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[H2h=]
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TRIG B [F] B L 22 B e R V™ % I BT 23 5RD 22 R
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MERT,
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B19H, 77 vARBE 3B 2ETe) 2R, LU RRE
ETH 42 AURICARIXIT T 7R &2 &5 LIEZEE 03T R
Ot emit Lz, AvE - AEld. A4 1,500 mg Xix7 7%
A% 4 FEREE CHIRNE S35 2 & & En EEEITHE L X
BHp I REECHE T A ECIIRAK24 AR (26 A 7 L)
BE kT A S,

W AT OFE R EEEHIEE O— > Th 5 G T IR HJLGT
MHIE L K 2 g AR (LLF, [PFS]) (308 DA~ )
DFERIZ ST AKBEL T T B ARBECR L PRI B/t
ExmrLlz O — R [95%E#EIX ] : 0. 76 [0.606~0.950],
p=0. 01608 [JE5!] log-rank [&7E . FE/KYE (D 0.02805], 2024
F1HIBHF—H Wy bAT), PFS Ol [95%EHEIXE ]
X, ARIEET 16.6 [10.2~28.2] WA, 77 BHREETI9.2 [7.4
~12.9] BATH-oT,

F b —OOFEEFMIER TH L AT (CLF, [0S))
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FHRHERIERE 2R L (O — R [95%F8X ] - 0.73
[0.569~0. 9281, p=0. 01042 [JBRI log-rank HE. A E/KHE ([
) 0.01679]), 202441 A 15 HF —H v b4 7), 0S DHIH{
1B [95%EsEXR] 1%, AFIEETS55.9 [37.3~NE®] A, 79+
REET 33.4 [25.5~39.9] WA TH-7,
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2 PRAfAT I O PFS @ Kaplan-Meier Hiff (ADRIATIC FER)

(X )
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B CREREOEFUTEMNRE L ITERELEO B CLARsE R B ORETE,

ORI R OBER O & 5 BE +  WHO Performance
WHO Performance Status 3-4 UV B
6. BREUELTHETREHE 6. WEIZELTHEHET N
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DOFIE 8 BIZ, ADRIATIC FRERIZ BT 5-881602 5 72 O%IT 8 AEIT, B
BT S B, 96 BEFE Tl 12 B, FO%IT 24 @I A GHITE-EIZ

HNEDOFIMEAT > TN 2 & BB, RAIR G FILEH
HIZBERE CHIROMRZIT O Z &, 2B, [RERIN#llA
IR L2 5V B AR TR AL 2 WU R TR O #EFRF R & LT oD
AROHEGHEL 24 WAEFTLTHZ L,




e INKARE tRE O R B E I HELE T A N T A L OUGTERT B IRx RS

B

4. HEFZIZDWT
BIVEH ~D iz > T
)

-3 BIFHOZE--Cxt 2B LT

BIVEH (FIEMEMEE (B miER % 5 1s) . JIFHeEREE -
FFo% - RRALPERRE 25, Wbk (RRIEEER T, RIBHER
. TEEHERES) . BEE. infusion reaction, K%k - &
EOTR, | RERF, TR - HATRAE, Ok, BEEHRE
JIE., BERRSS . Sop i/ MR EEREER . BNZC . BE O R ERE
FOMRREE (FT7 0 - RLU—EERA ST, [LREREG R
DIEEMELF R ERME, THIEE 7L, R, REFEREE) (XL
T, YiZgk ST B E R O B 2 AT 2 EM S L
(BWER ORG-S L CHRE LXK ES ST Vb &M
ZHDHZ L) EBICEYRAENTE HEEHRESTNAE I L,

4. FEFRIZDOWNT
(W)
@ BIERA~DORIZDOWN
(%)
©®-3 BIFH OZEToxt Ik
BIWER (MEMEMEER
EE - JF4 - AELMERRE 25,
FEREREE . T RMAHERERES
7%« EEOTH, | ZIFERY
JEAR I )E, BEIRA, 105
FEREREE | MRgkEE (X7
O F B oD 5 B 4 Bk )
Bt R LT P AR RS
FHOZWr ot I IZ B L THE
Z ). EBIZEY I AE )




HTHAREE D B RIAEE T A 5 A - OWETERT CBr IR IRFR)

B

4. HEFZIZDWT
BIER ~O &z 2T
)

BIEH OZEr-CRHIIZB LT

BIVER (BEMEMEE, TR - ITk - LIRS &, W
SRR (RURIRHEEREE | BIBHERE . THRIREERE) .
BX[EZ . infusion reaction, KEGK « HE D TR, 1 BUFERIF.
2% « FRBUTIRARIE . (LR, EEMEE, HFEKL, mEMEm
AR D PESRBE . Bk, EEORERE, MREE (¥7 0 -
N L—IEBER L E1) . AL FEIEOEH RO R A HER UM
AL AL, BER. TRIFERIEES) 12xF LT, Hihhusx XLk E
R OB L H T AIEM & U (BHWER OZKOXIIZ B
LTHREMDZEZZITONIEMICHHZ L), EHICHEY
BN TE LR E-> TS Z L,

4. FEFRIZDOWT
(%)
&  BIER~OFIGZ DN
(%)
@-3 BIfEH OZ BRI
BUWER (MEMEMmEER, )
SUREE (R RE R E
BYfE%Z . infusion reactior
R d¢ « BRBUTRLARIE . /L
IRV PEERBESR . B G,
N —EERE ST . b
HIEE L. BERE) 12
FAMEAH T A=A &g L
DXEEZ T BRI
HIEHINESTWDH T L,




AEE:

=

DO ROEEAHEE T A N A L OWETERT GBS RE)

B

4. HEFZIZDWT
BIER ~O &z 2T
)

@3 BIfFHOZWr-CHIIZB LT

BIVER (BEMEMEE, TR - ITk - LIRS &, W
SRR (RURIRHEEREE | BIBHERE . THRIREERE) .
BX[EZ . infusion reaction, KEGK « HE D TR, 1 BUFERIF.
2% « FRBUTIRARIE . (LR, EEMEE, HFEKL, mEMEm
AR D PESRBE . Bk, EEORERE, MREE (¥7 0 -
N L—IEBER L E1) . AL FEIEOEH RO R A HER UM
AL AL, BER. TRIFERIEES) 12xF LT, Hihhusx XLk E
R OB L H T AIEM & U (BHWER OZKOXIIZ B
LTHREMDZEZZITONIEMICHHZ L), EHICHEY
BN TE LR E-> TS Z L,

4. FEFRIZDOWT
(%)
&  BIER~OFIGZ DN
(%)
@-3 BIfEH OZ BRI
BUWER (MEMEMmEER, )
SUREE (R RE R E
BYfE%Z . infusion reactior
R d¢ « BRBUTRLARIE . /L
IRV PEERBESR . B G,
N —EERE ST . b
HIEE L. BERE) 12
FAMEAH T A=A &g L
DXEEZ T BRI
HIEHINESTWDH T L,




Bl 1

EEHEET A R4V
Fal w7 (BizFHE#BZ)
(BRFE4 1 A X7 4 v P HEEHE120mg. 1 I 7 4 > P EFEBHE 500 mg)

~ )N o ~

SfM24E8 A (FF1 74 3 A%ET)
BT EAE



B &

SANA e

X C Iz

AN OFHE, (ERAKT
B IR AR
HiFRIZ DN T
BeEXIR &I HERE

BEICER L THET & HH

P2
P4
PS5
P10
P12
P14



1. [ZLHIT

EIER OGN - BEEORERO T DT, IR TESIZE Sl E e AR
Hb, EHIC, IHFEOREEROERIZ LY | JURERS 2 & O 23 HRAE %
FEELPAGEINLIT T, INOLOEELZBEICLERBHEICRMT 2 2 L BB
E L 2o TH Y REMEBGE R & RO ERTTE 2016 (AL 28 4 6 H 2 HEERRE)
WBWTH, EFERSEOHEHOREEEELRD Z L S TnD,

FRERMFESRS T, EBEERSLEE T 0 7 7 A VBBEOEET L L
BB RS D, 2O BIER ORI T RN+ 0EET 5 £ ToR,
YHEELOBELZEB 2T 2N INBEICH L TERT S & &Iz, BlE
PR L BIC LB gd & 5 2 L NERER —E DB 2 -4 E R T
THZEREETHD,

L7eho T, BIA FIA4 Tk, BEEERS N E TIZE LTV D EFHEFA -
B RHIC RS & DT O ERLOR@E L ER 2 HET 2880 b B 52
FROBESHERT,

RIS ARTA RTA %k, MNATBOE AN EE L EREISSA A TS, NmtAEAAA
BRI S, — BB A B ARRRNBES, FEF EFNSENEAN B AMESES RO
— AR B AR SRS OO b EER LT,

KB LR AERS A 2T 4 UV ETREE 120 mg, A 2T 4 VAT 500 mg (—
4 FansLeT GEEFHEERZ))

R ERDPEIHE RTINS RE
PR3 N AT L2 35 1 2 RVE AL F U R iR 14 O HMERFER T

WEERLAERORE « GERAINEATE)
HARIEMEER L O FRY R EOFFRIZEBW T, @, A
WIET a3~ 7 (Binf#fz) & LT, 1E 1500mg % 34
MIRIFE T 4 [B], 60 ML LT CEFEFEET 2, 0%, T
N7 (BT Z) L LT, 1A 1500 mg % 4 F BT 60
SYRILA BT CTEREET D, 72750, RE30 kg LTOHRAED 1
E# 581 20 mg/kg (KE) L9 5,
(BRIFEL IR (2 531 D ARTBRI L A BRI E % O FERIEE)
BE RANET 2 b= 7 GBI Z) & LT 1 E 1500 mg
% 4 N T 60 oMUl Lo i CEBEFET 5, R EHIEIZ 24 5
AMECcET 5, 72770, (KE 30 kg LT OHED 1 BHRGEIT
20 mglkg ((RE) L35,

BlE AR EEE TR NI RIS




(%)

VAT T T ORISR, TER O &

Gl Ees SN i

MR OHE : A7 5F L LT 70~9 mg/m? (REEE 210 1EHESL, 272
EB3HEMRKT S, chik 17— L, HLEEYIRT,

HNRT T T DERE TS, HIERUHE

BRESIEZDAL - At/ N

MENORE  EmE ., RNV RTZF - LT, 1 B 1A 300~400 mg/m? ((KFHE
) 285 L, bl ey 4 RRESS, chaz 1l 7—nd L, bz
ViR, ks, BEEIT. T, FE, EINICZ O EETER TS,

T MRS ROBBESUTNER, FEM O &

SRR SR - BN A

HEROHE = PR FE LT, 1 BE60~100 mg/m? ((KFEFE) % 5 B s aibs
HEL, 3HEEREST S, Zhad 17—k L, BLainiRT,
7ok, BeHENTRER . ERIC L EEEET S,

BRPRFRBR I 1T 2 B A O ik - A&l 13, BRG] OIE P5S~) 2



2. AHOKEH, 1ERKEF

A X7 4 Y ERERE 120mg R OELEFEFE 500mg (—ix4 : 7210w (B
Gz ) . AT TARA]) &, B b programmed cell death ligand 1 (PD-L1) (2%t %
wEIs a7 ) Gle (IgGlw) V727 720k NUE ) 7 a—F Lk Ths,

CD274 (PD-L1) &, EENIZBWTHIRESMASIZHEI L THY | EHEbk LY
VoRER (THIAE, BAIBER OV F 2 7 0% 7T Hifg) ZI2%H T 5 CD279 (PD-1) &
NCD80(B7-1) LiEE L LI E A2 &IZHIET 5 &35 2 50TV 5 (AnnuRev Immunol
2008;26: 677-704, Blood 2010; 116: 1291-8), 7=, PD-L1 i, &4 OIEEHIIIC MR
LTWaZ & (Nat Med2002; 8: 793-800, J Immunol 2003; 170: 1257-66) A3 s ST
V. PD-L1 & PD-1 241 U7ofRE& I, BESAIRR SHURAE RO 7 T Mk & OREBEE %[
BT OEFEO—2 L LTELZLNTWD,

AFL, PD-L1 OMfSMERIC S L. PD-L1 & PD-1 OfFEAPAET S Z L %0 k
D BSAPURSFFRE 7 T OSSR A28 L, g O Z M6 +5 L5 x5
NTWa,

AENIOERBEFIZES < BEDOHRERISIC L OBWEREN H Hibh, BE I TIC
ELHREWNR DD, FROBREPROREGRIZIL, BEOBEL 52TV BEMNEE
O HRTZHEIE, EH L BRI CT-FMR 2 & R 2 FOER &8 LT
IR R 2 ATV REDREESUNT K D EWER e 2 BE 2, BIB R E RV
FUHIORGFEORPDILE 2T O LENH D,



3. ERERRE

THE R TR /N A e g R OV R R/ N LI 92 1 2 J6 ) B AR IR AL A MR ORI B O
TRERIRFIZ RN 21 7 > 72 72 B ER O Bl 2 =9,

[(B2hi]

O EEHEFFEMAHFE (CASPIAN #5R)

(LR ERE O 7 vt B R N IE i iB 8™ (WHO/ECOG Performance Status 0 3 1)
537 ) (A & AEBIBEMEIEER (WARTFTF o I AT FF ) +x hR P R)
[AAOFA#E 2268 B1]]. AE&RIUEMEIEEA] (WLVR7FF I AT TF ) +x
NS R DRFEREE269 $5111) (BAN 34 51 [AFIOFAEE 18 51, XHHREE 16 f5]]) 2 &10)
BRI, AH. BEREBEWEER WA RTIF IV AT TF ) RO bR
¥ R E LIS E OB MER CR 2L BET LT,

BRI DGR, FEFHMMEER THDH 0S (HRAE [95%IEHEXR]) (336 oA~
M) IR, AROEREET 13.0 [11.5~14.8] A, WMEEET 103 [93~112] WA TH
O AAIOFABHI BRSO LRI EMICABRIER 2R LT (N — R [95%fE48
X1 :0.73 [0.591~0.909], p=0.0047 [J&Hl log-rank /&, HEKME (FH) 0.0178],
20093 AN BT —%h v A7),

