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1. IZC®IZ

EIEGOFNE - BEMEOEROT-DOITIE, IRASTESICESW @ IE 2 AR
LD, DI, ITEORFHIFOEARC L0 | FUREIRS e & OFEFH 7 Fr /e
FERLPARBINOGF T, ZTNOOEEGZEICLEREF IR T 5 2 L BED
BE L 7o TR Y REMBGEE & SEOFEARF #2016 (FAL 28 4 6 A 2 H FHERE)
WZBWTH, EFMERLREOFERORKEMEELZRL Z L LTS,

FRERAFERS T, BEERSCRZEE T 0 7 7 A VRBEFEOERS LB S 0Ic R
RLZENDD, ZOD, AR OLZEMECEAT HIERN+7EET 5 £ TOR,
UHEELOBEZEZITHZ EPMHINIBEICH L EHT L L & B, BHE
RN FE LIRS E R RS a2 & D 2 LR —E DO B2 - T EREEE CfFE A
THLIEDNEETH D,

LIeRo T AHA RTA4 TR, BAEERESCZAETIIHOLNA TV O EFIEFH -
B R EES & | DUT O ESER ORGE 268 2 #3288 b B B
R OB EFEETT,

BB ARITA RTA 0%, MIATBOE NEEMEREEIRE A, AREEIEANRAR
EEPRIES 2 . — A N B ARERR VR E S R VAR A ETE N B 4w ABHER 72 0
WD b EAER LT,

RBLRAERS T ol w7 GEBETEEZ)

MR ERDMEIDE  EIT - BROTEKE

HEERDBERVAE : DAVRT 7T 2 RO X4 RiBEMEERER & OfFRICB VT,
WE RANET 2 v b7 GEE L) & LT 1E 1120
mg % 3 BRI T, 60 ML LT CTHREEHET 2, TDH%KO
HERRRIEICBWTC, Taa N~ 7 (EBEFERL) LT 1
Bl 1500 mg % 4 #A IR T 60 ML LT TRBFEET 5, 72
72 L., {KE 30kg L TOHE, MERRIEICBIT S 1 BEE &1L,
20 mgkg ((KE) &7 5,

Bl yE R 5 X F TR T xRS




2. BHIORH, 1EREF

T anNv 7 BEFE#Z) (BUT, TRHF)) X, B b programmed cell death ligand
1 (PD-L1) (Zxt 7 5%E /a7 Glk (IgGlk) 77 Z7 20k MMt/ 7 a—F /L
ik TH 5,

CD274 (PD-L1) 1%, AFERICBWTHURRTMREICHEH L T, EELLY
VoRER (THERE, BHIRAE OV F 2 7 0% 7 —T k) ZICHEHET 5 CD279 (PD-1) K&
NCD80 (B7-1) &fEE L, B ISE # AIZHIET 5 &£ & 2 51TV 5 (Annu Rev Immunol
2008;26: 677-704, Blood 2010; 116: 1291-8), F7=. PD-LI I, FEx OfEEMALIC 3B
LTWbZ & (NatMed2002; 8: 793-800. JImmunol 2003; 170: 1257-66) #4541 Ck
V. PD-L1 & PD-1 241 L7-#R &I, RSB SHURSF A7 T M 5 OB % (1]
BT AMFEO—oE LTELLNT VD,

AFNX. PD-L1 OHIfESMEIICHE A L. PD-L1 & PD-1 OfEAZHESTHZ L EIC L
V. BDATURRRERN 7 THRAOMIAEETEE L2 L, BEEOHEEAIH T2 526
nTW5b,

AR OVERBEFIZES BEORERISIZ KL HBERE RS b b, EEXITETIC
EDLAREMDNH D, AROREGEFROEERIZIT, BEOBEL DTV, BREDNR
D HNTHEITIE, FEH LI FRIIS U BB 2k & B 2 RO EA & E L i
BRI 21TV IBE ORIERIGIC L D BIER B SEDN 2581213, BIBRE RV
TR OB EEDOWEYRALE 21T 9 MER D D,



3. ERERRE

(B 2]
E PRI FEFMAERER (DUO-E 35k)

