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FOERE) O—HEBIEIZ DN T

TRV A BGE S & QR D FEAR T $12016 (FA 284 6 A 2 HEERIE) ICBWV T,
EHHERGOFERORELHEELZX D Z ENEVAENT-Z L ez T, &
PFERS 2 BEICLERBEICRMT 2 2 BN TR@EEAHEET A T
Av] BERTAZEELTVET,

T alovv T GREE M) BB ZBEDE. FE/NEIRRE ., /Nl
FfAesE, IEERE, T AELR OEEICH L CTERT ABEOEEFIHIZ OV T,
[T an =7 (B z) BAOFEEEREET A FF 142 (BE) ©
TERC K OB fE RHEE T A R F A > GE/ANlRaftEE, i, FfmiaeE, i
B, TEEREBELOBERE) O—EKEICOW T (5846 H 19 AT ESR
ER 0619 5 2 FEATHEEEREELFEETHRE®EA) X0, TKH#
FERHEETA T4 ELTRLTCEREZATT,

. T ans w7 (BIEFEBZ) BANZOWT, &Y 27 B MM
BRI (25T 2 20 RE U h Sl QN FE K OV 2 O BN FR 2 KGR TH — A
EREGEINTZ & ETALINTIRMT SCEOWETEI N, Fed il AHEE T A
RIA v, ZNENIFRD L BV KIEWZLE L-DO T, EFNOERER &
ORIt 2 Bz BV LE T, ER O MfEAEE D A K74 1%,
REEEDO L BY TT,



B, KBHOEBLIZHOWT, BIEEOHEFICEBERT 20T, BOTHH
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(EF RN ZUUER5)
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T a7 (BIG IR Z)
s EREER SIS 1T DIRAT - TR A Bh R IE

& U A7 i IEIE R B
NEBERDAERCHAR

IR 2 38 HATRT - HEEE Al
FRTHEIRIE ClL. F AT Z U UERER Y A7 5 F o L Off
FICHBWT, BE. AT 2 v\~ 7 GRIG ) &
LT, 1[0 1500 mg % 3 FAMRIFET 4 [81F T, 60 LA LE2NT T
BEEET D, TO%., IRRMBIFIETIL, Tar v~ (&
{aFHfz) & LT, 1[E 1500 mg % 4 BT 8 EE T, 60
SRLLEDT CRE#ET S, 7272 L, (KE 30 ke LLTOHED
1 EEEI 20 mg/kg (KE) &35,

(& U A7 IR BV )
HNAY - FFE (BCG) & OPFAICHBWT, BE, BRAI
T 2V~ T (EEFABZ) & LT, 1[H 1500 ng & 4 ¥
PR T 13 [mE T, 60 SFILL BT TAMEEET S, 2L,
BE 30 kg LTFOBEO 1 B E8EIE 20 mg/kg (KE) 35,

1. ZCoic

(B%)

LR D E KR
X5 & 7R DR TR R

x5 LT 5 RER O &

T a7 (B TR Z)

: IR 35 BT - fiT iR AhE R

: IRRTBNIRIE ClE, 7 o v ¥ B Uil

BRI AT T7F o EORAICE N
TUEE RAIET 2 0= 7 (E
oA z) & LT, 1[a 1500 mg %
3 ARG T 4 [\ % T, 60 7L LA
CERRRET D, E0%, IR
FOETIE, T a7 GEIETMA
#z) & LT, 181500 mg % 4 @M
HkET 8 BlE T, 60 /7ML EMT T
SEEET 5. 7272 L, (KE 30 kg LA
TOHED 1 BlIF5 1% 20 mg/kg (I
H) 75,

Mg W EEF TANTERIESSH MoE R % ¥ E TAMNTERIKASA
3. ERIRAGHE 3. ERRAUE
FERERE (36 1 2 I0R1 - iR B RIE R Os U R 2 BEIRIRIEME | BRI (T d0 1T 2 1RTR1 - AT #2 i Bh R IR O KGRI IR 24T - 72 &

BEWCER DIRGRIF I FHAl 21T - 7= R BRRRBR O i 2~ 1,

[HZhE]
@ EpFLFSEMARER (NTAGARA 35k)
(%)

P [FI A AR EAER  (POTOMAC FBR)

BB IR (NMIBC) (23 % 2 By ik i3 BCG i
BERNTEABRER O\ E Y A 7 NMIBC B (WHO/ECOG
Performance Status 0 XX 1) 679 il & xt£1C, &A™ % BCG®
L OFA L7235 ORAIBEARE 339 6l [ B A A 58 fil&de]) & BCG™®
RS U IBA G BREE 340 5] [AAA B8 fila&te]) DA
ER OV Bt a E LT,

FEIHAIE B Cd D InERIE Y BEAREEIC & 2 A Tr i (0L
N, DFS) (hoefl [95%{S#EIXM]) (165 fFd A~ b) iF, AHAl
DFFAEEC NE® [NE~NE], X{HBEECNE [74.0 WH~NE] CTHY |
ASH O FRE 1o FRRE (5 IR BT RIS B R IER 2 0) L7z (O
— Kb [95%EFEXR] : 0.68 [0.50~0.93] *', p=0.0154 [JEHI
log—rank #R7E, HEAHE (HH) 0.0317], 202544 A3 BT —
)

TRBER BB O Pl £ T,

[BZntt]

EER L F B MARRASR  (NIAGARA 3UER)

(W)

(#raz)




*8: (K 30kg BB TH Y  FARREAYICHERR SN 728 U A 7 NMIBC
DOEFELZHEL L, &Y A7 NIIBC LiE. DT1. @high
grade 7 U < [FAHER 2RO EAFE S Grade 3. @ EFZPNER,
MIE@D %3N OFIE D O KIEGEREMN 3 en L EOWTH
NICEEY YD NMIBC & EF Lz, BEMNIEARRES =T
TVWARVEE LI, BFEIC BCG BEMPE AR EEZ 21T T
WARWIEIEEIZ BCG 52T QNS EHRIEAND
AR~ AN FE TIZ3FERRBL-BELERLE,
4 AMEIFA 7N LT HLABICAAL 500 mg %
BRI3FA I NEE LT
*10 : BCG #k (B AT #EH BCG ERAN A [ BARR] 2HH)
DREERHEZE ) JEE L LT 1[5, 6 BN EA
U7zfs, #EEREEL LT3, 6. 12, 18, K124 H AKES
G 1], 3 FEREBEBENEA LT
*11 : A BRI L7z 96. 83%EHIX RTiE 0. 48~0.96]

*9 :

(- mg)
2 IRERIE Y ERTOFHMIZ & D DFS @ Kaplan-Meier iR
QU254 A3 AT—4 Iy bAT)

[Z22tk]
@ EpEFEFRAFMAAERER (NIAGARA F5R)
(%)

[Z 2]
E RS FZE MAAFER  (NIAGARA 35R)
(%)

72, UTICHEEFS S ORIEARBR R OEFHR R LR
T, AFIGFAEEICSVLC, MEMEMEE 7 F1 (1.3%) . KiB% 6
B (1. 1%) L EEE O T 2 51 (0. 4%) | FFHREREE - ¥ 2% 30 1] (5. 7%) .
FORIRFEREAR T AE 62 61 (9. 8%) . R BRBERETTIEEIE 22 B (4. 2%)
BB HEREEE 2 B (0.4%), FEAHAEREE 3 F (0.6%) . BEE

(FVEMEBRE) 5 6 (0.9%) . A& 3 Bl (0.6%) . OFF%K 1 4

(0.2%) ., ESEFHEESGE 16 (0.2%) . HREEE (X7 - NL—
JEWERE A &Te) 74 (1.3%). infusion reaction 7 #i (1.3%).
fEd 11 (0.2%) . FEEWELLHERBUE 1 1 (0.2%) NBRDHHN
Too Fio. BLPERRE . 1 BUBEIRE. st IR E, AN
K, BEEOKREESE, RIFEREE, HLERIL, BEHRATE LD
BEE R IIRRD e o iz,

B3 ] 27 LA 3SR (POTOMAC #5%)

HERELIIAKIPEHAEE 325/336 5 (96. 7%) F Ot FREE 307/339
B (90.6%) 2D Hiiz, WTNHOIERRIE & OREREES T
ETERWEERS EUER) 3. ZhEh 298/336 i (88. 7%)
F 0 245/339 5] (72.3%) IZ§BH O, D 5 HIETHI (Grade 5)
FEVTHOETHRO bR o, WA OB 5 TRER
DA EORWEAIZTED LBY THhoto,

£2 WFhh) O E5HCRIFEN 5920 EORWER (Z2aMEREIT
XBRAEM) (POTOMAC 3RBR)

o, UTICHERSZEURERREBRRILOEFHHE LR
o ARFNIGFABECIB VT, FIEMEMES 7 6 (1.3%) . KK 6
1 (1. 1%) . EEEE O T 2 451 (0. 4%) | I REREZE - A% 30 11 (5. 7%) .
FORIRBEREIRTAE 52 f81) (9. 8%) . AR IREERETTHEAE 22 451 (4. 2%) |
B HRAEREE 2 71 (0.4%) . FERIAHEREREE 3 1 (0.6%) ., BHEE

(FIEMHERRZE) 5 B (0.9%) . FH%k 3 ] (0.6%) . L% 1

(0.2%) . EFEFFEESAE 16 (0.2%), FRIREEE (XFF N L—
SEEREZ&Te) T4 (1.3%) . infusion reaction 7 1 (1.3%).
FEe 16 (0.2%) . FEEMEAFHERBUOE 16 (0.2%) BFRDH BN
Too o, BELMERRE S, 1 BUBEIRAS. IR/ MRIBUE, A%
K, BEEOREESE, HLERTL. MEHRAE, SRR L OTR
FERIEITFRD SR o T,

(€




(-]

Fio, UTICHE#EES S eal(EARTRIROEHERE T
. RFIGFAEBCIVC, BB MRS 5 F1 (1.5%), KABZK 6
Bl (1.8%) . EEED FHI 2 I (0.6%) . AFHEERERES - AT 38 fl

(11.3%) . FIRAREEAEIR THE 34 61 (10.1%) . FRAREEE L
42 5 (12. 5%) | FIEHERRRESE 3 1 (0.9%) . 1 BURERRYF 1 61 (0. 3%)
BhEE (EEMEERLE) 36 (0.9%). K 161 (0.3%) ., BEED
FEREE 161 (0.3%), #HiREEE (X7 - NU—fEERE ST
3% (0.9%) . infusion reaction 4 il (1.2%). FER 9 5l (2.7%)
BRI, Fio, FECMERRE S, TRAFKEERE ., LR,
EIEREAE, eyt MIOBUE, BNJE, FRIFFEREE. W LEZE
FL. BESCRRRIE . BEREAE B OV M AT BRIBUVMEIER D B 7
Mmoot

4. FERRIZ2OUWT

(%)
@ RHER~ORIEIZOWNT

(%)
©-3 RIFEAOZERCHIRICBE LT

BIVER (REMEARE, FHRERES - IFJ - BB R, N
RS (FURIMEREREE . RIBHERERE . TEAMERES).
HEE (WEMEXE) . infusion reaction, KIFZK « BEDT
W, 1 BIBEIRIA . W% - BRBURRARIE, (ORRAR . EERRIESINE,

4. BERRIZOWT

(W)
@ BIER~DRIEICONT

(%)
@-3 BIEROZMCxSIZE LT

BIVER (REMRRER, PRS- 7K - SRR L. N
HWEE (FRBWERES, BIBHEREE. TEEHBERE).
BhEE (FEMEEL%) ., infusion reaction, KFZE - EDT
W, 1 BORERRI ., g% - BRECTHRIRIE, (O, ERERE)E,

BERRSE, SRR/ IMRIBUVE, Bdge, BEO R ERE, ks
(FT v« RU—JEERE &), (LHRIEFAROREMELH
HBUDAE, LB AL, B, FRIFEREE. MERE) ITX LT,
W MR AT R E R O R 2 A T HEER & E3iE U (BIfE
FHOZBCRINICE L THRELOXEZZ T b NL&EICH D
L), BHICHETRLENTE HEHINESTNDH I L,

BERESG . S/ MRIBUDE, Mg, BEO RS, ks

(FT7 v« NU—JEFERE &) | (CEREFAFOREWMEG S
ERIAE, LB EIL, Bk, FRIFRES) 1ok LT Yikiak
SATEBEERIRE ORI A H T 5 EAR & L (BIERH D2 Kr
RAGICE L THEL OB E2ZIIONIKHICHHZ &), H
BT R LB N TE DEFINESTNDH T L,

5. BehHxtgL b BE
[B2hic B4 5 351E]

O RIGHIREIEETERRIF IS & 72 5 MIBC IR\ T, AHAl
LV AEURBVATTF ORI X BITRIHED
PR R O FI B P 512 1 A IR B IE O/ b R &
nTnas,

@ BHYAZNMIBC BEICIHV T AHK| L BCG & OHFATEDE

HEAREINT VD,

* : POTOMAC BABRIZE WV T U TFOWVT IS T LA

BUVAILERSNE GRA=VBH),

TL
high grade XUFARFRZEH) BAIE A Grade 3
- RN
FIN DI O IIEFEN 3 em PAE

@ FRICHST 5ARMORS ROGEAITEH LTI KHO

5. FeExtB L bBE

| Gepoil AN bt 2es) |

O RIGHIBEMEETERIFSEIS & 72 5 MIBC BEFIZB W T, A
LRV EEV KRRV AT T T L OIS L BRI
PR R OVA KB 512 L A IR R E O BB R &
nTnsg,
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AN SNTER LT, ARNOEE GG L2020
DX 3@ CARBIO BTN R S T2V Ml O LN

JEEHR & O RE S
(%)
6. BEICE L THET N S3E 6. BHIZE L THET~xHE
(%) (&)
® POTOMAC EERICHBWT, MIEAEIFIFHNS 36 WA FE T | GFax

3 H A, ZO%ITEEIREICGE-> T 6 HBICEEDRE
fliZ1T > TNz Z & 2 BB, RFI S P E RO BEEE
A, RAEZ, EgRE, FIRE CHROMREITI =
L, BB, AKElOESF13EFETESTLH L

HERHEES A KT 14 L OWETEPT GHriHxIRE)

(FEREE I SE R 57)

EIAN ) ol iE 0 e
Bl
4. WERIZHOWT
(&)
® EBIEH~O3GIZOWNT

(%)
@-3 BIEAOZBCHITICBE LT

BIVER (BEMEREE (BURAIRR 2 5t) . FTHRERES -
S - BEALMEREE . NwlEE (FRIEERREE . BB aEmRE
EF. OTEEHERE), BEE (FEERLZE). infusion
reaction, KFG% « EEO TR, 1 BUERF. %K - SITHRE
K, D%, BEUEMEAE, SRS, SR/ MEEAE i,
BEOKREEE, hREE (F72 « AL—EREFZED) . b
FREOF AR O BT P ERIBUDAE LB 2L, BESE . TRIFER
PE, MRS 126 LC, MRk T B E SR O B &
B AHER L EE L FIEROBECSICEE L CRER KR
EZTONAEMICH D L), BHITHEYALEN TE D44
NESTNDHZ L,

4. JERRIZOWT

(%)
@ BIEA~ORIGIZANT

(%)
@-3 BHERORMroXRICR LT

BIVER (REMERRS (BOTRMER 25 T) . ITHmemESE -
FFS% - AEALMEAEE 26, N REE (FORIRERERREE . RITHRER
. OFEEABERES). BEE (MEEEXLS). infusion
reaction, KK - EEOTHI, | BIBERF, Rk - SBUHRLT
SE, Do, EIEMEESE, BRI, SR MRIBE. A2,
BEOREESES, MREE (X7 « AU—EEREZE) ., 1k
SRR R R OREMEF P ERBUDE . VL ZRIL. BESR, ARIEER
FES) 1Tx LT, Wk ek IS E R O EM A F T D E
Fifi &8 U (RIEA OB IS IcBE L CTHRER OB A =T 5
NoO&MIchHZ L) BEHICEYIRAED T HRHI2E - T
WwWnrzZk,




AINHHRE IS O BB FAHERE T A N A > OWETE T GBI RE)

il

4. HagRIzHoOWT

(%)
@ FANEA~ORISIZ 2N T

(%)
©@-3 FEHERAOZEC B LT

BIVER (BEMEMEE (B mRigk % &) . FrilieREsE -
B - BEALPRREAE R, N WERE (FRESREREE . RIEHEERE
E. OFERAEERE). BRE (MEMEEXS). infusion
reaction, KMFJ « EEOTHI, 1 BUERE, Ak - MU AR
JiE, DR JR. ERERIESIRE, RIS SoyEEiL IMRIBUE, gk,
BEOREEE, HREE (X7 AL—EEEZED). 1k
SERESF RO FEEMEAF P ERBUDE, TIEEETL, R, TRIFER
P, MERE) 1Zx LT, Uikhimsk XITIrBEEF R O FM A
FHI LR EEE L RIEROZE-CRISICEE L TSR UHR
EZITONLIGEMECH D L), BEHICEYIZRALE N T X 545
NESTNHZ L,

(FEREE X SIE# 4)
=]
4. FEFEIZOWT
(%)
@ BIMER~ORIGIZONT
(%)
@-3 BUEAOZECxGICE LT

BIVER (MEMEMEE (AR % &Te) . IFikiERESE -
FF9% - EEALPERRAE R, NoWwES (FIRMERE . ISR
=, OFEEBERSE). BHEE (MEEEX%). infusion
reaction, KEGHK - EEDOTH, | BIBERF, R - MU
iE, DR ge. EREREESIE, BEIESE . SeyE R MIIBUE ., A2k
BEOKBES, MREE (£72 - SU—EEREZET), L
FFEGE AR OREMEF P ERBUE, TEILE L. S, FRIFER
PESE) 1Tk LT, SRR U E R ORI E T E
Fifi & #HE L (RITEFA OBRroR s IcB L CRER O EA 2T 5
No&ticbhsZ L), EHITHEYIRLEN TE HIEHNE- T
W5HZ &,

TR O i FIHEE T 1 N T 1 o OUGTEFT RIEXIRER)

(FEREE I SE R 57)

B
4. WERIZHOWT
(%)
® BHER~ORGIZ OV T

(%)
®@-3 BHEAOBMrCHIRICE LT

BIVER (BRI, IFRERERESE - AT - B btERRE 5. N
SWEE (FIRREERES, RIEEERSE, TEAEERE) .,
HEE (MEMERS) . infusion reaction, K%K - EBED T
L1 BUBEIRIE . RROE - BBURRRARIE, DA R. BIERFIESE,
BERE DS, SRIEMEI/IMRIBUDE, fkde, EEO R EEE, ikmE

(¥7 v« NU—EBERZET) . (LFRIEO AR OFEEF
ERBUE, THEERAL, BER. RS, MERS) IIXLT,
Lk I TAT B E R B O B M A A D EEAT &Y U (BIE
HAOBZECHISICE L THHRER OB Z T ON5M04:1010H 5
Z L), BEHIGHEEIRAEN TE HIEHINE-TNDH L,

4. JERRIZOWT

(%)
@ BIEA~ORIGIZANT

(%)
@-3 BEIEAOZBrexIIcE LT

BIVER (BIEMEREE., ITRERERESE - AFA - B 28, N
SWrEE (FREBHEERES, RIBHERE, TEEMERS).
B (RVEMERE %), infusion reaction, K% - BED |
L1 BREPRIE . Ah% - PEBOTRME, DA, EREREIE.
BRI, SR/ MRV AE, IS, B O R EREE, ikEE
(¥ T v - NU—EEREET) . ALFRIEIHREOREELTH
ERIBAE, LB AL, B, RIS 1ot LT, Yikitiak
SOTTBREFHEB OB A 2 ERT & @ L (RIERA o2k
MBI L TRER X BEZ T LN GGICHE2E), B
O] 7R ALE Y T X HIRHIAE > TN D Z L,




JIB3EE O B i FHEE T A N T A > OBETEFT Gl &HRR)

il

4. FERRIZOWT

(%)
® BHER~O®IGIZHNT

(%)
©@-3 FEHERAOZEC B LT

BIEM (FUEMERZEAE, FERERES - IR - mbEE K. N
SRS (FURBMEREREE . RIBHRERE, TEAMERES).
EEE (MEMELS) . infusion reaction, KEFZ « BED T
WL 1 BURERRI . oS - BRACTRMRE, LRk, EIERREEE.
BEESe . SoyEvEi MRV IE, Mk, EREO KR EEE, rhiRmEE
(FT v« RU—JEERE ET) . (LFHRIEFARFORBEWEGH
ERIBUDAE, T ZRAL, BESS, ARIFERE. ML) T L T,
WM ER T R EFHEB O FRIE 2 A9 HER & E3E U (BIfE
FADOBWexIGICE L RS R OXBEZ T O 25 5
ZL), BEHISHEYIZREN TE HIERHEINE-TNDH L,

(FEREE X SIE# 4)
=]
4. FEFEIZOWT
(%)
@ BIMER~ORIGIZONT
(%)
@-3 BUEAOZECxGICE LT

BIVER (RIEMERGZ, TRSREREE - 2% - T LIERE 25, N
SRS (FOREMEREREE . RIBHRERE . TRIMERS) .
BEE (FEMEE%S%) . infusion reaction, KiFZK « BED T
WL 1 BRI, ot - BREURRMRIE, O, EIERFEIE,
BEME e, SIS ML RO E, BZt . EEE O REIEE, MikiEE

(XFT v« NU—EEREET) . (LERIEGE RO R ENE LT+
ERIBE, THILEZRIL. BEk. FRIFERES) (IxF LT, Yk
AT BEERE ORI L H T D E &8 L (RIER o2k
RAGICE L CTHER X BEZITONAEFICHEZ L), B
HICHE) 7R BN T DIRHIAE - T DH Z L,

FE R ORGBEAHEED A N T A L OUGTEPT GRIEXIRE)

(FEREE I SE R 57)

4. FEE%IZOWT

(%)
@ BHEA~OREIZHONT

(%)
®@-3 BHEAOBMrCHIRICE LT

BIVER (BRI, IFRERERESE - AT - B btERRE 5. N
SWEE (FIRREERES, RIEEERSE, TEAEERE) .,
HEE (MEMERS) . infusion reaction, K%K - EBED T
I, 1 BUBEIR ., AR A% - MERCTRRIRE. DRk, EEFEE,
B EME M MRIBE, gt EEORERE, hikEE
(FZ v« NU—EBEREET) . ALFERIEO AR O RBWELT -
HBUDE, WHLERIL, S, ARIEERE, AR (%Y
THERR . MR (2R LT, MBSO R ER R O
M S EA & EE L BIEROZErCRHRICE L CHEE
ROXBEEZTIONIEMHCHDL L), BEHICHEERMENT
ELEHPESTNDLZ &,

4. FEFRIZOWT

()
@ BIMEA~OXGIZ2NT
(W)

@-3 RBUERADOZEr-CxGIZE LT

BIVER (BIEMEREE., ITRERERESE - AFA - B 28, N
SWrEE (FREBHEERES, RIBHERE, TEEMERS).
BEE (BEMEBL%), infusion reaction, K54 - EED T
L1 BREPRIE . Ah% - PEBOTRME, DA, EREREIE.
BRI, SR/ MRV AE, IS, B O R EREE, ikEE

(¥ T v - NU—EEREET) . ALFRIEIHREOREELTH
ERIBAE, LB AL, g, RIEERE. ElEEm (FF )Y
THEAE) &) 1ok LT, SRR ST BEE B O P 1 %
B BIEAEEE L BIEROBBACRISICE L TRE R O FHiE
EZIONEEICHD L), EHIGEEAEN TE D450
NESTNDHZ &,
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4. FERRIZOWT

(%)
@ EHER~OREIZHNT

(%)
©@-3 FEHERAOZEC B LT

BIEM (FUEMERZEAE, FERERES - IR - mbEE K. N
SRS (FURBMEREREE . RIBHRERE, TEAMERES).
EEE (MEMELS) . infusion reaction, KEFZ « BED T
I, L AUBER, A% - REBCRRIMRE, LRk, EEFEEE.
BEESe . SoyEvEi MRV IE, Mk, EREO KR EEE, rhiRmEE
(FT v« RU—JEERE ET) . (LFHRIEFARFORBEWEGH
ERIBUDAE, T ZRAL, BESS, ARIFERE. ML) T L T,
WEEH R SO R E B OB 2 4 D ER & EE L (RIE
FAOBZKLHISICE L THREROXELZZ T ONAKMICH S
Z L), BELICHETRLENTX HEHNES>TWH I &,

(FEREE X SIE# 4)
=]
4. FEFEIZOWT
(%)
@ BIMER~ORIGIZONT
(&)
@-3 BUEAOZECxGICE LT

BIEM (RUEMEZRE, ITRRERESE - R4 - ik E K. N
SRS (FOREMEREREE . RIBHRERE . TRIMERS) .
BEE (FEMEE%S%) . infusion reaction, KiFZK « BED T
WL 1 BRI, ot - BREURRMRIE, O, EIERFEIE,
BEME e, SIS ML RO E, BZt . EEE O REIEE, MikiEE

(XFT v« NU—EEREET) . (LERIEGE RO R ENE LT+
ERIBE, THILEZRIL. BEk. FRIFERES) (IxF LT, Yk
AT BEERE ORI L H T D E &8 L (RIER o2k
RS L THRER OB EZ T ONARMCHHZ L), E
HICHE) 7R BN T DIRHIAE - T DH Z L,

BB &FE
(EmH8dy8My) HEdLME

~ B~

(XL IE) L2 AT L
AV VEFH Y
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AR

It oiz

AHNOEFH, (ERAET

F R B

(ERICDONT
BeExt 5 Lo BE
BB L TEET NS HE

P2
P3
P4
P10
P12
P13

1. IZCHIT

RIS DTN « 2 RVEO RO T2 DI IE, U ST T HE SV I B 22 FH 23R D
bih, SBIC, IEORFRPHIROMELIC L0 | FURESR A & o872 J5IE R
PR AGR SN D HT, 2D OBESN A ST B2 A TR 95 2 & AIRER
AR L 72 o TH Y RRFMBOEE & SO0 AT £ 2016 (CERE 28 4R 6 A 2 A EEETE)
IZHRNTH, EHMERLSEOHAORMEEZ X5 Z & & ShTnD,

HHWE RT3 I ERSC R R T 2 7 7 A W HRBEF ORI & W 5 2N B
BRHZEDRDD, T, AIER LRI 2R+ #ERT 5 £ ToM.,
YHERGOBELRZT D RS 2BFITe LTERT 2 & & bic, BIfE
HADFBL LT BRI B et & D 2 & ASTTRE 2R — TE O H -4 it 7= T BB CHE M
TLHLZENHEETHD,

L7eiio T, RKAA T4 Tk, BARBRER N ETITHR LN TV DESFIEZAT -
A RIS & | LAT OB O R 72 68 2 it 5 2 8LE0s & SR B, B X
Ji R OB T,