*1 : {RHE 30 kg B> > American Joint Committee on Cancer (55 7 AR) O IVEGI@AHEIZ b7 5K
OISR B 58 U< VTIEE SRR 20 2 210 L 0 TFS /A7 S A i T H — HR g
FRICILEY & 57220 T3~4 DEEBHLAAN LN,

¥2 0 AK) 1,500 mg R OB AR T 7 F 2 (AUCS~6) XiL A7 TF 2 (75~80mg/m?) DWW Hi%
B 701 BRI, 5= MART K (80~100 mg/m?) # &V 741, 2, 3HBIZ3H
RIRIRR THEK 4 4 7 P42, A5 1,500 mg 4 4 BRIRIRE TS5 L7

#3: HNRTTF L (AUC 5~6) XL AT ZF 2 (75~80 mg/m?) OWTNIE&Y A 7LD 1 R
Bz, &6cm FARY R (80~100 mg/m?) %444 7 Ad 1, 2, 3 HAW 3 BRIMETERK 6+
A I NG LT,

QSHRIE (£ )195% CI|

t— — XHIGERAR 13.0 [11.5~ 14.8;
T o B 103 93=~11 %
.o ﬁEBF . I
A, Pvtf— KL B5%C1] 073 |0 581 ~0 909
o
v : é 3 I % i Py 2
al risky LR L AR R N TR

AK|GEREE 48 Zd4 2+ 177 1§ 7 2% ] b
R 269 242 208 153 &l 44 17 1 [}

X1 N 0S @ Kaplan-Meier #i#7% (CASPIAN 35%)
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@ EREFEFEIHEFER (ADRIATIC #5R)

FRIG BRI R L F H R VE ™ 12 IR BT AN 3R 0 O L7 WER B AL/ N B fifiofe f8 2
(WHO/ECOG Performance Status 0 X% 1) 530 5 (AHIRE 264 ], 77 & HREE 266 1)
(BARN 50 ] [AFRE 196, 7T 2R3 6] 258 258, {LERERE

KTt 42 HELNICERIUL 7 78R e &G LTG5 OAMER OEEE L RE L,
ik HRIZ. AA 1,500mg T 7 7R % 4 8RR THIRWIEET 52 L L s,
PRABEITE L TGP EEBIET2ECUIRR24 VAR Q61 271) &5
Rk S Lk &z,

RAfENT OFE R, EEFMIEH O —>TH D ER FMST PR i el L o
AR (AT, TPFS)) B08 A X1 b)) DFERIZDWT, Kﬁﬂﬁi‘ci7 7 v REEC
* UM FMICERRIERZ /R LT (0 — R [95%(E#E X ] : 0.76 [0.606~0.950] ,
p=0.01608 [/&%! log-rank #%iE, HEAKE () 0.02805], 2024 F 1 H 15 HF—F A
v hAT7), PFS OHHE [95%EEXME] 1X. AHFBET 16.6 [102~282] A, 77
TAREFETI2 [74~129] WA TH-7-,

F7. b —OOFEFMER ThH D AT (BLTF, ToS)) Q61 oA < k)
WZDWT, REIBETL Y ERBECR LFGRHFMICE B R ER 2R Liz (O — FEE[95%
{E4EXE]1:0.73[0.569~0.928], p=0.01042[ /& Bl log-rank 1 7€ . G E /K 4E (if18]) 0.01679])
20 F 1V A1SHT 4 Ay A7), OS OHFRAE [95%EHEXM] 1T, AFIBET 55.9

[373~NE2] #H., 77 &HREET33.4 [255~399] »ATH-7,

*1 1 {KE 30kg #BA>> American Joint Committee on Cancer (AJCC) / (UICC) (% 8 i) 1c5-3 < ERbkip
B ~MAOBRE (1 UL THOBEIEELNICORRELBE) BABRAN DI, (LFE5FE L
LT, A2ZMEMIEEX CRTIFUoUTINRTIF ) L bRy REDHFERESS 4
A AR R UG Uiz, BREIE L LT, 6 B TRHE 60~66 Gy 2% 555 1 B 1 B

W ATEIBRE L 3 A TR E 45 Gy 28595 1 B 2 RO INEE S EHBEEO VT A 38IR
Lz, P54 R S TR B 2 R B 0 I C RAE TR & Sohu, (LSRR BT 12 12 e L
VR 2 (L OVRBK D DI EE 53T 1~42 DUINICSE T35 2 b & Ui,
*) : HETENHE
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[Z&k]
O EEELRSIFERS (CASPIAN #E&)

BEFRIIARFIOEHEE 260/265 B (98.1%) UK HEHE 258/266 5] (97.0%) (2588 &
NWic, AFIGFABIZENT, RFEORRBEAGETERWEEES (BIER) 1
156/265 5l (58.9%) IZFRDH HiL, £dD 5 LT H] (Grades) 1. 1/265 ffil (0.4%) T
ST, AFIGERRECTREEN 5%U EORIERIZ FEN LBV ThoT,

F1 FHGIABETRARD 5% U LOBIER (ZREMMITHRER) (CASPIAN HBR)

e | Ak B (%)
o i RAWEARE (265 )
(MedDRA/J ver. 21.1)
4= Grade Grade 3-4 Grade S
EIEH 156 (58.9) 40 (15.1) 1 (0.4)

|

=il 21 (7.9) 2(0.8)
U ER R E 21(7.9) 9 (3.4)

‘

F AR R T 21(7.9) 0

LN R = BN 23 (8.7) 0 0

BRREE 21 (7.9) 0 0
) 14 (5.3) 2(0.8) 0

L 32 (12.1) 0

0 20 (7.5) 1(0.4)

97 16 (6.0) 0

2 T ICEESER 2 S URITEARBURROEF T R L R, FAIGFHEHC BV T,
W MERTERER 76 (2.6%) . KB 16 (0.4%) . BEOTFH 25 (0.8%) . FH&RERE
E 146 (53%) . HURFVWEREIR TE 23 # (8.7%) . HUIRARMERETTHESE 25 1 (9.4%) |
BIEHEREREE 2 51 (0.8%) . 1 BUHEFRIS 2 #il (0.8%) . infusion reaction 3 i (1.1%) .
AL ERBUE 2 1 (0.8%) BRD LN, T, BlEE (MEMBRSE) | Bk -
BEACHRARIE . DA, EIEMGIEIE, TRPMERETE., BEER K OGZ M i/ Mk
PEEEBER 13380 B o T,

@ [EBEFE[AEMFHFAER (ADRIATIC #5R)

HEZZIIARFIFED 247262 7] (94.3%) K OT 7 REED 234/265 5] (88.3%) (278
DO, AFIBEZEBNT, KA EORRBELTETCERWVEEES ENEAR) X
176/262 5 (67.2%) (ZFEH HAL, ZD 5 BIRTH| (Grade5) 1%, 2/262 il (0.8%) TH
ST, RERECTRELEN SBLULLOBERITTED B0 THo T,

8



F2 FHBETHEIED 5% EOBWER (REMATHREN) (ADRIATIC RER)

BH (%)
SRERIREE | EARE A (262 F)
(MedDRA/J ver. 26.1) /\
4 Grade Grade 3-4 Grade 5
2EITEH 176 (67.2) 23 (8.8) 2 (0.8)

R IR R LR 23 (8.8) 0 0
B AR BEAX T RE 39 (14.9) 0 0

TR 22.(8.4) 0 0

Hiilige < 24 (9.2) 3(1.1) 1 (0.4)

13 (5.0)

25 (9.5) 0 0
21 (8.0)
S IAE 13 (5.0) 0 0
W 21 (8.0) 0 0
TI=rT ) NI AT T 13 (5.0) 1(0.4) 0
hn

7mE, U TICEESES Y S HRIERRBBEURILOEEHERZ =7, AR T, H
B RE (REHERR &2 i) 4561 (17.2%), EEO FRT2F (0.8%) ., [TFHERERE
g - BELMERBE S 25 6 (9.5%) . HUIRARBEEEIK TE 39 61 (14.9%) . HUIRAREERE
TUHESE 25 5] (9.5%) . BIBHEEREREE 3 441 (1.1%), TEAIEEEREE 2 6 (0.8%), 1 BlHE
FRIA 161 (0.4%) . ORI (0.4%) . AKZE 161 (0.4%) . MEESE (F7 0 - NL—
JEMRREZ S T) 34 (1.1%). infusionreaction2 {5l (0.8%). WEZS 1 5] (0.4%) 23520 5
iz, Eio. Rk, BESE (BEMBRS) ., Hik - BETRARE, BEMEE, &
EoRERE, BEEGHRERBUAE, EILE 2. BEIER . M MR RSB
T OTRIEERIE IIFR O SR o Tz,



4. HRIZHOWT

EFSL Y 27 FHEE (RMP) (D& | BHIOEIELZ2EETEEI~O W 1 (<
R HIFR T - T AFORGIEE2BEZZE - BEL . AHOBRGIZ LY EE
REWER AR LB IS T 5 2 ERRE R0 T OO~QD 4T 42577 /i
RICBWTHERT 5~&ETH D,

O mERIz oW T

O-1 TEED (1) ~ (5) OWTINIHYT AR THLZ &,

() BAEFBRENEET 20ALEESENLFRPEE (EHEF R AR EEERL S
BE, HUES ARSI e, U AR /e &)

(2) ‘FrERERETRIT

(3) HEMBHENIEET D NABRFEERE (AR EEIEERE, 23 A SRR
WIIREE. 2 AR EME R &)

(4) HARAFEFEEELFE L, AREEEEEDER 1, AREE LR ESEE 2
AN KRB AR R R 3 ORiaR VIR D M 21T - TV D figk

(5) PUEMEEEAIL S EEINE ORI EEIR D B 21T > T D ik

O-2 DAL FHRE R ORIERSEBLR O XIS 0 7 dmk & BB 2 FF > EE (TR
WIS T DB 2, BEZEROAFICHEHT 2 mFEORMEER L LTEEB SR
TWDH 2k,

*

o  [EMGEFEERL 2 FOWMTHELIET L7-%IC 5 FELU EORAJGREDIEIRWHE 2
T TWHZ E, 56, 28U EF, NAEYFRLEZ T L LEBRIREEFSONHE 2
ToTWAH I &,

o [EMMRFFEREER 2 EOMBNHEZET L72%IC 4 FL LORRRERZE L TWD
T & b LRI, MO N A EYRE & ORISR EORRRIHE 21T -
TWAHZ &,

@ BENOEEMEBREHOKHIZONT

EEMBFREEIEET2HLENERE S, MERENLOFRED, A9 - &
EMEERZHFROEE L CEMEICLT HIFREE, AFFRNRBE L HEGORE
EWB. ERESHITONAERNES TWD Z L,

10




® BHER~ORIRIZHNT
@-1 WEERAEHNC B3 % B

RV PR B O BB R BIER N TA L2BRIZ, 24 BRIZIRIEHI O T, YR X
TREERIER S B\, BB URERICS U TARE N O CT Z OfIER ORI &
BEARREOBENY BRIZE LN, BEHITISHRERAFINE > TWE 2 L,

B2 ERMEEICL>FESSRANINCET 2E S

NABIRIED DBEMM 3R L2 E T 0 EREEENRIERE=2 Y 7
EEDTEERDAT ) —= T ERITOVEIRE S ERELATE LT — AERBEAREG S
WERTWBEZ L, 2B, BERENCOWT, PABRE L ZOFEICHZICAmSNT
WhHZ L,

-3 BHEROZErLx S LT

BITEA (WVEMERTE R (CBRSfAtiese 2 & de) . ITIRREIEE - AR - E(LYERRAE 4%,
P WAEE (IR IS REIEE | B HEREFEE . T RAHEREREE) . B IEE . infusion reaction.,
KIGHK - BEO TR, 1 BUFERA. sk - BEUHRMIRE. Ok, EEMTEIE, Rk
9. REMEM/ MRV ESREER. e, BEOKEREE, HEEE (¥F7 0 - SL—JE
RREA i) | ALFRESE AR OB BUELF T ERBUE . EILE AL, BER | RFHRESE)
W%t LT, HEEar X EE R O F L A9 H =R & EEE L (BHEH 02
FHSMCBE L THRERVIRELZZT ONOEMFICH L Z L), BEHICEERLENTE 5
EHRBS>TNDH I L,

11



5. REXIZ LR DEE

(A2t B2 1]

O TROBEIZBWTAH, BERTUEERER (WARTIFXF AT 75
) RO bR R EDHFAEREOFEDMEN TS TN D,
o ALFRIERE O 2\ R N i A B

@ TROBFZBWTAROEREGOFIENRREINLTND,
o H&RPUEMEEEA L & DARTEH L F G R IE R IR BET RO bk
W R EAL IR [ 1 ~TIH (1 U DO E 1T E S OIRREREE) ]
R L CHERBRIE M T D B

©® TRICHEET 2BEIT 2 AR ORE R MERTIEIZ OV T, AR OF M

PHEML SN TEL T, AAOEENR L 2B,

o O TAAOH NN R STV ML OPTEMEREREA & Off H 5

o BHARTUEMEEER 28 TRIG LT BRSO TRIRIE O 72 W IRIF AL INE
e B o D AR DR 5

o H@RTUEMEGA £ DIRIEIEFE R R ER IR BET EE0 b
PR /B P/ [Nl i B L i o AF OB &

o /NRRMEEE ST DIRRAMIRE & L TOARFORE

(Z&tIcBE 2 F1E]