LB DO 720 AT - BROTERERE? 718 fl (OFRAKI+47 /30 7 +{b%
FRIES BE 239 ], @AK|+H{LFRE BE 238 . OALFRRIEZ & 241 f5) (BAA 88 fi
[ZrZ£n@26 i, @30 i, @32 fil]) x5z, EEROKTVO LQ@DEMER EAE
PEAMRET LT,

FEFMER & &3z RECIST ver.l.1 (2E:3 < BBRIE Y ERTHIEIC L 2 ErgEALE
M (LU, TPFS)) (F9fE [95%EMEXME (LT, ICl)]) ofERiE. KEl+4 73
U7 LSRR T 151, AH|HEFEEIERET 102, [LFEIEHETI6 VATHY ., K
B+ 47 80 7 HALREE I O A+ L2 BB bR I L CRGEHFRIICE B2
ER AR LT (DIEFEERICH T 248K+ 4 7 30 7 LB EEFHE O — R
[95%CI] : 0.55 [0.43~0.69], p<<0.0001 [JE5!| log-rank #&7E], AEAKLE (W) 0.025,
OB BRI 2 AK| H LR ER O N — R [95%CI] @ 0.71 [0.57~0.89], p
=0.003 [J85!] log-rank #&7E, BEKE (M) 0.025. 2023F4 A 12 B7—4 T v b4

7) o

#1 0 TET I ORIBRE & U CHEBEREAI R 5 SN 56 12id. PUBEEER OR& 5 A
NOEREETOWMDS 12 0 AU EOBEP L E S,

#2 0 LT OWTNMNITEE T HEBERIGR L Sz,
> International Federation of Gynecology and Obstetrics (LA R, TFIGOJ) 4338 (2009 4Ffik) MMHID

BED DB, FHTITAEMEIC RECIST ver. 1.1 (255 < JEFTREFRZ 3580 b v/ 8

> FIGO 773 (2009 4Eff0) IVHIOEE (T UTERE ORFRA O EITMD )
> FEETIERIC L VRIET D ATREME MRV B R O BE

*3: s - BT LR Lanlk,

TEERE AR D R EFR
1.2 ¥
RF+ T Y 7 %ﬂcigﬁlmi?Z'-iﬁm;mmg%QMVTﬁmm&a
LR Q3W‘ﬁ$%v’ﬂ&_@§ « 4580 7 300 mg % BID #& 0 5-
CBDCA/PTX 1 2 L o fif o
A+ LR T, A L120 mg % | T 0 100 me B QAW TS
Q3W THRPIE S - "
11, T
I %ﬁaﬂgi%;ﬁgﬁ . KEIDT RS QW CHIRMIES
o Py * F5) TS FERE BID O

CBDCA : #NVARTFZF 2 PTX : /X7 U Z ¥t/ CBDCA/PTX : CBDCA & PTX & O,
Q3W : 3 ERIMIRE. Q4W : 4 HEHMMR, BID: 1 H 2, T1:CBDCAAUCS Xi% 6 mg - min/mL
FHY 8K OV PTX 175 mg/m? & Q3W THHARMN LG, T2 : CBDCA/PTX 512 L 5 M BUE SG 23
BB L2 HGE%I12iE, OCBDCA K U@PTX # 2 NENDV AT ZF L ROQ@/ T U ¥ ¥k /L
(TAT UGB T R &S kfimicEETmfE s Sz, T3 kK6 EIRE



10 R R AU 1 —

AR AACEIRERE — —

0.8 (LEEFRIERE oo

0.8

0.7

0.6

0.5

) I 0 P OB 5

0.4

0.3

0.2  ———

01

0.0

0 3 6 9 12 15 18 21 24 27 30 33
Z o F MM b oMM ()

at risk %
A+ AF 07
AR 239 214 198 169 139 95 51 30 16 7 3 0

AAHETRIERE  5ag 211 168 138 105 69 45 2% 13 5 0 0

(EAHEERE o4y 213 184 125 86 45 2 10 3 1 1 0

(PD-L1 38 BLIRILAI OB I Je OV 24)

