TEHIRIBIZ BT 2 BARMIE PRI, Craxss : EFIRIEIZIST D Fem Ml PR (RGRHE TR

11



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) BEATHEREDEET 22 ABFEEIL RS GBS AR gL AR
BE, HUEOS AR EERL SR PE . HUBS ARSI 72 &)

(2) ‘FrERERE T

(3) HSENFRINFNIRE T 5D AZHEEHERPE (DS A2 HEIE R E b, 23 AR
W 199, 23 ARSI EEHEE R B 72 &)

(4) ARALFIRIEEZFRE L, SRS P RIEZER 1. SORIES L RIEZ2 R 2
SATH KSR 3 OfsR IEICAR D i H 21T > T D fitiak

(5) PUEEMEREE AL & BN OREFEIEEIAR D H A2 1T > TV D Jitix

-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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® BIEHA~DXIRIZONT
@-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 BIMEAOZEr-CHISIZBE LT

AITER (FEPEMIRE (i RilEse 2 & Te) . ATHERERS
PR (FRARIRBRAERS & | BB PRRERR S | T IR AERE ) | BB | infusion reaction,
RIG7% « BEO TR, 1 RBERp, Mk - BIRCHRARE, (DR, BIEREIE, BR
Ry SRR/ MRS VESRBER . M2, BEEDREREE . MRS (72 - N
2 & Te) | ALFIRIEDF R OFREBWEL HERIBAE ., THILAE ZRFL. Bk, ARIFERPFSE)
(2% LT, Y ST BRE R B ORI 2 A9 S A & B U (RIVEF O R2Er<e
XIGIZE L THRER O EEZ T ONDXFCHH 2 L) EDICHEURLENTE D
KHIRFESTND Z &,

it

- AP - BEEPENRAE 2

— 1
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5. EXRLLRDHBE
(AR B3 % FH]
O TROBHEIZBWTARAO MBSO MENRGES L TN D
o HERIAZ E e RIB AT ORI O 15 ISR AT AR @%hﬁ#ot@
BRAKE 72 R ETHEST O FE/ NN ifHE (Stagelll) (2% L CHEERRIEDNMT OIS B

@ TROBHEIZBWTARA, FL AU AT ROESRE %8 Tefh O HUEMERE A &
DR G- O RSN TN D,
o ALTFIRIERED 720N, EGFR BAG T REM M VALK @& B s FREMEDO YR EE
PRHELT - TR O FE/INH R M R

@ TFRLICEZ YT 2 BT D AA DB K O GRS W TR ARIOAF LMD

MESLESNTE LT, AAOHREGHR LB,

o A&RA 2 G LRIGRIE S BIRIE ORI O 72 WEIRARE 72 R AT LT O
Fe N e AR 59 2 AR O Fe -

o ASRA 2SRRI BIRIE OB IR EEIT 2358 0 b 2Bl ER e
73 SR PTEEAT D FE/ N A X D AR OG-

o /DRI A (X D TR R IE & L CORF OFEE

o QTHRAIDOAHMENR S TR OFTEMEEEA] & OFF 5

@  AANTEFEIEFEZF MRS (PACIFIC 358) 28\ T, 2FEM T 7 B RBECK

L CEEIMEER & &72 PFS KT 0S OEBIMEAIES T\ 5, 7272 L., R
B fRHTAE R Tl 2 b DD, PD-L1 FEBLRIZ L0 AR % 2 LaVRIR S
HFRERDEHEON TS Z EnG (P7TER), YIBRARBEZ RFTEST O I/ N R AtHE 12
BT DIRIERCFE BRI LS OHERFEIEIZ B W TARBI 2 & 59 586 121%. PD-
L1 #BRGHER LT LT, GAIGOHW 2325 Z L83 E LV, PD-L1 FEELR
B %R T D Z L DR S NTZEE TN TR, AR OREOLEMZ EHEIC
452 &,
708, PD-L1 BB REZHRET D ODORFNOZKIEIZ~ > % F OptiView PD-
L1(SP263) T o238, LA F DIk A4 25|12, PD-L1 IHC 22C3 pharmDx 4 =) X
I% PD-L1IHC 28-8 pharmDx [ % =] (2L ¥ PD-L1 3 HR A2 el L, AF|O#& 5 W]
BERPTEZEHTE D,