O TRIZZYTHIEFIZOWTHAROBRGNER L ENTWDH Z D, BEE(T
binz &,
o AEIOEICE LIBEUEOEER O H 5 BE

@ BRI NEIEITRE 31T D ARTEHM TR RIS ORI BV T, TRRICHK
BB BEITTAERFNOFEEIZONTIL, AAOREERHSISNA TR L, &
RO GG &R bR,

o IRIBEVLFHESRIRIEIZ XV Grade 201 O RVEVERR B (S hilgL % &
tr) OFBPTO LNTEBHE

@ BHRATOFHHIZB N TTRICEY T2 BEIC WL, RAIOE G IR S R0
R MOIEFEBI R 2 WGEIIRY | HREICARZEAT 2 L 4BETE 5,
o RVEMARE (BN E E1) O LEBETFOBERD H 5 EBH
([ZRMEICBE T 2FE] OIS L2WEEIZIRD)
o EESRE CRIER RS HiL D B K OGRS ORI RREZ L

12



Wb HBE ([ReEIZET2FHE] OICZLA LARWERIZRS)
o BOREEBOAGOUTEBENLE L IXEEEOR E%&@ﬁlu\@%@@@
L BE
*  WHO Performance Status 3-4 U O @BE

WED WHO o Performance Status (PS)

Grade
0 FoleBEREHTE S, EREOHERYVE LT, BFAIS H$Eﬁiﬂﬁ%mﬁ<ﬁi7
1 W%%Kﬁbwﬁﬁﬁﬂﬁéhéﬁ\%ﬁﬁ’f BRAEESCHFEIIATI 2N TE S, EmELMATHIES

— RO rRUSHBEREH T 2BELEEND,

2 BATHRE T, BOOHOE DY O L3R TAREIEA, (EEIX TRV, B O S0%LL Eid~y RATIB I,

3 RONFESOHEDEDLY O & LATERY, AR 50%U A~y RFF T3,

4 EoLETRV, BODFOEDLYOILITESTL TER, BRIy FORF il ZT
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6. REIZEL TEET~EHEHE
O AEFICN L, BEERFEEL DR 2 GRS E DS AR OFHIE R Ol IEfE

@

®

HoOllo B s+ o8B L CThLERTLZ L,

BRI e B BE L4 OFRICHE IR GBI E 0l L, A& %5
THORETH L,

ERBWERH DRV AL MZHNT

MEMEMREE (BEHEMBREZET) PHobild 2 ENHHOT, FIHHER
(B0, WU, Wk, KAE) ORER & UK X i o RS, Bl
EHmldto 2 &, £, LB U THEE CT, Mg~ — T —F0MmELE
szt

infusion reaction 23 & H LD Z EMNH V| 2 [B] B LAEO A B 5-FFIZ % infusion
reaction 3% HOND Z ENHDHDOT, AHFZGEEFIIERIBEOREL 7
(B2 5 Z &, infusionreaction 3F 8 LA XU L ULEEITO L LD
WL JERPEET D ETEREORBE IR T L2 L,

RURIRHEREIE S, AITEEEEL O TEREEREEENHLDONLZ EBHLHD
T AR G- B AAET M O 5 HA R TP i3 e Sn9 2 N i B ee i A (TSH., J#8E T3,
WERE T4, ACTH, MLF 2 vF Y —/VEOHIE) 170, BEOREL+5128
B35 8, Fle, B UTEHBREZEOFEBLBET DI &,
AHNDOETEEIZ LY | WEOREKISIZERT 5 & & X LDk R B
WhHLDLIWDZENHD, BIELZ+ZITITV, BENED LNIZEEIZE,
EDORIERISIC L ARIEHORELAZE L, MU 8&3ZWE21TH> 2 &,
DEFEFINT X2 RER LN D HEIZIEL, AR OREORE, fik T
BRERLVEROBREEEEET L L,

BERTHR, BRI O H I AR L T LRERANEIRT 2 Z b AT720,
AHENOFTERETHRICOGRWER OFEHIZ A2 ITIEET 2,

AST (GOT). ALT (GPT). v-GTP, BV L %D FH 25 FHEREREE, T
K, BALEIE R R LoD 2 LR H DO T, AHIE5BRLGHETE Uk 5 1
FILEHIC S RERELZ TV, BREOREBEZ+DICBET L &,

FRABE MEMEE R, REREBREOEEERHOLDONDLZ LB LD T, KA
B G BRAHI R OB S HAR T I ERR OB ER A 21TV, EFEOREE 4512
BlEd52 L,

| BUERIR B D otL, FERFMES VTV R—V AZELZERHLDOT, H
B, B, BHEFEOEKROEIRCMAEED LR ICHHEET L2 L, 1 R
RBEEDONTBEITIE, A AV VARG T 5E50MWRAELTTY Z &,

i

Kt

i

Ho|

CASPIAN HBRIZ BT EEG S 12 B8 6 #E,. 0% 8 BEIZ,
ADRIATIC BER 2B CIIREBME2-5 72 8RNI 8 E., 96 X Tl 12 A%,
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F DT 24 BEICAEOIMIEZ 1T > WD LA B E D AAHRETIIERT
ICERIRE TR OEREIT O 2L, k. REAYINEIEIEIC BT S RBELS
TR IR OHEEREE S L CORB OB GHMIZ 24 VA ETLETH 2 L,
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Bl 2

REERHEET A FF14 v
TalveT (BinTE#z)

~ /Nl e it ~

¥R 3 04E 8 A (4fn 74 3 AKET)
BASBAE



B &

SANA e

X C Iz

AN OFHE, (ERAKT
B IR AR
HiFRIZ DN T
BeEXIR &I HERE

BEICER L THET & HH

P2
P4
PS5
P12
P14
P17



1. [ZLHIT

EIER OGN - BEEORERO T DT, IR TESIZE Sl E e AR
Hb, EHIC, IHFEOREEROERIZ LY | JURERS 2 & O 23 HRAE %
FEELPAGEINLIT T, INOLOEELZBEICLERBHEICRMT 2 2 L BB
E L 2o TH Y REMEBGE R & RO ERTTE 2016 (AL 28 4 6 H 2 HEERRE)
WBWTH, EFERSEOHEHOREEEELRD Z L S TnD,

FRERMFESRS T, EBEERSLEE T 0 7 7 A VBBEOEET L L
BB RS D, 2O BIER ORI T RN+ 0EET 5 £ ToR,
YHEELOBELZEB 2T 2N INBEICH L TERT S & &Iz, BlE
PR L BIC LB gd & 5 2 L NERER —E DB 2 -4 E R T
THZEREETHD,

L7eho T, BIA FIA4 Tk, BEEERS N E TIZE LTV D EFHEFA -
B RHIC RS & DT O ERLOR@E L ER 2 HET 2880 b B 52
FROBESHERT,

RIS ARTA RTA %k, MNATBOE AN EE L EREEISA A TS, NmtAE AR A
BRI S, — BB A B ARRRNBES, FEF EFNSENEAN B AMESES RO
— AR B AR SRS OO b EER LT,

SR ERHEIRY - F =T (Bl FEEz)

W& &R DHREIHE « BIBRARRE 22 RITHEST O IE NIRRIGR 12 35 1) 2 AR IR RV O R I 14
DHERFIE
GIBRAHEZHEAT « B DI/ IR A

HEERDHERCAE - (BIBRAEE 72 M PTHETT O IE/ NI AR 12 3 1 2RI L R R 14
DHERPEE)
HE L RNZT 2 =7 (B z) & LT, 1E 1500 mg &
4 SEFEREIRE T 60 3Ll BT CREEST 2. BEWIRIEL 12 7 ARE
TET D, 772U, KE 30 kg UL FOEGHO | EHE G &iT 20 mgkg (K
&) 295,
(BIBRARE 70T T - AR O/ ISR i)
LAY A=T GEEFHIRZ) KOASRIUEEEER %2 & T hobt
TEPERREA & OfFHIZR W T, B, AT 21~ 7 (Eis T
MfLz) & LT, 108 1500mg % 3 AR T 4[], 60 5L LT T
SEEET B, FO®B. TalsoUlwT GEGECHEEZ) LT, 1[E
1500 mg % 4 HEEMET 60 2 BILL BTt CEM#ET 5, 72770, K
H 30kg AT OGO | Bl G 213 20 mgkg ((KE) &35,

Bl R R EH T A NI ERAIBASH

2




(%)

FLAY AT (BIRFAER) ORI, EL O &
R ISR - UIBRASRE 72T | - BRI D IR N
MEROHE : T an v GREB L) &KOHASRIUEEEA 4 5 fefh o b
FEEAI S OOFRIZB W T BERAZE ML A Y A= (Bia i z) & LT 118 75mg
Z 3 MR T 4 B 60 S HILA BT TR 5, 20%., 7B OMBEEZZET T, b
LAY A= GBGFMMEZ) & LT 75mg % 18] 60 3 BILL Bt CEMEET 5,

BRIRERERIZ 1T D & A O M - MEIT 13, ERRRE] DIE P5S~) ZR



2. AHOKEH, 1ERKEF

Fans w7 (EEFHEEZ) (BUF TRAlD 10 & b programmed cell death ligand
1 (PD-L1) izxt32fapE /a7 ) > Glx UgGlw) V77 7 A0k MMl /7 n—F
nEchHs,

CD274 (PD-L1) &, EENIZBWTHIRESMASIZHEI L THY | EHEbk LY
VoRER (THIAE, BAIBER OV F 2 7 0% 7T Hifg) ZI2%H T 5 CD279 (PD-1) &
N CD80 (B7-1) &AL, BInE 2 BIZHIET 5 & & 2 511 T 5 (Annu Rev Immunol
2008; 26: 677-704, Blood 2010; 116: 1291-8), F£7-. PD-L1 1%, fEx OFEEMIZ HRER
LTW5 Z & (NatMed 2002; 8: 793-800, J Immunol 2003; 170: 1257-66) 7E&E S TH
V. PD-L1 & PD-1 241 U7ofRE& I, BESAIRR SHURAE RO 7 T Mk & OREBEE %[
BT OEFEO—2 L LTELZLNTWD,

AFNE, PD-L1 O#MSMEEICES L, PD-L1 & PD-1 OFEEAMAETHZ L &0k
D BSAPURSFFRE 7 T OSSR A28 L, g O Z M6 +5 L5 x5
T3,

AFNOVERBETIZE S BEORERISC L HBHWERENH b, EE UIETIC
ELAREWER & D, AKIOEEG R R OEERIZIT, BEOBEY 01217, BENEE
D HENTHEITE, BRLEFRITS b?‘:ﬁF‘ﬁE‘Jtﬁy‘Eﬂﬁﬂa & fy‘%ﬁ%ﬁﬁiﬁﬂ? OEE LA
7RI ATV BEORERINC L ARIEH N RO 2 5AITIL, BIBRE RV
%Vﬂmﬁﬁgmﬁ@ﬁ%%%ﬁ5ﬁﬁﬂ%éo



3. ERFRRRAE

BB REE 72 R AT EST OB/ INIAE IS (- 35 1T B ARVER L A SR B 1R O MR R IE &
CIIBRRRE 22 AT » B 38 O JE/NHERE R O 7R IR\ C 34T 24T - 72 £/ B PR ERBR O Rl
ANCEN

(G %h1E]
O EEERFIERE (PACIFIC RER)

Dip Eh 2 YA 7 D ALK E O TARIGE L T BRI R TR BRI T VR
O BRI T UIRTREE 72 BT T O FE/ N AR ATiEE B2 (WHO Performance Status 0 X
1) 713 61 CRAIRE 476 B, 7T wREE237 61) (BAN 112 ] [AFIFE 726, 77
TR 40 F] 25T ARBRIC, (LFEREBRRELT % 42 BUNIZAR 10 mgkg F
X7 7 RoREEZRR L, 2 B[R CIT, TQ2W)) THRFEFEHELZLEDFED
MR OEEMERS L, EEMEEE Th 2 Py fEic L 2 MmEEATHR (LT,

[PFS)) (FRfBE [95%EHEXM]) DFRIL, AABET 168 (13.0~18.1) B A, 77
TARETS5.6 (4.6~78) DATHY ., AFNLT 7 2RICx LK FRNCEERIERE 2R
L7z (O — REE0.52 [0.42~0.65], p<0.0001 [J&5! log-rank f#27E], 201742 A 13 H
TRy NFT),

1oud s Hedian PFS485% Cit
g oo X% 1684930, 131)
El=b-1i1 SE46,78
(U -
- s — FH25%CH 0.52(042 G.85)

.- . -+
® . . e
i W
E Bog

“a
< Y .
ﬁ T T — ——% —
! a4 -,
ﬁ'l] - . [
g ¢ -
-
® o

t < -

-

u

: T
I I i [ I ] 1
SEATRMCOHRE)

Number of patrenls al nsk
Konth ] 3 & 9 12 18 18 21 24 27 0
| 476 v ins | 264 159 86 34 jal 4 1 o
P40 1 237 163 106 87 52 28 i3 4 3 0 o

1 HHHEIEIZ XD PFS O HRIFATE O Kaplan-Meier B

2. b —OOFEEFMEH THLHEAETFHM (LLT. T0S) (i [95%E4H
X1 o 1 BB OFBENT (299 DA <2 ) OfERIL, REFBETNE" (34.7~NE)
WA, 7T EFREET28.7 229~NE) Z#ATHY | KANLT 7 RT3t LFEHF#IICHE
BRIEEEZ R L O — FE0.68 [0.53~0.87]1, p=0.00251 [[B%] log-rank I27E, A&



KYE (WA 0.00274], 201843 H 22 HF —Z 1y b A7),

*HEREREE (BLT. [ER)

1 Median OS {85% CI)
= NE {34.7, NE)
. FSEF 8.7 {225, NE}
"-a._‘ A= B (05%C1)  0.68 {0.53, 0.87)
-
|"..
'Ii‘li "
I ‘-""h-uq_,%
”‘-4-'\
LU P IR FE P LY PR A S |
— ]
——— T
o k] ] & 7 15 & 2 2 37 0 3 L] a2 d5
Number of patisnts st sk LU IS € O DRV T+ PR
= ATE 484 A 415 385 G54 W43 3in I ] 13 & 23 2 o ]
TTETO287 0 2200 198 173 17 166 14 13 "7 ] 42 bl I3 3 0