EFE RS MRS (DUO-E 3B8) ITHAANONTZEBED H 6, SRR
BT 5 PD-L1 OFERE (TAP) IZET HIFHRPGONT—HOBEOT — X IZEDE,
PD-L1 FHBZEHNIRBINIENT 21T > T BIER OLZLEOFRERIILUTO B0 TH
27,

BB L T, TAP=1 £ & H# LT TAP<1 £H Tk, [LFEEICAA TR
BIROA TR 7% EFEETHZLILD PFS OEENENDN /NS VEBE DD Sz
(£ 1), TAP=1 £H KU TAP<1 E£H D EFEMIZI1T 5 PFS @ Kaplan-Meier BRI
X1DEEBY THoT,

728, PD-L1 OFRBERIZL ST, KAOLEMET 27 7 A VIFFERTH T,

* o (ORI Qe BSOS ASFRD B AL 2 ISR X O @RI S I M B S e LSS 2358 80 & 2 [
BE S AR AE S D IO HE 2 . MG AR O R Thr LT 100 2 3% U7 (%)



#£ 1 PD-L1 OFBRIBIO PFS OENTER
(GEBREM RETHIE, 20234E4 A R BF—F Ay hF7)

KEN+F T80 7 ARA S " .
R e (OO SRAMEROpiE”
Bil%k 150 170 163 <KH+A4 5 %Y
TAP ANy N (%) 68 (45.3) 97 (57.1) 114 (69.9) 7 fp2epeisme
=1 Hhaefi [95%CI] (#H) 208 [15.1, K] 113 [9.7,154] 9.5 [7.9.9.9] (2R >
AP — R [95%CT] "' 0.42 [031,0.57]  0.63 [0.48,0.83] — 0.005
% 82 61 75
TAP A2 MR (%) 55 (67.1) 38 (62.3) 57 (76.0) <AKHNH TR
10.1 [9.5,15.0] 9.7 [7.0,14.7] 9.9 [7.6,12.5] >
0.147

<1 il [95%CI] (% A)
NP — R [95%CI] ™ 0.80 [0.55.1.16]  0.89 [0.59, 1.34] —
ML, *1: FEER Cox N — FET L, *2: OB 58, @PD-L1 OFBBLRILE @& 58 & PD-

L1 OFBRIL & DR ENER 2 E B L LTz Cox el NT— FET L



1.0 Hazard ratio (95%CD)
—— AHN+ AT 5 T HCEHEERE vs ALHERE 0.42 (0.31-0.57)

"y
e ARHIHACFEHRERE vs ALFHRIERE 0.63 (0.48-0.83)
§ Rier Median PFS (months) (95%CI)
s (LR IERE 9.5 (7.9 - 9.9)
s AH LSRR 113 9.7 - 15.4)
pea AF+ AT 50 T AR 20.8 (15.1 - NR)
T 0.6
&
/El\
'-++'IH+——HH--—--H—-—<HI
0.4 —
e — - — - i
- —— i
0.2 1 |
— R + + t
—_——— AFI AR I
—_— - KFI+ AT R TR '
O'O 1 1 T T T T T T T T T T T T T T 1 I T 1 I T I T 1 I T I 1 I i I I
01 2 3 4 5 6 7 8 9 1011 1213 14 1516 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32
T UMD O (A)
at risk 4%

3
3]
3
3
el
]
w
~
-
w
w
w
-
=
o

feszpespe 163 155 149 141 130 125 122 92 85 B0 58 57 53 35 33 2

REH{rEpege 170 162 158 153 152 145 142 122 109 103 80 77 75 53 53 53 43 43 38 33 33

0 12 11 11 4 3 2 0 0 0O
KA+ AT ) T Hesgmage 150 147 144 136 135 127 126 118 116 114 101 97 95 68 66 65 45 45 40 38 37 3