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

e Antonio Marchetti et al. : J Thorac Oncol 2017; 12: 1654-63
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*  Ming Sound Tsao et al. : J Thorac Oncol 2018; 13: 1302-11
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(Z22fEicBd % HH]

@

@

®

@

TRUCHEU T HEREEICOWVWTIIARK OGRS E SN TWAH I Enn, BE5E21T
bz &y
o RAEIDOFITTR UIRBUE DBEEIRED & 5 B

BIBRAHE 72 R FTHETT D FE/ INRBIIE 12 35 1T D ARTRRI L 2 U BRI L O HERFEIEIC

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

BIBRABEZ2 AT « TR DI/ IREIZ IV T, TREICIEY 3 2 B ITx3 2 AA
DFEEANZ DWW TR AR OGRS TR LT AR ORG G L2 B0,
e WHO Performance Status 2-4 “*V o B

IBIRATOFMIZ B W T FRRICE S T 5 BEFIC OV TIE, AFIOEGITHER S L0

D, ADOIEFIBIIE DN 2 WIGEIZIRY | HEICAFIZHEHT 2 L 2ZETE D,

o [HEMEMIZAE (RSRIGIRE 2 5Te) ObDEE UIZOBERO® 5 BH
([T 2 FH] @OIZEYS L WgGAICR5)

o TG A CRIE R 23R 2 B S QUYL it 28 % 0D it |2 I ZE (2 7
b ERE ([LEIcET 25H] OITY LAWEAICIRD)

o HOMEEBOAD SUTEMER 72 L < IXFERMED B g% B OB D
B oRE

5D WHO 0 Performance Status (PS)

Grade
0 F oo MR IEBICE 5, BRIKOEREZLE ST, RBhigi&[E U R EAEESHIRR AT 5,
1 PARRIZI LVEBNEHIR S5 23, BTRRE T, BIEECAIIIITO) 2N TE D, BRELFERTIUZS
L— RO UHEREHTE 2B EEND,
2 HBATHEET, B OFOEDLY OZ LIXETHREED, fEEIXTE 20, BHO 50%LL Eid~Xy RA4ATI| 7,
3 RONTZHDOEDOEHLY O L LnTERY, HHFO 50%LL LA~y R Cil 29,
4 FoLE@TRV, BOOHOEOLYDOZ LidE -7 TE R, BRIy RO Tih 21,
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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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B, D, uEui%m“ WROFBLLMPEED LA 3EET L&, 1
JRMEEDNT BT, A AV CHI A b 5 EOm ) IR ALE 24T
®  AFHN D R EABR 2 :Jbb\f PACIFIC B CII B 5-BRtA2 5 12 7 AT 8 I,
POSEIDON G5 T3 5-5A46720 6 12 HEIE 6 W4, = DkiT 8 HEI A MEDRE
flizAT > T2 Z & 2B, KRG ITEFPNCEGMHR A TR OMREZIT O
Z &, B, YIBRAREZR SR AT T DI NIRRT |2 35 1 D ARTR R b AU R 1
DOHEFFRIEIC T 2 AR OB GEHRIT 12 WA ETET D &,

&

(Y

UL YIS
@,
.

(‘{

HU
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Hi¥s 3

KEEREETA N1~
T ans =7 (BIEFHEEEZ)
BR7E4 1 A I 7 4 UV RBEHE120mg, 1 X 7 4 0V EHHE 500 mg)

~ F R ~

4412 8 (5Ffn 74 3 A%ET)
B4 FEE



B &

1. IZFC®IC P2
2. AANOFE. (FRET P3
3. BRI P4
4, JEEklZOWT P8
5. &GRSR LM DEE P10
6. WHIZEEL THETNEHH P11



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,

XG LT HEHS - A T 4 VSRR 120 mg, A X7 o 2V AR ERE 500 mg
(—f%4 : T a2 L~7 (Bl z))

K5 LB DRAIIHE - DIBRASRE 72 170 s

S LRAREROAE B RAICIET 2 L~ 7 (BE L Z) & LT, 118 1500
mg % 4 FERKIFE T 60 LA L2 CHRiEiE+ 5, 72720, 1K
H30kg LLFOGAD | B G-82I1T 20 mgkg (KHE) &35,

Hl3E R 58 ¥ FH 7 A T BRI HASH

(2%E)