2 08 OFEENTE O Kaplan-Meier Hi

HARNBEER 1126 RFIEE 726, 77 BHREE40 ) O PFS (FH-{E [95%(54
XD IAKEETNE [109~NE] #H., 7R TT72 [20~186] B H (H¥F—
FEE 0.49 [95%EHEX M : 0.26~0.89], 20172 A 13 AF—& W v 4 7)., 0S (h
RAE [95%(EHEIXME]) 1L, AFIBFETNE [NE~NE] » A, 77 ¥R #TNE [NE~NE]
A ThHoT (O —REE0.96 [95%E#EKM : 0.48~1.92], 2018 £ 3 A 22 HF —#

By AT,

Mecign FRS 19" 111

k2] MNE 103 NI

AR ctd TR tHe
PovF— BBty G902 DEm

AAAAAAAAAAAAAAAAAAAA

Mtk Of patesly a8 sk

58 5 a7 2 = 5 2 3 : 2
Cow % > w 3 ¢
3

SvH = bR

Wedian 0F 1853 Cn
NEIME. NE;
NEINE NE;
ALBA AR 9E)

A
EERLLS

Hmber o patiems arnak

% & “ px}

HA N BEEM BT D PFSK NOSD H EfEHT RF O Kaplan-Meier B3

(£X : PFS. AKX : OS)

€8 7 i3 £1 iy i

30

]




PRRLI T S

PO TC " o25h

PO TS w7

PO LY Lnergwn

(PD-L1 JEBLR LA OB M B O 2 4)

EER L FRE MRS (PACIFIC 3B IS AN LI EBED Y B EEMREICE N
T PD-L1 238 L/ MEEMIEN 5D 58146 (BUF, PD-L1 BEE]) [ZBT L 1HEH\ S
ST —EOBE DT —Z I HESE | PD-L1 ERRGNARZIN T 21T » 1B K
CEEWOERIILUTOEBY ThoT,

FhEIZE LT, PFS RTUXOS DWW HUZEBWT S PD-L1 BEEMEWVIZE T TR
FRIZRTT B AKIEEO A~ — RIS KR E S RAEMPRD Hive (F 4), PD-L1 3H$E
25 1%A & OF PD-L1 ZELED 1%L EOBFEEMICIIT S 0S ¢ Kaplan-Meier BRI
50BN THoT,

723, PD-L1 OFBEFIZL LT, AHOZEET 27 7 A VITERETH T2,

T e BB sl BB
M + R @R G ex'] L HR (858 CI
- TAATSE DTG CATIITEGENY DEU D4 0SS - T - vl - 1@haTE 35S THRU2AT ARG DHADSI 08T
P — GBIEATTLL BUEE TEERW pet DG 0GR, FOMLT TS M P KERE R PR ETEHE P Dl
| METRT 4 84T 3944y D4 30 08 POLT TR el bome—m M GTiMT EERESELE S 89,025 152
— 4ETI 4T FORT I L i B S Y FoLT TC o - . R LT R RN E t R0 TS T RS
|—— B UTR 458 BB 3 £REn: 035047 0B1,  POLY Unkngwn —.— TITE4 L LT CEIW 4T D ED
e e e -

X 4 PACIFIC RERIZBIT 5 PD-L1 HZBRABMTOPFS KOS D7 4 VA Py b
(£ : PFS. AKX : 08)

(SIS I SR

ELa) ME ‘ME t

El s FER AR
SvE— I RGN 0351035 17T

5 PACIFIC BEERIZEIT 5 PD-L1 EER LB TD OS @ Kaplan-Meier B
(£R : PD-L1 #EE<1%DOBEEF. FHK : PD-L1 BHRE=1%DBEELE)




@ EEHEFEIMHEFE (POSEIDON #5%)

L F IR IE O 72 WEI R B R £ 4T - B OB/ R E T (WHO/ECOG
Performance Status 0 (/% 1) 675 ] (RAI?+ hL A ) h<7 (GEiaHHHz) (BAITF.

(ML R Y A=) 2+ AsBAIAE ST FERES DRAIGHRE 338 1], pa&fiklz 5
TR B DotEREE 337 6] (HAR N 49 5 [ARFNGFREE 21 6], xTiaEE 28 5] %
Eie) HBxgic, AFl. LAY AT ROASME LS LSREA R IRS LT25
HORDER VR E RET LT,

OS (FRAE [95%FREXE]) (536 DA <> b)) OfERIEL, RAIGFAEET 140 (11.7
~16.1) # A, KIBEET 11.7 (10.5~13.1) B A TH Y . FFIOFHEE T BE 6 LR

FHI

LR %2R LTz (Y — RH[95%(5 48X ] : 0.77 [0.650~0.916], p=0.00304

(B3I log-rank #i &, A &AM (WfA) 0.00797], 2021 FE3 A 12 A5 —4&H » b4 7),

*1

*2

*3:

CRE30kg BTH Y . LEEIRAFZAE (UUT. TEGFRI) BIRFERBEMEMOASMEY &

X —¥ (LT, T4LK]) BEEnTFRtoBENGSE L S, 72770, BY L3RR
B3 X Kirsten 7 v AR D A L ZABELGTEHRER Y (KRAS) Ein 175 RO BE IS EGFR &
BFERERALK A BETEROREZ T LW & BFR S,

CARFN1500mg KRRV A Y L= 7T5mg A0, 3. 6. 9EBEICS I EERGL, ZO%E 128H

2 HAAN 1500 mg % 4 8MME CLT. TQAW)) THRE L, /o, FI6@EBIZ ML A ) Ao
75mg & 1 [R5 L7,

3EMEIFA 7 LELT, ORZ7 U ZXR0 (A7 UBEE) (51, 8 15 B HIZ 100 mg/m?
) +HNVRTFIZF B1BBICAUCS k6 &845), @7y 2y (381, § AR
1,000 mg/m? X1X 1,250 mg/m?> 2 #%5) +T A7 5F > (B1 BB ISmgm? 2#&5) HLIIEDH
ARZTZF (HE1LHHRIZAUCS it 6 #5) (RELEEOR), @A ML &N (F
1 HHIZS00 mgm? 23&5) +2 X 7F7F 2 (F1BRIZTS mgm?2 #¥&5) FLITANVESZ
F(E1REICAUCS i 6 #15) GERELEEOR) owvwThnid a4 75 LT,
MM CI, NELHEINZBOSLIC 2 YA 7 VETENE Lz, @A MdFE R+
SRIANL 5B IRENET L TR VWEEL, XA FLdE K (500mgm?) #EREE (REIDFHE
BT QAW L, MEE T3 EMMBEYXIE AW 125 BT LT,

ue-]

K 6 OS ?® Kaplan-Meier i

8



[Z4]

O FEBFFFIMHRAS (PACIFIC 3U8%)

BERERIIARFBE 460/475 B (96.8%) KT 7 AREE 222/234 5 (94.9%) 1RO 5
Nic, WTNhOIERIE L ORREBBENEGE TERWEESES RIFER) 1L, #hFh
322/475 1 (67.8%) KON 125/234 f (53.4%) 12RO BHIL, £ 0 H HITH (Grade 5)
W, FER T/475 Bl (1.5%) ROV 3/234 48] (1.3%) ThoTr, WIIORE THRELER
D 5% EDBEWERIZTRO LB Tholz,

£1 WTROOBETREREED 5% EOBWER (ZEMEMITNRER) (PACIFIC )

B RIRE /1 EAGE PR (%)
(MedDRA/J ver 19.1) KFIEE (475 ) 772 R (234 1))
4 Grade Grade 3/4 Grade 5 £ Grade Grade 3/4 Grade 5
2FIER 322(67.8) 56 (11.8) 7(1.5) 125 (53.4) 10 (4.3) 3(1.3)
FRUIR I BE TLA 30 (6.3) 0 0 3(1.3) 0 0
PR R BRI T 50 (10.5) 1(0.2) 0 1(0.4) 0 0
T 46 (9.7) 2 (0.4) 0 19 (8.1) 2 (0.9) 0
oy 26 (5.5) 0 0 14 (6.0) 0 0
1 73 E 28 (5.9) 3(0.6) 0 15 (6.4) 0 0
e 62 (13.1) 1(0.2) 0 26 (11.1) 0 0
FAREOE 27 (5.7) 0 0 7 (3.0) 1(0.4) 0
WK 25(5.3) 0 0 4(1.7) 0 0
IR R B 28 (5.9) 3(0.6) 0 8 (3.4) 0 0
il 2 43 (9.1) 6(1.3) 4(0.8) 8 (3.4) 2(0.9) 2 (0.9)
F 5 PERE 33 (6.9) 0 0 5(2.1) 0 0
395 37(7.8) 1(0.2) 0 13 (5.6) 0 0

¥, ARBZBWNT, BEMERRE OslEL 2z 50) 66l (13.9%) . HIR
ARHEHEIR T AE 50 6] (10.5%) | FIRARESEBETUHEAE 33 1] (6.9%) . AFHERERSE 20 151 (4.2%) |
infusion reaction8 5 (1.7%) . KEGZ 261 (04%) . BEOTH 2 4 (04%) . BEE
(FEMEERE) 160 (02%) . 1 BFERB 1# (02%) . BIBHEEESE 16 (02%)
WERD BT, FTo. s - BEERARE, Ok, EEMEIE, T EAKERESE,
BB K DN M /MRS MEERBERS 13380 B2 2o 1o, ARBIWEF BRI =
B E TR ERT,

© HEELFRSEIHEZE (POSEIDON #ER)
BEERIIAARGFHEE 321330 61 (97.3%) K OSHHREE 320/333 5] (96.1%) (ZFRD 5
iz, IBBRE L ORRBEGHTE T W AEEFS EWEA) X, £ 306/330 4

9



(92.7%) K T*298/333 f5il (89.5%) 2R HaL, D 9 HLAETH (Grade 5) 1X. <
AU 11/330 5] (3.3%) JRUX8/333 f3] (2.4%) ThH -7, WTINHOFHETRIEREN 10%LL L
OEWERIITROLEEBY ThHotz,

#£2 VPO OBETRESRN 10%LL LOBIER (ZEMmAT%ER) (POSEIDON #ER)

FEERRIIE 1 HARGE B (%)
(MedDRA/JT ver 23.1) AFIOFFAEE(330 #1) ST HREE(333 )
4 Grade  Grade 3/4 Grade 5 % Grade  Grade 3/4  Grade 5
EITEH 306 (927)  171(51.8) 11 (33) 298 (89.5) 148 (44.4) 8(2.4)
T
2. 144 (43.6) 57 (17.3) 0 145(43.5) 68 (20.4) 0
A P ERR D E 96 (29.1) 53 (16.1) 0 75(22.5)  40(12.0) 0
1SR B i 53 (16.1) 18 (5.5) 0 53 (15.9) 17 (5.1) 0
H i B E 42 (12.7) 92.7) 0 36 (10.8) 12 (3.6) 0

FELR B B T 35 (10.6) 0 0 3 (0.9) 0 0

FAORGR 69 (20.9) 5(1.5) 0 70 (21.0) 4(1.2) 0

i 124(376)  4(1.2) 0 115(345)  5(1.5) 0
g - 47 (14.2) 4(1.2) 0 40 (12.0) 4(12) 0
THI 46 (13.9) 5(1.5) 0 35(10.5) 4(1.2) 0
1R 27(8.2) 0 0 49 (14.7) 2 (0.6) 0
W5 52 (15.8) 4(1.2) 0 10 (3.0) 0 0
R H 65 (19.7) 5(1.5) 0 62 (18.6) 7(2.1) 0
A ) JE 41 (12.4) 8 (2.4) 0 26 (7.8) 5(1.5) 0
TI=rT NI AT 34(103) 4(1.2) 0 41(12.3) 7(2.1) 0
= 7 —EHm

i P ER SO 35(10.6)  24(7.3) 0 57(17.1)  25(1.5) 0

B, AAIGFHBECE W, AFIT LAY AT L OREBEBEATEETERWE
EYERTRE 1S B (4.5%) . KIBEXR 16 5] (4.8%) . HEDO TFH 2 H (0.6%) . {HILEF
FL 1 (0.3%) . HORARBERE(R TIE 34 1 (10.3%) | HURAMEBRETUHIE 21 ] (6.4%) |
RIB RS 6 ] (1.8%) . TEMAHAERTE 5% (1.5%) . 1 BFERA 1 6] (0.3%) |
AFREREREE « RT/% - FEALPERRAE 25 48 1] (14.5%) | B [EE (REMEE L) 2 41 (0.6%) .
e - RRBCARARARIE 2 B (0.6%) . DEEZ 181 (0.3%) . SRR/ MR TESREER 1
i (0.3%) . infusion reaction 11 ] (3.3%) . ZEEMELFHEREAGE 1 A (0.3%) . EE
DORIEEEE 16 (03%) . WEEE (F7 2 - S—EEEEEZET) 16 (03%) . ik

10



S (03%) . MRS T (21%) BRD B, £, EAEAEE L ORI IR
Wb, ABIERRIRR S S5 S R R T

(A - AE]

RE| O FEM Y BREANT T F V& A2 2 2 L—3 a 2k ¥ | PACIFIC #BR D
BEEFICAR 10 mgkg 2 Q2W X 1500 mg & Q4W THE L 72 L & O MmiEHEEN
WEtEiviz, £, ABIOBE - KISHIT-E7 VvERA N Ial—a i ih,
PACIFIC 8 0 BEEMIZAK] 10 mgkg 2 Q2W XiX 1500 mg %2 Q4W THE Lz & &
D OS &I, FOREE, A 1500 mg QAW BEFFD Cpins 14, 25 10 mg/kg
Q2W # 5D Cuings & I L TIMEZ R T & TRIS N L OO, 10 mgkg QQW #5- &
1500 mg Q4W 5. & DT, OS IR ZRITFHE O bV E TS, o, &
#1500 mg QAW FEEBFD Cranss 13, AEK 10 mg/kg Q2W HEEIED Coranse & HlE L T
T ETRISNZ L OO, PACIFIC RERIZIBVTAA 10 mg/kg QW & 5- L7~
EE T OMICHTZREETED b oo I & ROERE/ N R At B E
[ ZAZE 1500 mg Q4W % 5. L7-BROREE & & 222 & ORI/ BEEITRE D s
ST Z &b, AN RE IRV T HAH] 1500 mg Q4W 513 AA] 10 me/kg
QoW &5 L [EREICERTEE L E X LT,