21 2
4 23 22 13 11 10 5 5

1.0 Hazard ratio (95%CT)
" AFN+ AT 3 T HACERERE vs ALFHRIERE 0.80 (0.55 - 1.16)
AANHLEFERE vs LSRR 0.89 (0.59 - 1.34)
08 -
= My
o Median PFS (months) (95%CI)
4 ALtERE 9.9 (7.6 — 12.5)
T? AFH|+ L 1 9.7 (7.0 — 14.7)
& 0.6 4 AHI+A T3 T LR 10.1 (95 - 15.0)
L—-
& ]
0.4 -
e —— —— —— -+
- — e — - — - —
0.2
—_— R
—_——— IR
—_—— AF AT R T R
00 I T T T T T T T T T T I 1 1 I 1 1 T T 1 1 I I 1 I I

I T T T I
01 2 3 4 5 6 7 8 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30

le]

Z B MMEn S OHM (F)
at risk #
femErE 15 71 69 69 68 65 60 52 44 44 34 34 33 19 16 16 10 10 9 4 4 2 2 1 0 0 a 0 ] ] 0

KA REERE 51 59 57 51 48 45 41 35 31 30 25 25 25 16 16 13 9 9 6 4 4 3 3 2 1 1 1 1 1 1 1]
ARE+AT ) T 32 78 78 72 69 67 66 57 51 50 40 39 39 29 28 26 18 18 10 9 9 6 6 6 3 3 3 2 2 2 0

X1 PD-L1 OFHIRIIID PFS D Kaplan-Meier B
(BB Y EM¥E, 202344 R BTF—# Ay b4 D)
(EEX : TAP=14£M, T : TAP<1 £H)




[Z221E]

E R [EF MARRSR (DUO-E 35x)

BERERIIAF+ AT ) 7 HLFRIERE237238%1 (99.6%) . ARA|+{LFRIERE
232/235%51 (98.7%) . {LFHRERE236/236%1 (100%) IZFEH BTz, WT I DOIRERK &
ORRBEFENPEE TERWEESES (BIEM) 1L, £ E41234/238%1 (98.3%) . 219/235
B (93.2%) . 228/236f (96.6%) (ZFEH AL, £ D 5 HLIETHI (Grade 5) 15D HILAR
Mole, WTIPOBETHBEEENS% L EORIERIZITRO LB ThoTo,
£2 DT OETRATESN 5% U LOBIER (BREMMITXRER) (DUO-E Rk, £RBREIF)

B3k (%)
SRR —
s | AT IEFRE | i eemisre 235 i) (LSRR (236 1)
(I\f:f ];?ﬁ/ ! 4> Grade | Grade 3/4 Grade 2 Grade Grade & Grade Grade
5 Grade 3/4 5 Grade 3/4 5
2FIEA 234 128 (53.8) 0 219 101 0 228 96 (40.7) 0
(98.3) (93.2) (43.0) (96.6)
MR LY R EE
i 133 53(22.3) 0 91 32 0 108 27 (11.4) 0
(55.9) (38.7) (13.6) (45.8)
F i, Bk g0 14 4 0 10 2 0 3 2 0
i (5.9) 1.7 4.3) (0.9 (3.4) (0.8)
BRI | 45 (18.9) 23 0 34 18 0 30 13 0
i 9.7) (14.5) 7.7 12.7) (5.5)
MmN | 32 (13.4) 3 0 29 7 0 16 3 0
i (3.4) (12.3) (3.0) 6.8) (1.3)
FaEaRVA =S
OB B rE 11 0 0 15 0 0 4 0 0
SR 4.6) (6.4) (.7
kRt Ee | 31(13.0) 0 0 34 0 0 5 0 0
& TFhE (14.5) 2.1)
B L O E
AAREE 45(18.9) 2 0 32 0 0 36 0 0
(0.8) (13.6) (15.3)
EH UL 13 4(1.7) 0 12 0 0 10 1 0
g (5.5) ;5.1 4.2) (0.4)
T~ 7 % 22 0 0 21 1 0 25 1 0
v AL 9.2) (8.9) 0.4) (10.6) (0.4)
TR R P
FEME D F 23 0 0 15 0 0 21 0 0
1 9.7 (6.4) (8.9)
BRE R4 22 0 0 22 0 0 24 0 0
9.2) (9.4) (10.2)
FER 12 0 0 9 0 0 10 0 0
(5.0) (3.8) 4.2)
TR Bl PR 12 0 0 8 0 0 10 0 0
(5.0) (3.4) 4.2)
K== | 5723.9) 4 0 61 2 0 62 1 0
T 1.7) (26.0) 0.9) (26.3) 0.4)
PERLH 5 0 0 13 0 0 3 0 0
2.0 (5.5 34
RHERI | 5427) | 2 0 54 0 0 ol 6 0
—a—m (0.8) (23.0) (25.8) (2.5)
?’—_
MER R, FERES K OMithR kRS
IR0 ] 86 8 1 0 17 1 0 9 0 0
(3.4) 0.4) (1.2) 0.4) (3.8)
H R
fE9% 13 0 0 11 0 0 3 0 0
(5.5) .7 (1.3)