RIS, RHA BT A A%, ISATEIE NE S BRSSO, SRR AN B AR
FRIARTERE 2 . — ML FIARERR NBHE S e O iR B AR BRSO 1
N0 H LR LT,

KB LR DERLE  F a7 (s TR Z)
X LD < IR 35T DA - i AR IE

U A 7§ T SRR e g
R EBAREROHE
bR 331 BRI - IR IR)
WAL IR, F LAY Z CVHEBER VAT 7 F 2 L O IRV T, @E,
JRNTIET 2 /b~ 7 (EAF##z) & LT, 118 1500 mg % 3 i IR C 4 [9]
T, 60 ZrEILL LT THIEEES 5, £ 0%, MEHMIEETIE, Tar U~ T
GEEFHEZ) & LT, 1 1500 mg % 4 BRI T 8 1% T, 60 45 BT T
MTERET D, 72770, IKE 30kg LTFOEAO 1 [BHEG-EIT 20 mgkg (KE) &9
%,
(& Y A 2 TR S I )
HNA Y kT E (BCG) L OPFHICRWT, lH ., lAIZIET 203 v~ 7 (i
fafififz) & LT, 11811500 mg % 4 EHEIRRT 13 [F1FE T, 60 S3HEL AT TR
WRET 5, 7272 L, K 30 kg LA FOBE O | RS 513 20 mgkg (RE) &7 5,
M IR 58 ¥ H T A BT R IBRGH




2. HEIORE, 1ERBT

T a7 A MEZ)  (BUN, TARAD ) (X, & b programmed cell death
ligand 1 (PD-L1) (Zk§ 2%/ =7 U Glx (gGlk) 727 7 A0t NiE /) /7 n
— TR TH D,

CD274 (PD-L1) iZ, AEEPNZIWTHUFI SIS HRB L TH Y, WLy
VSER (T, B OV 2 740 % 7 —T fillg) L2883 2% cD279 (PD-1) K&
U CD80 (B7-1) &iffiA L, fuf B & BTl % & & 2 541 T % (Annu Rev Immunol
2008; 26: 677-704, Blood 2010; 116: 1291-8) , £7-, PD-L1 i%, 4 QMMM %
L TWDHZ L (NatMed2002;8: 793-800, J Immunol 2003; 170: 1257-66) 7334y 41T
%9, PD-L1 & PD-1 &4 U7#REIE. TEBHMI S PURAE SEY 72 T RN~ & OB
[FELBET D8 FO—DE LTEZ LN TV D,

AANL. PD-L1 OMBASEICHES L, PD-L1 & PD-1 OfEAZMATET 5 Z LEiIC X
L DS APUSRE R 7 T R o0 A (5 BT P 2 0 U | R O SR A i 35 & B S
nTns,

AANOVEFFEFFC 33 < B DO RUSC & 2 BIEHS 23 % & bh, B UIFETIC
ELAREMER DD, AFOEE PR OEEH I, BEOBIEL /0TI, BERR
W 5V AT FEBL U ISR U o W PR A ik & SR A ORI & 5 U C i
BI7R BRI 2 ATV M O e SUGIC K D REIER 2 B b 5B 511k, B RER L
EUAIOEE SO IRALE 21T D BN D D,

3. EEPRERAE
B S T AR - AT BRI & VR ) R 7 i R VB g 0O AR INE L R AT
EAT o Io E R MR RO B & 9,

[H4htE]
©  FEFEIE RS AT Az_>o>w> %)

R RS (MIBC) (25T % & (L BRI SIS EIE O 220 R

D5 e AR AN DS & 72 D m_mmmﬁ ] T2-T4aNOMO X|% T2-T4aNIMO @ MIBC H#H"

(WHO/ECOG Performance Status 0 1% 1) 1,063 5l (AAA 121 & &de) x5,
WAL & L CARAI? 2 7 Lo 2 il (LT, [P avaer)) +3v 275
FUB EOFRAEE L, ZO%OWEMBIRE L L TRAM 2 BB Lzha RADF
FHEES33 Il [HARN 62 il Z5Te]) &, rATMBIRLEE LTF A F B+ AT 55
U RIS LIS A GlTRAE 530 il [AARA 59 il &te]) OfF MR O%4M %
T L7z,

FHRHIGE H 0> T 25 B T AT A ) GE S RpT B AR ) E 1 & 5 1
AN AR CUF, TEFSD (i [95%SHEIX D) (433 fFoA <> F) D2
151 H o> IARAT O Rl AFIDEHTET NE® [NE~NE], %IRRT 46.1 [32.2~NE]
HHATHoT O — Rt [95%( X : 0.68 [0.558~0.817] *, p<0.0001 [J&H! log-
rank FE, AE/KHE (R 0.04123], 2024 4 A 29 HT—4 By hA7) 7,

*1 : BRI HAIX American Joint Committee on Cancer #5E1/JH (55 8 W) (CH-5<, MAMREA I IHIa
THERR SN (B REORE L) DIRKS LR GRAERRIHN R FE LB K& OUR b B o0 i
By7 5 47) BEENRE L,

*2 : AFRIRIBIR S 3% 194 20 & LT, # 1 R EICAA 1,500 mg % 444 2 L5 L=,

*3:7LT7F=r YT TR 60mL/min YL EOBEICIE, 3EMA 1AL LT, FB1LABICS
LV HZ B 1,000 mg/im? & AT T F 70 mg/m?, B8 A HIZA AV Z BTV 1,000 mg/m? & 4 A
IV LTz, 2 VT F =02 )T T 2 2 40 mLmin BLE 60 mL/min Ao B ICIE, 3R % 1
FAZNELT, H1LKOS AR AV F E L 1,000 mg/m? & VAT F 2 35 mg/m?® & 4 4
I NG LTz,

*4: AR 4 B A 1A 2L LT B 1 HBICAH 1.500mg Zf Kk 8 41 7 V5 LT,

*5 HEEREE (LAT. [RER)

*6 o A EARUE G LTz 95.877%(S K BIE [0.554~0.824]

*7 0 EFS 0 1 [B] [ O RN 210 03T S 7o iR SN A (2 25 < ARMTRE SR
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1
~
¥
&
=
2
0.2
0.0 1
T T T T T T 1 T T T T T
0 6 12 18 24 30 36 42 48 54 60 66
e m{E RIS A SOMRE )

AFIHER 533 454 386 348 330 312 255 180 115 32 1
R 530 416 43 30 28 259 214 159 a4 24 2

B 1 ERTM P IEE SRR AR R L 5
EFS @ Kaplan-Meier Hiifi
(202444 A 29 BT —F T v b 7)

@ HEEILRAFSIHHRR (POTOMAC #5R)

Mg IR EM MRS (NMIBC) 12X 3 % R EHIERE % BCG IEBENEAFERE D 72
VWi U A7 NMIBC 235 (WHO/ECOG Performance Status 0 X3 1) 679 il & 442,
ARAI &2 BCG™ L i L7236 (RAIDHARE339 6 [BARA S8 #ilETe]) & BCG™ %
B U756 (oHHEEE 340 Bl [H AN 58 &2 Ede]) OAMMER VLB Z G L
et

FHERME B Tdb 2 A5 Y E R E 2 & 5 895 L7 (UL DFS) (Hfi [95%
fFRACD) (165 DA < b)) i, AHIPFHHTET NE™ [NE~NE], %R T NE [74.0
FIH~NE] TH Y | ARAGARES IO LREFEICE AR ER AR L (0N — R
b [95%(E#EIX ] : 0.68 [0.50~0.93] V', p=0.0154 [J&I log-rank B/E. A EAKUE (i
) 0.0317], 20254 A3 AT —H v hA7),

8 (K 30kg M Tl ) | MUAEERIICHERR S 7= U A2 NMIBC D& %4 & Uiz, @ U A7 NMIBC
L1k, OT1. @highgrade # L < ISHMHCFHIRAE S Grade 3, @ LRI, SUTOZ N E I
ORISR 3 em LLEDOWTAMNZHE ST D NMIBC &IER Uiz, BEENEAREEZZITTn
FRVERAE LT, SBEIC BCG BN ARE 250 TOR O IUTREIC BCG #5421 Tz
Pk & AR~ OMMAN F T 3K LI BE L ER L,

*9 L4 YA 7L LT B H BICAT 1,500 mg AR 13 YA 7 A Lz,

*10 0 BCG MR (R AT BCG MMM [RAWR] 265 M) ORUAGRM B4 FASRE L LCl 1 [,
6 EBBEMEPEEA Licte, MERFIRIEL LT3, 6, 12, 18, RUN24 1 AREACTHE 1 [, 3 At
WNIEA LTz,

F11 AT L7z 96.83%(RIHK 1L [0.48~0.96]

1.0 ‘1.;;‘!4
..f..v.rr..wﬂ.__....‘o
o8 4 e -
tI.J,f.Tf:l.l.q.irll‘l&.‘t:
Ei] i,
& Tima,
E0E 4 |
m il OFSma (8)
) —_—
— HEH
0z 4 - Fie fessal] 064 f0.50~ 093]
o4
B e o e s e v e e K v o e e ) |
© 4 B 17 16 20 24 P8 32 36 40 %4 4B 57 56 60 64 €8 T2 6 80
i REEBBEOCOME (A)

FRGHRRr 333 312 297289 262 274 245 235229 226 200 199 10 103 64 269 O

66237233 230 226 204 186 150 A2 53 X8 0

30 316 245283 I75 G 258

X2 WBEIHEYEMOFEIC L S DFS O Kaplan-Meier B
Q025 4A3RTF—F Iy b2 7)




[Z4pE]

O [EBEIFES AR (NIAGARAGRER)

A EFRIIARAIDRES27/53061 (99.4%) KOS RHES25/52661 (99.8%) T34 H L
Too WINAOREHE L ORBBGRNTETCE RWEESRES EERH) 1. 2hEtn
502/530151 (94.7%) T2 Tr487/526451 (92.6%) (23D HAL, =D H HIETH] (Grade 5) i,
TEN3/53061 (0.6%) KO3/52661 (0.6%) Thotz, WTNHOREGFECTHREFR)
5% LDORIEIZTTRD LY Tholz,

#1_VThPORER THBARBS%IU EOBHER (REMMRITHSE) (NIAGARARE)

WERIRE | FEAE ik (%)
(MedDRA/J ver 26.1) AFIGEHEE (530 f5i) JTHAEE (526 f51)
4 Grade | Grade 3/4 Grade 5 4= Grade | Grade 3/4 Grade 5

2RI 502(94.7) | 215(40.6) | 3(0.6) | 487(92.6) | 213(40.5) | 3 (0.6)
MEFS L VY v SRS

B HERIBME 132(24.9) | 74 (14.0) 0 160 (30.4) | 87(16.5) 0

i 125(23.6) | 32(6.0) 0 138(262) | 49(9.3) 0

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

1 BRI E 29 (5.5) 3(0.6) 0 35(6.7) 5(1.0) 0
e A=

HUR IR REIR TE 52(9.8) _ 1(0.2) _ 0 _ 2(0.4) _ 0 0
it KOS

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

&~ 27 % & U AMAE 33(6.2) 1(0.2) 0 37(7.0) 0 0
i R E

R R4 34 (6.4) 0 0 28 (5.3) 0 0

= 2 — 1 F— 27 (5.1) 1(0.2) 0 25 (4.8) 0 0
His L OukEREE

Houy _ 33(6.2) _ 0 _ 0 _ 39 (7.4) _ 1(0.2) _ 0
IR, SR L ORI

Leo< b _ 31(5.8) _ 0 _ 0 _ 33(6.3) _ 0 _ 0
T e

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

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

AR 78 (14.7) 5(0.9) 0 62 (11.8) 0 0

T 47 8.9) 3(0.6) 0 37(7.0) 1(02) 0
B F X OV T LRk

395 50 (9.4) 2(0.4) 0 16 (3.0) 0 0

T D FERE 48 (9.1) 0 0 8(1.5) 0 0

FERIKITEE | SEARGE il (%)
(MedDRA/J ver 26.1) AAGEFEE (530 1) xHIREE (526 1)
4 Grade | Grade 3/4 Grade 5 4= Grade | Grade 3/4 Grade 5

JBEEAE 46 (8.7) 2(0.4) 0 55(10.5) 0 0
—E - EFEER X OB S ORE

W 164 (30.9) 6(1.1) 0 148 (28.1) 9(1.7) 0

) 68 (12.8) 2(04) 0 72(13.7) 2(04) 0

[y 30(5.7) 2(0.4) 0 21 (4.0 2(0.4) 0
IR IR

ST ERAOR D 74(140) | 36 (6.8) 0 69(13.1) | 34653 0

m s v F = 48 (9.1) 3(0.6) 0 47 (8.9) 2(0.4) 0

N2 2 31(5.8) 13 2.5) 0 35(6.7) 1427 0

TI=UT I RNTURA 30(5.7) 4(0.8) 0 28(5.3) 3(0.6) 0

7 =7 — B

i ER SR 23 (4.3) 7(13) 0 33(6.3) 6(1.1) 0

Fio LU FICREE S G & S e RIER S BRI OB FHE R 2 59, ARAIGFREEC SV T
FVEVERGZR AR 7 5 (1.3%) . KIS 6 Bl (1.1%), FEED T2 Fi (0.4%) . HFHERERS -
JF4E 30 451 (5.7%) . HORBRBEREAR FAE 52 1] (9.8%) . HUMRIRHERE TTHEAE 22 ] (4.2%) .
RIEHEREREE 2 (] (0.4%) . FIKBEAEREE 3 B (0.6%). B (REMER K% 56

(0.9%) . % 3 Bl (0.6%) ., DM 1 6 (0.2%), FIEFMESAE 141 (0.2%) ., fiehEs

(F7 2« RU—JEFEEEZ GTe) 76 (1.3%) . infusion reaction 7 1 (1.3%) . F%% 1 {5

(0.2%) . FEEAEAFRERBAME 1 61 (0.2%) 2D Hiviz, Fiz, HLPERE %R, 17
PRI, SosEh i IMBBU D AE . 428, EEE O KRGS JREFERE . LA R TL. BREUT
AR [ O 138D SN T2,

@ [EEEHMEFIARRE (POTOMACHER)

HEEGUIARAN O HRE325/33601 (96.7%) K O FREE307/33961 (90.6%) (27l b
oo WFNDOBBEE E ORREEENTE TS RVEHESFS @EIER) X, 2hth
298/336451 (88.7%) K U245/3394 (72.3%) i@ B, 20D 5 HIELTH| (Grade5) %
WTROBETHRD BILRo T, WINDOEGHETHREENS% U EORIERIT T
FDLBYThHolz,




£2 DPhHOREHE CREENS%A LB (R NSER) (POTOMACRR)

FERIIHE | HEARGE i (%)
(MedDRA/J ver 27.1) AAIDER#E (336 f51) SHHREE (339 )
4 Grade | Grade 3/4 Grade 5 4 Grade | Grade 3/4 Grade 5

2EIWER 298 (88.7) | 71 (21.1) 0 245(723) | 13(3.8) 0
YT 5 1OV B S

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

ine 35(10.4) 4(1.2) 0 35(10.3) 0 0
Mol

R IRpS RE TUSEE 31(9.2) 1(0.3) 0 0 0 0

FIR BB RE AR T E 34(10.1) 1(0.3) 0 0 0 0
B X OV T ALk

Z D HE 23 (6.8) 1(0.3) 0 3(0.9) 0 0

b 26 (1.7) 0 0 2(0.6) 0 0
BRI L OV ARk

S wsn | rey | o [ aan [ o 0
B0 K OUREEREEE

IR S 21 (6.3) 1(0.3) 0 8(2.4) 0 0

HER R 11133.0) | 824 0 10731.6) | 4(1.2) 0

uizs 79 (23.5) 3(0.9 0 80 (23.6) 5(L5) 0

HER 7121.1) 0 0 69 (20.4) 0 0

REETR 17 (5.1) 0 0 14 (4.1) 0 0
—fi - 2EFER L OGO REE

S 17 (5.1) 1(0.3) 0 8(2.4) 0 0

%1 28 (8.3) 0 0 13(3.8) 0 0

FEHN 40 (11.9) 1(0.3) 0 59 (17.4) 0 0
il AR A A

U R—E M _ 24 (7.1) _ 14 (4.2) _ 0 _ 0 _ 0 _ 0

Fio LTI G 2 5 ORI E B BURIR OB EHE R 2 3, AAIPFRHC ISV CL
FAETPERR 5 61 (1.5%) . KB 6 151 (1.8%) ., FEED FHi2 1 (0.6%) . FFHHEREE -
JF5¢ 38 51 (11.3%) . HURIREEREAS THE 34 $i] (10.1%) | HURIRERETTHEE 42 6] (12.5%)
B HERERESE 3 51 (0.9%) . 1 BUBEIRY 1 51 (0.3%) | ks (RIEPER %) 3 191 (0.9%)
9 1B (0.3%), FEDRRERE 161 (03%), fhfgbE (F72 - NU—JEERZ2E
£e) 341 (0.9%). infusionreaction4 {5l (1.2%) ., [47% 9 4l (2.7%) 3&® Iz, £z,
BLMEARAE J5 . FERfRMERER . OAhJe. EIEM MR, eyt MREAE, gk
IRIFERE: . WAL AL, BB RMIRIE ., BRI e OV M A T ERIBAME 158 Hav7e s

27,

4. ERIZOWT

PEHN Y A 7GR (RMP) (TS & | ARH 0 3 22 RV ERE B B~ 00 i, ) il
Wb DRk T o T, RRNOE G 72 BE 22 - F5E L, RKBIOREIC L &E
TRRIER 2388 L 7B 5 2 L 3B 72720 LU FOO~Q@D T &7z 3 M
BIZBNTHMT 5 <& Th o,

O MRRIZOWNT

O-1 Tio (1) ~ (5) OWFRNITHEST DR THDH = &,

() JEAEFBREDEE T 5 03 ASROEEEILAFFES DEIR RS A RS HGE 5L 0w T
HiI A3 A RS BEHLEE LS e . B S ARSI I e &)

(2) FrEERERIE

(3) I WA TG E T D 03 A S HORIEIE (5 A SHOHEEIR ERlT, 23 Al
o 1T, DS A B FRHEEHEE e e &)

(4) IMRALFIRER 2 38 U, SRIEB L SRE2 MR 1, S RIEE LSk wekt 2
SUTAHREIEA FRIEZIE 3 OJtisk B4R 2t 21T > TV 2 ik

(5) PUEENEIEE AL )5 5 BN 0 Ji g% FE VBT AR B TR 21T > T 5 Jiiak

O©-2 e DAL FHRE M ORIEH F SR O et (50 Ze ik & it & FFoERfT (F&R
DWFTINIEEY T DER) 23, M2 RE OAFNZBE T 2 1RO ES & U CRlE S
nTnsz e,

#*

- [ER AL 2 FOYIIFEZAE T LI2%IC 5 FLL O D ATER OERIAHE %
ToTWDH I E, 5B, 2L LI, BAEMREY £ & LT RIESEOWHE 217
STWAZ L,

- ERIRFFIRIGE 2 FOPIIFHE ZAET L72#1C 4 2L LOWRIEEFE O B IRR R

EHLTWDZ L, 96 24LL IR, B DA SRR % 5 Lo /S ATBIR DRRIR
HHEZIT>TWVDH &,

O BEAOERRBHEHOKEIZONT

EIEA TR PUAEF T 5 BYER PR S 4, REERNED O O RED, AR - %
AL FIELH RO T IR OEMEICH S 5 R, AEFRNRE LGS OmE
EBFEREONATON DRI RTE> T D Z &,

@ BIfEA~ORRIZOVNT
@-1 HaskiEmlzBE ¥ 2 B

FEVEENGZR RS O 2R BIER 230 4 U7-BRI2, 24 FREERYARIO T, Ykl X
TR IS I T L U7 @I RIS U C ARSI O CT S ORIVER ORI 24
B RAOREENY BHICHE O, EHIZRSTREZRRHI A 5> TS Z L

10




@-2 ERRFEC L 2HEFFSRANCE T 5 E

MABIENHE D 2 FEM A 70 Mk e OBRE A2 A3 2 Rt NRIERE=42 1) >/
EEDTIROAY Y — =0 T E2ITWEIRE L R E A TE 55— LAEFRHI A
i S TWD Z & Aol BiRHIC W T, BABE L2 OFBIT A ST
W5k,

@-3 BITEA DM IZB LT

BIVER (R VEMIR R, FFHEREREE - FFJC - BLMEARAE 28, Prmikiass (HURARMERE
fEd, BIRPSRERS S, T RAMRERES) | BiE (FEPER &%) | infusion reaction, K
[ « DT, 1 BOBEIRIT . Fh2 - BESUHRLAEE ., (DR, FIER IS E, Bk,
o PE /IR | %28 . B DB E | MikiEE (£ 0 - S U EBIEZ ET) .
(LR IR O MR T ERAE . (LR 240, gk, JREFERES . mAF RS (2%t
LT, Yagink ST B PR B o0 B P 2 A9 2 PR AT & 38 L (RIEF O 2ol i
WL THREROIREZ T ONA5M00CH 5 Z &) | B HIZHEY) 2 0LE A T & 5 il
NHESTNDHZ L,

11

5. BeExR L sBE
[ A2 B9 2 g5
@  HRIBRIIBEDE AR ANE S & 72 5 MIBC BEICBWT AR E 5L 2 B Ry
AT F & OO X BUTRTHBFRE K O A ML 512 X B mlihiRiE o
HHENREIR TN D,

@ @Y AZ"NMIBC BHEIZHBWT, AHlE BCG L OPFHESOFEIMER RS T

D

¥ POTOMAC SBRIZIHEWV T, DTFOWTNDCHETLHABH Y A7 LERShZ (5 ~—vZ
1),

. T1

e high grade S ITARMRFAIBALE S Grade 3

o BRI

¢ BEPOTRPORKIELEEN 3 om LLE

@  TRZEEYS T DAAN DL & ORI OW TR AFIO GRS ML ST
59 RAIOEG G E R B0,
o OXIFQTAANOHHESNT S TO WL O FLEMERESH & OPF S

[“Ze 4tk B33 2 9]
O TRICHYT 2EFICOWTUIAFOEGENEERE STV D 2 Enb, K h21T
bignz b,
. KA DA It UBUE OB O & % B

@ IRFERTOFHNICE O T PSS T D0 T, AFI 0BG TR S
M. AOIEFRIUE 23 22 WA T Y | MEICARFZ T2 2 L aBETE D,
. EPEMZR R (RO 2 Sie) Db 2 BE XILZ OBHERO H 5 B
o HETIE R TR & i D B K OV Y it 4 55 0D I 12 JeRE 1 25 (L 53 A
L b EE
. H ORI B O AU UT BRI 23 U < IZH RO H QR BoBEER O
b5 BE
. ECOG Performance Status 2-4 V' B4

1 ECOG ? Performance Status (PS)

Grade

0 A< B IEBTE 5, FRAT S A U HEAEEASHIRR <ATA D,

1 PIREGIZI LD BERIIR SN 525, BTAIRE T, BIFRECE - TORREIITI 2 LT 5,
7l : EOFHE, FHEE

2 BITFHECH A OHOEY O Z LT CAEEAERIETE R, Hho 0% EE~ Y FA-Cil 2,

3 RONEEZOHOREIY O L L TEiw, BPD 50%L Ed | S Pl Y

4 E<{@F v, BAOFORY) O LFEL TR, BRIy FpRT Tl I,

12




6. BEITEL THETN&HTH

O WAFSCEETIN X, BSEIE A DRI 5 BRI 25 & AN O Rettk K& OVl 1IE(E
FAD = bIZ B WA+ R L T DAY 5 Z &

@ WHPIC T B, B UL Z ORI IR OB 2 +0ms L, MEsd
Tho#ETHI L,

@ ERRWEAO~R YA MZDONWT

@

RV AR AR (R AR 2% & de) 38 oD Z & H DT, FIHPER
(RUIFU, PEURIRIEE, ik, FEEVE) O & OMTE XA D F2H %, #B142
ZANCATO Tk, Fie, MBS UTHECT, fiE~ — 7 —% O % FhiE
TLZ L,

infusion reaction23d Ho D Z LBV | 20 H LI OARAKIR 5512 E infusion
reaction 3 HOILD T L3 H DT, AR GRFIZ I3 fEnl B OREEE 471
#2925 Z L, infusion reaction 2358 DAL AILE U A LE 21T 5 & & b,
SERABEIME S 2 F TREOREL IR L2 &,

DR MRBERERE 5 B BERERE T L OV F R RERR 5723 Do D Z L3 H D
T AHN - PR AR R OV 53 18] 7 T LS PN o IS RERR AT (TSH, RT3,
WEET4, ACTH, M2 LF Y —VEORE) 217V, BEOREE +55108
BYpI b, £, REDSU THERESORMS EHET52 L,

RENOFGIZ L0 | REOREIEICRINT D &5 2 B Dk R BRBHTE
NHoHbNdZEnbb, BEEr DTV, RENRRBOLNELAIIE, @
EEDRIERON & HRIEH OBl B8 L, WORENBWE1r) 2 L, B
DEIEROGZ £ B RBIER DN e DA, AAIOE G OREE, dik TR
BRERNEHIOEREGEEZZETH L,

Pe 46T % BORR 2> S800 Hitl LT BEWERIAREELT 2 Z L3 5729,

ARBN O THICHEWEH ORISR T D 2 &,

AST (GOT) . ALT (GPT) . y-GTP, B U/LE V%0 5% 15 TR E
FFoe. MM R3S S b b 2 L3 2 DT, AFIE S BRAGRT L O 514
R L E W) ISR R 21T, IRE DIRIER 3 BT 5 2 &,
PRAE TR PERE 28 . ARERIEREDBIFENH LD D ZLRdb DD T, &Kl
P 5-BAART R O - W] T 1 208 WA ISR RERR A 21TV, BRE ORI R 431
BEFHz L.