#£ 3 PACIFIC RBOBEERICBVTTRAII AR D PK /35 A—F

)EH {f{ " ﬁﬁ% EE‘»%‘;;& AUCss (ugday/mL) Cmax,ss (pg/mL) Cmin,ss (ug/mL)
10 mg/kg Q2W 473 7633 (4695-11581) 365 (251-511) 160 (91.0-250)
1500 mg Q4W 473 8055 (4996-13326) 567 (400-827) 130 (65.4-238)

L (90% TN . AUC : EHEINERIZISU 2854 28 H o Mg h e —Fr AR FEfE, Cuons :
TERIRRBIC B 1T 2 B lRIGE IR Cuas - EFIRIBICH T 2@ ME TRE (R TR
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4. MEERIZOWT

EIER Y A7 FHGE (RMP) (ZE-5& | REIOEIERZEMEEGIEEN~O (K
WNH DI TIH - T, AFOELG PN @Y 2 BELZZE - BE L. AFHOBRGICLYEE
REWER AR LB RIS T 5 2 L Mg e 7o LT OO~@D§ T A3 M
RICBWTHERTARETH A,

D MEgRIZH>WT

O-1 T (1) ~ (5) OWVTIMNTHEET DR THD Z &,

(1) JEAFEBRENSIEET 20 ARREEEMN GRS EEF R A SR EEL A
B, HUEA A ISR SR, s AR R &)

(2) ‘FrERERETRIT

(3) HEMBHENIEET D NABRFEERE (AR EEIEERE, 23 A SRR
W 9FbE. M AR EEREEIR R 2R &)

(4) A RILFEREEZRE L, SRS EEEDER | S RIER L ERIE2 R 2
SUEA SRBEEA L AR R R 3 OiEsR IR D B 24T TV D iak

(5) PUEMEERL G E MR O EEIR D EHE21T > T D sk

@D-2  filiE DAL PR IR IE 2 & 00 A B s & OEIE R 3 BLR Ot TR+ 4 72 50
& ERARTOEM (TROWTINICEZE T HERM) 23, SE2FREOFRANET S
BROBEE L L TRESNTND T L,

*

o  [EMGEFEERL 2 FOWMTHELIET L7-%IC 5 FELU EORAJGREDIEIRWHE 2
T TWHZ E, 56, 28U EF, NAEYFRLEZ T L LEBRIREEFSONHE 2
ToTWAH I &,

o [EMMRFFEREER 2 EOMBNHEZET L72%IC 4 FL LORRRERZE L TWD
T & b LRI, MO N A EYRE & ORISR EORRRIHE 21T -
TWAHZ &,

@ BEANOEESEREEDEHIZDOWT

EEMBFREEIEET2HLENERE S, MERENLOFRED, A9 - &
EMEERZHFROEE L CEMEICLT HIFREE, AFFRNRBE L HEGORE
EW. ERESHITONAERHNE S TWD Z L,
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@ BIER~OXIEIZ 2T
@-1 R {EHlcBE 9 2B

VR MR B I RRATIR R & 5 10) SO EERBFRNRA LB, 24 RE2H
REIOT, Yezhisk UTHEERZIZ 0T, B LUZAERICS U TAREELD CT
LOFEWER OB LERREOE RN Y B PIG L, B OISR ATREA R 35 -
TWA L,

@2 ERNEFEEICLHPAEEFRAMISICET 2 EF

MNARIZED 2PN E OHEL G T 0 EREEENENERE=4 Y 7/
EEDIERFDAY V== T RITWEIRE L IEHRE LG TE L F— LERKHI
HENTWDZ &, kB, BEEHIZOWT, BABE L ZOFBEICHEMINTH
5 &,

-3 BIWEHOZWrx B LT

BIEA (RIEMEMIER (RS EATIRA & 5 de) . ITFHRREMEE - F2¢ - B LPERRE 2%,
Wi EeE (FARIRHEREREE | BB HREIEE, THRRERERE) . B IEE . infusion reaction,
KIGHK - BEOTHI, | BUFERA. Bk - BOUHREIE. Ok, BEREMME DI, R
&K, FEMEM/ IR EERR, Mk, BEEOKBREE, HREE (X7 - NL—iE
R A 2T)  ALFREEIHRFO R EWELF P ERBUVE . 1HILE 2R L. BES . TRIFEREE D)
WZxf LT, Hiaxuak AR EREE O Fi 2 A9 5 EA & B L @ITEH 0B
SHSMCEA L THRERITREAZZIT oNH&MHICH D 2 ), EHICHURAENTE D
KHINESTNDH I &,
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5. REMGLIRDEBE
(G2 % H1H]
O TROBEIZBWTAROEME G OFIEIRFES LTV D,
o AeRH B LRIGEUEE RS BRIRIE ORI EBEIT A580 b viah » 7Y
BRREE72 RETHEAT O I/ NIRRT (Stagelll) (24 L CHERREIE DM TOIND B

@ TFROBFECZBODTARA LAY AT ROASEA 2 S0t OFUEMEEREA &
DHRFRE DTN RER TN D,

o ALEREROR, EGFR BiR TR RIEVE K FALK &8 IE T BYEO TIFRT6E
REAT - BRIE DI/ INIR T

©® TRICEET 2 BE T 2 AR ORE K OHER TTIEZ W T, AROF 2R

MM ENTE LT, AFOREMRERLI,

o HRRF E S LRIBIUEFE RSN S OIGRIE O 22 W IR s 22 BT ETT O
EAN TN s - R N s RN 728 252

o AeUHE LRIBYUEFE RS RIRIE ORISR ZET 80 b - YR RE
72 ST T O 3 NI i BB LT D A A DR 5

o BRI BE IS D RN IE & L TOARH ORS

*  QTAADEHEIMER R I T RWLOFEBEIEE A & off Hix &

@ AFNIEBEIFEFMAARE (PACIFIC 3B 1B\ T, &EEMH T 7 BRI
L CEEFHMBTER & Sh7z PFS RN 0S OBBIESRILEN T WS, 72721, R
IR BTAE R TIEH H b DD, PD-L1 BHEFIZ LV BMENRRSR D T LRI
m%ﬂﬁbhf% Z ek (PTZRR)., UIBRTREZR RPTED @#mmm%ﬁ

T ARG HHUL PR AR B OMERRIE B W TARE 2 55T 535 68121%, PD-

L1%ﬁ$%%@bthf &ﬁTﬁwﬂm%ﬁé:&W%ibmomujﬁﬁﬁ
N 1%FE THD I EPHERSNT-BE BT, FAlOREOVLERAZEEIZ
25 Z &,
728, PD-L1 BIERLERT H12DORFNOZWE L ¥ OptiView PD-
L1(SP263) T 5743, AT OXEE A S, PD-L1 IHC 22C3 pharmDx [# 2] X
!4 PD-L1THC 28-8 pharmDx [ & =2 {2 1) PD-L1 BEEBEZHR L. AFOHL D]
BERRTHZEHTED,

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

*  Antonio Marchetti et al. : J Thorac Oncol 2017; 12: 1654-63
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*  Ming Sound Tsao et al. : J Thorac Oncol 2018; 13: 1302-11
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(ZatizcfE7 5 F]
O TRICEYTD2EFIZOVWTIEIRFIORENERE INLTWDHZ e, BEET
branz &,
o ARHFNORITK LIBBUEOBIER O H 5 EE

@ UIRRREEZ: BPTEST DI/ AR IR L2 3 1T 2RI L F U BRE R R OMERPEIEIC
BWT, FRIZEE T 2EFIIRT D AFNOEGAZOWTIE, AR ORI T
ENTELT, AFIOEERG LB,

o RIBMLFEHSIEEIZL Y Grade 2 DL EOREMEATRE (HHihtlgx ~ &
12) OFEDTD LNBE
*  WHO Performance Status 2-4 “*V 0B

© YIBRTEE/ LT « B O/ IV T, TRRIZEZY 2 B 12w 5 A4
DOEFIZONWTIE AR OZE2ENESL. SN TR LT AR ORGSR /2570,
e WHO Performance Status 2-4 ““V ¢ HE

@ EERIOFMIZE T TRICEE YT 2 BEICOWTIE, AFIOB SR SR 0
W MR N 2 WEAIZRY |, EEICARZFERAT 2L 2EETE S,
o RIEMERRE (BEHRHEL = &) OB LBEIZOMEREOH 5 BH
([ZZ2MEIC BT 2 FH] OIZiZS LWEAIZIRD)

o JWESEERMRE TR 2580 2 BE R OV AT 28 % O il RAEE L 23 A
b HEE ([ZEMIZEAT 2 FHE] OIS LARWEEIZIRS)

o HIOREEBOAUUITEBMERNZE L B 5 OLREEEOEERD
5B

%=V WIIO ¢ Performance Status (PS)

Grade

0 Fo K MRERESTE L, FREOHALLELET, HFHILFE L AEEGENRIRR ITAD,

1 PRI LWEBINEHRIR S 505, RTRIRET, |IRESPARIIIT ) Z L8 C& %, EmEeEmIugs
VRO RS MBEAGEEITELBELEEND,

2 SATHRET, BAOFEOELY O 2 LIFETAREZED, (BRI TE LN, BP0 50%LL EiE~y FATRIT,

3 Ron-BH0EOELY O L LvTERy, BHEO S0%LLEE Ny R Cili 24,

4 Fom<@TARV, Ba0FOELY DI LidEoz TEhW., BRI~y REFTE I,
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6. BMEIEL TEETNEHE

WA SCEF IO 2 JOSEHRFE R SRS 2 R I B0 & AR A O R R ONE TE AL
BT DIZ BERERE TICHE L ChOERT S 2 &,

IBRBRLEIC SN D . BE IZF OFBEICAIER NERIEL HoH L, AEEE
ThokbsdTaz L,

GIBR N RE 2 BT O IR/ MR IHE 2 3 1T B IRIB WL 2 i SR 1R 14 DO #E R R
2B WTIE, PD-L1 BEELHE LI ETAKOBR G S E2HMT 52 EBEE L
WA, PD-L1 REENFEFE TE R WIGEIZIE, ARAI O 0058 5 % 8 U H] I L 7=
EcEETDH L,

TRBEWEHD~ XY AL Mo T

@

@

MEMEMREER (REHEREEZET) NHEobnd Z ENH 0T, FIFHER
(B0, MRORREE, mEK, HAE) OMER LK UNE X fiRioRhusg, Bl
A4t 2 b, El, KBS CTHEE CT, g~ — 1 —F0mELE
Mid 2z L,

infusion reaction 23 % H 03D Z LA H ¥ (2 [B] B LA O AHI B 52 %) infusion
reaction 23 HOND Z LENH LD T, AHIFEGEEFIIERIEE OKREL 7
\ZBIZR9 5 Z &, infusionreaction 23388 DAL ALY R ALEZ(TH & L b
WL JERPEET 2 £ TREOREL IR T 5 2 L,

ORI RERE S AIBHERESER O TRERERELNHO0ONLZEBH LD
T ARHIE 5 B fhET R O G- R X E BRI N WA RE AR AL (TSH., 3578 T3,
WEEfE T4, ACTH, I 2 /L5 — VEOREIE) 21TV, BEOREE +5I128
B35 L, Flo, HWEIDSUTHEHBRESZOEMROBET HZ &,
AENOFEIZ LY | WEOREISIZERT 5 & & X N DHEk4 R BOR R
MWL ZERDD, BEEHHITITV, BESFEOONTEAIZE, @
EOGRERISZ L ORMERORBAZE L, MU&i2MA1TH 2 & mE
DL IS K DRWER D SO EIIE. AF O GOMRE, 1k LE]
BRERVECROBRGELEZEETLZ L,

BERTHR, BOAENOH I AR L T LRIERAPREIRT 2 ZERnH A0,
AR DORGAE TR HREIER ORI HSIEET D,

AST (GOT). ALT (GPT). v-GTP, B UL E %0 FR &k 5 FHgREREE . T
R, WL E RN H LoD T LR 50T, AKB G BRAERT R Ok 52/
FIEEMAIC S REREZ TV, BFEOREBEZ+DICBET LI &,

FRAE BB R, RAEREBREOCBEENHLONLZ BB LD T, KA
PR BRLART R OMR G- HIE I EHIRI S BRER T 21TV, BE OREZ 57512
BETH L,

1 BUEPRIG A3 8 & oA, BERFMES N7 v R—V RARZELZ ENHHDT, O
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©

B, Bl EMHZEOEROBRCMEED LR ICHmERT L2 8, 1 R

MBI GEIE, A R VBRI AR E T 2F OB RAEEZITH 2 L,
AFNOEERRBRIZIU T, PACIFIC B Tix& 580650 12 7 AL 8 Bz,
POSEIDON #B& Tlafk 5-BRta 6 12 BRI 6 HE., FO%IL 8§ BEICHIEDRE
liz47 > T\ Z &L 25EBIC, FERESFILEINCEERE THROMER LT O
Z &, ks, UIRTREE T BFTHELT O3B/ NIRRT L2 35 1 2 ARTEHI L BUR R R 1R
DRERHRIEIZX T DA OB GHEIZ 2 VA ETET5HZ &,
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BT 3

xEEHREETA KT A
F a7 GRIGFHE#EZ)
(BRFE4 : A 27 4 vV EBHE120mg. 1 2 7 4 > Y BB 500 mg)