B (%)
B AR = =
sk | FAA 7O TR e esient 235 ) fLomisnt (236 )
(I\f::i ];?ﬁ/ ! 4 Grade | Grade3/4 | Grade 2 Grade Grade 2 Grade Grade
5 Grade 3/4 5 Grade 3/4 5
{EFi 39 (16.4) 0 0 35 1 0 41 1 0
(14.9) (0.4) (17.4) (0.4)
TH 47 (19.7) 2 0 49 3 0 42 2 0
(0.8) (20.9) (1.3) (17.8) (0.8)
VT 121 7 0 78 1 0 96 2 0
(50.8) (2.9) (33.2) (0.4) (40.7) (0.8)
[RIREAY 21 0 0 12 0 0 17 0 0
(8.8) ¢.1 72)
Mg - 49 (20.6) 1 0 35 4 0 34 1 0
(0.4) (14.9) (1.7) (14.4) (0.4)
FREF L O FHRREEE
Wi B 5E 112 0 0 113 0 0 114 0 0
7.1 (48.1) (48.3)
F 9 FERE 26 (10.9) 2 0 24 0 0 19 0 0
(0.8) (10.2) 8.1
BB 21 1 0 32 1 0 20 1 0
(8.8) (0.4) (13.6) (0.4) (8.5) (0.4)
BER B2k 13 1 0 10 3 0 5 1 0
R (5.5) (0.4) (4.3) (1.3) @0 (0.4)
B RE L O A R E
ESEGEr 33(13.9) 1 0 40 0 0 38 0 0
(0.4) (17.0) (16.1)
I 9 0 0 11 0 0 16 0 0
(3.8) .7 (6.8)
IR 22 0 0 27 (11.5) 0 0 37 1 0
9.2) (15.7) (0.4)
VU i 13 1 0 17 0 0 19 1 0
(5.5) (0.4) (71.2) 8.1 (0.4)
—i% - REEER L OS5 ERM R
S E 35(14.7) 6 0 19 2 0 17 3 0
(2.5) 8.1 0.9) (1.2) (1.3)
il 81 (34.0) 5 0 68 5 0 68 3 0
@1 (28.9) 2.1 (28.8) (1.3)
R 10 0 0 12 0 0 14 1 0
4.2) G.1) (5.9) (0.4)
RN 9 0 0 12 0 0 7 0 0
(3.8) (5.1) (3.0)
Fige PR AR AT
77 =7 | 25(0.5) 4 0 23 3 0 13 2 0
2/ MV (1.7 9.8) (1.3) (5.5) (0.8)
AT =T —
BN
T ANT X 15 2 0 17 1 0 12 0 0
VBT X (6.3) 0.8) (72) 0.4) 3.1
A
=7 —FHg
n
ms 7 v 15 0 0 3 0 0 8 0 0
F =8 (6.3) (1.3) 34
y— 7% 13 0 0 9 4 0 8 1 0
INVET (5.5) (3.8) 1.7 34 0.4)
AT T —
BN
T ER R | 50 (21.0) | 32 (13.4) 0 D) 26 0 61 34 (14.4) 0
I (17.9) (11.1) (25.8)
/B Em | 40 (16.8) 6 0 36 8 0 34 9 0
o 2.5) (15.3) (3.4) (14.4) (3.8)
A EREGR | 36 (15.1) 9 0 28 (11.9) 8 0 40 11 0
b (3.8) (34) (16.9) 4.7)