VRUBERIG 28 8> D odu, FERIFES N T2 =L RIZELZ EBHHDOT, N
Y, ML MR ORER O BB M E D LA R T S 2 & VRBEIRM
MEEONIGEITIE, A v A U RS 5O @ 21T Z L,

NIAGARAGRBRIZ IS T ARG S ARERIF O Fehiitk . @024 A BN 1238 fii.,

360 HICE 2 £ TIR4lME, € O®RIIS2BEICHEIMEDFHMEIT> Tzl L a2
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BT, ARG T EELRICEERE TOROMBEAT I Z L. el KRlOERS
IIRRTHBIRRE & L T4l E T, #iiemliBifis e LT8METE T2 &,

® POTOMACRBRIZISW T, MAEBFIHT N D367 H £ TIE3H A, ZOBITHE]E
TRIRIZHE - Col AEICAIMEDF 21T > TN e 2 & 28810, ARG HILE
MR, FRAAGS | Bt iR A, WBRA TR OMREZITH 2 &, 7ok,
AR O EIZIBEETETH &,
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A EE
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1. (XC®IiT

IR DG - LERNE DT D 7 D12 1%, WA SCEE T IE S = 1E 22 F 235K
HD. I, IEOR AR OMELSIC X0 | FURERN 2 & OFH 22 B e
FERGBAGRINDH T, 2D OERZ BICHE 2 B IS5 = L 23RO
T & 7o TR Y RFMBEEE & SO IS #2016 (L 28 46 A 2 H BEGIRE)
IZBWTE, EHHEIRGEOMHORERMHEZ XS Z & & X TnAS,

FORIEHSFERGL, REEHROR 2T 2 7 7 A VRBEFOERS & A 50
Wi Z LR D, 2070 FMER ORI T 2B+ 0BT 5 £ TOR,
WK ESS OB E WL 215 2 LA EN D BE IS LTHEAT S & & b, mlfE
FADRFER LB AR % & D 2 & DSATRE R — E DB 2 il 7o 4 R < A
THZLENEETHD,

L7miio T, RAA K74 0 Tlk, BARBRS 2 E TILH Q0 D RS -
BHFR RIS & | BUT O PR3 00 Sl 72 6 & HEE 3 D8R O B e gl B 2
T RO B A R T,

RIS, RIA KT A i, WNATEOE NESE N ERAE SR O AR EEEA AR
BEIRBE P . WAL EE N A ARBIRARE S | FREIRERITEENE N A A 2 R Ot
AN A AR SR PR O O &R LT,

/NI L33 F 2 AT - 9665 liBh i)

TRTAREIARE Cld, Moo FUBMEIES A & OOFICISW T, @, A
X7 2 w7 GRIG X)) L LT, 118l 1500 mg % 3 IR
T4 [E1E T, 60 /LA EMT CTRERET 5, 0%, firtzkishiRik <
&, Faio w7 (it A z) & LT, 1Rl 1500 mg % 4 3R
[EC 12 \1FE T, 60 MILA LT THEEFHET 5, 72720, KT 30 kg
AT o840 1 B4 5 20 mgkg (KHE) &35,

LIS I A S N R ST 7 = AT i

Kt L R HEES  F a7 (BETEER L)

MR ERAMEIHNE « GIRAE 22 R AT T O I/ MR IS (2 331 2 AR TR (L i iR 1:1%
DOHEFFFRIE
YIBRAREZ2EL T « F3E O I/ NIRR AitiE
I/ NIRRT 23 B ARl - iR R

HELRAMEROHR . (GIBRTREZ2 RS T DI/ INRRDIEE (2 351 ) 2 ARG (L7 HUR BB 1L
DHERPRE)
W, RANCET 20 v~ T (B THEZ) £ LT, 1 [ 1500 mg
% 4 AR T 60 A RILA EAT T auiiRiEd 5, 50X 12 7 A
ETLT D, 2L, RE 30kg ML FOBED 1 [EERSRIE 20 mg/kg
(FE) L7 5,
(BIBRANREARTETT - BT OIE/ A fitise)
ML AU A~T GHs M 2) ROV SR HUEIFSEA % &t O bt
BVEIEEA & OPFICEBWT, @HE, RAZIET 2 v v~ 7 (Glis
FAHEz) & LT, 1A 1500 mg % 3 BFEIFRE T 4 F, 60 5L BT
SEEET S, 20Kk, FTaliwT GEETHBKRZ) L LT, 1H
1500 mg % 4 BT 60 43MLL EaMT CHRIEHIET 2, 72720, &
30 kg LLFOEEO | [ G 20 mgkg (KE) &%,

2

(%)

LAY A~ GEEFHIRZ) OZhE TR, AELOH R

ZHHESIT R DIRASHEZRHEAT « FE3E OFE/ NI it

JIER O : 7 2 v~ 7 GG T Z) ROV @R BT A 4 5 ot o S
FEEEAN & OOFHIZI W TlE  RATIE R L A U A~ 7 GlEFHMZ) & LT 1A 75 mg
Z 3 AR T 4 81, 60 Sy ML, BT CRIERHET 5, Z0%, 7HEMORMFELZ225 <, b
LAY A~T (BETHIEZ) & LT75mg % 11860 23HILL L2 CREET 5.,

MERTRBRICH 1) 2 BHA O s - MaE 3. BRAGE) oM (P5~) B




2. AR, ERET

T a7 GBS HEZ) (LLF [AR#AID) 1. & b programmed cell death ligand
1 (PD-LD) (Zxt9 25w/ v U v Glk (IgGlk) #7277 A0k MNlE ) 7 m—F v
PR TH 5.

CD274 (PD-L1) 1. ERPNIZEBW THUEE ARSI EBIL T 0 | Sk LzY
CoSER (T #ifR, B AR OV F = F 0% 7 —T Mifd) 2R3 4% CD279 (PD-1) &
UV CD80 (B7-1) &iffie L, S E &2 AUl 32 & % 2 54T % (Annu Rev Immunol
2008; 26: 677-704, Blood 2010; 116: 1291-8), %7z, PD-L1 %, fli x DIELHIDIC & 5
LTW5Z & (NatMed2002; 8: 793-800, JImmunol 2003; 170: 1257-66) 73#i5 & Tl
Y. PD-L1 & PD-1 &40 L7=f8BIE, WEEHANAG ASHUSRS A 72 T AR A & O Brish: 2 [[)
BT DHEFDO—oL LTEX LTS,

AFN%, PD-L1 OMBESFIRICHES L, PD-L1 & PD-1 OfEAZIMET 5 2 L%ic X
0 BAPURERREY 72 T Moo AN (5 F0E M 2 B8R U IS o B A2 ikl 32 L 52 5
nTnas,

ARAN OV BRI IS SBE ORI & 2 BUWERS) & &b, B XTI
ELAREMR B D, AHOEG TR OBG%IZIE, BEFOBEL 912470, BERR
W HATEBE I, BB L R RITIE U7 BRI 22 el & R A FE i & s Lol
ENRERAN T 24T\ RIE ORIEURIC L DRWER DN B b 288 121, BB RE AV
T LA OGSO IR E AT D BN D D,

3. HEPRERAE

YIBRANRE 72 JRIPITHES T OO e/ ISR AR (2 %6 F B ARIAR LS S 1% OHERR L, b))
BRASRE 72 AT - 1556 D IR N K O/ NIRRT (2 F U 2 TR - At b IE D 7K
FRIEL B A 1T o 72 F e BRI O B & R 9,

[AzhtE]
O EFFSLRF IR (PACIFIC #5R)

Wi L 2 A T AD AL I T HUARY C RO R 2 IR B T 253
3 B ALIR DN T2 VIR R RE 72 T M T O JE/INAINA i 5.3 (WHO Performance Status 0
1) 713 61 (CRAIRE 476 6, 7T B AREE 237 ) (AAN 112 6 [AFIEE 72 61, 75
BARRE 40 Bil] ZET) ERBIC, LRI RIERL T % 42 A LLNICARA] 10 mgkg F
77 T e RO 5 2B L, 2 BN (CLF. TQ2W)) THIgHE L & 2 0f%)
PEROZRMEE R LT, FEREMIEH T 5 P IuilEic L 2 M EAEmm CLF,

[PFS)) (Hhuefli [95%(EMIKME]) OfEHIx, AFIRET 168 (13.0~18.1) HH. 77

EAREET 5.6 (4.6~7.8) WA THY . AANLT 7€ RICK LERHHNICH BARER %R
L7z (A — RH 052 [0.42~0.65], p<0.0001 [J&@5! log-rank #7E], 2017 4E2 A 13 H
T8Iy NEFT),

tod

m

Medisn PFS (55% C3)

avife PR ORCH 052 (042 065)

Op St S A

Month ] 3 & L] 2 % L] 2 24 w e
R 478 ar 01 264 159 s 4 2 4 1 ]
Fes 163 08 a7 52 E) 15 4 3 o a

X1 HRHAEICE D PFS OO Kaplan-Meier iR

F, b I —OOTLEFMER TH B RALMHIM (ULT. T0S)) (hsfl [95%f548
X[1) @ 188 ORI (299 DA X b)) OflFIE, AHFIEET NE (34.7~NE)
BH, 77 EREET 287 (22.9~NE) #HTH Y, AFNTT 7 RICH LIRHANICHE
BARERE%R L (AY— RH 0.68 [0.53~0.87], p=0.00251 [J@H log-rank #7E., A&




AU () 0.00274], 20184E3 H 22 HF—4 v hAT),

* o HEEEE (LR, [ER)
Median 08 (955 I}
M
Faeh 7 E
o= EHE 85501 0.65(0.53, 0.57)

TR Y
LT
as
02
o 3 8 a 12 i 1 - T T -
Munber of patents &t sk
=l are 485 a4 418 a4 243 ALCT- Fa) 2 o a
FEEE X I 9 LI i 15 M " 78 iz Fil 3 3 1 c

X2 OS OFHEHTRED Kaplan-Meier B

AA N HGEAER 112 61 CGREIEE 72 1, 75 B AREE 40 1) @ PES (TP [95%(5
K1) 1 3AAIBETNE [109~NE] # A, 77 &AREET72 [20~186] #H (~¥F—
NIk 0.49 [95%(ZHHIX[H] : 0.26~0.89], 201742 H 13 HF —4 B v b4 7)., OS (H
Yol [95%{S51EIXE]]) 1%, AHIBETNE [NE~NE] # H. 77 &R T NE [NE~NE]
WA THoT (NP — R 0.96 [95%IFHIXIE - 0.48~1.92], 2018 F3 1 22 BT —%
By vAT),

PHEE
Medkar O {85% 1)
3H e (NE, hE)
LT KE [HE. KE)
A= F Ik SCN DO 18, 193]
z 1 1 " 2 t T ¥ = s, 0 & ® = = & &
Wit of pasbarts 51 S5k AT R M of sagiis 2 ek Lo MR
W n 8 El a u n 1 ® % [ B oM o moW AW o weom om & =@ @ n 3
PR X = ] 1 " 1 w 1 1 [ ¢ fm o » = oM M o2 @ # B @

M3 BARABRBERICIIT 3 PFSKTOSOHHIAEHTEED Kaplan-Meier Bifit
(%K : PFS, £X : 0S)

6

PO TE :25%

POALT TE 15-25%

PO TC €18

POLT Uninosn

(PD-L1 SBLRILBI DA D Joe OVZ2 221)

[EI B3R 5 AR (PACIFIC #) (ZHLA AN BRTZBED 5 B EEHAkIZ B
T PD-L1 Z2FH L7 ESIRAY G D 2 8A (LUF, TPD-L1 388i5E)) (2R3 2 fF#ma 5
LT —OBE DT — 25X | PD-L1 S BLRRNCERIRAVIARYT 21T o T 2%
OEZEEOFERIIUTOLEBY ThoTz,

HMMEIZBI L T, PFS R} OS DWW AUV T S PD-L1 BEENEVEL T T 1R
BRI T DARFIBEO N — R KE R D0 bz (K 4), PD-L1 FHR
3 1%AHH B O PD-L1 R 1%L Lo BFEMIZI1F 5 0S D Kaplan-Meier Hifitix
Ks5snLisy Thot,

728, PD-L1 ORBEIC L 6T, AROLEWET 07 7 A MR TH T,

[
L R gl _ *m R (D
., FAMTGHETN] ST BOTN| OSIALOSE  EOME . 101478 138 4% ST
e ARITELIN SeaToes)  QenEdnaes  POLITCASR _ — TUHREIIN  IVM(EIN  S4R@ITOTE)
|
T WSTIRS ITEd  oeadanny  POLITCteid | ) IEIMON  RNTEEN 28036100
| ABUIANN]  AOBRAO% OTAALTYN PO TGS | ———— _ A0 e ]
BUTHGIEEN] SRMABPNI  0Epdpoay  PO-LY Uninown _ e | A mmN aREA M

X 4 PACIFIC 3REBRIZI51T 5 PD-L1 BERBLBITOD PFS KOS D7+ VA hFry b
(ZK : PFS, A& : 0S)

5 PACIFIC RBRIZI31} 5 PD-L1 BFARBLHITD OS @ Kaplan-Meier Hi#
(£ : PD-L1 FRE<1%DBELMH, A : PD-L1 FEHE=>1%0 BHEH)




@ [EFSERF IR (POSEIDON i)

(LS O 22 VB BR AR RE 22 4T - T3 o0 JE /N M0 i Ao SR (WHO/ECOG
Performance Status 0 (% 1) 675§l (KRFI?+ ML AU A~T B THBEZ) LT,

TRV AY =7 )) 2+ A@RE E & T b SE™ ARA0HT#E 338 6], Mafm+ &
Tl SRR B el BERE 337 B11] (AASA 49 5l [ARFIGEFHRE 21 41, SofHE 28 pil] %
Eie) BRFUT, KA B LAY AT RO ALK E ST CFIRE RIS LY
B OB O E R LT,

0S (i [95%EHEK M) (536 fED A X b)) OfE R, AFPFATET 140 (117
~16.1) B H, MBEET 1.7 (10.5~13.1) ZH TH Y . AFIGHAEET R LR
SERYTAT I TRIER % % LT (N FH [95%f <R £ 077 [0.650~0.916] . p=0.00304

[R5 log-rank BUE, A EKHE (M) 0.00797], 2021 4E3 H 12 AF—ZH v 84 7),

*1: (KE 30kg TH Y . ERIERMF B (LT, TEGFR)) MinfARRESRZED v/ WE

X —¥ (AT, TALK)) @EBIETEEOBENRSGE Shiz, 7272 U, RE LRI s
HBE L Kirsten 7 v MAIE D A L AFERIR 7RE 1 Y (KRAS) s TR RBIEOBE 1T EGFR #
EFARK O ALK BEBIETAROBAE S EE L 2 L3RS,

#2 0 ARH 1500 mg VR LAY A7 75 mg 2550, 3. 6, 9 MBI 1 ERG L, TO%FE 128H
INBAK 1500 mg % 4 FEME (LT, TQ4W)) TEE Lk, F, FI6HEICR LAY AT
75mg % 1 mHRE LT,

DBUAMAE 1A I e LT, O ) 2X2 (T7 BB (81,8, 15 A HIZ 100 mg/m?
EHE) A HNVRTIF (B ARBICAUCS k6 &2#E), @FAv 4y (B1, 8 HHIZ
1.000 mg/m* X ¥ 1,250 mg/m® % #25) + A7 7T (51 HBIZ 7S mg/m? &#5) #H L1370
WRTZF > (51 HAIZAUCS Xt 6 285) (R ERROA), UI@~<A bLdt k(5
1 BEIZ 500 mgm? %) +3 A7 7F> (B 1 BBIZT mgm? 24%5) & LUTAVRT T
F (51 HAIW AUCS T 6 2% 15) GERTV-ERFEOA) OWThhd 4 4 7 VL Lz,
KRR CIL, RELHMSNIEHEESHIC 2 S 7L ETEMITE Lz, @A FLXER+A
SRFNRGHIRBPET L CORVEBHIE, XA BLFE R (500mg/m?) MERERE (RFIOFH
BETIL QAW 5, SHEREECIL 3 R T QAW &) ITHAT L=,

*

v

oshRE (8) [ os%eon ]

e

i 2

B 6 OS ® Kaplan-Meier Hi

8

@ [EPILFBIMAERAS (AEGEAN k)

FEAIE I 11, TMA 3% B (N2) O BIER Al RE 72 /NI A i s (WHO/ECOG
Performance Status 0 1% 1) 802 5l (AAA 79 filzEde) ZxIGuc, fniaiBEEL L
TAAN L A& HF 2 G b HREE UG L T 0RO MIREE L CRRI%Z B
MG U CRAIBHTEE 400 B [H AN 37 Bla&Te]) &L flvainc s 7R e A
B 2 ST P2 ORES L, iR 7 7 e RE2 G Lnga CHIReE 402 41 LA
BN 2B EEL]) B OFMEL LR LT, 7ok, WBRBHAEIZ EGFR ERT
AR YLBEME T ALK A RS (A iR S VT2 FRE DXk & AN AR &3 D R 3
1Thoru, FHEIZE RIS HLA AR B T MR A AT 6l G20 S B 7= (i
RN 5 [IEIE ITT 4[] « ARAIGEFARE 366 51, *IMERE 374 61), LRMEMRATI G0%, 18
BRAE S BE 5 4172 799 151 CRANDEHIHE 401 Bils, FIRAE 398 fi)) T o7z,

FEFEEE O —2>TdH DGR TFMNZ PR EIC L5 M1 <2 MEFEBI (BT,

[EFS)) o 1 [alH o FPRIfEAT OFER (Il [95%IERIXRD) (236 oA <2 1) i,
AAOFHBETNE (31.9~NE) #H., xHBEET25.9 (189~NE) #HTH Y, &AIDFH
BT IRERIC X LEGEHEMICH BRIER 28 LTc (O — RIb [95%(4EX ] : 0.68

[0.53~0.88] *7, p=0.003902 [Jizi’3!| log-rank f&/E. & /AKUE (Wifil) 0.009899]. 2022 4
NWHI0HT—%hy bA7),




oY AT

EFS il (8)[95% Cl]
— AR NE [31.9~NE]
1.0 4 ol 25.9 [18.9~NE]
NH— KL [95%CI] 0.68 [0.53~0.88]
(202211 B10BF =4 Ay bA7)

0.8 -

0.6 -

— N — =

0.4

LiJr B

T T ] I I I 1 1 T
o 6 12 18 24 30 36 42 45
SEATHMEOMR (A)

at risk 3%
HHIGEHEE 366 27 140 78 49 30 1 1 0

peicts

*4

*6 :

*7:

374 257 136 74 50 25 13 1 0

X7 BRTMIIFIRNEIZL S EFS D Kaplan-Meier Hift
02211 R 10 A5 —F T v bF7)

&I 1 American Joint Committee on Cancer Ji #7348 (5 8 ff) (12#-—3<.

SHTATIC, AARAZE B Te(L s L OB T ¢ AHA LA 1500 mg XIT7 7 2R % 3 8 MR
TR 4 A 7085 L, i, KA 1E1500 mg L7 7R % 4 @FFRETRK 12 317
NBEE Lz,

bRk Al - FRiE, 3#E%Z 1 20 e LTUTOW s iR S,

R LIS LT,

D57V & %0 (81 AR 200 mg/m?) +HAR7FF (81 R HIZ AUC6)

D LA E Y (H1 RO HEIC 1250 mgm? (HATIE 1000 mgm?)) +> 27 5F> (1 H
H1iZ 75 mg/m?)

EID TR 1t A N

@A PLFER (81 BHIZS00mgm?) 2775 (1 ABIZ75 mgm?)

@A RLFE R (81 AR S00mgm?) +HARF5F (851 HEICAUCS)

B, QROUBICHONWT, BEUPRRAREE, VAT TF PO INKRT T F G2 THE
L &Nz, @DIZHOWT, BERIERD S 5 BHE UL AT T F AT REMR /2 L S - B35
E AN BB ANETT T (H1BHEICAUCS) ICERMREE Sz,

SERBECEI D 1T ST b OO FTRBFEOBRAIOY A 7 TBWTH#E S TRAIR 1 ElEE
SHVI L R, AR R R I AR O AL & LT b,

EAKHEL I L2 99.0101%(F 48X i [0.48, 0.96]

10

[Zz4t]

@ EEEHELFEF IR (PACIFIC #5)

HHEHERIIAAIE 460/475 (1] (96.8%) MK OT T & AHE 222/234 ] (94.9%) 12580 5
iz WTNOOREK & ORREBGEAEE CERWEEFSE WIEH) 13 Theth
322/475 # (67.8%) KX 125/234 il (53.4%) (238D B, D 5 LI (Grade 5)
&, TN 747561 (1.5%) K83/234 4] (1.3%) Thotz, WITNNORETIHESE
5% A EORHWERIZT FRD LB Thotz.

£ 1 LFRHORE THERR 5%LLEOBWER (ZEMMITHRER) (PACIFIC #E)

BEBIRSE | HATE B (%)
(MedDRA/J ver 19.1) AHEE (475 B) 7' 7R EE (234 f3il)
4= Grade  Grade 3/4 Grade 5 4 Grade Grade 3/4  Grade 5

S ER 322(67.8)  56(11.8) 7(135)  125(534)  10(43) 3(1.3)
P4 U

FORISERE TEAE 30(6.3) 0 0 3(13) 0 0

PR B RE R T AE 50 (10.5) 1(0.2) 0 1(0.4) 0 0
H ks

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

EA 26 (5.5) 0 0 14 (6.0) 0 0
—fi% - RHTEE R L OB ORE

eI 28 (5.9) 3(0.6) 0 15 (6.4) 0 0

W5 62 (13.1) 1(0.2) 0 26 (11.1) 0 0
fRaifis L oseasins

BAKIER 27(5.7) 0 0 7(3.0) 1(0.4) 0
IER R, s & OMERRRE

Ik 25(5.3) 0 0 4(1.7) 0 0

I PR 28 (5.9) 3(0.6) 0 8(3.4) 0 0

filiifze 439.1) 6(13) 4(0.8) 8(3.4) 2(0.9) 2(0.9)
FERE R L O TRk sE

7 9P 33 (6.9) 0 0 5(2.1) 0 0

JE5 37 (7.8) 1(02) 0 13 (5.6) 0 0

7eds. LUTFICBMF G 4 5 g E B BURDLOMEH#E R 2R, AFITECISW T, [
EYEMIRE RIS 2 5 1e) 66 5 (13.9%) . HURIEEEIR TE 50 B (10.5%) |
FORNRBSRETTHESE 33 ] (6.9%) | HFH&REREE 20 il (4.2%) | infusion reaction8 1] (1.7%) .
Kisde 2 5] (0.4%) . BEREED R 2 4 (0.4%) | BhaE (BEMRLS) 161 (02%) |
LRUBEDRI 161 (0.2%) | RIESHERERET 1 61 (0.2%) 23R Oz, Eiz, R - B
THAMEE, DR, FEMMEE, FEREEERE, BB, et MSAE L O
TREFERBHIFRD b le o Tz,

@ [ERILFBEMAERS: (POSEIDON )
7R IARAIPERRE 321/330 ] (97.3%) J ONKEHEIE 320/333 ] (96.1%) 12580 5
i, BRI L OREBRENRTE TE RWAFESES RIMEMA) X, T 306/330 i

11




(92.7%) J% U8 298/333 f5il (89.5%) (=@ LI, D) B A (Grades) 1%, Tz
AU 11/330 Bl (3.3%) %R 8/333 fAil (2.4%) Th o7, WO THELELD 10%LL E
ORERII TR LY ThoT,

2 DPNPOFHTHBELENR 10%L EDOBIER (Z2MMITHEHEE) (POSEIDON HER)

BEARDH | HEATE % (%)
(MedDRA/J ver 23.1) AP HEE330 i) HRRE(333 )
4 Grade  Grade 3/4 Grade 5 4 Grade Grade 3/4  Grade 5
IS 306(927) 171(518)  11(33)  298(89.5) 148 (444) 8(24)

MiEFs KO S REEE

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

G FRERIB D E 96(29.1) 53 (16.1) 0 75(225)  40(12.0) 0

1L/ R IDE 53(16.1)  18(5.5) 0 53(159)  17(.1) 0

Efiikze 2127 927 0 36 (10.8) 12 (3.6) 0
e A e

FR T P RE I T AE 35 (10.6) 0 0 3(0.9) 0 0
Atk LU REE

xS 69 (20.9) 5(1.3) 0 70 (21.0) 4(1.2) 0
Bl

=i 124(376)  4(12) 0 115(345)  5(1.5) 0

W 47(142)  4(12) 0 40(12.00  4(12) 0

THI 46(139)  5(1.9) 0 35(105) 4(12) 0

f% 27(82) 0 0 49(147)  2(0.6) 0
FERTF & O AR S

35 52(158) 4(12) 0 10 (3.0) 0 0
— %« REREER X ORI ORE

L3 65(197)  5(L5) 0 62(186)  7(.1) 0

B IE 41(124) 824 0 26 (7.8) 5(1.5) 0
FRAR R

TIELT ) NI AT 34103 4(12) 0 41(123) 7@ 0

= T —EHm

B S ER AR 35(106)  24(73) 0 57(17.1)  25(153) 0

7%, AT B G 2 5 LRI E N BRI OISR HE R 2 7R3 3, ABIGFHREIC BV T
AAIXIL MU A Y b~ T & OREBRNEE TE eV HEMEMZER 15 6] 4.5%) . K
5% 16 451 (4.8%) . HEED 2 B (0.6%) . WLEZRIL 16 (0.3%) . HRARGE
JRTFE 34 61 (10.3%) . AURBRBFSRE TLHEIE 21 1) (6.4%) | FIFEFERER:E 6 B (1.8%) |
TEARHERE 5 61 (1.5%) . 1 BRI 161 (0.3%) . FFEERERE T « AR - B LMEAR
a8 Bl (145%) | FhEE (MEMERE) 261 (0.6%) | 7% - BHOTEE 2

(0.6%) . Lz 1B (0.3%) | St/ MEasAE 1 #i (0.3%) . infusion reaction 11
Bl (3.3%) . FEELFHPERBE | B (03%) . EEOREREE 1] (03%) | bk

12

H(FT 2 NUIEBETEEET) 14 (0.3%) | %161 (0.3%) | SR 761 (2.1%)
WRBD O, Elo, BEIEMBEIE, BB R OFRFRETRD bR h- T,

@ BRI AHEER (AEGEAN B, 2024 425 H 10 HF —¥ 1 v b4 7)

A EFLIIARFIGHHE 387/401 B (96.5%) K Ot HEAE 379/398 Bl (95.2%) (278 &
iz, BB L ORPREENRTE TE RWAEFES FEIERM) 1%, ThEih 224/401 4
(55.9%) J Ut 180/398 il (45.2%) (Zid b, D 5 HIATH] (Grades) (X, %€
AU 6/401 B (1.5%) KX 0/398 Bl Toh oz, WTNnORECRIEN 5%LL EDRIEM

HETFERDEBY Tholz,
#£3 WTULOBTREBARN S%U EOBHER (REMMITHEHEE) (AEGEAN 3RE)
B RIRIH | FEARRE Bl¥ (%)
(McdDRA/J ver 26.1) A OF A #E401 $) St HEEE(398 15])
% Grade  Grade 34 Grade 5 4% Grade  Grade 3/4  Grade 5

ERIEH 224 (559) 59(14.7) 6 (1.5) 180 (45.2) 47 (11.8) 0
MR LY 3 FRkEE

i 265 307 0 25(63)  2(0.5) 0
P i

FR BB AE I TE 45 (11.2) 0 0 6 (1.5) 0 0
R K U R

SRR 20 (5.0) 0 0 12 3.0) 0 0
Bk E

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

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

{EAL 112.7) 0 0 20 (5.0) 0 0
B LUV T AR

5 37(9.2) 2(0.5) 0 21(5.3) 1(0.3) 0

5 FESE 29(7.2) 0 0 6 (1.5) 0 0
—fi% -« EHEEES L ORGSO ORE

S 20 (5.0) 0 0 265 2005 0
VR e

FI=UTI)RFUAT 2GS 2(05) 0 1568  1(03) 0

=7 —PHIN

20245 H10 BT =0 v b4~

Teds. UL NICBEES 2 SR ERRBBURM O LGSR Z /7, RAIDFREECEB Y
T, FVEMERRE (Rl 2 &) 26 #1 (6.5%) . K2 2 1 (0.5%) ., B
(FVEEB RS 26 (0.5%) ., JFHEREREE - IFZR - S MR 47 B (11.7%) . HUR
JEHEBEAR TAE 45 (il (11.2%) . FRIREEAE FCHERE 17 $] (4.2%)  BIBSHERERH 2 5] (0.5%)
NEERBEREREE 2 4] (0.5%) . 1 BUBER 1 1 (0.2%) . Ofiligs 1 6 (0.2%) . ERE T HE
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JHE 1B (0.2%) . fige 161 (0.2%), MhfRbEs (F7 2 - NU—IERIFEZET) 4 4]
(1.0%) . infusion reaction 4 {7 (1.0%) . HLED KR 11 (0.2%) . FEgk 2 5 (0.5%)
BRSO Eio, BEO TR, K - BEOTHEIRE, FEPELFRERBE, WY