~ T E R ~

S48 12 A (5Ff0 74 3 AET)
BAEHEE



B

Sk -

XU HIZ
AHNOFeE, EAET
iR PR A

iR IZ DN T
RExG LI b BEE

REIZER L THEE T N &EHFHIE

p2
P3
P4
P8
P10
P11



1. IZC®iz

EHRGOFINE « REEOHEMROT=OIZIE, B SCEE R SW B IE R AR
DHID, XL, WEORERFOESRIC LY | FUREIRML L & O HEHE A HiilE
FIFERLNASRINST T, TNHOERL > EICHELRBEICEMT S - en
BIERDFE L 72 - TH Y, REMEGEE L WEOEA T 2016 CFEk 2846 H2 A
IR E) 1BV ThH, BEFMEERLEOERORELEEZIX S = & &L T
5,

FHREARFERDIZ, BEEASZEE 07 7 A AVRBEOERS LS
BB N5, 2o, AEROZEEIZET 2EEN+SEE T2 ETo
M, YEEERORELES T 0N U/BINIBEIIILTERTLIE L
W2, BIVER NI UBRIC L E RIS Z & D 2 L NERE /e — B DB il 1= 9 E Rk
BEICHEHTHZENEETH S,

L7eBoT, RIA RTA4 2 TiE, BB ETIIEON TV DIEZRES
1« BPFR R E-SE | AT OEEROG#E 2 ERZHET 2880 b0 B3
e, BAFLAUOEEEEE T,

¥, ABTA BT A 4L, MSITBIENER mEFEEISBOEE, ASEHEAR
AEGRIEB TS, — A EA B ARRERNEES K O— R A BN B AR OW
HoEH EAERC LT,

KGR DEIES A I T 0 VAT 120 mg, A X7 ¢ 2V RTEERE 500 mg
(& - Fanu<7 (GEEFHEEEZ))

MG LERDIDEXTHE  CIRAREZR AT AN

FELRARERVEE @A BRI TF 2 <7 GBS Z) & LT, 1 E 1500
mg % 4 R T 60 4R LL Lot CaEREET D, 272, I8
E30kg LT OLAEO 1 EE 5 &1L 20 mgke ((KE) &35,

B BR B EE TR NI ERIKEREH

(%%5)

ML A D AT (GBR THBZ) OMREXIINE, MIELKUHE

She S Eah e - B RGe 22 e

MERUOHE : 72l vb~7 (BaFiEz) EofficesnT, @%, EAZE e
AV AT BIaFEBZ) & LT, 300 mg & 60 7Ll LT THELS
WEET 5, 72770, (KE 30kg LT OBEO 1 B 5 i 4 mgkg (I
H) LT85,



2. RRNOKH. EREF
AT 4V ATERE 120mg R OEAEREE S00mg (— ks - T 2T (B
B/ z) . LT RAl) 1%, & b programmed cell death ligand 1 (PD-L1) {Zxf9° %
7Y Gle (IgGlk) V77 720k Milx /7 a—F Uik Th b,
CD274 (PD-L1) &, AEENIZBWTHRETHREIZRER L T, EHkLY
VoRER (T HME., BMaL N2 7% 7 —T k) FIZRHET 5 CD279 (PD-1) &
U CD80 (B7-1) &#EH L. BISELZAICHIE T2 E2EFE X2 50T\ % (Annu Rev
Immunol 2008; 26: 677-704. Blood 2010; 116: 1291-8), £7-. PD-L1 1. fEx OiEEHIE
WHFEI L TWAZ & (NatMed 2002; 8: 793-800, J Immunol 2003; 170: 1257-66) M #ERE
émfkm PD-L1 & PD-1 %77 U7, BEEMESTURFFRA 2 TS 0K
Eh T AETFO—2 L L TEZLLNL TV,

iﬁn\HMAmﬂﬁﬂﬁﬁ_%Qb PD-L1 & PD-1 OfEEZHET H 2 L HIZ L
D SAPURERN S T HMROMIESEEEZER L EEOEBELIMET5EE2 0
nTwna,

AR OVERBEFICE S BEORERISIZL 2BEWERSZEN S bbb, BEE I LIC
SRk @m&60$§®&5$&0&5% . BEOBEE HSITITV., BENE
B HAVTIGE T BE U FRITIS U BP0 7 55k & R 52 FF O EAT & i LGl
@J?‘i’f&%ﬂ”ﬂﬁfzﬁb\ BEDOFRER I L DRIER NSNS HBEICIE, BIBRE RV
ELURIOBEEEOE B AT O LENH D,



3. EEEREAER
BT A7 PR OO TGRS I AT 217 12 72 BB O A & 7o,

(B 2hi]

[ BR3EIR 28 T AHERER  (HIMALAYA 3RER)

AL FEEIEEE O 72 Child-Pugh 7738 A OYIRAEZFMRERESE (ECOG
Performance Status 0 X% 1) 1,171 4 (BRFI+ ~ LAY A<7 (BEHz) (LU,

TRV AU L~=7)) 2 [RAIGHAEE 393 Fil], AFIEMEGS [AFEMEE 389 ],
T 7 =7 [xtBREE£ 389 f51]) (BHAA 108 f [AFIOFAREE 34 i, 4K HARAE 45 5], *t
BEE 29 ] 2 ET) R8I, AAIE FL AV AT ARG LB E R OAF %
ML U258 O AMER O ZRME 2R LT,

FEFMMEE & S (BUT, T0S)) (hRfE [95%EFEXH]) (836 o
AR b)) 1, ARNIFEREET 164 [142~19.6] 7 A, AFEMET 16.6 [14.1~19.1]
A, REBEET 13.8 [123~16.1] WA THY | AFIGEHEET RIS UEHFRZ

BRIERAZR LT (=R [95%EEXHE] : 0.78 [0.66~0.92], p=0.0035 [J=5]
log-rank f2 7€, HEAKYE (H{A) 0.0398]), /-, RFHEMELZSWVT, ~Y— FEEOF
BEKEIZXIE L EEEE O FIRNFRICHE LS E~—Y 0 Th D 1.08 % K|
ST T &G AEIBAMBEO X0 S FEEVER R 7z (O — R [95.67%
{SFEX ] : 086 [0.73~1.02]) Q021 ES AT BT —4h v A7),

1 BETEE GRIZM™ & 7 — L R, 7 9 A IBERRE . <4 7 RS, AT R RIER
/TN L s, HOREESE) O & 72 2 BE IR S,
#2 0 ARHFN 1,500 mg ROV LA D A7 300mg % 1lal, 2% 4 BEOMRFEZ 2T T, A&A 1,500 mg

% 4 TR CHARN 5.
#3 . AF 1,500 mg & 4 AR CEIRN IS Lz,



St B

T

o
=}

7

CH

an
T

. o [a5% Cf
? i=16.4 [14.2--19.6"
} .o 13& [12.318.1]
# ] sk = bl B8 CH 078 [068 -0.827
6 4
o
02 4 B B 0 12 4 B 18 2 2z 2 26 2 30 32 M 36 33 40 42 44 4d
TR A b DEER] B
397 365 235 3I0B 295 262 236 217 19T 190 176 169 168 150 119 9§ 75 &5 2 1B 11 1 D D
383 356 210 283 2EE 231 211 182 170 155 142 131 12 106 % B2 4d 32 2+ 2 5 1 O O
- )|
— A Fanl 188 T14.1-19.1]
MESET 138 T12.3--16.11
sl LK tORETH G D&E 0 TA-ta2)

389 368 327 285 2B 241 230 21a 109 183
359 306 31y 283 235 EH1 21t 183 17D

160
214 g

163 153 133 107 BT &1
106 79 62 34

1 OS @ Kaplan-Meier &R
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[‘Zz21%]

[FIESFEE 55 L ARERBR  (HIMALAYA 5R5R)
HEBGIIAFIOAEE 378/388 5] (97.4%) . K| HAMEE 345/388 7 (88.9%) M Utxt
WREE 357/374 5] (95.5%) 123D BT, WTNOIEERIE L O REBNGE TE 72
WHEES (BWEH) 1L, FNF4294/388 5] (75.8%) . 202/388 {4 (52.1%) K T®
317/374 ) (84.8%) (ZRBH LA, D 9 BLIETH (Grade 5) X, #1271 9/388
(2.3%). 0 BIKEN3/374 4] (0.8%) THoT, WINLOFREFETEIRER 5% L
OEWERIITRO LBV ThoTe,

1 WINLOBRERCRIERENIS%U LORWER (REMEITHREN) (HIMALAYARER)
SERIRSIE / B (%)
HAGE

(MedDRA/J ver 23.1) AR (388 f1) AAIHBIREE (388 ) XTHREE (374 451)
& Grade | Grade = Grade | Grade = Grade | Grade
Grade 3/4 5 Grade 3/4 5 Grade 3/4 5

A EIER 294 95 9(23) | 202 50 0 317 138 | 3(0.8)

75.8) | (24.5) 52.1) | (12.9) 84.8) | (36.9)

FR R RE L 31 1(0.3) 0 8(2.1) 0 0 2(0.5) 0 0
(8.0)

FRH MRS RE AR T 42 0 0 15 0 0 821 0 0
(10.8) (3.9)

FEEEEE

BEELR 21 1(0.3) 0 10 1(0.3) 0 45 2 (0.5) 0
5.4 2.6) 12.0)

T 64 13 0 23 5(1.3) 0 145 15 0
(165 | 3.9 (5.9) (38.8) | (4.0)

S 20 0 0 13 0 0 36 0 0
(5.2) (3.9 (9.6)

Mg A 10 2(0.5) 0 7(1.8) 0 0 19 1 (0.3) 0
(2.6) .1

=t 4 (1.0) 0 0 4 (1.0) 0 0 21 3(0.8) 0

(5.6)
ISP 4 (1.0) 0 0 2(0.5) | 1(0.3) 0 27 1(0.3) 0

% 3 FENE 66 0 0 28 0 0 21 1 (0.3) 0
(17.0) (7.2) (5.6)
35 76 6 (1.5) 0 29 1(0.3) 0 47 4(1.1) 0
(19.6) (7.5) (12.6)
T ZEE 1(0.3) 0 0 3(0.8) 0 0 48 0 0
(12.8)
PE - RIEEFRHEAR | 2(0.5) 0 0 0 0 0 164 33 0
EERE (43.9) | (8.8)

1(0.3)

1(0.3)

e 30 | 6(1.5) 0 25 0 0 55 5(1.3) 0
(7.7 (6.4) (14.7)

71 11 2(0.5) 0 14 1(0.3) 0 27 | 9@4 0
(2.8) 3.6) (7.2)

& I E 3(0.8) | 1(0.3) 0 2(0.5) | 1(0.3) 0 56 20 0

(lS‘Oi (5.3)




BEBIRSIE / BEE (%)
HEAGE
(MedDRA/J ver 23.1) AR (388 #1) AFIHEIREE (388 1) STHARE (374 41)
TGEYTI) T 18 4 (1.0) 0 22 5(1.3) 0 8(2.1) | 3(0.8) 0
A7 =7 —EHI (4.6) (5.7)
75—V 21 10 0 7(1.8) | 2(0.5) 0 4(L1) | 1(0.3) 0
G4 | @6
FANRTX T I 22 | 9(3) 0 25 9(2.3) 0 10 | 6(L6) 0
hFvx7z7—¥H | 6.7 {6.4) (2.7)
n
U =B 25 17 0 12 8(2.1) 0 10 8(2.1) 0
(6.4) | 4.4 3.1 (2.7
AT el 7(1.8) | 1(0.3) 0 2(0.5) | 1(0.3) 0 27 2(0.5) 0
(7.2)

¥, AFIGERRIZB T, BIEMEMIES § F (2.1%) . KBk 8§41 (2.1%). EED
THI3 651 (3.4%) . AFEEREREE - AFZC - B LMEAEE 2% 57 1 (14.7%) . HURARBEEEIRT
fiE 43 511 (11.1%) . FUIRAREERETTENE 39 7 (10.1%) . RIBHEREESE 6 7 (1.5%). T
FHEREIEE 2 1 (0.5%), BIEE (MEMERE) 36 (0.8%). sk - B RARIE 4
f3i (1.0%) . infusion reaction 8 il (2.1%) . {LEH 2 2 5] (0.5%) . EIEAGEESIAE 2 1 (0.5%) .
BEORBEEE 16 (03%), #EEE (F70 - SAU—EEFEZET) 56 (13%).
BEE 4 15 (1.0%) VD BTz, | BURERRIR ., FEEVEL FRERBU/DE, fiids. THILE 2210,
BERE S I DM MR I/ MBI SEBER 1338 DR o 7z,

FTo, AFIHEMBEIC RN T, AEMERE RS (1.5%) ., KEEZ26 (0.5%), BEDOT
FISH (1.3%) . FFHEREREE - AT4S - iE(LMERRE 45405 (13.9%) . FIRHRISAEIR TE 1561
(3.9%) . FARIRBERETTEIE 12681 (3.1%) | BB REIE F 415 (1.0%) . 1 BHE /R 1451 (0.3%) |
infusion reaction 51 (1.3%) . [LEZ 161 (0.3%). HEEAEIELF] (0.3%). EEDLE
FEZE1H(0.3%), MHREEE (X7 v - NL—EEEEEST) 15 (03%) . XI5 (0.3%)
WO LT, FHEE (MEEBRE . Bk - HEAMAE,. FEREEEREE, BE
PGP ERBUDE, ge, WEALE AL, BRASE A K UM i MIGBUD TR SR BT 1338 60 DA
IRl Tz,

ARWEARBERI I EER 2 EEHER L =T,



4. FEFRIZHOWT

EIM Y A7 EFHEHE (RMP) ([ZESX . AREROEEMZEMEEERIESE~ O )
W HHRTH > T, REAOKRENHEEY2BEEZZE - HEL. AHORSICL Y EE
REWERZ BB LRI IE T 2 Z ERUERTD LT OO~BDT X TE I
RIZBWTHERTAIRETH D,

@O #HEHicH>NT

O-1 TED (1) ~ (5) OWTINIEYT LR THLZ L,

() BEAEZEBRENEET 2N ABREEILRPES @B RS A ZEEEIL SHRRT.
Hisk A3 A B2 L HE L SR . M AS A 2RO RE 7R &)