R AU AT GBI L) OZEEUIZNE, FHEROHE

BRE TN - UIBRASRE 72 IR e

MELOHE : T a2 =7 (Blalfz) SOz, @, Az
AV AL~T (BaH#fZ) & LT, 300mg % 60 53 LA BT CHlA] A
TS 2, 72720, RE30kg L FO5E D 1 Bl G- &1 4 mgkg (K
#H) &7 5,



2. AFOKK, 1ERBERF

A X7 4 2V RTEFE 120 mg K ONESGEERE 500 mg (— 4 - T a2 v b~ T (GE
i z) . LR TARAI) 1X. B B programmed cell death ligand 1 (PD-L1) Zxf9 %
s u7 ) v Glk (IgGlk) Y727 ZA0e Mt/ 7 u—FAHiikTh s,

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&
O CD8O (B7-1) & L. MEISELAICHIET 5 EE X5 TWS (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
B AT AT O —o L LTEZLN TV,

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. 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 720 Child-Pugh 238 A OUIRARE R PR B E " (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
% 056 -
[
0.5 4
&
» 0.4
(=]
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
FESBIFH >R (B)
At riskik

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]
08 1 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 4
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{8RRE 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, AFIGFHBRHCBWNT, FEMEMRE 8 6] (2.1%) . KIGE 86 (2.1%). EED
THI13 1] (3.4%) . JFHERERESE - A& - i LMENRE 2 57 6] (14.7%) . AR IEREIR T
iE 43 B (11.1%) . HURBRBERETTHESE 39 #1 (10.1%) . RIEHEREREE 6 1 (1.5%). T
RBERERETE 2 B (0.5%) . BFFERE (MM RE) 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%), ffkkEE (F72 - SU—JEEEEZET) 56 (1.3%).
gk 4 B (1.0%) 2338 Havlz, 1 BBERIA . FEEVELF P ERIBAE, Idde. THILE 2R L.
BRI Ko OV M i/ IR A PSR BRI 1 58D B Ze o T2,

T, AFIEMEEZ BT, BN BB (1.5%). K26 (0.5%), EEDT
FISB (1.3%) . AFEEREREE - T4 « REALMEARAE 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 . B4 THARAE 2R AL, IR K OV M i/ RIS MESRBER 13380 B 4L
2o T,

AEWERFBRIUI 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 755 K ONRIVE BN Ot S+ 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
[, RIEHERERE TS, T ERAPEEEREE) . BfEE | infusion reaction, KM - HLEED T F,
1 BUOBE IR . Ak - BRSUHRLARIAE, (O de. EAEMEESE, RIS, St i M
PEERBE, Mk, HEEOREHEE, shikEE (72 - NU—JERRE G | (b7
IEOF R OFEEME AT R ERIBUDE . THALE 22 4L, BER . ARIFEREESE) 1Tk LT, Makhitiax
ST B ER O B P 2 A 5 [EAD & U (RIHWER OZWrox s IR L THRE &
OXEEZITONDIEMICH D Z &), EHITEUIRAENTE DIRHNE S TnDH Z
&



5. REMBRLLRDBE
(AL 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,

(ZzefEicBd % HH]

@

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

TRERTOFHMIICB W T FRRUICEY T 5 BEIZ O WL, AFlO&GITHERE S

WS, OTEFERIUE R 2 WG A ICRY | EEICAREZERT 52 L 2B E T

%

o [HEMEMZEE (RSHRIRE 2 &) ObHEEXTZORERDO H 5 BE

o A E AR A CHE R 2580 D B K ORI ME T2 % O il 2 S MEZE L 28 22
Hivd B

o HORERERBOAUITEBIEN2F L IXHERMED B B REBOBEEED
o5 BE

e ECOG Performance Status 2-4 "V D H

(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,
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6. BEICELTHEETREXEIE