ZofL, NS, St G E K OIRSEERBHERR D D ie o Tz,

[Fik - A

AN OFHEF M BRERATET NV E =Y 2 2 L— 3 UIZ Xk Y | PACIFIC AR D
BEEMIZAA 10 mgkg 2 QQW XIT 1500 mg & Q4W THE L7z & & D if i P
Mataniz, £, AROBRE -SRI ET LV EWZY I 2 b—v a2 kb
PACIFIC 3 0 BEHEMIZAA 10 mgkg 2 Q2W Xid 1500 mg % Q4W TG L7i- & &
? 08 BRFF STz, ZOREE, AHF 1500mg QAW # 5HFOD Crinss 15, AH 10 mg/kg
QoW 5 HFD Cuuinss & LEIL ri&m%%% EFRSAZb DD, 10 mgkg QW $ 5. &
1500 mg Q4W 2 5. &£ DT, TR AR ITRD S v e PRIEN, £, K
#1500 mg Q4W FE5-HFOD Coass (3, ANHK 10 mg/kg QQW HEHHED Crnaxss & LEHR L TR
ZaR T L PR E7e b DD, PACIFIC ERIZ I TAA 10 mg/kg QQW 5 L 7R
PR LM & ORICHITE R BIEITER D DN o 7o 2 & R OE A NI it 2R
IZARHE 1500 mg QAW 45 L7 BEOMRT e & 2242k & ORI A 22 BRI IR0 e
ST Z Emnh NI B IZ BV T HAA 1500 mg Q4W HE 51344 10 mg/ke
QW 5 L AtRICEARTREL B2 bz,

£ 3 PACIFIC RBROBZEHEFH BN TFHSNIEFH D PK /3T A—F

A% - AE BEH AUCss (ng-day/mL) Crnas.ss (11g/mL) Chinss (j1g/mL)
10 mg/kg QW 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)

PRE (90% PRI . AUCs : EFRIEICIS T 2 B 5:1% 28 H D ik o — B T EFE, Coninss -
TEHRARIBIZ IS 5 R M P | Conaxss 1 EHARIBIZIS T 2 e Mg PEEE (R HE T HE )
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4. REBIZDOWT

IS Y A 7 FHEH (RMP) (255D & | ARH O[3 5 22 A VERUE B~ O 1 77 fisii]
B DRI TH o T, RAIOE G 72 BRE Z2Wr - B L, REIOEGIC L0 HE
TREIWE 2 8 U 72 BRICKIIS 35 2 L B2 720 LLF OO ~@ D3~ T & il 7= 37l
BB CHET 5 & Th %,

@ Mgkl T

O-1 Fo (1) ~ 65) OWFhnicEY T ok chd = L&,

(1) JEAEIHREARET 503 ARG L RBESs (RRE IR 0% A 2 SGE L AT
e, Hhlkns A RS RGE LR, M A SR 22 &)

(2) FrEREREIRT

(3) HEIMEMTENRET BN ABTREBERRE (ARSI ERRL, S AR
W ke. A ATl R &)

4) IRIEFPREE R E L, SIS L BB 1, SIS L Pk it 2
STAN BRI L EPELIOR 3 ORiFR FEUEI AR D i 24T > TV 2 Jiti ik

(5)  PUEMERELS AT & BN Ok EHEAR D Jm tH 21T - T D fitiak

©-2 i DAL ORI 1 2 2 o 08 A SRR 1 B SRR F S BURE O S SIS 43 7o Jn
ik & REBRAFF OB (TROWTINTEEY T L) 2, MR OARNET 5
BROBES &L LTRE STV D 2 &,

ES

o [ERESRFFEUSE 2 AEOYIMIHEZE T LI2RIC 5 ELL LD B AR DRERIHME %
ToTWAZ k., 9b, 2EM L, BAERWYEL L LERITE2ONHE %2
ToTWBHZ L,

o [ERRFFEUGE 2 EOPMIIHE A& T L% 4 FLL LORRIRREBE R L TWD
Z L. OB 3ELLEE, N O A YR E & TSR O RRIHE 217 -
TWhHZE,

@ BN OBEREDLEREROKSIZ SN T

EHAL R BT 2 SRR AL S, BRI O OB D T - &
LSRG RO R P ORISR 259 2 R e, ARG Lieha oms
W, HERHELPIATON SRR THD T L,

15




@ FIEM~DRIGIZHONT
@-1 Hs Az B3 5 e

PAELPERR . ORI SS 2 & Te) SO EERRBIERMATE L7oBRC, 24 WERIZE
RO R, 5%k P sk (2 35 L 8B L 72 BITERNIC S U CABEE B O CT
LORIEH OEAN LR RA OFE FA3 Y H IS B iy, BB ATRB 72 (Al 233 -
TWBZ &,

@-2 EWNEHHEIC L 2 ERGINC BT 5 B

IR ARSIRICHE D 2 BEPTRY 20 il e OV R 2 A9 2 IR E S RIEM =2 U > 7
ZEDEIROA Y ) —= 0 V2TV EIRIE L H#E A TE 2 F — LR R 35
fii STV I L, 2l BRI OWT, RABRE LZOFHRICHaRMmS AT
5Tk,

@-3 RIVEH OBErxEZ B LT

BRI (MREEM R (Bt se 2 Gde) | FFRSREREE - FJ8 - BE(LMERRRR 25,
PR (FURIREERERE S . BB REAERE T . T RAbEAERET) | BIEE (MRS %
%) | infusion reaction, KHFHZ « EIED NI, | BURERRIG . A% - BREUTHRMRAE ., OAh2%,
FIERPILIAE, BhSE, Stk MO RE, WHZE, TP RS, ik (X7
Ve N U—SEERE A B ) | ALSFRRIED IR O REEME A TP ERIBAE . TEILE AL, B,
TRIEEREE, M J%E) 1ok LT, YMakhlins S bR R B o0 BP9 Mk % A9 % =Rl & 3
L EHEROZBXGCBE L TRER OS2 Z T b FICHH L), HD
VB R ALE AT & D IRFI M EE S TN D 2 &,
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5. BebxtgpliaoiE
[G2EIC B3 2 F01H]
O TrOBEITEL T DMEATIECB O TERAR S OF MR RS TIN5,
o AERA E T LR RE S BIRE ORISR BET R0 B hie o 72 b)
BRREEZR R AT O FE /NG (Stage L) (Zxtd D AEREFRIEMTILD &
FITB T D AA O HMEE S
o ABESRERE O 2\ EGFR AR T ARV O ALK @A B s T OUIFR A RE
TRUEAT - RO BE T D, ARELL hL AV AT RO
Fl % G et OFUEIEIEEA L OO S
o UIBRATBEZR I/ NS (Stage T, 1A XUXIIB [N2]) (7272 L. EGFR #&is
TR UL ALK RGBT CTH D 2 & B3R STV 5 BE 1EBR<)
WS, K E ASIE & S TALERRIE & O EIC K DRI RS,
S OARH P 512 & DAl IE
PR SNIALTRRIA T O L850, 6 13, BRARRARL [A2hM] @REIBRIE 55 IR RS
(AEGEAN #RBR) | OFER*S BIR,
<R >
. HNKRT T F U RO Y 2 x% L
. VRTTFUROT hv g E U IRIRE
. HNKRT T F RO by B e R
<R R >
¢ VRV IFFURUSRALRE RS RYTA
. HNKRT T F U RONRA X PR UL

@ TR T 2 BHE T AR OE 5 R OHEH GBI OV T, AFIOHZER
MESZ SN TR, AHOBLERG LR 50,
o BERAZE T ARIA AL BRI IE O WBIRIE O 72\ W BIER AR 72 R AT AT O
Fr/I N i B D AR D -
o AERA G TR BRI O % ISR BT 233850 &I BIERT g
72 R EEAT O JE NIRRT 14 2 ARl O e b
o OTHAOFIEN TR S TR O HUBIERESEA & Off i 5

@ AANTEBIEFRFE MRS (PACIFIC 3ER) ([T T, 2FENTF T wREHCX
LU CEEFMEE & S4L72 PFS RO OS OERIESRIES LT WD, 72721, R
W72 FRATRE R ClEd 5 H OO PD-L1 FRBLHEIC L0 AEMER R D Z LRI S
LRERPIGOENTND Z LM (PTHBHR) | GIRAREZARATHELT O I/ Ml i 12
B D AR LSRR % ORERRIIEIC BV CARA 2 # 59 2 8 A (i3, PD-
L1 BBIRLHGEE L7z BT, &G EOHW 2925 2 LR E LV, PD-L1 JEBLR
B 1%RMTH S = BRI NT-BEHICBOTE, AHIOE 50 LEM A I
RE [ Tos P NP
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728, PD-L1 BB REHRT 572D DAFN OB W ELIT~ 2 ¥ OptiView PD-
L1(SP263) T B3, LA T DIk %2 2% (2, PD-L1 IHC 22C3 pharmDx [ 4 =] X
I3 PD-L1THC 28-8 pharmDx % =] (ZJ ¥ PD-L1 JEBEETER L, AHFI OB uf
BEBRTH L L TE S,

SRS

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

¢ Ming Sound Tsao et al. : ] Thorac Oncol 2018; 13: 1302-11
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[ZZ &R BT 5 HH]
O FRICEETHBEIZOVTIARADOEERER L ShTnD Z b, 5217
iz &,
o FRAIOEGIR LIBUE OBEAERED & 5 B

@ YGIBRAAEZR R ATHEL T OO FE NMBRLITE 12 35 1T D ARTE AL IR 15 1 D MERFRR IS
BNT, PN T 2 BE T 2ARF OB GC DTk, ARFI D4k ST
SNTELT, RAOEERSGLE 520,

o HUAREEA SRR LV Grade 2 UL EORVEMEIGE B (i R % &
T2) OFBHGED BT BE
*  WHO Performance Status 2-4 " B3

@ VIR REEAELT « HROIENIIRFE BT, FRllCi% 4 % IMF x4 DA%
DEHAZHON TR ARAN DL RERTENL S TE ST AA O G55 & 72 B,
e WHO Performance Status 2-4 "=V o 4

@ FEHNEE 1T AT - RERAIIIRIEIC IV T, NGRS T 2 BFICx T 5
AEIOBHIZONTIL, RAOLBENFHL SN TE LT, AAlORGRL 26
20N,

e WHO Performance Status 2-4 "V o 4

® ERATOFNZFBUNT FRUSHEY T 2 BEIT OV T, AHOREITHELE S
B ADTRFGEPURL 23 2 EIZBR Y | BRI AKZEN T 2 L2 BETE D,
o MIEMEMRER (MO R &2 51e) O 2 EE UIE OBTRO b 5 BE
([ BT 2 EHEH] OIS L WEEICRS)

o o A A TR R A 7R O D R T QMM 98 5 D il SAEPEAA LA 7
b2 ((ZeMiciT 23] Oy LangEicits)

o HESUEREBOAMUIEEN R L IXFRIEO B 2 5uE RO BETERED
b 5B

PV WHO @ Performance Status (PS)

Grade

0 ot {2 <EBTX 2. SREKOMFEMN 20T L3 AL R U E RN T2 2.

1 PIFREYIZI L DIEBRIR S 2 23, AXITAIAETC, BIFECAEIITH 2 LA TE 5, SUREL M hIZS
L— R0 LU MR EB T OEELEEND.

2 HATAMREC, BHAOHOEDY O = L FATHRA, (EEETERY, AP0 S0%U Rk~ RATil 25,

3 RONEZEROEDOEDY O L LnTERV, B 50%AEEy R Tl 23,

4 Eor<BFR. BROFDEDY DI LT Eo/-< TEARV, ELITy RMKT T3,
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6. REHLUTHETREFR

(O]

)

®

IR SCES IO 2, REAROE EE DRI 5 BRHE (DL D & AR A o0 M K OV IE G

RO DI LB A B L b EAT 22 L,

TRIRBEAIZ SN B | B T E OFRICAHIER Qe & @il U, R &5

TbET 5L,

BIBR A RE 72 SR FTHEA T O I/ NIRRT (2 35 W B ARIB AU IR SRR 1 e D HERFIE 1

(BT, PD-L1 FEIR Gl U7z B TARM OB G A T2 2 ENZEL

V3, PD-L1 BRI FER T & 22V SEITIE, AR D o4 4 i Ol L 7=

bekETLZ L,

FEREWERO~R YAy MZHONT

o WTEMRER BUBIIRE 2 8 T) M bbild 2 EMd 50T, MIWHER
(BE0FL, MEOREREE, Wik, 5EAE) O OREE X st o £, Bl
AT 2 b, Fio, MENIG U THE CT, g~ — 0 —%0MREx%E
it 5z L,

¢ infusionreaction 23&% H oD Z L3 d V) | 2 [l H LLKE DO AAIFE 5-HFIZ § infusion
reaction 3% H0ILD 2 EMNBDH DT, ARAIB G I EEIBE OWREL 55
(2245 Z &, infusionreaction 2358 AL EIEHE U LB AT O & & b
2, SERARIE S 5 F TREOREE +0I2MEET 5 2 &,

o HUIRBREEARERT S, B BERERE E R OVF REERERE N H 5 b d Z L RH DD
T AKI B G- B AR S O G- W vh 13 BRI N S Wb e R AT (TSH., 2R T3,
Wl T4, ACTH, i VT —VEOHIE) 1TV, BEOREE +o0 (8l
B4z b, Fio, LEILS U THEGRESOERLSBET 5L,

o ARROEGITEY  WEORERISITERET 5 LB X HN D2 e EBRIEIE
N LD ZEND D, BEEETFITITV RFEARD LA, @&
EDOSIERIGIS L DEWER OZBABE L, @R ln2Wiair > 2 L, Wk
DHRIERIENZ K D BWER D DI D5E IR, AR OG- ORKE, ik 3E]
B ARLE A ORGSR EETH b,

o BGH TR RO O HGE LT ORIWERARET 2 2 L0830 5720,

AR OEHAE T %I HEWER OFBUA/3THER S 5,

¢ AST (GOT). ALT (GPT). y-GTP, B ULt V5D LF 2 IFHnerE . I
P, WALPEIE R3S bbb 2 &R 5O T, AFIE 5B kb & O 510/
HIXEIRIC IR RER A 21T, BEOREBE oy icBlgET s L,

o RMEREMER R, RERIREREDEEENH HbD Z LMD DT, AR
P 5 BRAART B O IR T E IR B RE R ATV B OREE R 11T
BT H L,

o LEERIEN S Sbiv, FHREIES N TV R—V RACELZERHAHEDOT, N

20

,Nmr%rﬁﬁ%sﬁ%&%%@aﬁﬁshﬂﬁ+$mm4mmwo_@@w

FINEEON TG EITIE, A VA Y VA ST 20 @B 2T D 2k,
AAIOFGRRBRIZ BT, PACIFIC 3R TIEEG-BRLE D 12 7 AT 8 #4El,
POSEIDON i8R CII# 5:-BAsA O 12 L 6 M, £ O%i 8 #f3Z. AEGEAN
R CIIT AT BRI E T B, Thts 5 MR, 48 W £ I 12 MEIc Azt D
FHEi %172 TV Z &£ 2B BT, RS HRIEEBIRIC @R THROMEREAT
5 &, ek, UIBRARREZR RPFTHEST O I/ KR L H5 1) D HUARI bR M i
HOMERHEIEIC T 2 ARFN OB G-WIRIE 12 4 B £ ¢, FE/HaftE 230 D ki -
AR 0 2 A OB G-I AT RTHIBIAR & LT 4 [l C, firth mliheis &
LCREIETETSHZ L,
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BEERHET A 54
Farr =T GREFEEZ)
~ 7INiE e i ~

SM2HE8H (Ff184 8 HKET)
A EE

=R/

Lol

L ABIORE, EREF

. ERPR AR

. HiERZ oW T

BB LD BEE
CBEICEB L CEE TR EHIE

A B W N =
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P4
Ps
P10
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1. (XC®IiT

IR DG - LERNE DT D 7 D12 1%, WA SCEE T IE S = 1E 22 F 235K
HD. I, IEOR AR OMELSIC X0 | FURERN 2 & OFH 22 B e
FERGBAGRINDH T, 2D OERZ BICHE 2 B IS5 = L 23RO
T & 7o TR Y RFMBEEE & SO IS #2016 (L 28 46 A 2 H BEGIRE)
IZBWTE, EHHEIRGEOMHORERMHEZ XS Z & & X TnAS,

FORIEHSFERGL, REEHROR 2T 2 7 7 A VRBEFOERS & A 50
Wi Z LR D, 2070 FMER ORI T 2B+ 0BT 5 £ TOR,
WK ESS OB E WL 215 2 LA EN D BE IS LTHEAT S & & b, mlfE
FADRFER LB AR % & D 2 & DSATRE R — E DB 2 il 7o 4 R < A
THZLENEETHD,

L7miio T, RAA K74 0 Tlk, BARBRS 2 E TILH Q0 D RS -
BHFR RIS & | BUT O PR3 00 Sl 72 6 & HEE 3 D8R O B e gl B 2
T RO B A R T,

RIS, RIA KT A i, MATEOE NESE N ERAE RO HE . AR EEEA AR
BEIRBE P . WAL EE N A ARBIRARE S | FREIRERITEENE N A A 2 R Ot
AN A AR SR PR O O &R LT,

MG LERDERN T a2~ T (S TR )

RELRDPRETAR « BERRL/ N ftiE
SRR/ KRS (2 35 F 2 ARTAI L 32 BRI 1504 O MERIR IR

MEERDAERORE « GHEEED NI
F 4 R PUEPES A N O RS R & DOBERICION T, WlH, BRA
T an =T GEfE T L) & LT, 115 1500mg % 3 i
MR 4 18], 60 RILL LAY CRIERET 2, D%, T2l
ST GEIRFHfZ) & LT, 18 1500 mg % 4 JE IR T 60
SRLL 2T CRIRHES 5, 272 L, RE30 kg LFOHBAD 1
[l #% 5B 20 mg/kg ((RH) &%,
(RIS N L 5 ) 2 BRI b A R MR 1t O ERRRR 1)
W ANIET 2~ 7 GBS F#H ) & LT 1] 1500 mg
% 4 JEHEIRE T 60 4y BILL L2 CHRIEET 2, # G 24 »
AlECTET S, 72720, KE 30 kg LTFOEHEO 1 [H 55l
20 mg/kg (KHE) &F 2,

B R ¥ E T AT RBEASH

(%)

VAT T F ORI, HIEL O R

SHRE T Rh AL ¢ /N e

FEROAR : 27T F 2 L LT 70~90 mg/m? (KRmRE) Z 1 0 1 FEG L, L72<
b 3EMAIET D, ZThE 17— E L, EHEERYIRT,

NIRRT T F o OPHE TG, LR O &

SRS /N

JHER O G - @, RAICIEA VR T TF L LT, 1A 1 [ 300~400 mg/m? (A3
) AL L, AR L 4EBIRET S, thax 17— L, BE5%
MR, R, BRGmIEL R, SR JERIC KV EEEET S,

= MRV FOMBEXIIZE, HIEKOHE

ZHRESUT SR « Bifi/ N

JIEROHE - = MRS RE LT, | HE60~100 mg/m? (RKHIRE) % 5 H &R
FEL, SEMKRETL, Zhz 17— b L, BE5280ET,
pde, BebEITEE, JERIC X0 E R S,

FRARSRER (CF5 1T 2 4 3- A O Mk » A 13, BRIREGRE) O P5S~) St




2. AR, ERET

T a7 GBS HEZ) (LLF [AR#AID) 1. & b programmed cell death ligand
1 (PD-LD) (Zxt9 25w/ v U v Glk (IgGlk) #7277 A0k MNlE ) 7 m—F v
PR TH 5.

CD274 (PD-L1) 1. ERPNIZEBW THUEE ARSI EBIL T 0 | Sk LzY
UoSER (T MR, BAAR KL O F 2 Z0% 7 —T M) SHCRH 5 CD279 (PD-1) K&
UV CD80 (B7-1) &iffie L, S E &2 AUl 32 & % 2 54T % (Annu Rev Immunol
2008; 26: 677-704, Blood 2010; 116: 1291-8), %7z, PD-L1 %, fli x DIELHIDIC & 5
LTW5Z & (NatMed2002; 8: 793-800, JImmunol 2003; 170: 1257-66) 73#i5 & Tl
Y. PD-L1 & PD-1 &40 L7=f8BIE, WEEHANAG ASHUSRS A 72 T AR A & O Brish: 2 [[)
BT DHEFDO—oL LTEX LTS,

AFN%, PD-L1 OMBESFIRICHES L, PD-L1 & PD-1 OfEAZIMET 5 2 L%ic X
0 BAPURERREY 72 T Moo AN (5 F0E M 2 B8R U IS o B A2 ikl 32 L 52 5
nTnsd,

ARANOAE B 55 B DSl RURIZ K D BIWENS A B 5 bdr, T UIFETIC
EL RN DD AROLE TR OB E&ICE, BEOBEE5ITATO, SRR
O HIVTEHAITIE, JEBL L I2 S RIIE U7 SR 7o Jnsi & RS A ROl & i LTl
BN BERIRS T 24TV W D RPERIG T X DEWEH S gL 2 BT, BB R E v
E A OB GFE WL AUEZ1T ) MR D D,

3. BREREE

T TR TR/ I e A S ONR R R I e e | 35 U 2 MRIB IV L 2 ORI 1 O FE R EE 0

TRARIRHZ FTAN 24T - 7= E /e BiARBR O it &2 7 37,
[fr2h]
O EEIEFRZFIERE (CASPIAN #l#)

ALAEREIR O 7 O FEFL NI i 8 (WHO/ECOG Performance Status 0 313 1)

537 il (RFI & BERPUBIEELR (DR T T F o I AT FF ) += bRV R)

[RANGFAITE 268 141, FIERPUENMIEEH] (WARTFF I AT T7F ) +=
AR R R HEEES269 111) (H AN 34 5 A ORI #E 18 61, STHERE 16 #111) % &ie)
RIS, AR BERENEES (WAVRTT7F o I AT TF ) ROT RR
¥ REOHES LB G O f R OV 2 Gt L7z,

HIRIENT OFE R, FEFMEE TH 5 08 (HPofill [95% 54X M) (336 A~
VR k. AAIOEREET 13.0 [11.5~14.8] A7, XHEEET 103 [93~11.2] ZHTH
Y ARAIDE BRSO R e LSRRI BARIER &2k LT (AT — RIE [95%(5HE
X4 : 0.73 [0.591~0.909], p=0.0047 [J&5!| log-rank I#7E. A EAHE (Hifll) 0.0178].
201943 A 1l AT =41y A7),

*1 : {AKH 30 kg #7>>DAmerican Joint Committee on Cancer (55 7 ki) O IVHI L@ LFEEHIZ 172 5 185
D& B 5 #5 U < IIMEE AT ES R & WO 2 LT X0 TR TR 2 BRI AR R T — R
FFNIZIE D & 5720 T3~4 DREBHEAAN LIV,

*2 1 A 1,500 mg ROH AR T T F 2 (AUCS~6) XTT AT FF 2 (75~80mg/m?) DL
A7 AO1 BEIC, 852 AT R (80~100 mgm?) Z&HA 74D 1, 2, 3 HEIZ3E
FHIRRE Tk 4 Y1 7 V& g, ARA) 1,500 mg % 4 BRI <R G- Lz,

*3: HARTTF 2 (AUC 5~6) I AT TF 2 (75~80 mg/m?) OWFhpksdH4A /L0 1|

oy S5 FARY R (80~100 mg/m?) &/ A 70 1, 20 3 BRI 3EMMETRA 6 Y
A N b LT,

. OFFRE (A)E3%S
b P — KRB 130115~
&9 / FEBEE 03] B3~

LT = FIE [FESCH 0,73 e —0.50|

3 L ] L] 2 E

o ikl
ABIGHAEE 2 e 24 17 ] 5 ]
wiay o 2 % 151 i ’ v

1 HREMENTE O OS @ Kaplan-Meier Hif (CASPIAN 7tR)

5




@ ERIEFEFB RS (ADRIATIC #5h)

AR VA [ B (b 2 S e i 1227 12 R R AT A3 3R 00 B v 7 W R B/ I e i+
(WHO/ECOG Performance Status 0 X% 1) 530 {5l (AAIRE 264 1, 7 F & R 266 Bi)
(HAN 50 45 [AFIBE 19 B, 7T 2REE3L 6] 28T xRS, (LB HRE

#TH#% 42 AUNIEARRIIEL T 78R &85 Lo GG ORI R OZ xRt Lz,
A - B, AF 1,500 mg 37T R 4 BEERE THIRNEST5 2 & & &h,
PRHBMEAT A L <3 G B304 § 5 HCUTR R 24 AR (26 YA 7 L)
MR o 2 & & EnTe,

FPRAIRAT OFES, EEFNTEH O > TH 5 B TS P RFENE I X 5 Mg
AR (LA, [PFS)) (308 A R k) OfERIZHONWT, RABELT 7 £ REEC
s UREHAMICA B AR IER 2R L7z (N — R [95%(5 18 X ] 2 0.76 [0.606~0.950]
p=0.01608 [J&@H| log-rank R7E, AN (#ifll) 0.02805], 202441 A 15 AF—4 7%
v A7), PFS OHIE [95%(SHXH] 14, AHIBET 16.6 [10.2~282] WH, 77
CAREETO.2 [74~129] WHTH-oTZ,

Fiz, b ) - OOEFHEEA TH H AN (BT, [0S)) (261 f:oA <> |)
{ZDWT AAIREL T 7 AR LR ARIC A BARER 2% Lz (O — REE[95%
[EHAXH]:0.73[0.569~0.928] , p=0.01042 [J& 31| log-rank 127 , 47 & AT (Hifil) 0.01679]) |
202441 A 1S AF—4 7w FA7), OS Ol [95%(FHEXIE] 1%, AHIRET 55.9

[373~NE?] B H, 77 2ARBET33.4 [255~399] WA TH-T=,

*1 ; {KH 30kg ##7>> American Joint Committee on Cancer (AJCC) / (UICC) (%5 8 i) (2353 < BEA#s
W ~MoRE (1 T L YOSEFEZMCURTEREE) A2 ANORTz, (LREEE
LT, HARIEMIEESR (VA7 FFLRIEIARTTFL) Ex bRy FEofififEss 49
AV NARY IR UL LTz, BRE L LT, 6 MM TRt 60~66 Gy #5925 | B | [AIDi#
HAYFIRM UL 3 B TSR 45 Gy 212555 1 B 2 EO NSRS EIRH B0 P10 A 8IR
Ui, PBiH SR TR AR 5 BT ORI CIE M T & S, ALEHOR AR R D 2R L
(S (LR OGSO MIEHE 5T 1~42 HUUNICSE T35 2 & & L,