(2) FFEREERRT

(3) EERFRFIENFEET 5 AR (DA DFEEE TR, 23 AR R
W1IRBE, DA BIEEEHEER A &)

(4) INRALFEREE R E U, AREB L ERERER | A RIER L RIEDEE 2
IS RIS R TR 3 Ok B IR D mH AT > TV S HiEsk

(5) PIEMIEEAI S EEME O EREIA D BHEEIT> TV DR

-2 FFHAEE O L5 E &K ORITERAR B O XIS 27 ek & A FroER (F
KOWTINNEE T DEM) 28, SE2FEBOARFICEAT 2O TEE & L TRE
INTWBHZ L,

<

ERMG IS 2 FOVIITHE ZAE T L7212 5 LU L OB VIBR O RIRIHE %
fTHoTWDHZE, 25, 2 FUEE, BPAEMEEEZE L LZBERERFSOWE
E{THoTWNAZ L,

EO RS 2 FOPHIMEEZET LI2RIC4 FLU EOBEREEEZHF L TS
Zl, 9B, 3 ELRIE. IR O DS ARSI & G T FRR o O BE IRAHE &
THo>TNB I &,

@ BRENOEEBBEREROFHNIZONT

EIEMIBRERICEET 2T EPEE S, REERENLOBRED., B - &
EWERENFEROBTE R VEMEISST 2 EHMEME, FEESPBE LG EO®RE
. ERECHIITONAERINE S TWD T &,

® BHWER~DXRNZDNT
@-1 R AN BT 5 B

FE MR EBEOEERBER DA LB, 24 FRREBZEEH OT, HikiEsk X
TR IZ BV T, R UBERIE UTABRERE KL O CT ZORITER O8R4
ERBBEOERP Y BPIZELIL, BELICRHGATREREHINESTND Z &,



@2 ERNEEICL2FESTZANISNICETE S

INAIRICHED ZEMNI MR O REA2 AT 2 EREEENEERE=2 1 v 7
EEDEEROAT ) —= v T RTOWEIRE S ERE LA TE DT — AEERG
STV D Z L, 728, BHEGICOWT, BABRE L ZOFEICHDITEa ST
WhHTZ L,

®@-3 RWEROZECRISIZE L T

BIVER (RIUEMEMEER, FFHSREREE - BFR - B(LMERE R, NOWEE (FIRIRMEE
5, BIBREERES, THREKEERSE) . BES. infusion reaction, KAGZ - B D THI,
| BUBEPRIS ., AR - BRACARRRARIE, (OARZS, EEAMESIAE, BEMEA. ML MR
PESRBER, MiZe, BEEOKERE, MEEE (¥7 0 - AL EREZ ST (LFE
EOR RO FEEE P ERBUME . LB EIL, B, FRIFERIESS) (o5 LT, ¥k
LT ERBE O FPME LT 5 EA L EE L (BUEH OZHOX IS LTS R
OXEEZTONIFRMCH D 2 L) EHIGHYRAER TE DEHINES TN D 2
e



5. REXAHLIRDBE
(BRI B3 5 ]

@

[
@

@

EEALSEEERE DO 720 Child-Pugh 2 A OUIBTRAE 22 FHIREE B & 2BV TARA|
&P A D AT L OHRAERG R OEFEMBEE OGN RENATND,

TRRIZEES T 2 BF ST HARAOE 5 K OEHFIEIZ W THE, AR OF ED

FESL L THE LT, RRIOEGXGEE L0,

o DTHBRIOEHEIREIN TOWRWMLOFERIEESR & OtH® 5

o RTEE (BENTY ) —NVENERE, 7 O3 WEROEE, ~ 4 7 o ikeEER
%, HFEIREREE/ B L EERFE . ETRRIESE) OIS & 7 5 i
EEE

ABNORGIZ BT - T, K& & P LAY L=T EOFREGIZONTEY T 7 =
ZNIHET AEMESREE STV D — T, AFEREGICONTIEY T 7 ==
TN T HIREEOLNREN TS Z L5 HIMALAYA 3REBR D RLAE &2 50 (2B
LT ET, BEORELEE L, Ak HE2BIRTOVLENRH D,

B89 2 3FIE]
Tg_ﬁéﬁéﬁﬁ:owfﬁﬁﬂmﬁﬁﬁﬁékéhfwé:kﬁ%\%ﬁ%ﬁ
HipnZ &

o AHFNORT LIBBUEORBEEED & 2 B #F

BFEATOFMIZIB DT TFRRICE LT 5 BEHICOWTHE, AAoRS IR

WS, ORISR WS EITIRY | EEICAAEZER T2 6 2&FETE

Do

o HEMMESR FUHHENEEEET) ObLBEIIEORERED S 2B

o BB iRA CRIE R A3 0 D BE K UGl K& O fli 12 RIEMZE (L 73 7
L b EE

s BOREEROAIIEEN A L IIHBHEO H CABEEROBETERED
b2 BE

e ECOG Performance Status 2-4 U OB

U ECOG ¢ Performance Status (PS)

Grade

0

F ol SRR TEEIT X 5, F8hEATE R U B EAESHIRZ <IT2 5,

1

PIREZIH L OEEN IR S 5% BITARET, BAERERPRBIIT O LN TED,
B EOFE, FHHEE

2

HFATHHRET, BHOFOE LY OZ HI3ETalREr20, (BRI TE AN, B 50%U Fig~ty FATBIT,

3

RBONEBESOFOELY O L UL TERY, BFO 0% EE~y REF TR,

4

F oL @I, BODEOTDLY DI LI TERN., BRIy FBF TR,

10




6. REIZELTHEEITREEE

O WACEE N A, SEIRFEEE NIRRT 2 GRS 235 & AREN O R K ObE IE4E
Ao DILBERERE IR L ThOERT A Z &,

@ 1BERLEICHESL S BEIZ OFEICHERMER OEREZ+S5HH L. REYE
ThbLEETHZ L,

@ ERBEWER O~ A MIHOWT

MIEMEMRE R (BUHRIRS 2 &) NH LA Z ENHH DT, FIHIE
o (B, PRk REE, ek, EE) OfESER CEXHEMRTE O EMEE, 8
Brt+mliAro 2 &, o, LEIZS U THECT, mE~—T—E0OREL
Efi o L,

infusion reactionZ3 & H LD Z L A3H W | 28] B BAE O AHKIFR G112 ) infusion
reaction’3# H O D Z ENBHH DT, KA G RIZIZEEIREOREL 5
WZBIZ+ 5 Z &, infusion reactionSi8 & BV B A ITEUIRAEEZITO £ & D
W2, FERPEIET D ETEEOREBEL+SICHERT 52 &,

ORI EEE S, BIEMEBEEEX O TRISEERSNHOONDZ EnH D
DT, AAEGBRAETR OS5 MR T E RIS N W (TSH,
BET3. WEEET4. ACTH. It =LY — LVEOHIE) 1TV, BEORESL
FHCEERT A L, £, RBUSLTHEEBRELZOERLEE TS 2

&,

ARIDBEEAT LY | BEORIERIGCRRT 5 L& 2 b~ RSN
AR HDND Z LB, BEE MO, BENRD LRRAC
F BEORERSICE SRR ORRE EE L, B RENBE 21T -
L. BRI & S BHER R DR BIBAITIL. AH DR E O,
L SR B R L OB S R BT D T L

BEH TR, BOAMNHU AR L THhOREWERARRBET 522083057
W, AEIOREKTHRIZOEWERMORRIZASITIEET 5,

AST (GOT) . ALT (GPT) . y-GTP, v U A B> ED LF %4 ke
E. R, BLEIEERRS LD ZENH DO T, KBS BART RO
HEHETIIEHAN AR LTV, BEOREBE+SICBRET L Z
gjo

PRAVERIEERE R, REREBREOBEERHODLNAZLRHHDT, K
RGBT R OB SR L EBIMICBE #2117V, BEOREL T
TCBETLZ L,

1BERIG N B Dbodu, FERFH Y N7V K=V R ZELZE08HADT, O
B, B, EEEOEROBRCMBEEO LRI H2EET 52 &, 1BEER
JRIREEDITIG BT, A R ) VRAERET 2FOBEYRLE AT Z

11



&o

HIMALAYA RERIZEBWT, BEBMEN S 48 BEIX 8 BE. LRI 12 88ICF
IEOFMZIT > T2 Z L A2 BEIC, AFERE T I EG R TR O
BAEITHZ &,

12



B 4

xEEHREETA KT A
F a7 GBRIGFHEEZ)
(BRFE4 : A 27 4 vV EBHE120mg. 1 2 7 4 > Y BB 500 mg)

~ REEHE ~

S48 12 A (5Ff0 74 3 AET)
BAEHEE



B

Sk -

XU HIZ
AHNOFeE, EAET
iR PR A

iR IZ DN T
RExG LI b BEE

REIZER L THEE T N &EHFHIE

p2
P4
P5
P8
P10
P11



1. [ILHIT

EELOF N - ZEMEOHEO DX, SRS IZE Wl B A 2Rk
b, EBIC, ITEORZHIFOERIC LY | FURERN R & ORI 22 9 R E %
FREHEMNPAGEENDH T, 2 b OERN ZEICNER BE IR 2 2 & RO
R L 7o T R EOEE & SO BT #2016 CERL 28 4F 6 A 2 HEFRIVE)

BWTH, EFERLEOEROREBICHEELZR S Z L LS TND,

FREREFEERNT, BEEASLEM T 0 7 7 A VHRBAFOERN & 5 hic &
BRHEZENHD, oo, AR OZEEICETAHERN+SEET D E TOM,
LHEFEFOBELERZIT 22 NHHFSN BB L THERT S L &b, BIE
AR LRI B IGE & 5 2 LN EEZ— T OB 25 7= 3 E RS T H
THZENEETHD,

L7l oT, BIUA RTA T, FARBBERESINAETIZEOLNTW D EZEIEER -
BRI RHC S & | UITOERELOF@E A 2 HET 2880 D NERE, B2
FROEEFELTT,

B ARTA RTA A%, MSIATBOENE S EREI GRS, ARMAHEARAR
BRI 2 — et A B ARBRIR AR E 2 R O — stk A B ARSIV 22 o0
BhHoH EER LT,

KL/ BEHES A7 4 U RTEARIE 120mg. 1 X7 4 2V REERE 500 mg
(—4 T2 e (BT Z))

RELRAPEEPR  IREYIRT e IRIE

MNELROREROHE : 7 AV X B VB R NV AT T F o L OfFRICEWT, @B,
FRAIZIET 2 v< 7 (B z) & LT, 3 AMERT,
1 [8] 1,500 mg % 60 ZyfEILL BT CRilgEd 5, 3 AMERMRT
DR LGS, Fal w7 GEEFHZ) LT, 1
[8] 1,500 mg % 4 W T 60 SR L2 CREEiFET 5, 72
2L, RE30kg L TOHED | B 5-EIX 20mg/kg ((KE) &
15,

2 5E  7E EE T AN RIS

(%)

T2 R OBRESUIHIR, RIER AR

BVRESUI RN - REIEE

RELCHE 8%, RACIZZ A2 e & LT 1 E 1,000mg/m? & 30 4373 T AH

L, 1 E#RSEIRERL, 4RBERKRETS, ikl a—2R

ELTEEEBEYET, B, BEORBICIVEERET S,




VAT TF U OMETHER., AEERCHE

ZhRE SUIRNR « AHIEEE

MELCHE  ERIZIE. 7Ly Z B UtEmtE & O REL LT, 1EZEIRT 5,
[ AT 7T 0L LT 25 mym? ((KREERE) % 60 43T CTATEFFHE
L, # 1 BfS% 2 MR L, 3HEIMREST S, chad 17—l
TIE AV IR,
k. NEOBRGEIIEFORBICLVEERBET D,

BEARBRIC BT AR ERORE - AEIT 13, BIERE] O P5~) 2R



2. AAIOKK, 1EREF

A LT 4V RREEE 120 mg K OFEAREEFE S00mg (—k4 7 a2/l b<T (&
EfZ) o LU, TARA ) 1. E B programmed cell death ligand 1 (PD-L1) (2%}
ThHGE T ) Gl (IgGlk) 77 FADb MUE ) 7 o—F L FETH D,

CD274 (PD-L1) &, EERAICHE W TR SMRSFICHEEL TBY , EEkLY
UoRER (T AR, BHIRRE T F o2 7/0% 7 —THik) HICH8HT 5 CD279 (PD-1) k&
NCD80 (B7-1) & A L. EInE A BIZHIET 5 & % 2 51TV 5 (Annu Rev Immunol
2008; 26: 677-704, Blood 2010; 116: 1291-8) , F£ 7=, PD-L1 %, FEx OfEEMAZIZ H %
L TW5Z & (NatMed 2002; 8: 793-800, T Immunol 2003; 170: 1257-66) M3 X1 T
Y. PD-L1 & PD-1 ) U7-fEBIE, EEMENPURRFRZ T MO OWEE L
M AT D —> & LTEZBR TV D,

AFNE, PD-L1 OfiasEIRIZEA L, PD-L1 & PD-1 OfEEA[HET S - L&k
D PNADURRERI 7 T MREOMRE EEE 2R L, Mg OMELIH T 5525
TN\ D,

ARANOERBEFIZ S BEORERISIZ L DBEIERENH bbh, EEXIILTIZ
ELFRENRH D, AFOBREFROERERICIT, BEOBE2+0I01TV, BHMNRE
D LTS AR, FEBR L FRICE UM 2k & R 2 Fr o [EAT & ﬁ%’é LCi#
YRR W 2 ATV B DORERRIC L D BIER BN BEIZIE, BIBRE RV
ECARIOKRGFEOWME 2 E 21T O LERH D,



3. EEEREAER
VAT EIAR BE R B 6 OO TR L Z AT 24T > 72 2 R B R TABR O B 4 5 T,

(B 2hi]