O WA SCESITN A, REREEE DRI 2 ERHE IS & ARA| O R K OV A
F D72 DI ERIERE T EE L T BT 2 2 &,

@ TBEBMIZESI D . BE XIF OFRITHEIMER ettt 2 +o3A L. REE25
TorbE5T5Z L,

@ FREWEHADO~X Y AL MZHOWNWT

VR MERGR B ORI R 2 &) BN Dbhd Z ENH DD T, FIHIE
W (BGIdv, PRURIREE, mguk, FEEAEE) O O XE A O Eha s, #l
BeE+mcdto 2 &, £io, LEIDE U TWECT, MiE~—7—%0RE%
Fhid bz L,

infusion reaction73&% H 3L 5 Z &3 d V| 2[8] H BB OARHKI# 582§ infusion
reaction?3 & H LD Z &3 H DT, AFIEGRTITEREIEE OREE +5)
(#5395 Z &, infusion reaction23FR DAL A IXE YR LEZIT O & &b
(2, JERAEET D TREOIREE IR T 5 2 L,

R RERE S . RIBHEREELR O TREREREN O LDONDLZ LB D
DT, AREBEGBRAART R OB G-I X E RIS NIt RER A (TSH, i
HET3, WEAET4, ACTH, I = LT — VSEORIE) #4170, BFEORRES
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,

TR T %, BORE S8 AR L T ORIERN BT 22 b b
O, ARIOFEGHE T RIS BIERA ORI H0ICEET D,

AST (GOT) . ALT (GPT) . y-GTP, B U L E %D L5 Z1F 5 IFHERER
=R, BALMERERN D N D Z ENH DD T, AEIFEGBMERT R
BRI EMPIC R A ATV, BEFEOREE +2ICBIEZT5 2
&

JRAE AR, REREBREOBEENHOLDLDNAZERH LD T, K
8 5-BRAG T K O 53R o e RO IS B R RE MR A 21TV, R OMREEE |
FICBETHZ L,

VRUBEPRIG N 8 Do, BERFEM S b TV R—=Y RICELZENHDHDOT, H
B, Bl WEHSE OFER ORBLLMMEED EFIC+H0EET 5 2 &, VISR
DREEDNTGAIIE, A VA CHBIE R ET HFOME R LEEITH 2
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&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



Bl 4

KEEREETA N1~
T ans =7 (BIEFHEEEZ)
BR7E4 1 A I 7 4 UV RBEHE120mg, 1 X 7 4 0V EHHE 500 mg)

~ JEE S ~

4412 8 (5Ffn 74 3 A%ET)
B4 FEE



B &

1. IZFC®IC P2
2. AANOFE. (FRET P4
3. BRI P5
4, JEEklZOWT P8
5. &GRSR LM DEE P10
6. WHIZEEL THETNEHH P11



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
AR L 725 TRV R MBOEE & S B S $1 2016 (k% 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— A SN B ARIFIBEA R 2
WA Db EAER LT,

MR EMRDEI + A 7 4 PV RIEFHE 120 mg, A X 7 4 > YR FHE 500 mg
(%4 T a2 L~T7 (Bl z))

R LR BREIE - TR BIBR R RE /2 R IE e

HEERDMERVORE : 7 Ly Z VBRI A7 T F o L DI W T, @,
FRANICIET 2 v v~ 7 GEIGFHf ) & LT, 3 BEMERT,
1 [8] 1,500 mg % 60 3 RILL b2 CEEET 5, 3 BREMET
DY IR LSS, T a0~ Biarfiz) LT, 1
[l 1,500 mg % 4 FAF R T 60 2rHILL 2T CTRIEHEET 5, 72
72 L. RE 30kg LL FOEGE D 1 B 551X 20mg/kg ((KEH) &
T 5,

Bl R E ¥ E T AT ERAMASH

(%)

AT A B R ORE IR HER O &

R SU3SNR - MRIE RS

FER O & ., BRAIZEZ A2 e & LTI E 1,000 mg/m? % 30 432> CAaii

FE L., B 1 EHRG 23 EERE L, 4 B IKRET D, ZhEela—X

ELTHEGZB IS, 7ok, BEOREICEVEERHET 5,




VAT T T U OBEEITE,. HIEROHE

DI A ES E SRR

AR O & IGERICIZ, 7 Ay ¥ BV & OO RIE S LT TEEZ®RIRT 5,
1k : VAT T7F L LT 25mgm? (RREFE) % 60 5300 CTAiifiEsE

L., A1E&G%2BEKL, 3B ITKETS, 2had 17— L

TGz IRY,
¥, HEOKREFEITEFEOWREIC K EERET D,

i R ERBRIC BT 2 KA o vk - & 13, BRRAGE) OIE P5~) W

0 )

!