2 : HEETE

Freem Ma - - - "

K2 SREYTH O PFS @ Kaplan-Meier Hifi (ADRIATIC #5%)

dd

k]

IR T TR,

] 1 19 I %* @ @ = ]
sk MM L
xwm o * = s m at w 0 u "
SHerE 2w wr e i i i 0 : n 5

13 PREEYE O OS @ Kaplan-Meier #hift (ADRIATIC #5%)




[ZeapE]
O EBEIEFS AR (CASPIAN #57)

B ERGIIARFI DR 260/265 61 (98.1%) K UVt HRHE 258/266 1] (97.0%) (2388 &
iz, RAIGEHHEIZ IV T, AA L DRRERDGE CE WA ERSL (@IEH) 1%
156/265 {51 (58.9%) 238 BHiv, D H HIELH] (Grade5) 1%, 1/265 #1 (0.4%) TH
STz, AAIGFHBECREERN 5% EORIERIZ FTEDO LB THoTz,

£ 1 FHIGHARCRERN 5% LOBIEA (REMITHEME) (CASPIAN RED

. B Bk (%)
AR | A AR Q65 B
(MedDRA/ ver. 21.1)
4 Grade Grade 3-4 Grade 5

ZEI1EM 156 (58.9) 40 (15.1) 1(0.4)
HiREs LV v SRlEE

i 21(7.9) 2(0.8) 0

A P ER IR 21(7.9) 9 (3.4) 0
WU

FLR B AE TCEE 21(7.9) 0 0

FLR IR RS T AE 23 (8.7) 0 0
AR L O EE

TR IR 21(7.9) 0 0
BHHEE

T 14(53) 2(0.8) 0

i 32 (12.1) 0 0
—fi - BHREEL LU S OIRE

$EIIE 20 (7.5) 1(0.4) 0

TS 16 (6.0) 0 0

7ok PAFIC B S8 & 5 oI E I BRI O SEEHRE B 2 - 3, AAIBFHER ISV T
VR MERE AR 7 B (2.6%) . K2 1 5 (0.4%) . EFEOO FH#i2 5] (0.8%) . JFH&HER:
F 1401 (53%) . HURIEEREIR TIE 23 61 (8.7%) . HURBREERETUHENE 25 B (9.4%) |
R RERERT T 2 1 (0.8%) . 1 BUBESRIP 2 B (0.8%) . infusion reaction 3 i (1.1%) .
FEBMELT R ERIRE 2 7] (0.8%) MR BV, Tz, BhEE (BB RS | k-
RESCR RV, (DR, AR E, T IR(RbERERTE . BEIEJS. ol d MR AE
B O RAFERBHARR®D B o T,

@ [EERILE AR (ADRIATIC #R05R)

HEFGIIARAIED 247/262 B (94.3%) KT 7B REED 234/265 ] (88.3%) (78
B HNTz, ARV T, KAl L ORRBGEAEE TERWAERS @IER X
176/262 Bil (67.2%) 1ZFB¥ HAL, T DD HIELH (Grade5) 1, 2/262 i (0.8%) Th
ST, AFIFECHRBEN 5% EORIERII TR LB ThoTo,

8

#2 AR CREEN S%ULOBER (KEMMITHRER) (ADRIATIC BB

e s - Bk (%)
AR | R A (62 B
(MedDRA/J ver. 26.1)
4 Grade Grade 3-4 Grade 5

ERIEA 176 (67.2) 23 (8.8) 2(0.8)
NI

LR B e TR 23 (8.8) 0 0

FOR IR AR Tl 39 (14.9) 0 0
Rt L O ERESE

exiei i 22 (8.4) 0 0
PRI RR, MaERis K OMithR b

il g 24 (9.2) 3(L1) 1(0.4)
s

T 13 (5.0) 2(0.8) 0
BiE ¥ X O TRk S

O FEIE 25 (9.5) 0 0

395 21 (8.0) 1(0.4) 0
—jik - EHFEER LORG M OREE

S 13 (5.0) 0 0

W& J5 21 (8.0) 0 0
Pl PR A AT

TIELT I RT AT = T—E W 13 (5.0) 1(0.4) 0
n

¥, UNICBIE S % % & DRI R BRI OERHE R 27T, RAREZ ISV T [
EPERE R Gl milggs 2 & Te) 45 61 (17.2%), FEO TH 2 61 (0.8%) . NFHERER:
g - BELPERRE 2 25 1] (9.5%) . HUIRIRBEREIRTAE 39 41 (14.9%) . HURIERE
TUHESE 25 Bl (9.5%) . FIISHERERETE 3 6 (1.1%) . FEMAHERERE 2 1 (0.8%). 1 HAUfH
PRI LG (0.4%) . DFEZE 1] (0.4%) . Mhge LB (0.4%) . Phdhasds (70 - Nb—
SEMEREZ G Ee) 361 (1.1%) . infusion reaction 2 51 (0.8%). WA 161 (0.4%) 255880 5
Nz Fio, RIBZR. BEE (WEERRE) . T2 - BHROTRE, FEM I E, &
FED R fEIEE | SEEELF P ERBUE . WA AL, SRS, Sl PR MR RE K OR
FERIB IR Bl o T,




4. WERBIZOWT

[EIEA Y 2 7 EBFW (RMP) (ZHED & | A 00 2 35 22 A VEREARIE R~ 1 7 (i )
N Dk T - T, RAOEG MY e BE A DM - F5E L, RAIOEESIZ L0 HEE
PREIE 2 JE B L7 BRIC RIS T 5 2 & 3B 727200 DL F OO ~@ DT &4l 7= i
RICBWCTHEHT & THD

@ HMERIT2ONT

@-1 FiLd (1) ~ (5) DWFhnITEY T Ik Thd = &,

(1) JRAEFZBRESEET D03 Ve B RBE S FRIEF RS A ROEEE LR
[, HOJEeAS A RS HRISLHE L AT . HIEEAS ARSI 72 &)

(2) FrERERERIRE

(3) HBEIFRAMTEDRTE T 203 AR FEEEFRT (23 ARSI ERb. 23 A RS
W /lE, A3 AR HE R &)

@) IRACFPERE A RS L, SRS L EREa ikt 1. SRS b il ikt 2
SUFASRBEIS L P IE2RORE 3 DJufR ST AR 2 Ji HH 24T > T S Jiak

(5)  DUARMEREI AT EUINGE O fiti sk FHE AR 2 Ju %2 1T - TV D ik

@-2 MmO IE B ORI E R BURR OO Seh i 1223 7 il & iR 2 FF o=l (FR O
W ILANTHEA T D ERN) 23, ML BB OARANCEE T 28R OIHEE & L THLE S 4L
TWbZ &,

#

o [ERlGAFESE 2 EOPMIHELE T LI 5 FELLLOA AR DRIRIHE %
fToTW5HZ w 95 2L, BAEMPREE F & LRSS ONHE %2
ToTWHZ &

o EAGRFIISR 2 FOPMIMEZE T Liz&IC 4 FLLEOBREBREZ AL T D
Zlo 9By ALK, WEON A SEYNRLZ & TR EIR O RRRIHE 217 -
TWsZ L,

@ BRADEXBFREHDEHIT VT

[ IS T A BRI 2 SR S S, BN D O RE D G - &
PSSR R OB I NERSE 5T B SRR, AEFEARAE LGA O®RE
R, HERFEONATON AR E > TNDH T L,

10

® BIER~DORIRIZONT
@-1 HERiRHIC S 5 B

RV PER R RS O BAEZRBIER R4 LB, 24 BERIRHARIO T, Yiklitisk
IR ISR T, I L2 EIER :wﬁ(ﬂm/?n BN CT F ORI OSRNI 2
SIMRAEDRERNY HIZE S, EDIZRR TR RN E - T D 2 L,

@2 ERUEEHFICL 3 HEFESMNCHET B

MABIIHEED D R 70 Mk B ORE A 3 2 R EHE NalEHE=2 Y v 7/
EEDEEIROA Y ) — =0 7 EITVEIRIE L G2 4 T DT — AEFRE 35
& TWA Z &, b, BiFHICOVWT, BARE L ZOFHEC HHICAmEnT
WhHZk,

@-3 BIER OB LRISICE LT

m_:\_mwm %mﬂﬁﬁﬁ% (et Mimilg e & &rte) m«%»w fE - AT - B PEARAE 2%
PO IR (FURIRERERG S . BITEPRAERRE . T iRbgREREE) | BIEE (MEMEB X
MWL,SEm_os_.mmn:o: KEGHR « EIEDOTHI, | BUREIRIF . mw» N_qm&m?_@gﬁr \_L,\..mwm
EERGIETE, SO, SoyE MR IR RE . MR, EEEE OB EREE . fhirEE (¥
Ve N U—EBEREAR G 1) | AL DR IR O S B4 T ERBUE «m:_u%vﬁ_\«r, f(/
REEERES, M%) 1TxF L C, Makiink SUTT B R o0 P 2 A 9 2 I i & 3o
L RHEHORBORHCBE L TREROSHEEZZ T o d&Mch 52 &) 1D
YR NE N TE BRHAE-STNEZ L,

11




5. BEXRLRDBE

[k B3 % 90E]

O TROBECHOTEAL HERPUEBIEEES DARTIF T AT TF
V) RO RS R LD ORI REN TV D,
o ALZEFRIEIEER O 2 RN i B

@ TROBEFICEOTAAOBEME GO RS TS,
o FIESRPURMEIEL A 2 & CARTAM L BUR R (R BT 23380 e
VSRR B S HaTRE [T ~ T (1 503 T 05413 = AR BIRRE 25 E) ]
ik U CTHERRIRIEN T % (B

® TFRICENT 2 BE T 2 AR OB G R OB GFHECOW TR, ARIOFIE

BRENLSNTE LT, ARDEEXIG LR B0,

o OTHRAOFEMEAR ST IRl O PUBIEIRE 51 & OfFH# 5

o HESRPUBMEIEE A & DRI LA RO A OIRHRIE O 22 BRIB YN
i KB 123 2 AR D e -

o HERPUBENEEA 2 & TR L R & R IEEIT 2580 BT
R Ry N R s S L2 e 2 A A o e -

o /INHIIE MR AR D ik iDL & LT AR DS

[Ze 4tk B3 2 ]

O FRUCHEYT 2B OWTIAKOREREER L SN TWD Z ehb, 5517
DRI &,
o RAIOBSI R LBBUEOBAEIED & 2 B

@ BRJRALINHBITHRE (2 43T 2 BRIA R L F O AR ORERPRIZIC B W T, FRLICH
W % BE ISR D AFN O GOV TIE, ARIOZEWNHILEh TR LT, K
RlOE G35 &2 B,

o MRIANULZHIHIRIEIC £V Grade 204 E O BVEPERIZR B (Bt & &
12) OFHHFRD LT BH

@ JRFERTOFHBIC RV T PRSI YT 2 BE IOV TR, AFOESIZHER S e n
B, ALDTRIERIL D72 WIGAITIR Y | EEICRRZMHET L2 L2 BETE S,
o [HVRPEAGGEE (RN 2 ETe) Db D BE ITE OBEERED & 5 EE
([ZEMIZBET 2 FIE] QIS L WEEICiR %)
o JoERmE AR AT TR 2SR BB B & OUREYLYENTiZ¢ 5 o il SN2 b

12

BHOLNLEE ([R5 FIH] DIZY L WGEIcm )

o [CSEREOAB UTEMEA A L < IXFRIED B S SuERBOBEERE O
DA

*  WHO Performance Status 3-4 " o

"D WHO @ Performance Status (PS)

Grade

0

For MR ERTE D, SURMOMB 2 VL5, Rl L [/ U R #AESHIRR <ATR D,

1

PRSI L OISR S0 2 0%, AT AR CL BESRECARIIT ) S L TE 5, BUREER AT hES
Lo PO LEUSHEREBCEBELEEND,

BATAMEC, BOHDOFEDY O LIS TARL N (FERIFTERV, HPO S0% EE~y ATl I3,

RONEENOFOEDLY O L LATERV. AFO S0%LL By FAE T Cill 27

ISR

ok BFAV, BAOHOEDY DO LiFE-7{ TEiW, RISy Rk T T 2y

13




6. REELTHET&HIE

O WA SCES N A, RAEIROEERE DR B BRSSO A o0 M K OV IE R
DT DI B WA o0 ICBfF L T DT 2 2 &

@ WHREBIRIZ N, BAE T OZRITAT IR OGPt 2 o L, [iEE 5
ThHohTHZ L,

@ EREHWERO~F YA MZONT

.

PV LR (ORI Z: 2 5 Te) 23 Db b Z & BH 50T, YIHMER
(R0, WENLREE, Bk, FEEVE) ORER B OWED X M o S, Bl
AT 2k, Fio, MBI UTHER CT, i~ — 7 —S0RELE
fid sz &,
infusion reaction 238 H o5 Z L3 0 | 2 [l B LA O ARFIF 5-R512 1 infusion
reaction 3% HHONDH I LB DD T, REREGHHITMEREIBE DREL 15
\ZBIZ29 5 Z &, infusion reaction A3iD SN E T R B EIT O L & b
2, AERAEIE T 5 £ THREOREL +/0 MG T 52 &,
FURBRBERERT & . BB BRAERE E R OV ARBRREREE N & H oD Z L BHDH D
T ARAIEE G- B AART B O 53R 12 E S92 PN 43 IS RERR A (TSH., ekt T3,
WEEE T4, ACTH, M2V — VEORIE) Z1TV . BEOREE 4508l
BYpZ b, Fe, MEECTHBRESOELBET L2 L.
AANOEEIZ L0 | WEOGERISIZER T 5 &5 2 HNDEEX e BOR g
B Hbd ZENDD, BEE+5I0070, BEPRRO bNGEITX, i
FED G PN K BREWEH 02 Bla BB L, WO ERNBE21T) Z L, WE
DYIPEPIEN K 5 BUERREEDN D HE101E, AR OG- ORIE, F11: LA
HRERIVE VRO S5 EETH L,
B8 7% Bl S AR L T LRERBRELT 2 Z L 8B 570,
ARNOP A& T BRI B EWER OFBBUZ I EET 5,
AST (GOT). ALT (GPT). y-GTP, B UL EVED LR A4S IFner. If
% LN R B B oD 2 & 03 5 DT, AFHIHE 5B bGET K O 5[
PLEMINZIFREERA 21T BEOREBE oI BlETo 2L,
PRAE BV 6. RERIREREDOEEEENH HbID Z LD DT, ARA
P 15 BRAGET B OV -3 AP R E I B RE R 21T ) RE ORI E 01
BEToz L,
| BUBE IR 23 0 D bodu, BERIRIES R T R—Y RICEHZ ERHHDT, 1
Y, FL, R OER ORI EO L HEET 52 &, 1 AER
DD HAITIE, A VR Y VEFIE B G D o 0B 21T 2 L,

@ CASPIAN RBRIZEB W I SRAEN S 12 BIE 6 W, ok 8 Mz,
ADRIATIC SRR IZ B\ TIEPE PR B 72 N 8 4, 96 HRE T 12 #4,

14

ZO%IT 24 WA IEDITMEZTT > T 2 L 2BBIL, AFE G-I ELN
IR CHROTERZAT D Z & 223, IIREVINMIRMEIZ 31T 2ARIGHILE:
B BIREL OMEFRIE L L TORMOBRGHIRIT 24 WA ETES DT L,

15




iR 4]

BEERHETA FT4
FaneT (BizFRE#Ex)
~ TR B ~

T4 12 A (4084 8 AKET)
B EhE

B

IZU iz

KHN ORISR, 1ERET
iFRIZDUVNT

BhExtg Ll e HBRE

BEIBEL TEETREHIER

RN

P2
P3
P4
P8
P10
P11




1. IXC®IC

EIM O - LEVEDOTEMODT-DITIE, W ST IES U il B A A3k
WHND, SHIT, IWFEORFPHEMOMESC LY | FURER G e & OB 78l E
FFEELNEKRINS P T, 2RO OERMNZEICYERBEICRMT 25 2 &R
LB DRRRE & 72 - T Y . BRIFIHEGEE & WEO AT # 2016 (TR 2846 A 2 H
BRI E) (ICBWThH, HHIERSEOMH O HEEZ S Z & L STy
%o
PR EHM A IR T, I EHCL 2T v 7 7 A VDR ORI & T 501
Wb bbb, Z0b, AMEROLRVECET 5 1E®S Ho%RT 2 FETo
., YHEKBOREEZML T2 2 EAMIRBINI BRI L TEMT L&D
12, BIMERSIEHL L2 BC B2t & & B 2 & AN alfiede — @ OB 2l 7= R
BICHENT L ENEETH D,

L7eBoT, BAA R4 Tl BRBBEL N ETIZHR LN TV LETFIRY:
Ay - BRSNS SED & | LU OIS 0O il 2o F A HEE 5 S BLEs b LB e T
ik, B2 HFROREFHETT,

B, RITA RT A E, MOTATBIE NI ISP AR SRR, AgettRIEAR
AREERIES o, — ML B AR NEHE S R O LR BRI 2 D
710 b LR L7z,

WAL BRHERL  Falr T R FHIRZ)

M ERBEUIHR  GIBRARRE /R HTAIAD I

G RDEROME @ F . AT 28 0= 7 (B iez) & LT, 11E 1500
mg % 4 AR T 60 4 MLL Lo TaiES 5. =720, (R
#H30kg UL FOLAED | W58 20 mg/kg ((RE) &35,

kR e EH T AT ERAKASH

(5%)

FLAY LT (GG THIRZ) ORREITRIS. RO

ZINE TN - BIRAHE 7R IR

AER O . T an <7 GEEAIRZ) &OPFRICE T, @E., AL
AYAvT (BEHEZ) & LT, 300 mg % 60 53 [EILA L2 CHE]LR
WiET 5, 7272 L, K 30 kg LLFOHED | A& 5-f0E 4 mgkg (K
&) LT 5,

2. ARIORES, ERERF

T 2l s 7 GRIETHIZ) (LUF TARAI)) 13, & |k programmed cell death ligand
1 (PD-L1) IZ*f§ 5%/ a7 Y Gk (gGlx) 777 A0 MiE /) 7 a—F L
iR TH S,

CD274 (PD-L1) 1, AEMIZEW THUFIO RIS IZRE L Tl | kLY
COSER (T A, B O F = T 0% 7 —T M) 2828545 CD279 (PD-1) K&
OV CD80 (B7-1) &t L. SIEIGELXAICHET S L B2 5 TS (Annu Rev
Immunol 2008; 26: 677-704, Blood 2010; 116: 1291-8), F7=, PD-L1 %, Ffi% OELHII
IZHI B L TADZ & (Nat Med 2002; 8: 793-800, J Immunol 2003; 170: 1257-66) 235
ENTEY, PD-L1 & PD-1 240 L7k, RSN 2SS R R 722 T Ik~ & DB
BAER AN T 2HFO 2L LTEXLR TV,

AFX, PD-L1 OMFISMEIRIZAES L, PD-L1 & PD-1 OfE&E#MET 5 Z & %2k
O BAPURRE R 72 T AR O MG ENEPE 2 H 08 U, G O 2 il 5 & 52 5
n<Tnsd,

AANDVERIBE IS WE DG IUEIT & D RIERISED & b b, EE IS
ELRENDN 05, ARIOES T ROEBGRZITIL, BEOBERZ T5ITATV, SENR
W BV EITIE, FEBL LI RIS U7z MR 70 Jnidk & fEBR 2 5O EE il & dif L Tl
G BERNBIT 24TV B DRFERISIC L S RIEH NS DI 2581013, BB RE A
EAIOB G HFEOWEENRIE 21T 9 MR D




3. BRRRARAE
IBRASRE 72 N3 O AGRINF | ZREAT 217 o 7 L2 7R B AR ERIR O B % 779,

[A2ht]
[EIBR LRI 1L AR (HIMALAYA 5

B AL O 72\ Child-Pugh 7381 A OYIFRAHE 72 AF AN B # " (ECOG
Performance Status 0 X1 1) 1,171 il ORFI+ R LA U A~7 GE{R - Z) (BT,

[RUAY =T )) "2 RAIGHHRE 393 #1], AH AR 53 [AHIHLANEE 389 ],
T 7 =7 [RHREE 389 Bil1) (AAN 108 (il [ASKIOFFIME 34 51, ASKIBAMHE 45 I, I
MEEE 20 Bl) Z5Ee) ZXBRIC, AFE F LAY A~ T Z20HHES L2 5HE R ORI %
BB Le e Oa MR O e A et LTz,

FERHIIEE & SR =24 (UUTF, T0S)) (Fdufl [95% =XM1 (836 o
AR i, AFIGHHEET 164 [14.2~19.6] H1J1, AHIEMIET 16.6 [14.1~19.1]
B H . XHREET 13.8 [123~16.1] WA THY | KRAIGFHEE I BRI LRFHFRIIZ
AERIER %7 Ui (0 — R [95%fF8K ] : 0.78 [0.66~0.92], p=0.0035 [/&5]
log-rank fR7E, AEAUE (M) 0.03981), Fiz, AFFEMELZSWT, ~¥— RELOA
FKYEIZ TS LR R B 0 LIRS FRNZHE LTcdESE~—Y v Th D 1.08 & Tl
ST Z &G AREIBEMBEOXBREE T3 5 IELED s Saviz (Y — Rk [95.67%
fEHEXM] : 0.86 [0.73~1.02]) (021 48 A27T HF—4 A v b4 7)),

| RERE (RIERIT S ) —VENEYE, 7 OO, ~ o 7 s R, ATEIIRIER %
/ITINREEERR R, ORHEWRASE) ORI & A 2 BH LM S,
*2 0 AA 1,500 mg ROV LAY AT 300 mg 2 1 [, Eotk 4 BRIOMIEZ 20T, ARAI 1,500 mg

% 4 18 R CRRN 5,
*3 1 KA 1,500 mg % 4 FMEECHIRNE S Uiz,

807

kA
# L
0 2 4 B B0 12 14 16 18 903234 35 B W 3 M B 3 402 44
AR SO (A
393 335 333 308 285 282 735 17 16T 190 175 163 TEE WG 19 9B TS S5 3 19 M 1 0 O
PN 380 356 319 2R3 255 231 217 183 170 188 142 131 21 w6 T B2 44 32 3 2 8 ' o o

i~k (888T% G} 086 [0.F3~1.02]

24 6 A0 2 1: U (ND0 22X oda 36
WD S

380 388 337 285 J66 241 230214 109 183 16D 60 153 133 107 BF Bl 30 AT M0 18 & P O
329 356 310 283 285 231 211 183 170 165 42 13% 031 C0E 7D B2 44 32 2 12 B

X1 OS ® Kaplan-Meier Hi




[Z4pE]

JEIBE AL 25 1L AHE: (HIMALAYA #U)

A EFRIIARAIDHRE 378/388 B (97.4%) . AKIHIMHE 345/388 ] (88.9%) KO}
BEHE 357/374 151 (95.5%) 1T B AL, WO & ORI N T E TE 7
WEERS BIEM) X, i 294/388 651 (75.8%) . 202/388 #il (52.1%) KO
317/374 i (84.8%) (ZaBH LA, Z D I BLATHI (Grade 5) 1. EiE4 9/388 fil

(2.3%) . 0B O3/374 5] (0.8%) Tholz, WTFNDOEETETHRBEN 5%LL 1
ORFRIFTEO LB TH T2,

R 1 WFhPrOREHTRAERS%ULOBER (ZREHMATEMEE) (HIMALAYARER)

BERIRSEH / B (%)

HREE
(MedDRA/I ver 23.1) AFIBFRIEE GBS ) | AAISMEE (38861 [ xIBERE (374 )
BRI

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

27 =7 —C N (4.6) (5.7)

727N 21 10 0 7(1.8) | 2(0.5) 0 4(1.1) | 1(0.3) 0
(5.4) (2.6)

T ARG T I 22 9(2.3) 0 25 9(2.3) 0 10 6 (1.6) 0

FFrr7=5—FH | 5.7) (6.4) 2.7

i

Y=L HN 25 17 0 12 8(2.1) 0 10 8(2.1) 0
64 | @44 (3.1) .7)

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

(7.2)

BEBIARHE il (%)
RAE
(MedDRA/J ver 23.1) ASHIGFFRE (388 f51) A ELRAE (388 f1) XHIRHE (374 f51)
ES Grade | Grade ES Grade | Grade S Grade | Grade
Grade 3/4 5 Grade 3/4 5 Grade 3/4 5
SRIVEM 294 95 |93 [ 202 50 0 317 138 | 3(0.8)
(75.8) | (4.5 (52.1) | (12.9) (84.8) | (36.9)
o sl
IR b B TUHESE 31 1(0.3) 0 8(2.1) 0 0 2(0.5) 0 0
8.0
FRLR B AR T 42 0 0 15 0 0 8(2.1) 0 0
(10.8) (3.9)
R L OsREEE
FEHRIBGE 21 _ 1(0.3) _ 0 _ 10 _ 1(0.3) 0 _ 45 _ 2(0.5) _ 0
(5.4) (2.6) (12.0)
5l
T 64 13 0 23 [5(1.3) 0 145 15 0
(16.5) | (3.4) (5.9) (388) | (4.0)
B 20 0 0 13 0 0 36 0 0
(5.2) (3.4) (9.6)
g it 10 205 0 7(1.8) 0 0 19 [ 1(03) 0
2.6) (.1)
(3 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(03) 0
(1.2)
SRS & OV TR
%0 FEE 66 0 0 28 0 0 21 [ 1(03) 0
(17.0) (1.2) (5.6)
%5 76 | 6(1.5) 0 29 [ 1©3) 0 47 40D 0
(19.6) (1.5) (12.6)
Bt T 1(03) 0 0 3(0.8) 0 0 48 0 0
(12.8)
FE - RERRMER | 2(0.5) 0 0 0 0 0 164 33 0
SRR 439 | (8.8
— % - BHEEERS L OGRS
757 30 [6(1.3) 0 25 0 0 55 [5(13) 0
7.7) (6.4) (14.7)
M FIAE 11 2(0.5) 0 14 1(0.3) 0 27 9(2.4) 0
2.8) (3.6) (1.2)
RS
T L _ 3(0.8) _ 1(0.3) _ 0 _ 2(0.5) _ 1(0.3) 0 _ 56 _ 20 0
450 | (5.3
PR, ERE S OHERRIEE
% _ 1(0.3) _ 0 _ 0 _ 1(0.3) 0 _ 0 _ 19 0 _ 0
G.D