Bl (%)

ERRSE —— T

sk | FAA 7O TR e esient 235 ) et (236 )
(MedDRA/J

ver. 25.1) 4 Grade | Grade3/4 | Grade 2 Grade Grade 2 Grade Grade

5 Grade 3/4 5 Grade 3/4 5

BE, PERLONESIHE

HEANITHED 13 1 0 14 0 0 24 3 0
s (5.5) 0.4) (6.0) (10.2) (1.3)

10




7B AEI+A TN T HEFEEERICB W T, AH L ORI FEERBEE TE 720 fH
BIEREER 11 6] (4.6%). KIBKAH (1.7%) . FFHEREREE - BT4 21 ] (8.8%) . HIE
RREEREAR TE 31 61 (13.0%) . FARARERETTHENE 16 5] (6.7%) . infusion reaction 6 5

(2.5%) ., MEEE (F7 2 - NU—JEEHELEZT) 96 (3.8%). HHk - BHBARE
161 (0.4%) . FREFEREE (4730 7 HFREE) GHERPRIERD) 3 6] (1.6%) . FEmtEgm (F
Fo8U THERE) (HERREIERD 3 61 (1.6%) . FEBMEAFHERAE 2 6] (0.8%) 23388
bivle, £7o, BEOTH, BILMEEEX, BIBERERES. | BERA. BEE (ME
PERERE) . e, Lk, BEIEMEDE, TEMAEERE. Mk, BEEORERESE. ¥
{LEZRFL, BEESR K OB M i MRS PR SR BRI IFR O L o T,

Fo. AR HEFRERICB W T, KA OFRRBERNAEE CE W EEMEMZER 4
Bl (1.7%) . KABZ 4 61 (1.7%) . EE D T 2 61 (0.9%) , FFHEEEREE « fF45 26 1l (11.1%) .
TEALPEARAE 2% 1 651 (0.4%) ., FARIEEEIR TE 34 5] (14.5%) . FURERHSRETTELE 18 i

(7.7%) . 1 ZUBEFRIE 1 61 (0.4%) . infusion reaction 4 5 (1.7%). #R[EE (X7 -
NU—JEBEREZETe) 11 6] (4.7%). FHik - BEEUHRARE 6 1 (2.6%) . BEAER, ) IE 2
Bl (0.9%). BEEOKBEREE 1 6] (0.4%). FHEWEGFERBUE 161 (0.4%) . St
IR DTESERER 1 6 (0.4%) DNFEOH LT, ERIBHEEREE, BEE REEEER
&), WESR. DR, TEEHEEERE. Mk, HILEZRIL, BEER KR ORIFERE (473
U 7 OFREEZ RS ) IR Loz,

AENWERFBRIUIBEERE S L 2 BB REZ =T,
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4. HERIZHONWT

EHES Y 27 EHEEE (RMP) IZESE | AEIOEERZEMEERTEE~O ) (4]
N HMEE T > C, RAOTEENEER2BEHELZW - FEL, KAOZEEGICL D HE
REWER ZFH LIRSS T 5 2 EDBREERT D LT OO~@ DT T &7 4 i
FRICBWTHERATLIRETHD,

O HEFRIZOWT

O-1 TEED (1) ~ (5) OWVWTNNIELTIMEHRTHDHZ &,

(1) EAFBRENSTEET 203 AEEENL SRS (BRE RS A SR EEIL SRR,
HiE A3 A BSIREHE ML U . B S A BSIR R 7R &)

(2) FFREMREIRRE

(3) HEMRAMENTEET 2N ABEEERE (DN ABEEEEERPT. NADEEE
WIIRBE. DS AR EEHEE R )