2. AFIORE, EREEF

A 7 4 Y RTEENE 120 mg X ONELEEETE 500 mg (—#4 0 7 2 v~ T (B
fmf#Hz) . LA, [AAl ) 1%, & F programmed cell death ligand 1 (PD-L1) (&%t
THEIn 7Y v Gle (IgGlk) 727 7 A0 MiE ) 7 a—F ik Th 5,

CD274 (PD-L1) %, AERNICIE W THURERMIEIZHBELL T, &L Y
VoRER (TR, BMIRL N F = 7405 7 —T ML) 1238817 % CD279 (PD-1) X
TN CD80 (B7-1) & i L Sl s 2 Bl 5 & B 2 54Ty 2 (Annu Rev Immunol
2008; 26: 677-704, Blood 2010; 116: 1291-8) , F7=. PD-L1 /%, flix OEEMIEIC %
HFLTW5SZ & (NatMed2002; 8: 793-800, J Immunol 2003; 170: 1257-66) 23 & 41T
Y. PD-L1 & PD-1 Z 1 L7-#RBEIR, MEEFHING S HURRF A0 72 T M & O BB % %
[T DHEFD—2 L LTEZ LN TS,

AHNL, PD-L1 OFfRsMERICHES L, PD-L1 & PD-1 OfEA & ET 2 2 L %iIC
D BATURFERA e T AR O MR EIETE 2 98 L, EE OB 2 Hl+ 5 L5 25
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 T EREE 1 BHIC, VA 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]

ol - KHEIHEE 12.8[11.1~14.0]
0.8 - XIEREY 11.5[10.1~12.5]
£ 574 INF—REE(95%CI)  0.80[0.66~0.97]
£ 06
{7 0.5
gu 0.4
~ 037
B 024
0.1
0.0+ T T T T T T T T T ]
0 3 6 9 12 15 18 21 24 27 30
BIEAZIFITHSOEIRE(B)
at risk#%
AEVGHEEE 341 309 268 208 135 79 49 24 9 1
pug:ictics 344 317 261 183 125 65 29 10 4 0

X1 OS ?® Kaplan-Meier Bh#f



[Ze21E]

[E BRI RSB IIFEFER  (TOPAZ-175%)

B EFZIIAAIOEE336/338651] (99.4%) K OKTHEHE338/342051 (98.8%) IZ7BH 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 EEMASEEREREE . MO, FE O R REE | REEMALT TP ERIE |
TEALAE 22 L. B M OVo e M i/ IS D PR SR BRI 1338 0 B iv7e v o 72, AREIWER S EL

WL IB SRR 2 5 R R LT,



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

RIWER (FEMEMZRE, HREREE - TR - MR 2k, N WS (FR IR EE
[, RIEHERERE TS, T ERAPEEEREE) . BfEE | infusion reaction, KM - HLEED T F,
1 BUOBE IR . Ak - BRSUHRLARIAE, (O de. EAEMEESE, RIS, St i M
PESEBES . Mg, EEDOREREE, MREE (X7 - Nv—EERL S ). bFFE
IEOF R OFEEE AT FRERIBUDE . THALE 22 4L, BER . JRIFEREESE) 1Tk LT, YMakhiiax
ST B ER O B P 2 A 5 [EAD & U (RIHWER OZWrox s IR L THRE &
OXEEZITONDIEMICH D Z &), EHITEUIRAENTE DIRHNE S TnDH Z
&



5. BEXB LR HRE

[G2hiEicBE 3 % S5 1H]

O ALFREIEREO 22 R YIBRARE R ILE M BE IR W T ARAL 7 Ay ¥ vk
KRV ATZF o L OfFRBEGOEIENRENTND,

@ 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 %Y o 3

(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) ORI O XA 0 s . Bl
PHSCATO 2k, Fo. MBS UTHECT, Iy~ — 7 —% 0O ME % i
TAHZ L,

infusion reaction3® o5 Z ERH Y | 2081 B LR O AAFFE 5-REIZ 5 infusion
reaction23d H D Z L3 H DT, REIE G ICITERIBH ORIEEZ 71
BE9 5 2 &, infusion reaction 23388 LT AITE Y R LB 21T D & L BT,
JER N EE T 2 £ TREORELZ H0ICHERT L2 L,

HUIR IR REIR | B RRREME = R O F BAEREEREEN H DD 2 ENH DD
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