6

7eds. ABIPFHEEZ RN, BEMEMIERR 8 41 (2.1%) . KIHZ 8 5 (2.1%) . HEED
THI 3B (3.4%) . HTHSREREE - T4 - M LPEIRAE & 57 61 (14.7%) . HURMFSREIR T
SE 43 611 (11.1%) . FRRIRERESLHESE 39 41 (10.1%) . BITREEREREH 6 51 (1.5%), T
IRHERERSE 2 6 (0.5%) . BEEE (EEVEBRSE) 361 (0.8%). fh7 - SEUHRLAIE 4
51 (1.0%) . infusion reaction 8 {51 (2.1%) | Lo % 2 51 (0.5%) . FIESMEFIE 2 B (0.5%)
FEDLREGFEE 1 61 (03%) ., #hEREE (X7 « SU—EEREZAT) 561 (1.3%),
JEESE 4 Bl (1.0%) 23388 BTz, | BOBERRIN | FEEMELT P ERISAME . idZE . TE(LAE 2L,
BIESE , SE L MICUE Je ORISR IR0 DA o 7z,

Fro, AAFAMFBRC BT, BREEE BRI (1.5%) . K26l (0.5%), EEOT
HISH (1.3%) . FFRSRERE L « IFJ% « AEALIERRAE 2854451 (13.9%) . FRIERENS TE 151
(3.9%) . FURBRESAETTHERE 1261 (3.1%) . BIBHEAERE F 441 (1.0%) | 1ELHESRP 1651 (0.3%) |
infusion reaction 5f1 (1.3%) . M2 165 (0.3%) . HIEMG#ESIELG] (0.3%), HEDK)E
[ 16511(0.3%), ARRRFESE (XT >« NU—JEEREZ G Te) 1] (0.3%) . FEZ 141 (0.3%)
BRDH BT, BhEE (BEMEERS) . MK - BOTmAE. TERMERE, B8
PEAF R ERIBE, I, AL 2R L, BRSO, SefE MM IMRIBUME K OVRZFERES 1358 6
b inots,

AEIEAFHRDUIBE 52 G Estf R 2R T,




4, HERRIZ-OWT

EIA Y 2 7 FHGHE (RMP) (TS & | ARKI 0 B3R 2 R EEUE B~ O 1 7 (il
M DHRRR T o T, REIOE G AL BE 2 2ZW - FE L, ARIOEEIZ L B&E
REWEAZ B LZBCRE T 5 2 BRE R LT OO~@D 4T Z i/~ ;i
RIZBWCHEHT 2 R&TH D,

O HERRIZ2OWT

@-1 TRD (1) ~ (5) OWFNPICHELTHMRTHD Z &

(1) JEAETHRE TR E T 2 28 A PEEEEILRRIESE  (HE R IR0 A iSOl i ML 0w e
IR A A RS HEHEHEIL SR B, S A RS HEIE 7 &)

(2) FrEHERERIE

(3) IR F MR E T D 28 A BRIl (O3 RS ROEE I E T, 23 At
W JIE. B AT e L)

(4) S RAbFIRIEE 23R8 L, SORIEE AR 1. SORIEE L iRiE2 ikl 2
XA HREA PRIEBHR) 3 OMtiFk SR 2 i 21T o TV 2 ik

(5) PUEMEREANL 7 3 BN O i gk FEE AR 5 m i 21T > T 2 ik

-2 AR 0O b7 M OYRI VR F 36 BUIRE 00 b JE 2 40 72 il & el a R ERE (F
FKOWTIINTELY T DR 23, M2 RF OAFN T DR OTHES & U CHLE
EhTnwsz e,

#

ERf AT B 2 RO YIMIFE 2AE T L7215 400 LM AR O ERIRIHE %
TToTWD 2k, 95, 2 L EIF, BAEYEEE & U BRIEREOHE
T TWH I &,

ARG 2 O PIMIWHE & T L7211 4 S0 LOREKREREZ H LT\ D
Z&. By 3L X, IR 0O 28 A SRR 2 e IR 5 O BEIARTHE %
1IToTWAHZ L,

© BEADOERRFHREHOAHITONT

[ H AL W B F I 2 SRR AR S, B D O WA N, A - L
SVE SR WO B R ORI IS0 5 IR s, AERRNRAE LIZSE OWmE
EH, FEREONATOND RHIAE>THD Z &,

@ BIWEA~DRRIC2VT
@-1 sk AmICBE T 2 B4

PV MER R R O ERE R RITER 23584 U721, 24 BREIRIRIREIO T, Hi%litpk
IR IC BT, R L RIS UCABSS B L O CT S o @R O #3124
FRRAORK RN Y BPICELN, BEHISRHETRER G E > TN D Z L,

@2 ERUEFHIC L 2AEFRILICHET 5 EHE

MABIC T B FMI 72 Mk e OB RE 2 A7 9 5 R IE A D RERTE=4 U > 7
EEWITROA Y V) — =2 T EATWEIRE & W% A T& 55— LEFRIKHI )38
i &N TWBE Z &, 228, BifAHIC >V T, BABHE EZOZEKRICHITAmENT
WwWnHrZk,

@-3 BITER DRZETLRIRICE LT

BIVER (RVEPEME R, FPRREREE - FFJE - BLPERRAF R, ook (FORAREKAE
ek, RIRHERERS S, FIRARHEERES) . BimE (RRIMERKSE) . infusion reaction, K
e « BEED TR, 1 BUBEIRAT, §i 2% « BESUHRAE, DR, BIERIIAE, $ifE%R.
oM L MRS | 2%, B OO BRI H MRS (X7 v - N —ERIEZ B T) |
(LSRR O FEEMEAF TP ERIRAE . AL 2R 4L, Bede. ARZFEREs, mAF %) (ot
LT, Ya%HiRR LT BN R O S & A4 5 EAT & i L (RIEH O I extin
L TSRO EZ TN H D 2 &), HHICHEE) R0 T X 5K
NESTNDLZ L,




5. BERRLRDBE
[(Hakiz g4 % dm]

0]

)

REALEFIERED 72\ Child-Pugh 737386 A O BIERASRE 72 Mo BBAE 1238 W\ TARA
L LAY A~ T L OO R ORA MBS OH IR RE TV D,

TRUCREY 92 AT 2 ARR OB K O IR ST, ARIOF MR

ML L TR BT AROIRERGE R0,

o OTHRAOHEMESR S TRl O FUEERRE A & OHFH# 5

o RFTRIE (REN=Y 2 —VIEAFEE, T DA WBENRLE, ~ A 7 o B
15, IFBIRIERE SR/ ST BT Lo SRR AR BRI S) DRSS & 7 2 I

BANOFHAZ BT > TE, BAlE LAV A~ T EOAFEGIZONTIEY T 7 =
=TT BERERRIES LT D — 5T AAIHMEBGICONWTEY T 7 ==
TN L IPIEDOHITRENTND Z L% HIMALAYA RBROEHE % 40128
fig L7= LT, BBEORELBE L, HiE - BREZBITLILEND S,

[Zeattic B4 5 dim]
@

TRUZEY T BB IOV TEHAANDOEENER L SN TND Z Db, FE5EZ(T
blanz &,
o ARHIORSTRE LIEUE ORBEFERED b 5

TRPEATOFMIC BN T FREICHES T2 BF IOV TE, ARIO PRG3R Sh

WA, I DTRIRIRBIRE 2 A AR Y | EERICAKZEHT D 2 L 2 BB TE

%

o FETMEATEOE (RIS 2 &de) Db 5 BEXITZ OBERED & 5 BE

o MG AR A C BV A iR D D R B OV YR I 2% %5 00 il |2 SR REME AL AL A3 A
Y 3 E

o HOSREIRBOAIIUTBIER 2235 U IXHRIED A S5k B o BEERE DO
oy ity

*  ECOG Performance Status 2-4 1 i3

(#V ECOG ¢ Performance Status (PS)

Grade

0

o AR BT E %, DL F U R EAERARIR2 <A D,

1

PRI L VSN RIIR S 5 23, HR(TRTRE T, MRMEREPA3ITITH 83 TE 2,
Bl EOEE, TR

2

SHTARET, BAOHOEDY O = LI TR, (EEETE2, BP0 S0%LLkiE<y FATE 24,

3

RONTELOFOEDY O & LpTERV, HPO 50%LL L2~y FRF Tl 24,

4

FoL BV, BGOHDOEDY DI LiFFE-7m TRV, FERICAY FORFTB I3,

10

6. BEZBRLTHERT~&HH
© BTN A, RUERTERA PRI 2 BRI IS & K OR51L: Je OV IEE
ROl B ERmE IR L T bERT2 2 L,

@ WIS D BE XUXE OFERICA DR Qa2 Hodi L, REE25
Tho&ETH L,
@ ERREWERO~R YA MZOWT

o MEMESR UL %2 50) BN bbid 2 Ee 50T, YIE
R CRBBIZv, REUCIREE, ik, FEEVE) O & O E X R A O FE % Bl
BatmcAror 2, £lo, BB U THECT, Mg~ —h —SOmt %
FhET L L.

e infusion reaction3 % HoN B Z L3 H 0 | 200 B LR OAFIE H-FFIZ binfusion
reaction?3 ¥ HILD T L3I H DT, AFI G R TEREIBFE OREL +5
%595 2 &, infusion reaction 23325 DAV A ITEY) AL EZ1TH L L
2 JERDRIET D £ TREOREL TR T D L,

o FURIRBEREREE . RIBHSRERE KOV N RAHEREEN D LD 2 b D
DT, ARHI G- BHAETT R OB G- 8 I8 B Ny iR & (TSH., ifE
HET3, WEfET4. ACTH, ML = L5 —VEOHE) 1TV, BEORELE
BTk, Fio, REIIS U CHBRESOEM L EET 52
L,

o KAIOEGIZEY | BEORIERINCEINT D & X DDA IR BRESE
RbHOLbNLZENRH D, BEETmIATV, RERED bNHEIC
L WEOSIEIRIC X DRIWER OB A B L, WU ER2E 175 2
L BEORERINC L DEER R DN D5E121E. AAIOEG OKRIK,
Pk SOFRIE B AL RO 5SS E2BETHZ L,

o PR TR, BOERBIN O ARGE L T BEVERBR BT 22 L R’d 5T
B, ARENOEGAET I HRAWEH ORI T EmE T 5,

e AST (GOT) . ALT (GPT) , y-GTP, t UL E %0 EH 245 IFHbe:
L, BEMEIRER RS SN D Z LR B H DT, REIFESBIMGET RO
Pe G X EMVNU AR RER A 217, BB OREE 0 IcBlg 52
L,

o RAFMEMER R, REREEREOBREERD HDONDZENHDHDT, K
F 5 BRAG AT R OV 530 AP B R R A 21TV, BE ORIEZE |
FICBETH L,

o VEBERGEN D Hboh, HERFES N T Y R—=Y RACEHLZEBHHOT, O
B, L, IEHEOREIR ORI LA HoEET L 2 L, R
IRBEEDONIZHA I, A > A Y VEFIE G 2SO AR LB EZ1T) 2

11




&

@ HIMALAYA BTV T, #5006 5 48 B 8 M, T LI 12 W83
IPEDOFHINZ AT - T2 Z & 2530, ARAER G R IZEBIRICBGRE TR O

REATH Z L,

12

BOEERHEET A FF 4
Fan s (BizFE#kz)
~ JEE R~

SMA4E12 A (50848 AKET)
JE A EE




20/

AR

It oiz
AHNOEFH, (ERAET
F R B
(ERICDONT
BeExt 5 Lo BE
BB L TEET NS HE

P2
P4
P5
P8
P10
P11

1. IZCHIT

RIS DTN « 2 RVEO RO T2 DI IE, U ST T HE SV I B 22 FH 23R D
bih, SBIC, IEORFRPHIROMELIC L0 | FURESR A & o872 J5IE R
PR AGR SN D HT, 2D OBESN A ST B2 A TR 95 2 & AIRER
AR L 72 o TH Y RRFMBOEE & SO0 AT £ 2016 (CERE 28 4R 6 A 2 A EEETE)
IZHRNTYH, EHMERSEOHR O EEZ XS Z & & ENT VD,

HHWE RT3 I ERSC R R T 2 7 7 A W HRBEF ORI & W 5 2N B
MHIENRD D, ZDT, AHER OZLEMEICBT 2E A+ &R 5 £ TOM.,
YHERGOBELRZT D RS 2BFITe LTERT 2 & & bic, BIfE
HADFBL LT BRI B et & D 2 & ASTTRE 2R — TE O H -4 it 7= T BB CHE M
TLHLZENHEETHD,

L7zioT, RIA KT A4 Cld, BRBERHO N E TR LN TV D EFHETH] -
A RIS & | LAT OB O R 7 0 2 RS 2 8LEA O LSRR, B2
Ji R OB T,

RIS, RHA BT A A%, ISATEIE NE S BRSSO, SRR AN B AR
FRIARIERE S . — ML A FARERR NABHE 2 J O IR B ATFIBREA B 22 00
o b LEk LT,

SR E IR DERS  Fa I~ GEIs R Z)

KB LRDPETNE « I EIFRARE 7R IHE

WELRBDFERUHE : 7 Ly 2 B U HEBIER OV AT 7 F 2 L OFFRIZRWT, W,
BRNICIET 2 Vv~ 7 GRS Z) L LT, 3 kg <.
1 18] 1,500 mg % 60 /3 RLA LT CHEFRfET %, 3 MR T
DEVE LSS, Tar ~T GEEFMkz) L LT, 1
[5] 1,500 mg % 4 [ EIREC 60 /LA Eavd CRiliiEY 5. 72
721, KT 30kg L FOBAD 1 [EHES &RiX 20 mgkg (KE) &
T 5,

HUBCN T - A S N o /T S vet s i

(%)
T B2 e R ORI R, HIER O H
IR LN ¢ NETE R
ER OB @5, BRAICIEZ Ay 2 B & LT (Al 1,000 mg/m? & 30 53757 T ALE
FEL, @1 [ER A 3G L, 4 BB IXKES S, Zhik ]l a—X
L LG REY IR, i, BEORBIZLVEEHET 5.




VAT TF ORISR, HIEROHE

RIRESITRN AL « HE RS

FIERCOHHE  IREREIZIT, 7 A2 2 v Uit & OOFHME L L LB RIRT 5,
1 VAT TF L LT 25mg/m® (REHFE) % 60 4370 7T Tl piE
U, M 1 [m 5% 2 @k L, 30 EIERET S, —hz 1 z7—né L
TG EEYET,
ek, TEORS BITEE ORI L SRS 5,

RIS B0 24 HAIO M - MRS 13, BURRGE) OE Ps~) 2R

2. FHIORE, (ERERF

T a7 GEE R Z) (U, TARAI ) 1. E b programmed cell death
ligand 1 (PD-L1) (2% 9 25/ 27 Vv Glx (gGlw) 7277 A0 NiE /) /o
—FAHETH D,

CD274 (PD-L1) I, RPNV THUFI SIS ICHRBE L T 0, WGkl
VoSER (T M, BAHIIEE OV 2 74 % 7 —T #illa) &85+ % cD279 (PD-1) K&
U CD80 (B7-1) LA L SIS 2 fUThili &% & % 2 54T % (Annu Rev Immunol
2008; 26: 677-704, Blood 2010; 116: 1291-8) , F£7=, PD-L1 /%, FEix OFEEMNLIZ 5
BLLTWDZ L (NatMed2002;8: 793-800, J Immunol 2003; 170: 1257-66) 23t S41C
Y. PD-L1 & PD-1 &4 L7-fRE% 1%, MESNIEASHUSE RS SLH 722 T ia A & DBCRS %
[FEET P D—2E LTEZX LN TV D,

AFANE. PD-L1 OFBISMEEICHES L, PD-L1 & PD-1 O#EEEMET 5 Z L %IC K
D DS ABURRERIZ2 T MR o0 M (55 B TG 2 B0k L L IS O BT A 5 L B 2D
nTns,

AANOAEEFF 275 B O RIS K HRIEMNS2 6 & btu, EEXIIE T
ELREMN D 5, AFIOEE T ROBEGRITIT, BEOBLEE 3TV, FERTR
D BT EITIE, FEBL LI RIS U7 SR 2 Jnidk & Rk 2 RF O BEAT & dies L Tl
G170 RIRB T 24T DRI RO L D B 3 g 2455121, R R A v
EROLGF O R LEEIT O RERD D,




3. BRRRARAE
TEHELI R ASRE 72 JIHE 8 00 AR IR (2 A 21 7 o 7 1272 B RFR R OO Al 2 79,

[A2ht]
[EIBER LRI A MAHFBR (TOPAZ-1 #B#)

{EFHRIER O 72 W IR Y BR A RE 72 IRE R A (WHO/ECOG Performance Status 0 (%
1) 68561 (KFIE 7 L& B URRBE+ LV 27T F o [RAIGHREE 341 1), 7T &R
LT L CUREEE A+ AT T F v Dt lEE 344 Bi1]) (HARA 78 ) [ARAIDFIHE 37
Bl xHHREE 41 BI] 2 ET) EXPRIC, AL S AUFCUHBER OV AT T F U &
OFE S Lic i O AR O e A it L 72"

RN ORER, EEFMEA TH L 4EFHM CUF, Tos) (i [95%(5HH
X1 (424 fEo A~ b)) & ASIDPHEET 12.8 [11.1~14.0] B A, ®EEET 11.5

[10.1~12.5] A ATHY . AANGEHER TR BREEZ 6 UG A B ARIER 278 LTz
(=R [95%(EMEX ] : 0.80 [0.66~0.97], p=0.021 [ log-rank B/, A /K
U (W) 0.031, 2021428 A 11 AF— 2B v hA7),
1RO AT NS EIE. 6 7 BBERE L hICHR L BE SR S, £, (i
ML ST ORI T N =3 A ., $ET 1 6 0 A8 A kil L7221 Fide L
BB R E S,
*2 03 @A 1 A7 0E LT, KA 1,500 mg LT T EREE | AHIS, FAvy U
1,000 mg/m> & ¥ A7 7T 25 mgm®> %55 1, 8 HBIZEK 8 A 7 Mk, AH 1,500 mg X
137 7R % BRC 4 AR RS L,

OsHR{E(A) [95%CI)

ﬁ“.u- - FIBHERE 12.8[11.1~14.0]
0:8- -~ wEE 11.5[10.1~12.5]

IVTT—FLEE(95%C1) 0.80[0.66~0.97]

ob 2 3t B Wy

T T T _u .__m .__m .__m T T T 1
IEARIRIT O SOMREA)
at risk#

AAOIERE 341 309 268 208 135 79 49 24
IR 344 317 261 183 125 65 29 10

B 1 OS ® Kaplan-Meier gt

]
=1

[Z24:44]

[E| B3 [ S LIAH AR (TOPAZ-15R4%)

A EFRIIARAI D HAE336/33801 (99.4%) B OSHRHE338/34245 (98.8%) 278 HiL
oo WIRLOREHK E OREBGEN T E TS RVnEERER @EIER) 1%, thEth
315/33801 (93.2%) K UB10/3424 (90.6%) (2B v, D 5 HIELH] (Grade5) 1%,
233801 (0.6%) KON/34261 (0.3%) ThH otz WTNNOEGEETRIAR)
S%LL EORWEMIZ TERDO LB ThHhoTz,

£ OThPOREHTRERNS%I EORBEH (ZEEMRITHREE) (TOPAZ-13UR)

EBIRME | FEAGE % (%)
(MedDRA/J ver 24.0) AFANGEARE (338 i) SHEERE (342 f51)
4 Grade | Grade3/4 | Grade 5 4 Grade | Grade3/4 | Grade 5
AT 315932 [ 211624) | 206 [ 310006 [ 221646) | 1(0.3)
M LY v SRS
il 134 (39.6) | 64 (18.9) 0 123(36.0) | 64(18.7) 0
Hi P ERISAE 99 (29.3) | 65(19.2) 0 98 (28.7) | 69(20.2) 0
/N E 35(104) | 12(3.6) 0 20017 | 18(53) 0
19 it B i 19 (5.6) 7Q2.1) 0 15 (4.4) 2 (0.6) 0
WO
R IRB AE I T [ 2265 ] 0 | 0 [ 803 ] 0 [ 0
s L U E
B BRIBE [ 43027 [ 2006 | 0 [ ssaen [ 206 | 0
v 7 % 2 AU [ 2400 [ 505 | 0 [ 1504 | 103 | 0
PR REE
DR R4 [ 20659 ] 0 | 0 [ 1647 ] 0 | 0
B
o 118349 | 3(09) 0 103 30.0) | 3(09) 0
[ 37 (10.9) 3(0.9) 0 44.(12.9) 5(1.5) 0
{55 34 (10.1) 0 0 33 (9.6) 0 0
T 29 (8.6) 1(0.3) 0 25(1.3) 2(0.6) 0
1% 17 (5.0) 0 0 15 (4.4) 0 0
BB KU PR
% 24 (7.1) 0 0 23 (6.7) 0 0
i BIE 24 (7.1) 1(0.3) 0 14 4.1 0 0
= 5 RS 23 (6.8) 0 0 16 (4.7) 0 0
—ik - 2 FEER OGO RE
jig:l 74 (21.9) 9(2.7) 0 74 (21.6) 8(2.3) 0
370109 | 402 0 37(10.8) 7(2.0) 0
22 (6.5) 1(0.3) 0 16 (4.7) 1(0.3) 0
fiF PR 89(26.3) | 70(20.7) 0 104 (30.4) | 87(25.4) 0
f/ MR 64(18.9) | 27(8.0) 0 71208) | 26(7.6) 0
EhEy 2 34000 | 14(41) 0 45(132) | 20(5.8) 0
TI=LT I RTUA | 17(5.0) 4(1.2) 0 18(5.3) 1(0.3) 0
7 = 5 —ERIN
M7 L7 F =8 8(2.4) 0 0 26 (1.6) 1(0.3) 0

2B, ARG T, REMERRR 4 6] (1.2%) . FEO FH 1B (0.3%) . iF
FEAEREE -« 2% - SE{LIEABA 28 21 B (6.2%) . HURARBEREIR TE 23 451 (6.8%) . HURAR




FERETUHEIE 7 61 (2.1%) . HITHERERESE 4 1 (1.2%) . 1 BOBESR 1 61 (0.3%) . infusion
reaction3 il (0.9%) . #MREEE (X5 - NL—REEREAST) 16 (03%). Bk 2
(0.6%) BRH O, £z, KigHk, BrdE (MEEBERE) . Mk - SEHRIAIE .,
RS, ERERMMESIE, T IRBEREREE | e, L 0D B2 RE IS | REEWEAT HPERISAME |
LB AL, B, SalEtE il MRISAME & ORFERES 13520 Hiv7e oo 7o, AREITEM

FEBURDUTBE R 2 G R 2 R T,

4. ERIZOWT

PEHN Y A 7GR (RMP) (TS & | ARH 0 3 22 RV ERE B B~ 00 i, ) il
Wb DRk T o T, RRNOE G 72 BE 22 - F5E L, RKBIOREIC L &E
TRRIER 2388 L7 BRI T 5 2 L3870 72 LU FOO~Q@D T & i 7= 9 i
BIZBNTHMT 5 <& Th o,

O MRRIZOWNT

@-1 FRED (1) ~ (5) DWPIPITHEYTHMERTHD = L.

(1) BT B RF G E S5 DS A REB L sUme s B IRAS A RS L U e,
HiI A3 A RS BEHLEE LS e . B S ARSI I e &)

(2) FrEHEREIRT

(3) I WA TG E T D 03 A S HORIEIE (5 A SHOHEEIR ERlT, 23 Al
W1, S AR 2 &)

(4) SORACEEFRIE R 28 U, SRIES LRk ieet 1. SIS iR s ikt 2
SUTAHREIEA FRIEZIE 3 OJtisk B4R 2t 21T > TV 2 ik

(5) BUENEITE AL 75 BN O fi ik FEHEI2 4R D N &2 1T - T 2 fitigk

©-2 NATERE O/ SEE K OFIEHFEBLRE O %I 57 72 R0k & el 2 Fp BRI (F&&
DWFTINIEEY T DER) 23, M2 RE OAFNZBE T 2 1RO ES & U CRlE S
nNTWnWsHZ &,

#*

- [ERGET RS 2 FOYMBFEZE T L7&IZ 5 FLL LD ATRIR OERIRHE %
ToTWDH I E, 5B, 2L LI, BAEMREY £ & LT RIESEOWHE 217
STWAZ L,

- ERTGFFRS % 2 AEOPIIHHE ZE T L72tRI1C 4 UL LOBRREZ A L T\D
2L b 3ELLRIT. IHER O A SFREE G ATRRE DERTHE 217> T
W5k,

O BEAOERRBHEHOKEIZONT

EH LA BT 2 SRR DR S b, RN o WE N AL - &
AL FIELH RO T IR OEMEICH S 5 R, AEFRNRE LGS OmE
FH, FRERNATON D RHINE > TV D T L,

@ BIfEA~ORRIZOVNT
@-1 HaskiEmlzBE ¥ 2 B

FEVEENGZR RS O 2R BIER 230 4 U7-BRI2, 24 FREERYARIO T, Ykl X
TR IS I T L U7 @I RIS U C ARSI O CT S ORIVER ORI 24
BRRAEORE RN Y BTG O, EHIZHHEATRER KRN - TN D Z &,




@-2 ERRFEC L 2HEFFSRANCE T 5 E

MABIENHE D 2 FEM A 70 Mk e OBRE A2 A3 2 Rt NRIERE=42 1) >/
EEDTIROAY Y — =0 T E2ITWEIRE L R E A TE 55— LAEFRHI A
i S TWD Z & Aol BiRHIC W T, BABE L2 OFBIT A ST
W5k,

@-3 BITEA DM IZB LT

BIVER (R VEMIR R, FFHEREREE - FFJC - BLMEARAE 28, Prmikiass (HURARMERE
fEd, BIRPSRERS S, T RAMRERES) | BiE (FEPER &%) | infusion reaction, K
[ « DT, 1 BOBEIRIT . Fh2 - BESUHRLAEE ., (DR, FIER IS E, Bk,
o PE /IR | %28 . B DB E | MikiEE (£ 0 - S U EBIEZ ET) .
(LR IR O MR T ERAE . (LR 240, gk, JREFERES . mAF RS (2%t
LT, Yagink ST B PR B B o0 B PR 2 A9 2 PR AT & 38 L (RIVEF 0 el
WL THRER OB EZ T ONA5M00CH 5 Z &) EHIZHEY) 2R 0LE A T & 5 il
NHESTNDHZ L,

5. BeExtRLR25BE

[ 5htkic B3 2 9]

O ALFFRIERED 22\ R YIBRARE AR B R B TR\ T ARAI 7Ly &7 Bt
KO AT Z7F 0 EOUFRBG-OFAINERREN TN S,

@ TRIZERY T D2ARAOBE RO HITEIZ W TE, AR OF LD L STk
5P AFOERERR LIRS0,
o OTHRADOHEIENR ST Ml OB A & OfFHI# 5
o fiFRAERIE

[Z 4R BT 5 9]
@ TRIZEYTH2EEIZONTIARAOBRENR L SN TS Z Linh, BH21T
bz b,
. AANDO AR UE OB RO & % [BE

@ WBRATOFHEICIS O T FRICEY T 2 BH OV T, AR OGRS 0y
W, MORFERIRE N e WEERICIRY | MEICARZENT 52 L2 E5E T 5,

. VIR (BENRT 2 &) b 2 BH T2 ODWAERO B 5 B
o T G A C IR 2 R D 2 AR B OV YL it 2% 56 0D Jifi |2 SAEMEZE AL 8 22

DY (Y553
. H 2RO A OF TR 7245 L < ILI5EMEO B L5 B O BEERE O
» 5B

. WHO Performance Status 2-4 VU D #B¥

(#1 WHO & Performance Status (PS)

Grade

0 Fo {MBAERNTE D, PURROMRAZVE L5 FFpLE U R #EERES IR ITX 5,

1 PRIRAGIZ S LWDEBNHIR S 528, RITRRET, BIEIECRINIATS S LA TE 5, SRR TE S
Vo AU R EB CX o EELEEND.

2 MTAMRE T, HROHOEDY 0 2 Lid & TR, MEEETER, HPo 50%L B3~y RATil 29

3 BENTESOENEDOY O L LTE RV, HHO 0% B~y FhRi+ TR o4,

4 Eol<BITRV, BROFDEDY DI L E-/ TERV, Ry RPET TR,
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6. BEITEL THETN&HTH

O WAFSCEETIN X, BSEIE A DRI 5 BRI 25 & AN O Rettk K& OVl 1IE(E
FAD = bIZ B WA+ R L T DAY 5 Z &

@ WHPIC T B, B UL Z ORI IR OB 2 +0ms L, MEsd
Tho#ETHI L,

@ ERRWEAO~R YA MZDONWT

RV AR AR (R AR 2% & de) 38 oD Z & H DT, FIHPER
(RUIFU, PEURIRIEE, ik, FEEVE) O & OMTE XA D F2H %, #B142
ZANCATO Tk, Fie, MBS UTHECT, fiE~ — 7 —% O % FhiE
TLZ L,

infusion reaction23d Ho D Z LBV | 20 H LI OARAKIR 5512 E infusion
reaction 3 HOILD T L3 H DT, AR GRFIZ I3 fEnl B OREEE 471
#2925 Z L, infusion reaction 2358 DAL AILE U A LE 21T 5 & & b,
SERABEIME S 2 F TREOREL IR L2 &,

DR MRBERERE 5 B BERERE T L OV F R RERR 5723 Do D Z L3 H D
T AHN - PR AR R OV 53 18] 7 T LS PN o IS RERR AT (TSH, RT3,
WEET4, ACTH, M2 LF Y —VEORE) 217V, BEOREE +55108
BYpI b, £, REDSU THERESORMS EHET52 L,

RENOFGIZ L0 | REOREIEICRINT D &5 2 B Dk R BRBHTE
NHoHbNdZEnbb, BEEr DTV, RENRRBOLNELAIIE, @
EEDRIERON & HRIEH OBl B8 L, WORENBWE1r) 2 L, B
DEIEROGZ £ B RBIER DN e DA, AAIOE G OREE, dik TR
BRERNEHIOEREGEEZZETH L,

Pe 46T % BORR 2> S800 Hitl LT BEWERIAREELT 2 Z L3 5729,

KRN DG THICHRIEH ORI 2B T 5,

AST (GOT) . ALT (GPT) . y-GTP, B U/LE V%0 5% 15 TR E
FFoe. MM R3S S b b 2 L3 2 DT, AFIE S BRAGRT L O 514
R L E W) ISR R 21T, IRE DIRIER 3 BT 5 2 &,
PRAE TR PERE 28 . ARERIEREDBIFENH LD D ZLRdb DD T, &Kl
P 5-BAART R O - W] T 1 208 WA ISR RERR A 21TV, BRE ORI R 431
BEFHz L.