[ BRILIF 28 MARERER  (TOPAZ-1 3U5&)

(b FRERE O 72 O IR YIBE R RE 22 JRE B RS (WHO/ECOG Performance Status 0 X
1) 6855 (KFIE 7 A 2L EBE+ AT TF 0 [RRIOFHEE 341 6], 78R
ETLVECERE A AT T T [RBREE 344 B1]) (HARA 78 Bl [AFIOF AL 37
B, xXtRERE 41 ]] Z2Ei) 2R, KF, FLA AV CEBER R AT IS &
FR#E LG8 OFE R VL EE A RET L7122,

PN ORGSR, FEFHMITEE Th 2 2EFHE (LLTF, T0S)) (FfE [95%EH
XM (424 EoA X2 R iE, RAIGEHEET 12.8 [11.1~14.0] A, BT 115
[10.1~12.5] A ATH Y . KEIGFHEESS RIS LRSS ENICA B IER LR LT
(NH— RE [95%(E#EXE] £ 0.80 [0.66~0.97], p=0.021 [/% log-rank K E. HE K
% (D 0.03], 20218 H 11 BF—Fh v N4 7).,

S IREOBRAMT O EAIE, 6 7 ABARE LI %ICER LI RESASR L Shus, £, ik
B SR SR B R BR T o B B, TR 6 0 ARBARID LI RICHER L
mERENIGR L Shiz,

¥ 03 WEE 1 YA 7L LT AA 1,500 mg iZ7 TR EE | BRI, FLAy ¥ EUERE
1,000 mg/m2 L L AT 5 F 25 mgm2 & 1, 8 B HIZERK S 31 2 A 8E5%. A 1,500 mg X
E7 TR A BT 4 BRI TR G Lz,

OSHRIE(H) [95%Cl]

o -« REMHEE 12.8[11.1~14.0]
0.5 = NAHREY 11.5[10.1~12.5]
2 o7 N —REE(95%CD 0.80[0.66~0.97]
£ o06-
iF 05-
%U 04-
A 03 ttngs
= g2- R
04 _"{‘-G_“-‘____-_-_ ”_E”:'
0.0 " : : | | | | | | |
0 3 6 9 12 15 18 21 24 27 30
S|IEABIR TS OEREI(R)
at risk
FHIHEEE 30 300 268 208 135 79 49 24 g 1
ot et 344 317 261 183 126 65 26 10 4

K1 OS ® Kaplan-Meier B



[Zeai%]

(WS IF BB IIFHERBR  (TOPAZ-15X5k)

HEBGIIAAIOAEE36/33801 (99.4%) M OXHEEE338/34205 (98.8%) 2388 HiL
oo WINDOREIE L O REEATETE RWEESESR EIEM) . #hvth
315/338f7 (93.2%) K TN310/342f] (90.6%) (238 Hiav, =@ 9 LI (Grade 5) 13,
FZEA233801 (0.6%) K TM1/34261 (03%) Tholz, WTNHOFKERETHRFELEN
S%LAEDOBRIWERZTRO LBV ThHo T,

F1 VTP OREHETRRARIS% I LOBER (REMAITHRER) (TOPAZ-1AR)

SRERBIRIYE 1 EREE Bl (%)
(MedDRA/J ver 24.0) AFIGFHE (338 £ XIPREE (342 $1)
4 Grade Grade 3/4 Grade 5 4 Grade Grade 3/4 Grade 5

2EIER 315(93.2) | 211(62.4) 2(0.6) 310(90.6) | 221 (64.6) 1(0.3)

=Xl 134 (39.6) | 64(18.9) 0 123 (36.0) | 64(18.7) 0

I H BRI E 99(29.3) | 65(19.2) 0 98 (28.7) | 69(20.2) 0

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

7 1 BRI 19 (5.6) 7(2.1) 0 15 (4.4) 2 (0.6) 0

RIS L 265 | 0 | 0 [ 82y | o | 0 |

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

v 7 %o 7 A MAE 24 (7.1) 5(1.5) 0 15 (4.4) 1(0.3) 0

A 118 (34.9) 3(0.9) 0 103 (30.1) 3(0.9) 0
Mg Pt 37(10.9) 3(0.9) 0 44 (12.9) 5(1.5) 0
{EAK 34 (10.1) 0 0 33 (9.6) 0 0
THI 29 (8.6) 1(0.3) 0 25(1.3) 2(0.6) 0
0Py 4 17 (5.0) 0 0 15 (4.4) 0 0
Hib 24 (7.1) 0 0 23(6.7) 0

i EAE 24 (7.1) 1(0.3) 0 14 (4.1) 0

7 5 EESE 23 (6.8) 0 0 16 (4.7) 0 0
T 74 (21.9) 9(2.7) 0 74 (21.6) 8(2.3) 0
piiFAEnH 37 (10.9) 4(1.2) 0 37 (10.8) 7.0 0
JEER 22 (6.5) 1(0.3) 0 16 (4.7) 1(0.3) 0
i PERE R 89 (26.3) | 70(20.7) 0 104 (30.4) | 87(25.4) 0
/MR B 64 (18.9) 27 (8.0) 0 71(20.8) 26 (7.6) 0
H i ERE GRS 34 (10.1) 14 (4.1) 0 45 (13.2) 20 (5.8) 0
TI5=YT I T A 17 (5.0) 4(1.2) 0 18 (5.3) 1(0.3) 0
7 2 T —

b7 7= 88m 8 (2.4) 0 0 26 (7.6) 1(0.3) 0

k. AAIFFHEE BT, MEMEMES 46 (1.2%), BEEOTH 1 # (03%). AT
HEREREE - AT4% - AEALPEIRAE 2% 21 3] (6.2%) . FIRARFEEE(R TOE 23 7 (6.8%) . H KR



BERETUHENRE 7 41 (2.1%) . BIBMEEERES 4 411 (1.2%). 1 AUBERHS 1 51 (0.3%) . infusion
reaction3 ¥ (0.9%). #EEE (¥7 o - RU—EBRERMELET) 16 (03%), B2 #
(0.6%) MO O, o, KIEK, BREE (MEEBRSE) . fik - HEETRARE .
DR, EEMIENRE., TREEERE Mk, BEOKEREE . SSEWEL REREVAE.
HALE 2R AL, BERRA M OV MR i RIS PEESRBLR IR O D e o 7o, AEIVER R

PRI ESE SR A B OEHER AT T,



4. FEFRIZHOWT

EFES Y R 7 EHEE (RMP) (ZE2X AR OERDZEMEETIEE~O W /1
W LHEER TIH - T, RAIOKRENFURBELZZW - L. RAOREIC LD HE
REWERZ BB LRI IE T 2 Z EBNUERTD U TOO~BDFT X TEH I
RIZBWTHERTA2RETH D,

O HERIzONT

O-1 TED (1) ~ (5) OWTINIEYT LR THLZ L,

(1) BAEBBRENEET 2P ABEEEI SRS @EERTFE A ZREEEL SR,
Hidgk A3 A B2 B LR B . RIS AU IR IRRE /e &)

(2) FrERERERPE

(3) EERFRFIENFEET 5 AR (DA DFEEE TR, 23 AR R
W VIRRE, IS ABIEGEEHEERE A &)

(4) INRALFEREE R E U, AREB L ERERER | A RIER L RIEDEE 2
IS RIS R L 3 O EE R D R AT TV DR

(5) HUBPENIE AL SN ORI R D B H AT > TV Bk

-2 RHIERE DL FHEE K O RIIER BELRE O RN+ 70 5053% & Bk 2 R o= (T
DWTINCEZL T DERM) 2, U2 ERORFNCET 218EOELRE L L TAREE X
NTNWLH L,
<
- EMGRETFERER 2 FOYPHEZE T L7%IZ 5 FLLLOD VIR ORIRHE %
ToTWAHZ L, 95, 2FL LI, BAEYRKEEZE L LERIESETOIEZIT
STWBHT L,
- [ERREFEUSE 2 FOMMHEZET LRI 4 FLL EORKRZERZHF L T\D
&, 9B, 3L EE, MEEEONASERE S S0 N AR OIRIFE 41T > T
W5 Z &,

@ BENOERERBFEREBEOEFNIZOWT

FEERAIEREHRICHSE T 2EOENERE I, REAENSOBFRED, FOM - &
SR ENEROEEE CEMS ST 2 IEHRM FEEGNRAE LB OWE
EH. SENECDITITONAEHINE > TWD 2 L,

® BHWER~DXRNZDNT
@-1 R AN BT 5 B

FE MR EBEOEERBER DA LB, 24 FRREBZEEH OT, HikiEsk X
TR IZ BV T, R UBERIE UTABRERE KL O CT ZORITER O8R4
ERBBEOERP Y BPIZELIL, BELICRHGATREREHINESTND Z &,



@2 ERNEEICL2FESTZANISNICETE S

MAZIRIZED DB Mk R REL AT D EREEENENERE=4 Y 7
EEDEEROAT ) —= v T RTOWEIRE S ERE LA TE DT — AEERG
STV D Z L, 728, BHEGICOWT, BABRE L ZOFEICHDITEa ST
WhHTZ L,

@-3 BEAOZEr-Cx B LT

BIVEA (RVEMEMESR, IFESRERE - IFK - LS 2, NowEE (FRIEEE
s, BB HEREMREE . MHERKRERS) . BIEE . infusion reaction, KI5 - B O T,
| BUMEIRIA, AR - BRICARRIARAE ., (DRSS, HIEANIE A, REREJC. SR/ MR s
PESRBER, MiZe, BEEOKEREE, MREE (¥7 0 - AL EREZET) . LFE
B OB RERBUME, LT 2L, BER, FRIFEREES) 120 LT, Sk
TR EREE O HMME L T T 5 EA &g U (RIEH OZMr-exticlc B L THE R
VB AZTONLIERBECHDH 2 E) . ELIOHEURNENTE DEFRIPE-TWDH Z
&



5. REXMRLBRLEE

(B2 BE T % F ]

O ALFREREO RN BB YRR HE R ALERE B 2BV T FAlL 7 Ay BRI
RO AT 7 F & ORFRBEOHEER RSN TN D,

@ TRICEE T AR O G K OMER TR OW T, AR OBRENTEL ST
5P, KEIOTEGG LB,
o OTHEFIOADEIR STV RV OTUEMEIEE R & OPFH&RE
o IFEmBIRIE

[Z2tEizf4 2 FIE]
O TRICHLGTLEEZOVTIEIAFORENER L EN TV Z b, K5 21T
YA AN
. AEN O BA WBBUEDBEERE O & 5 B

@ HEAMOFMIZB N TTRICESE T 5 BE I 0T, AFo&EEIFHR S
AL MMOTEFRIRE R 2 WVIEEIZIRY | BEICARZERT L2 E2BRTE L,
. MR E (aRmiRk Z2 ) Ob o BE LT OBEEREOH 5 BE
o MG A THRER 2300 2 BE K ORI O i 2 SRR 7

Livn B
. H 2 REREO SO UTEMERZE L ITREEO B S REREBOBEERED
% B

. WHO Performance Status 2-4 V'V o> g3

1 WIIO 0> Performance Status (PS)

Grade

0 F o KMEERLIEESTE S, #FREOHMELELE, B LR U REEEFRIRRTAD,
1 P LUVEBIEHRIR S 205 28, BTRIAEC, |IEELAIIIIT Y Z L TE 5, SuREAERTIEY
L— RO CFEULS R EHTE2BELEENRD,

2 BATHRET, BAOHOT LY O LIFETHEEN, (ERITCE 0, BFO S0%LL B~y ATl 24,

3 [RoNFBOFEOEHbY DL LsTERY, BRO 50%L EE -~y RFEF T2,

4 FEormL BT, BSDEOEDY DI LILEoL TE AW, BRIy RLRJ{F TR,

10




6. BEIZBRL TBETREER

O A SCEEFCN A, BERFEEEDREET 5 GBI EARFI O R R ONE EAE
MO DI EIRE R A T BB L TROERT5 2 L,

@ WBERMBIZESL S, BEIZOFBRAIEROVERELZ +oHH L. AELG
TrbRETDHZ L,

@ ERBEWER O~ A MIHOWT

MIEMEMREE (B EAigR 2 &) NHobivd Z ENRH A DT, FIHIER
(E00dv, MRUREREE, ngmk, FEEE) OfER R O X RE O FinE, #E
AT Tk, Elz, MBS UTHECT, IE~—F —E0OME % EH
TAHI L,

infusion reaction?¥® H 035 Z & 23H 0 | 2[8 B LARE O ARF 1 5-FFIZ $ infusion
reactionZ3 8 B DIV D T LD DD T, AR GRFZITEREIRE ORELZ +751Z
BlE9 5 Z &, infusionreaction S5 LNV -G AITE Y RALE 21T 5 & & BT,
SERDEIE T D E TEEOREBL+2ICHIRT 52 &,

HURBRMERERS E | BIBHEEREE R O T BREKEREERH b Z BB 5 D
T, AH 5 BAAET K OV 5- 3R B X E BRI N B SERR S (TSH., #2HET3.
TEET4, ACTH, I =T —VEOHEIE) 1TV, BEDIRELZ 5128
BIAHZ &, £, LEIZG U THEBHBRESEDOEMLEBETHZ &,

FFIOBEIZ LY BEORERIGICRET 2 & 2 b5 xR B R
RbBLPND L Rb 5, BEEHMTTV. BERTD O EEAITIE,
B ORIERIGIT L B BWER ORBLE ZIE L. EORENBI AT 2L, B
DRIEFISIC L B EWERNEDR AL, AR ORGSO, Hik Xt
BRE AL T H OB GEEEET 5T L,

BEKRTH, BoBE O AREB L T ORITERNERT A ZENH AT D,
BN OB G THRICHEWERORBRIZH2ITEET 5,

AST (GOT) . ALT (GPT) . y-GTP, BV L E S0 FHZ S FFiEREE
JFde, BEALMERRE RS H S D 2 &35 D DT, REIBGBRLGHT & O 51
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