VRUBERIG 28 8> D odu, FERIFES N T2 =L RIZELZ EBHHDOT, N
Y, ML MR ORER O BB M E D LA R T S 2 & VRBEIRM
MEEONIGEITIE, A v A U RS 5O @ 21T Z L,

@ TOPAZ-1FBRIZIN T, G BMAD D24 MIL6iA 4, & U DA X8I 12 A 2k o
LA 1T > CUVe 2 & A BB, RAIEG T B B R A T2 RO E 1T
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BOEERHET A FF4
FarrN<T GBizFE#Z)
~TE B~

S6HE 11 A (484 8 AET)
B EhE

B

IZU iz

KHN ORISR, 1ERET
iFRIZDUVNT

BhExtglle HBE

BEIBEL TEETREHIER
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P2
P3
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1. ZCBIT

PEIE DA « R RVEDHER O T2 DT 1T, WA SCHEIC ISV ERE N 23R
bivd, SHIC, IWFEOREHIFOESIC L0 | BUREIRG 22 & ORF 2 B ER B
FESM DGR SN HHT, 26 ORI A BRI BE A B T 5 2 L SRR O
A L 7o TR Y RFM B & R0 IAR T EE 2016 CERL 28 45 6 A 2 A BIRETE)
IZBWTH, EHHERLSEOMMORmLEL XD Z & L ST b,

BRI, BRSO R M T 1 7 7 A W HBEIEOE IS & 1 5 A
RHZEDRDD, T, FRIERPERMECT 28 WA+ &R 5 E TOM.,
YRERGOBEAR T D 2 L AW S D BFITK LT 2 & & b, BIfE
AT LT BIC LB 22 i % & D 2 & ANTTRE 22— T O B 43 7o 9 PR BB B -C it T)
THENEETHD,

L7etio T, RHA FT A TiE, BIRERESC N ETIT/RLN TV D RFIRFH] -
RBEH RIS & | LUT O ER S o i 22 H A 3 28 D B Bk, 352
RO ESEE R,

TRAS RHTA R T A A% INIATEOE NE SRS B S A, A 4SALETE N AR
RN, 2% . —MXALLTE N BARERIR NS 23 e VAR HERTE N B Ay AFHIESSE 23 D
o b LR LTz,

St L e BEHN T a7 (BT Z)

KR LRI - HEAT - IO B (A

MR ERDBEROHE « BAVRT T F 2 ROH XV 0 RPUEMEES A & O 0FHIZB W T,
HE L RNCIET 2 v~ 7 GlisFHf ) & LT, 1 E 1120
mg % 3 AT, 60 2L CRBEET 2, 0%
HEFREEIC BT, Talob~T (GlfEF#EEz) LT, 1
[5] 1500 mg % 4 FHIFE T 60 LA LA TRlFHET 2, 7=
72, IR 30kg LA FOME, HEFRIGEICET S 1 R Gl
20 mg/kg (i) L35,

T AT B AR SH

i
i
=
i
e
o

2. ARIORES, ERERF

T a7 (BIATHIERZ) (BUF, TAAD) X, & & programmed cell death ligand
1 (PD-LD) 129 s v Gl (gGlk) 77 7 ADk M%) 7 a—J) L
iR TH S,

CD274 (PD-L1) 1, AEMIZEW THUFIO RIS IZRE L Tl | kLY
COSER (T A, B O F = T 0% 7 —T M) 2828545 CD279 (PD-1) K&
OVCD80 (B7-1) &ty L S In & &2 BICHIH T 2 &£ & 2 54T % (AnnuRev Immuno
2008; 26: 677-704, Blood 2010; 116: 1291-8), 7z, PD-L1 1%, & OEGMALIZ &R 8L
LTWAZ L (NatMed2002; 8: 793-800, J Immunol 2003; 170: 1257-66) 7235 S TH
U, PD-L1 & PD-1 Z4i L7z I%, BRSNS HUS R A 722 T M0 2> & 0 B % 4[]
BT DHFO—2 L LTEZ LN TN,

AFX, PD-L1 OMFISMEIRIZAES L, PD-L1 & PD-1 OfE&E#MET 5 Z & %2k
O BAPURRE R 72 T AR O MG ENEPE 2 H 08 U, G O 2 il 5 & 52 5
n<Tnsd,

AANDVERIBE IS WE DG IUEIT & D RIERISED & b b, EE IS
ELRENDN 05, ARIOES T ROEBGRZITIL, BEOBERZ T5ITATV, SENR
W BV EITIE, FEBL LI RIS U7z MR 70 Jnidk & fEBR 2 5O EE il & dif L Tl
G BERNBIT 24TV B DRFERISIC L S RIEH NS DI 2581013, BB RE A
EAIOB G HFEOWEENRIE 21T 9 MR D




3. BRRRARAE

[F2hiE]
[EIB I 55 AR (DUO-E #HR)

(EFFERE O 2 1T - RO FE B 718 # (DAF+A4 T30 7+
PEIE"S BE 239 B, @AA L EHRIE BE 238 B, OfLSEES B 241 1) (AAA 88 #

[Zaznd26 6, @30 41, @32 #1]) ZxGIT, LROKR VDD E QDA NN V42
PEE IR L7z,

THFHHER & Sh7- RECIST ver.l.1 (23 < JRBRIAY R E 12 & % S ELr
B (BUF. TPFS) (Flfil [95%IFHKI (LA, TCL) D) ofE %Ik, &AM+ 473
U 7 HESHRERE T 151, RAIHEERIERT 102, (KRB TI6 WA THY . R
Fl+ A Z /30 T LS R OARA H LRI R L TRERHAIIC T B 7
JER AR Lic (OILBRIEREC ST 2 R4 + 4 730 7 L PPIEREO A~ — Rk

[95%CI] : 0.55 [0.43~0.69], p<0.0001 [J&E3I log-rank #7E ], A& /KHE (W) 0.025,
@I FFER RIS D AREN HLFPIERE O~ — R UL [95%CL] : 0.71 [0.57~0.89], p
=0.003 [/&5H log-rank fE, AEAKHE (W) 0.025, 2023 F4 H 12 A7 —% 71> N4
7)e

1 AR ST O B & U OB A 5 SN AL, BUBEIEEA OB A
I BFESEE COMEN 12 AR EOBE SRR L Sni,

2 PITFOOTRANCEE T 5 BEN R L S,
> International Federation of Gynecology and Obstetrics (LA, [FIGO)) 4348 (2009 4HR) LoD

HED DD, FHUIAREIC RECIST ver. 1.1 125 < JIE /TREIR Z 2550 b AL

»  FIGO 7338 (2009 25 IVHIOBE (R4 U EMRZORARELE O EITRT D)
> T GTIEIRC L 0 RET 5 TSV FR OB HE

*3 0 ik - HREELFO LB L Shi,

R (Lo OF A 0 HERFRCEH

A+ AT Y T
LA R

CBDCA/PTX -2 & o f)f
T, AH 1,120 mg %
Q3W CHlIRNE S

© ARFI1,500 mg & Q4W TEHIRMNE G-
o #7,3U 7 300 mg % BID £ 115

AN+ IR IERE

CBDCA/PTX 12 L O fff
JAC. A 1,120 mg %
Q3W CTEIRMNL ST

o AH 1,500 mg % Q4W THIIRINE 5
© AT YT DT TR %E BID f&EA#%E

=232

CBDCA/PTX 12 L o ff
T, TR E QW
CEIRNEE 5

o KEDOT 7 RE QAW THIRMNE S
¢ FIRYTOTTERE BID EO#E

CBDCA : HAVRT T F 2 PTX 1 X7V At

CBDCA/PTX : CBDCA & PTX & DOfff.

Q3W : 3 MMIME, Q4W : 4 WMMFE, BID: 1 A 2/, t1:CBDCAAUCS /% 6 mg * min/mL
R ER O PTX 175 mg/m? % Q3W CRARMEL 7. T2 : CBDCA/PTX % -2 L 2 I BUES A
R LUI2HE%1213, OCBDCA KUQPTX 2 FNFNDY AT TF L RUB@/7 ) 4%

(TAT BRI UL R ki

ZEER[EL Stz T30 Rk 6 IS

FA+F T3 T AHCEFRENE —

3
]
3
ES
e
£l
o

[ 3 & 9 12 15 18 kil Fl 7 an El)
Ty H MELOWE (B)

at visk 2
bE 214 1% 168 139 = 58 k] 16 7 3 ]
238 21 ies 138 105 & A5 % 13 5 Q o
LFRERE gy 213 4 125 E a5 2% 16 3 1 1 o

(PD-L1 R ELR IS0 A D B OV 4pE)

[EER LR S MRS (DUO-E ) ITiAANSNBED O B, SRR A
F1J % PD-L1 ORBLE (TAP) IZBT 2 WG O N0 BEDT — 2 ITHESE
PD-L1 FEEHERNARRAN RN 21T o 7oA DR OZ O RIZL FO L B0 TH
277,

A LT, TAP=1 %M Ltk UC TAP<1 #E[ T, {LPREICAADUTA
AR OA TR T % ERdT 52 L1255 PRS OIERNED /NS UMEA 38D bz

(F 1), TAP=1 KO TAP<1 MO BEHEMIZHF 5 PFS & Kaplan-Meier Hh#R1x
K1DLs0 THoT,
723, PD-L1 ORBRICL ST, AFOLENET 07 7 4 VIR TH T,

* o ORI Y RIS RR0 5 i 2 TEEMNE K ORI BT MBI B Qe B RE 5R o B 2 5
B S R S A7AE % BRI O i 2, WSS BB PR O TR TR L C 100 %57 U7l (%)




R 1 PD-L1 OREBREIID PFS OFFHTHER

(PHBRE M EARHIRE, 2023E4 8 12 A7 —FH v F47) i
A+ AT T EST ey . . - N
iy CTRAE RO S
[GES 150 170 163 <HF AT Ll
TAP AR MR (%) 68 (45.3) 97 (57.1) 114 (69.9) 7 | {reesginge - E
=1 el [95%CI] (#0) 208 [15.0, A5E] 113 [9.7.154] 9.5 [7.9.9.9] (2R IETE > M_ 0.6 -
Y — R [95%CI] "0 042 [031,0.57]  0.63 [0.48,0.83] - 0.005 N
[ 82 61 75 o
TAP A~ b (%) 55 (67.1) 38 (62.3) 57 (76.0) <AFN LR R w
<1 i [95%CI (#A) 101 [9.5,15.0] 9.7 [7.0.147] 9.9 [7.6.125] >
¥ e [95%CT] "1 0.80 [0.55.1.16]  0.89 [0.59, 1.34] — 0.147 a2+
— %72 L, *1 o AR Cox Ll — RET L, *2 . OFGHE, @PD-L1 OEBLRILK VO 54 & PD-
L1 OFBURIL & DA H AR 2 25 1 & L7z Cox BB — FET L 00 - T

7 T v+ 17 7 T T T ° T

11213 14 15 ¥ 222322353 7282050 3 32

T FN(4

st (PO AT N T [ T N O T O A
# g8
KAl+A 740 7+t

soa3

Lo
i)
ES
M .6
S
&

0.4

T i —————

e i el

AR

_.
6 7 8 9 1011 12 13 14 15

. _.
17 18 19 20 21 2223 34 35 Z6-ZF 26 29 30

7 v Z nfeine DME ()
atrisk 4%

e L B 1] OMAD ST H oM Mo W % dr W Y O 4 T X L oniow oo 8 80 B
o #m Al oW owm # T 6 4 @ W § [ . T
o T M G M S S5 % @ W M1 I N AR W W & 6 o8 % 3 oE 3 10

K1 PD-L1 OFEBIRESID PFS O Kaplan-Meier E%
(R EAKIE, 2023448 2 BF—Fhy hE7)
(BB : TAPZ 1R, TR : TAP<14EH)




(Ze4=tE]

[EIBS SR 25 AHFER  (DUO-E

HEFLIIARBN + A T8 7 LR IERE237/23881 (99.6%) . ASH + (L2 Fe AR
232/235051 (98.7%) . {b-7HéikRE236/236151 (100%) |
DOEREBRNGE TERVAEFEFSL @IEM) 13 2hEh234/23801 (98.3%) . 219/235

1 (93.2%) . 228/236f1 (96.6%) HHiL, Z0 9 BT (Grade5) 1Lk Lz

W)

173
1278

=1

Ziity

Mmolc, WTENLORECHEBREIGNRS%I LORIEMIITED LBV Th-oiz,
£2 WTFhPORTEEREN S%UEOBIER (R2MMITHSER) (DUO-E Rk, 23BRHIH)

Do, WTRNOIBHRE &

BRI LS
TS T
s | FREAT T RIS e esn 035 60 (LSRR (236 B
Adﬁa _WMW: 4 Grade | Grade 3/4 | Grade S Grade Grade ES Grade Grade
5 Grade 3/4 5 Grade 3/4 5
RITEA 234 | 128(38) | 0 219 101 0 228 | 96(40.7) 0
(983) 932) | @30 (96.6)
LS L0 AR
B 133 53(223) 0 91 32 0 108 | 27(114) 0
(55.9) 387 | (136 (45.8)
EEL 2 14 4 0 10 2 0 3 2 0
) (5.9) 7 (43) 0.9 (34) (0.8)
75 (18.9) 23 0 34 18 0 30 3 0
9.7) (14.3) (1.7) (12.7) (5.5)
32(134) 3 0 29 7 0 16 3 0
(3.4) (123) (3.0) (6.8) (13)
1 0 0 15 0 0 3 0 0
(4.6) (6.4) (17)
31(13.0) 0 0 34 0 0 B 0 0
(14.5) @1
RIS XL Ol
BABGE | 45 (189) 2 0 32 0 0 36 0 0
0.8) (13.6) (153)
B 13 4(17) 0 2 0 0 10 1 0
1L (53) G 42) 04)
B~ 7 v 2 0 0 21 1 0 25 1 0
v 2l 92) (89) (0.4) (10.6) (04)
R IEE
D 23 0 0 15 0 0 21 0 0
B 07 (6:4) (89)
BRRE A 2 0 0 2 0 0 24 0 0
©2) (9.4) (102)
B [ 0 0 9 0 0 10 0 0
(5.0) 338 42)
R 2 0 0 3 0 0 10 0 0
(5.0) (34) 42)
FWIE= = | 57(23.9) T 0 61 2 0 62 1 0
AP (7 (26.0) 09 (26.3) (04)
SRR 5 0 0 13 0 0 3 0 0
@n (55 34
FITERR A | 54 22.7) 2 0 54 0 0 61 6 0
Za—ns (0.8) (23.0) (25.8) 23)
Fe
e, BAERES & OMiEfRREE
IR, R _ B _ 1 _ 0 17 1 _ 0 9 _ 0 0
(34 (0.4) (12) (0.4) (3.8
H Ml
[ _ 13 _ 0 _ 0 11 0 _ 0 3 _ 0 0
(55) @7 (13)

Bl (%)
BERIRAH T
sk | AT I EERE o e 035 ) (AR (236 1)
AR_MW me W\._ 4 Grade | Grade3/4 | Grade S Grade Grade S Grade Grade
5 Grade 3/4 5 Grade 3/4 5
[(E7 39 (16.4) 0 1 0 41 1 0
(0.4) (17.4) 0.4)
T 47(19.7) 0 3 0 2 2 0
(1.3) (17.8) (0.8)
L 121 0 1 0 9% 2 0
(50.8) 0.4 (40.7) (0.8)
nNZ 21 0 0 0 17 0 0
(8.8) (7.2)
s 49 (20.6) [ 0 4 0 34 1 0
(0.4) (1.7 (14.4) (0.4)
FEIE B £ O T ks
it EAE 112 0 0 0 0 114 0 0
7.0 (48.3)
Z 3 FEIE 26(10.9) 2 0 0 0 19 0 0
(0.8) @.1)
%5 21 [ 0 1 0 20 1 0
(8.8) (0.4) 0.4) (8.5) ©04)
BEE 50k 13 1 0 3 0 5 1 0
5 (5.5) (0.4) (13) 2.1) (0.4)
TEHRB LU S HRREE
EET 33(13.9) 1 0 40 0 0 38 0 0
©04) (17.0) (16.1)
AR 9 0 0 [ 0 0 16 0 0
(3.8) “.7 (6.8)
PR 22 0 0 27(11.3) 0 0 37 1 0
(9.2) (15.7) (0.4)
DU RN 13 1 0 17 0 0 19 1 0
(5.5) 0.4 (7.2) [CAN) (0.4)
—ik - REFEED L OB EBORE
ESIIE 35(14.7) 6 0 2 0 17 3 0
@2.5) 0.9 (72) (1.3)
23 81(34.0) B 0 5 0 68 3 0
@ @1 (28.8) (1.3)
BER 10 0 0 0 0 14 1 0
(4.2) (5.9) 0.4)
ST 0 0 0 0 7 0 0
(3.8) (3.0)
ERIRIR AT
75 =27 | 25(105) 4 0 23 3 0 13 2 0
I/ T (1.7 9.8) (13) (5.5) 0.8)
AT =T —
LI
T ANT X 15 2 0 17 1 0 12 0 0
CEET X/ 6.3) 0.8) (72) (0.4) G.1)
rFvAZ
=7 —EH
il
[ 15 0 0 3 0 0 3 0 0
F= N (6.3) (1.3) (3.4)
Y= 7L # 13 0 0 9 4 0 B 1 0
IV T (5.5) (33) (1.7 34 0.4)
AT x T —
L
aF R EOE | 50 (21.0) | 32(13.4) 0 42 26 0 61 34 (14.4) 0
> (17.9) (11.1) (25.8)
/R | 40 (16.8) 0 36 8 0 34 9 0
s (15.3) (3.4) (14.4) (3.8)
5 1 Bk 5 1) 9 0 28(11.9) 8 0 40 11 0
> (3.8) (3.4) (16.9) 4.7)
9




%k (%)

BERIRE —— ——
s | AT SRS o s @35 ) (Lepseisne (236 6)
Aw\_w_a _Nuw w\._ 4:Grade | Grade 3/4 _ Grade % Grade _ Grade B Grade Grade
5 Grade 3/4 5 Grade 3/4 5
55, TEB L OEAHE
FEATHED 13 _ 1 _ 0 _ 14 _ 0 _ 0 _ 24 3 _ 0
I (53) 04 (6.0) (102) (13)

10

2, AHI+A TR T HEERIEREIC RO T, AR L ORFER S G E T E 20O
BPEMG IR 11 ] (4.6%) . KEGHK 461 (1.7%) . NTHERERES - AT 21 51 (8.8%) . HUIk
TRFSREAC TAE 31 #1 (13.0%), FUIRIMEAE TCHESE 16 51 (6.7%) . infusion reaction 6 {4

(2.5%) , MifekEs (F7 2« N —JEGEREE GTe) 96 (3.8%), ik - BT mlARIE
1Bl (0.4%) . AREFERE HERRRIEMD 3 61 (1.6%) . WWitEE i (473 7 (KR

GHEFFIRIEAN) 3 B (1.6%) . FEBEWEAFHERBUE 2 61 (0.8%) 280 bivlz, £7z,
FHE O TR, WALPERLE 2. RIBHERER ., | ROBEIR . B PasE (RIMERS 245) | BEdk.
DR, FIEMMEAE, TIRAFEAENE . MR, RO R EHE, MEE L. SR
S Ovsesge i MRS AE 1 33880 H 7R o 7,

Fiz, AAHEFFIERNCB N T, ARFN & ORFEBILRAEE T = AW B MY 4
Bl (1.7%) . KHEZ 4 61l (1.7%) . D T 2 51 (0.9%)  FFEERERE S - T4 26 41 (11.1%)
LN 2 1 B (0.4%) . HUIRIRBEAEARTE 34 41 (14.5%) . HORIHGETCIESE 18 1

(7.7%) . 1 TUBERE 161 (0.4%) . infusion reaction 4 f5il (1.7%) . FhiEpEsE (¥ -
NL—EGEREE ET) 1161 (4.7%) ., %% - BRI RIEAE 6 7] (2.6%) . TRERM;#E77JE 2
Bl (0.9%) . FEEDOFBERE 161 (0.4%) . FEEMELFPERBAE 141 (04%) . Stk
IMRIBE 1B (0.4%) ASaED Bavln, FomIBHEREREE, B (RIERR%) .
WEde, Dhde, TFRe(REEREREE . Adde, LA, SIS K OURSFEREF IR HaL7e
Mmool

ARENEFEBUR DL B T R 2 GRS R T,

11




4, HERRIZ-OWT

ESR S ) R 7 EEEHI (RMP) (T3S & | ARHI O B3 2 M RE SR B~ 0D i /) fiiil
M DHRRR T o T, REIOE G AL BE 2 2ZW - FE L, ARIOEEIZ L B&E
REWEAZ B LZBCRET 5 2 E B RE R LT OO~@D 4T &7~ ;i
RIZBWCHHT2R&TH D,

O HEFRIZ2ONT

@-1 TRD (1) ~ (5) OWFNPICHELT MR THD Z &

(1) JEAGHIHREE MR 2 73 A B IR RS CHE R IR 28 A B ML s pi e |
23 AR WL SO e, Has A BB HEIbE 7 &)

(2) R HERERIITE

(3) HBE I WINHEDS R E T 2 23 AU FEHEE I (03 A RS BERE IR ERIGE, 03 A s RaHs
W 1IBE. D3 AR HEES e 7 &)

(4) ARALFPRIER 2B L, SRS LSRR 1. SRS bR k2 ek 2
SUTAMHREIEA L FRIEHR) 3 OtiFR HUEI 4R 5 i 1 54T o TV D ik

(5) BUEPERE A L7 & BN OO i g% SEUE AR B R 24T > T 5 Jidk

-2 FE R DAV RN ORIEH F8 BURE O 5k +-453 7 ek & bR & FF o ERT (F 3R
DWTNDNTFEYT D R 23, Uik BPFOABNZET DIHROEEE & UChlE &
nTnasrz ik,

#*

o EAIGRFFIRGE 2 FOFMIWHEZE T L712IC 5 400 EOA AUTRNR O EEERAHE
ToTWAHZ L, 5B, 24 Rk, BASEMRIEE 3 & U BRIE S OWHE %
ToTNnBZ &,

o EAIGRETISE 2 FEOYMITHEAE T L2412 4 FELL EOBIKRBRAFH LT\ D
Zr, 9 b 3EDEIE, W ARMEESD A AR A B Te S AU TR DR R AHME %
fToTnbZ L,

@ BREHNOERSAFHREEOMEHITOVNT
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@-1 fErk Al B35 B

FVRMERE B O A 2 BIE R 2398 42 L=BRI, 24 FERIESIRIRHI O T, MUiklitiak X
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FIREOKRENY BHICHESL, B HIZKISaTRE R RN > Tnd Z L,
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EEDEEROAY ) — =0 72TV EIRE L G#E A TE 55— AERIRT
RS TND Z &, 2285, #RAEHIOWNT, DABE & ZOFERICHITE m ST
W5ZEk,

@-3 BIEHOBEPHINICE LT

RIVER (REPEME, ITRERERSE - IFZ¢ - BLPEIRAE 2. PNoriksss (HORIRESRE
FEE . BIRHERERTE . T IRMASHRERE) | BhE MEEBX%). infusionreaction, K
WE% « EHEED T, 1 BUREPR . W3¢ - MOECRIRIARAE . (O Z8. ELEMGEIIAE . BhRRAE
e PRI MBSO | M2 | FRLEE 0D B2 JE IR | AR (7 o o N LEBERE A B T) |
(B HRIED I RE O FEBMPEAF TP ERAE . LB AL, AR, ARSFERES, etk sm (F
TR TR | MERSE) (Cxh LT, Yk UL R O FMME A2 A 5
Pl &g U (BIPER O ZE0xHRIc B U TR R OSSR # = T o s 541 h b =
L) | EBICHEDIRLE N TE S IEHRINE S TN A D &,
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5. REXMRERDBE
(ML % $0])
O ALPFIEED 72 VAT « BROFEBREELIBNT, (1) FA+AT 0 7+
T PRE O (i) AL FRIE O R ST g
*AANRT T FUROS XA FRIABMIEEHL, 7 VRS T F RO ) 250 LOYR
BN TR 2T 5.

©@  PRICEEY T LT 2 ARA O PG O TR DWW T ARA O A ER
ML EINTELT, RADE GG LR BN
o FIGO 208 [ i ONL BB, WONS FIGO 4P 0O B 0 5 5 Fiff ik
RN T A Y U b SRS ANAY T
o OTAFIDOEEIT S TOARMLOFTENEEESH] & o G %5
o IRBAlBhERE

@ [EEEIFEFHIAARE (DUO-E RBR) 128\ T, PD-L1 O3B (TAP) 21XV A%
PERRAR DB RRENTND (p.6~8 M) ZLinb, ARIZEESTIEAIC
1%, TAP bH#ERR L7z L CRG M EOHW 2325 Z L0V #E LU, TAP A 1 Kl Ch

ZEAHERENTZBE B TE, AR OR GO VI AT I T S 2

~WWﬁ‘E4m%ﬁ_
® LIZiY T D BE IOV TIEIARIDOE SN ERE SR TWDH Z b, #5217
Noxttw &,
o ARFIOFEA K LiRBUE O D & 2 B3

@ WRFRHETOFHINC IS W T T RIS T 5 COWTIHE, ARIOFEITHEE S 70
D, ALOTRFRHUL S 20 G IS IR s N _MM AR EEMNT D 2 LEBETE D,
o RVEPERGA A Qﬁﬂ@i@%%%ﬂ: % A UL OBAERED b % 18
o MR R TR 5@%.&%%9% G ¢ 5 D fifi L rk?ﬁqiw?
Y ARAY ¥
o HOREAKBOEH QTR 23 L < IEEREED A LR KB OBILED
boBHE
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CRE0AL, PRIRIKSEE, Wk, FEEVE) OfER M O X Miid o Fhiss, #lsg
ZACATH Tk, Eo. SIS UTEE CT, if~—h —%ohkz E
i+ sz &,

« infusionreaction 3% B D Z LA EH 1 2 [8] H LUK O AHIHBE 5172 % infusion
reaction 3% B D Z LB DO T, AAE GRIXERIBE ORIEE 5
(W E4) % Z & infusionreaction 23FRD S LI A ITIEE) R EAITH L L b
2, SERAEE T D E CREOREEL HOICHRT D 2 L,

o HURIGEEREREE . FIEHERERE T % OV R AE mﬁ%%m?%m LEWRBHDD
T AKIBE 5B AR & O -3 8 1 LS PN W e A (TSH., 2 T3,
Wil T4, ACTH, Mth 2L F Y — LSO ME) 21TV, MG OWRiEL 5108
BYH b, £, LEDSU THBRAESOEM S BETH 2L

o FRENOEGFIZ LY | MO RIE UG ﬁE%mwwmyim%k# %ﬁ#
NHOLNDZENDD, BEEHHITITV, B ?&mﬁﬁwm\/ X,
BEDORPEIONC L LBWEH OB ZEE L, @E#ﬁ%&gmmgrwoﬁm
DRI K HRWERD DN DAL, AR ORLGORIE, ik 3E]
BRERLVECHOREEEERT L L,

. %ﬁ%ﬂw,%@E%m%&mﬁﬁrﬁ%m@?ﬂ%&%%@nw%%@ﬁ&
KA OB G T %I BRIEROREBUZ 3 ITHEET 5,

e AST (GOT). ALT (GPT), y-GTP, B U /b %0 7% Tk, T
S, EALMEIRE R R D Db b Z &M 5 DT, ARG BLERT R O 5317

PILEBIICITRERE 21T\ BEOREE Focilsd o2 L,

o RAVEREER S, RERIRBE R SEOBRERDH DAL Z ENRH DO T, KA
e 5-BRAARIT R OG-0 o I I BB RE R A 21T BE DIRIEZ /01T
BT sz L,

o 1 BUBEIRIAY D Dot BERWIMES TV RV ALEAZ EBRHAEDT, U
B, L, TR OFER OB MEHEO LRI EE TS 2 L. AR
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1. (XC®IiT

IR DG - LERNE DT D 7 D12 1%, WA SCEE T IE S = 1E 22 F 235K
HD. I, IEOR AR OMELSIC X0 | FURERN 2 & OFH 22 B e
FERMPEGR SN 9T, 2 O OEES % B KE e BTS2 = & SO
T & 7o TR Y RFMBEEE & SO IS #2016 (L 28 46 A 2 H BEGIRE)
IZBWTE, EHHEIRGEOMHORERMHEZ XS Z & & X TnAS,

FORIEHSFERGL, REEHROR 2T 2 7 7 A VRBEFOERS & A 50
Wi Z LR D, 2070 FMER ORI T 2B+ 0BT 5 £ TOR,
WK ESS OB E WL 215 2 LA EN D BE IS LTHEAT S & & b, mlfE
FADRFER LB AR % & D 2 & DSATRE R — E DB 2 il 7o 4 R < A
THZLENEETHD,

L7miio T, RAA K74 0 Tlk, BARBRS 2 E TILH Q0 D RS -
BHFR RIS & | BUT O PR3 00 Sl 72 6 & HEE 3 D8R O B e gl B 2
T RO B A R T,

RIS, RIA KT A i, WNATBOE NESE N ERAE SR O HE . AR EEEA AR
WERRESF 2 . —MALMTE A A AR RN RIEE 2 —IRAEEE A A AR B A KOG EIR
HRNEEIE N AR BEFZ2OW IO b EAEK LTz,

Xt ETRBEHRY T 2o b~ T G R TR )

REERDPEIDE « BRI DA - Hite HliBhiRIE

HELRHMEROAR: 7 AT T, LREYF—b, TF%H ) F5F KRB NS
F L OPFRIZENT EE, RANZET 2~ T GEIE T
e z) & LC. 1 1500mg % 4 M T 2 [E ¢, &
Oif4IZ 2 81 T, 60 Sy MILL EANT TRIBRET 2, T0k, 7
2T GBIR R Z) & LTl 1 E] 1500mg % 4 JE
T 10 [BFE T, 60 43HILA Lo THEIMEET 5, 7272 L. (KIE 30kg
LT OBEO 1 [ 5 81X 20mg/kg (KE) &35,

s R e ¥ T A MR RIS

2. FA0KHE, fERBF

T a7 (BIn ) (BLT IA%I)) &, & b programmed cell death ligand
1 (PD-L1) (2%t 28/ 7 U v Gl (IgGlw) #7277 2Dk MNlE ) 7 m—F )L
ik TH D,

CD274 (PD-L1) . EAMIZEW CHURR MRS IC B L TR Y . mMkL7zY
VRER (T AR, BAIARKE O F = Z)0% 7 —T i) S5I2RH 9% CD279 (PD-1) K&
O'CD80 (B7-1) &iffifa L SIS B 2 AU § 2 & % 2 41T % (Annu Rev Immunol
2008; 26: 677-704, Blood 2010; 116: 1291-8), F 7z, PD-L1 1%, i~ DOIEEMAEIC H FBL
LTW%Z & (NatMed2002; 8: 793-800, J Immunol 2003; 170: 1257-66) 7345 & T
Y, PD-L1 & PD-1 &40 L7=#8BK I3, NESHIAR S LSRR AT 72 T Al & OB 2 [A)
WS HHEFD DL LTEXLLRA TS,

AFE, PD-L1 OMREAFIRIZHES L, PD-L1 & PD-1 DFEAZIET 5 = L% &
0 R APURR A 78 T A O MR 5 EE M A MR U, I O A ikl 2 L B2 6
nTna,

ARANDOAEEFZ IS < BEORIERURIZ LD EHWEMS A & 5 bd, EEUIFELIC
ED RN DD, ARIOLG R OEEGZIE, BEOBEREZ T3 TV, SRR
W LAV EITIE, B LT FRITIE U7 SR ik & B 2 Rro el & i U Tl
EN7eEERIRSWT 24TV I DRI RIGIC & D EWERI A gD D HaITi3, B RE AL
FHIOBGFEOTEN L ILE 21T O MHER D D,




3. BRERERAE

EREIZF5VT DATAT + 975 5 BRI O AGR IR Z R & 1T o 72 32 75 B AR AR 0D il 2 7%

7
[%hik]
[EIBR IR 25 MAHRR (MATTERHORN #5%)

BARFB L ~IVA O o[ X fE B #4680 R #E " (WHO/ECOG
Performance Status 0 3% 1) 948 {5l (AHI+FLOT [AKIOFHEE 474 $11] 2, 7T EHR+
FLOT [&RARE 474 1] ) (HZARN 86 1 [ARKIOFHIHE 40 451, xtAaRE 46 1] 2 &dr) %
XU, RRTBERE S LCARKIE FLOT 205G L. kit s LTAAl L
FLOT & Off ALz & e & Akl & MG U - BEO A RMER OV Btk 2 et LT,

TPRIENT (2024 4F 12 H 20 HF —42 B v hA7) OfES, EERHHEE CTH 5 8o
Ny NMEFIRO R (95%FHXM) (385 thoA < b)) 1%, AFIHHEET NE®

(40.7~NE) 1 H., XHEEET 32.8 (27.9~NE) #H Thotz (¥ — K [95%(5HIX
7 :0.71 [0.58~0.86] **, p<0.001 [J&H] log-rank #E, AEA%E (FM) 0.0239]) *5,
*1 : ARIEEI T 238G £ 72 5 American Joint Committee on Cancer (55 8 i) ¢ I ~IVA o> B3 348 %
Anbivic,

€2 i - ARIEKS—CORO LBY &S,

3 HEETRRE (T, FERD

*4 o A EKEEICHHER L 72 97.61%(S X #IE [0.56,0.89]

*5: BIREHIE B O —>Cd 2RBEITEAZES (pCR) RO EBMMr (L EARNTIR AIZF T EFS ©

FRHT B AT AVT2) D% IZEET S 7 BRI 2 55 < ARbrfé R

AT DB 54 7 P2 >

Tl _ i _ [T
fEda it
FLOT fJf-F ¢ 5-401Re E R

AF|+FLOT FLOT'' (35 1,15 AH)| 3% 4 & | FLOT™ (% 1. 15 A |&#] 1,500 mg % Q4W
CAFIGEFED) Lo fF AT o&R Al B) & oA THRA [T109 1 7 L F THER

1,500 mg (551 BHH) 1.500mg (%1 HA) |N#EE?2

% QAW T2 WA /| & QAW T2 A L

F ORI S "2 FCEARNIE G2
75 R +FLOT FLOT™ (% 1,15 HH)| 3% %4 & | FLOT™! (8 1, 15 B |75 &H% Q4W T 10
(%} ABEE) LoFRTT IRl B) LOPFRTT I [Fa 20 E THEIRNE

((E1HA)%Z QW T RE1AR) %2 @UW 512

2 A 7V E TEIRA T2 VA AETH

P12 HRPI#% 572

Q4W : 4 RN

Fl:4@ME 1P 2702 LT O7AFr Y T30 (B 1 KOS5 A HIZ 2.600mgm?) . @K Y F— k)
RU DL (51 K05 BEIZ 200mg/m? (HATIE, LARAY F— b 100mgm?)) . @A4FH Y 75F> (4
1 %015 HEIC 85mg/m?), @ R4 %tL (81 K015 HEIC 50mg/m?)

T2 ¢ AT AT A B EEIR B R R T SO TR AL 0L T FLOT 4% -7 ik L7245 4 | 1ASRIT
1 (548) EEEORITHC RS & AL T T R 2 B TR GREECE 5 2 L L LTW,

T3 WHROAH O SEEITEF 1294 7V ETE LT,
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e s,w | A FRE
:./ o i |,ﬁ’f
H,. e T ./ll.}.l .
054
ﬂ 04 *FHREE — - —
& .
pea 0.3 =
# o o02
AN
5o
0.0 |

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

EAEREIT D OWB (H)

Atrisk#

474 436 404 381 351 334 320 307 288 234 187 107 88 33 20
474 429 392 360 329 302 278 264 249 202 160 89 65 26 21

1 0
1 0

B1 TR O 8o~ R AETFHI 0O Kaplan-Meier Hif# (MATTERHORN #t#)

[

AT (2024 4E 12 A 20 BT —4 A1 v b A7) OfER, EEARRUGEHNEHE OO
LOTHHLRAEFMMOTRAE (95%(FHERME) (21 fFoA < b) 1%, AFIOAREC
NE (NE~NE), %MEET 47.2 (45.1~NE) B A Th o7z (F— R [95%IEHHK ] -
0.78 [0.62~0.97]),

09 4

0.8 -

e AFIOF T BE
07 | . fl}lf\fllnl!xp
_ .l-rllll-l.l.!.. i

05 4

& 04
03

02 4

003 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
AR o OWIRK ()

474 4064 438 422 403 389 376 367 351 338 293 205 143 80 38 8 2 0
474 457 439 414 395 374 354 337 323 309 262 197 128 72 33 11 2 0

2 I O 2 A7 BB O Kaplan-Meier [t (MATTERHORN #415#)

(CAZREL GRS EIE D)

[EBEILE B MAHS: (MATTERHORN #5R) (ZALA AN SIVZBE D 5 B BRI
WRRC T AT o T2 B IEDFERIILL T O L B0 ThoT-. BRFHMHITA ROIB O
NI T, X IR & B U CARAIDF I BET BFS KON OS 3ER T A H[A 23588 H L7
nol,

# 1 BRI O EFS O HPRIfENTREE (OTT $MH, 2024 4F 12 A 20 AT —% 71 v b A

7)
. ] ARy ki [95%(F XA A= R
RREN  eew s %) ) [95ofs <]
AFIBEREE 37 11 (29.7) — [27.20, =]
LAyt SERARE 25 10 (40.0) 32.20 [23.79. —] 075 [032,181]
AR 109 35 (32.1) 39.98 [39.98. —]
oB 3 S HERE 108 35 (324) — = -] 097 [061, 1.56)
AFIFHRE 287 106 (36.9) — = -]
s poyiiskiid 298 140 _(47.0) 33.22 [26.38, —] 074 [057,095]
. AHIDFHRE 41 15 (36.6) 40.74 [21.88. —]
VA SRR 42 32 (76.2) 11.99 [9.26, 15.08] 030 [0.16,0.56]
— HIERRE, *: B Cox KN — RET L
L
AFIIRE b ' ) R
= o TR
ﬂ &xm\._« b
£ o4 .
b
#l

10
1 o8 e AN B 1 i T AT
~ o7 . ~ G /

Y06 v e
}oos N

e ES .
o #

I I

5o n i

0 33 36 39 42 45 48 51
i ()

SO (1)

25 Vo 4138 36 3 91142 1l
[ Lo 4236 31 28 20 1 6 30000

X3 EEHAEIEI 0O EFS 0 H RIAEHTIF O Kaplan-Meier #ifi (ITT 4, 2024 45 12 A 20 H
F—=2Hy A7) (FER: DA, A EX: IBH, 72 FK: IH, £ FX: VA #)




F 2 EEAHEIBIO OS O NTER (TTHMH, 2024 812 H 20 HF—4 1 v b A

7)
. N PR 4 FRAE [95%C1] N — R
I ) ) [95%CI]
AAIGEHEE 37 10 27.0) —[= -] o
fra T 2 7 280) ~ 2201 = -
A RE 109 33 (30.3) — [39.69, —1
1 XHRRE 108 31 (28.7) — = -] 108 10466, 1.77]
AAN DR 287 89 (31.0) —[=. -] <
. B i 298 116 (38.9) 47.21 [45.08. —] 076 (057, 1.00)
ARANDF AR 41 13 (31.7) —[=. -]
vau e RE 42 21 (50.0) 33.97 [12.58, —] 033 1026, 1.041
— HEERAE. ¢ HER Cox I — FET L
Lo ; AR Lo ~ xR
09 ™+ 09 /
08 ! FAT) 7 -
£ 07 == AAIGEARE T —

x AR =

LAl
g

X4 FEEFEIBIO 0S O F RfF#NTIRFO Kaplan-Meier i (ITT 4, 2024 4212 H 20 A5
—H Ny hAT) (EER: TAY, A EX: IBY, £ FX : MY, 4 FX: VA )

[Zz4t]
[EI BRI R 35 AR AR (MATTERHORN #X005%)

HEERIIARFNOAEE 471/475 B (99.2%) K OHREE 463/469 1] (98.7%) (Zadsd &
iz, RFPFHAFCR T, WTNOORBEIK L ORRBEHRNAEE TE 20 ETESR
515 453/475 1] (95.4%) (ZFRD I, FD 5 HIELH] (Grade5) 1%, 6/475 1 (1.3%)
Th oo, REDEARETRE LW 0B A3 L ORREBEGRNEE TERVA
EHL GEHES%LULE) X TFROLEEBY Tholo,

£33 FAFARTERLAVThIORBREARL ORRBRSTETERVWEESRS (BHE 5%
B) (Z2MRITXSER) (MATTERHORN #E)

% (%)
FERIROIE | HEATE y -
(MedDRA/J ver. 27.1) AAHREE (475 B
4 Grade Grade 3-4 Grade 5
W OTREREE A & O R BRI E 453 (95.4) 283 (59.6) 6(13)
TERVRAEFS
MiEE L OV > SRREE
4 ek AE 144 (30.3) 97 (20.4) 0
i 72 (15.2) 8(1.7) 0
i/ VRIS E 26 (5.5) 1(0.2) 0
P A
FRRARBE AR MIE 31(6.5) 1(0.2) 0
R & O b
FEARIBR 103 21.7) 8(1.7) 0
R R
KRR = 2 — /35— 95 (20.0) 1(0.2) 0
R R A 70 (14.7) 0 0
RGP = 2 — R F— 69 (14.5) 7(1.5) 0
Bl B 35(7.4) 2(0.4) 0
BH = 1 T 24 (5.1) 4(0.8) 0
PRI AR, JERE & ORI
L 28 (5.9) 0 0
Bl
T 258 (54.3) 25(5.3) 0
B 215 (45.3) 1123) 0
Uit 100 (21.1) 6(1.3) 0
nH% 58 (12.2) 3(0.6) 0
fEF% 34(72) 0 0
& 31(6.5) 2(04) 0
B KOV T LR
EIE 136 (28.6) 0 0
% 47 (9.9) 3(0.6) 0
Z D HE 41 (8.6) 0 0
B AR 26 (5.5) 0 0

—f% - EHBEER LU G OREE




s ; B (%)
RO | A AR @75 B
(MedDRA/J ver. 27.1)
4 Grade Grade 3-4 Grade §
WEH 113 (23.8) 9(1.9) 0
WESE 74 (15.6) 12 (2.5) 0
B 47(9.9) 3(0.6) 0
RERRLOD S8 26 (5.5) 2(0.4) 0
FRPR R T
HF-cp ER BB 116 (24.4) 92 (19.4) 0
[Ehikse= e 2 43 (9.1) 25(5.3) 0
R 30 (6.3) 2(0.4) 0
(R 25 (5.3) 1(0.2) 0
B, s L OLE A DHE
AT RIS 33 (6.9) 5(1.1) 0

72d5 . LN IC B F5 2 5 Rl E R R BUR IO S50 R 2 37, AAIPFREEC BV T
ARH) & RRBRNTTE CTE RV E MR E 14 61 (2.9%) . KIEK 6 #1 (1.3%) . &
FEO T3 H1 (0.6%) . LB 161 (02%) . FUIRIREEREIS FIE 31 61 (6.5%)
TR IRBSRE TUIESE 21 61 (4.4%) . RIEHRRERESE 6 (1 (1.3%) . T HAABERER 3 4

(0.6%) . 1 ZLFERIS 4 1) (0.8%) . ATHEREREE - AT 38 #i) (8.0%) . Bk (RIEL
PERJSE) 361 (0.6%) . Ade 1411 (0.2%) . /Lofilge 1 B (0.2%) . DR 2 Bl (0.4%) |
DR FEREE 1] (0.2%) | FRIEE (T - NU—EEHEE2ET) 6 41 (1.3%) |
infusion reaction 8 ] (1.7%) M3a8d BNz, Fio, WEMEIRE SR, BESUTHREAGE, [hE
ARSI, ok L/ IMBIRURE . B8, TEBWEAT R ERISIE . BERRAE K OVAR 31 BRI 1358
W LR Tz,
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4. REBIZDOWT

IS Y A 7 FHEH (RMP) (255D & | ARH O[3 5 22 A VERUE B~ O 1 77 fisii]
B DRI TH o T, RAIOE G 72 BRE Z2Wr - B L, REIOEGIC L0 HE
PREIEH 2 JE B U T BRICHRE T 5 2 & SR T2 0 UL FOO~@ DT Z {7297
BB CHET 5 & Th %,

O MRIZoWT

@-1 Fi2d (1) ~ (5) DWFRNITHEL T IMBETHDZ &,

(1) JEZEIHE KR 2SR E T 5 035 A Bl B L SR S (HE R U 2% A re St B L L5
e, Hulskns A S aE L RIGE, HU s AP e &)

(2) FrEREREIRT

(3) HEIMEMTENRET BN ABTREBERRE (ARSI ERRL, S AR
W ke. A ATl R &)

(4) ARACPPHER 2R L SR L REES IR 1, SRR (L PRI HeE 2
STAN BRI L EPRELIR 3 ORiFR FEUEI AR D i 24T > TV 2 Jiti ik

(5)  PUEMERELS AT & BN Ok EHEAR D Jm tH 21T - T D fitiak

@2 HEOLSFRIEF ORIEREBLRF O RIS 4-53 70 ik & 852 ROl (F&Ro
WFZLANTEZ Y T D ERM) A3, U2 OARRNCE T 5IRROFLH & LTRE S
Tnb &,

ES

o [ERSGFFEURE 2 FEOYMIHEA (& T LI2kIC 5 FLL OB ATRIR DEGIRIHE %
ToTWAZE, 25, 24 R, BAKYNEEL T & LRI 2OHE %2
ToTWVHZ &,

o BERIRFFIGE 2 FOMMITHE & T L7o&IC, MERsmo B8 ASEMREL 5T 5
L EDOHESRA R FOERZIT> TV Z &,

o [ERlSIFESE 2 SEOPMIHHE R ET L% 4 ELL LOBRRRBEZ AL TW1D
Zle OB 3HELLIT, IHIGEHE DA A SRYIIRIE & B Lol a2 D REIRIHE %
ToTWnBHZ L,

@ BENOERAEREHOKRIIZOVT

[E IR I A BT D BT LB S, IR D OEMA D, A3 - &
RPN E OB OERTEE 263 A 1 Wi, A FELNRBA LG A oRE
T, FERERLPIATONAERBESTVH L,
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® BIER~DORIRIZONT
@-1 HEsk Az B+ 2 s

PV MR RSO B RIER NI AE U2, 24 REERWIREI O T, ks X
VR R (2 RN T, JEHEL L7 EIEMNIZIS U CABSEF LA O CT % OEIEH O %
RO RN Y HPIZH S, BEHIZAHETTRER ARSI > T D Z L,

@2 ERNEFECLIAFESINCET 5 EM:

IR ARSI 2 BRI 20 il R O RE 2 AT 2 R IR E R EEN =2 U > 7
EZDIEIROA Y ) — =2 T 2ATOEIRIE LR E A TE D F— AERIH 33
i SN TND Z &, 2B, BFHERICOWT, BABE L ZOKFECHaIcAmshT
W5 Z &,

@-3 BIfER o BirextRcE L <

FIVER (RS, FTHREREE « AT4¢ - MELPERRAE 2. o skeess (HORIRBERE
BaE, EIREREREE, TRIRMREREE) . BE (HEMEB RS, infusionreaction, K
[ « TEED TR, 1 BOBEIRI . M2 - RESUTRLAEE (D%, TEMIEIAE, B,
Ge e IS | %28 . BEE OB IRE | kIS (7 v - N L —EBEEE 5T |
LB IRFOFEENELF TP BRI, LB AL, IR, JRIFERES, M%) 1%t
U C, Y adti Rk SVl B s B o0 SR P 1 A A9 2 Al & s U (BIEH o2 Wit
B U CTIRE R OSSR Z 2 A 5RMCH D 2 &) | M HIZHE) 2Ll A3 T & 2 (4l
NEESTNEZ &,
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5. BeExtg Ll 2BE

[E7hPEIZ BT 5 HiE]

@  EEAIEH I ~IVAO R O B EE (REHEA TSRS T G d R L0 15
D) T H, KFE, 7adny T, LREYF—h, FFFYTSITFUN
O REZ %t/ (FLOT) & OG- L DRl - IR AHBERIE R Z 0% oA
FIHMPE 5T £ DO/ IER REN TN S,

@ TRICEEY T AR OB R OOV TE ABIO LN ST
59 AROREG LB,
o OTAHADOHEEA R S I TO IR OFUBRIEIEE A & OfF R 5

@ FEFEILFEZS TR (MATTERHORNGRER) (28T, BERFEI T AR O BOER
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MolzZ Lt HFEFEHN AR O IBOBEIZB W Tid, AT G DR
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O FRICEET 2BFIZOVTIEARAOEGNEEE SNTND Z b, #5217
FoYA AR
o RHIDEGT KR Ui BUE DRELIRED & 5 B

@ IRFERTOFINZ BN T FRUCHE S T 2B AT OV TIE, AAORE TR S
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o WIEVEMIZEER GBI 2 G ) Db b BREXLFOBEEOH b BE
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b5 HBE

*  ECOG Performance Status 2-4 "=V 0¥

#1 ECOG > Performance Status (PS)

Grade

0 R IEBCE 5, FRIRHIT S A U 0 W AE2HIRAR <ATZ 5.

1 PRI LTSN S 505, BT T, B(EECB - TOERET ) 2 LT 5.
o T, FHEE

2 SHATARECHSOHOM Y O = L F5 < CAREEEEIETE v, BHo 50%LL EE~y RO Tl T,

3 RN HZOHOEY OZ L LTEARy, BHRO 50%Lh iy Rk CilZd,

4 BTV, BAOFOEY O Z LFETERV, RISy KT Tl 29,
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6. BEHLUTHETREFIH o ilEIHBIEE & LT FLOT O st 57» 5 28 H LN AO1H7HT

O WA CEFEFON A, REIRICHEE DT 2 BRI LS &AM ORI R O IEff o BTtk 4 LU ERIEH 20 T & AT MBIRIE O PR AT 28 B LA
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(R0, WENLREE, Bk, FEEVE) ORER B OWED X M o S, Bl
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P 15 BRAGET B OV -3 AP R E I B RE R 21T ) RE ORI E 01
BEToz L,

o VENERIED D Db, BURMES R TV RV RZELZ ERHEOT, N
Y, FL, R OER ORI EO L HEET 52 &, 1 AER
DD HAITIE, A VR Y VEFIE B G D o 0B 21T 2 L,

@ MATTERHORN il Z 35\ T LAT IR L 2R A B DR 21T > T2 2

L BB, ARG AT ISR COROTEREITO Z L.
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