(4) IR EZRE L, SSRIER(LFRIERER 1, S RIEE LRI R 2
AT SKREBA L FIEIE 2R 3 Ok IR DR 21T > TV D ek

(5) PUEMEREBE RIS EEINE Ok EEI(R D R 21T > TV D %

O-2 F& 8 O LR E R ORITEA R BRE O XIS 457 72 Fiik & iR 2 FF =R (TR

DWFTIDNTEEYE T HER) 2, BEZEROARAICET 2EREOELE & L TRHES

NTNW5HZ &,

=

o [EEGFFEUSHE 2 FOWHIHEA(ET L72&IC 5 FLLEDOR VIREDEEKRIHE %
IToTWHZ &, 96, 2L EF, DAEYEELY £ L LIZEREREZOWHE 2
THoTWNWAHZ &,

o [EEGFFEUSHE 2 FOWHIHEAE T L12&IC 4 FLLEORERKRREREZHF L TV D
Z &, 9B, 3FED R, BARERE DN ASEMREE & TN ARREOBERIHE &
IToTWVWHZ L,

@ BERAOERLIFREEOEHIOVT

EEMEREHRIIHEET I2EEENEE I, JEAENDOFERED, A0 - &
EMERZOFEROBTEL NEMMZEICRT 2 ERIEM, AEFSNRE LS E0HRE
K, BERESHIITONDERINESTNDH I L,

® EIER~DAFITONT
@-1 FERRAMHICEE ¥ 5 Bl

MEMMREEFOEELRENWEMNIAE LB, 24 FFRRZFEEHRIO T, HiZiix X
LEEERERR BV T, BB LZBEERIZIE U TABRE B L O CT F DO RIVEH O#EHNZ &4
BRREOHERNEAFICELN, EHICHISATRERERINE->THDE Z L,
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@2 ERREEZIC L 5AFBSMNGICET2EHS

DAZIRICED 2 HEMR ik O L2 AT 50 BEEEENEWERT=41) 7/
EEDLEEROA T ) —= 2 T HTOVERE LIF#RELE TE D F— AEBREH N
fHESNTWDZ L, 2B, BREHICOWT, BABRE LEZOFEICHZICEMIIT
WhHZ L,

®-3 BIfER D2 xS B LT

BIVER (RVEMERREE, FPHSRERES - T4 - B LMERRE 25, NS (FIREREEEE
fEE. BIBHEREE. TEEHERE) | BEZE. infusionreaction, KFHK - EED T
.1 BUBEIRIR, Aok - BRRUTRMARAE . OARZ¢. EIEM G, BEIEK. M/ MR
BUDMESEBER ., s, EEOREEE, MREE (X7 - AU—EEREED) | b
SEPRVEOF AR O3 BT TP ERBUME  THALE 22 7L, SR IRZEERES (47 ) ) 7 ORI |
Wi Eg (4780 70AR) 2) 1o6f UC, Sk sk ST M E iR o B R %
B DHER L EE L BIEROZECHSICE L THRER VX ELZZ T O 50410 H
HZE) . BEHICEUIRENTEDEFNESTNWDH T &,
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5. B#ERBRLRHBE
[B2hEIz B3 5 F1E]
O ALBRERBOLRNET - BEOFEEEREICBVT, (i) RA+A4T780 7+

€3

fLFRE RO (i) AR HERE OFIER RSN TN D
$IHNRT T F VRO X RG], WA RT T F ROV Y HEE L O
BTG Z BT 5.

TROICEZ Y T 2 BEICKHT D AR O G K OME A FIEIZ DN T, AEIOF ZHED

ELINTELT, AFOEERSRLE 25720

e  FIGO mE I HIEXONHDEFE, WONZ FIGO HEIMHDOEE D 5 b P T
ERRICIRTFT DAL R I RWEE

o DOTAFNOEENREN TORWMELOTTEMSEER & O R ES

o i AHBIELE

EpR 4L [FFEMAERER (DUO-E 3B&) 123\ T, PD-L1 O3EIHE (TAP) 2LV HZ)

‘ﬁﬁﬁﬁé@ﬁﬁmwéhfwé(m%%%%);k#% AH %53 5561
X, TAP bR L7c L CHRER G OHIEZ 52 ENEE L, TAP 28 1 K CToh

6 ENERINTEBEFICBW L, AFOREOVLELZEEICHETT 5 2 L,

2B 5 HEIE]
C&é?é*%;OMTiﬁﬂ@&ﬁﬁﬁﬁkéhTW5:kﬁ%u&5%ﬁ
b&w\:ko
o ARHFNDESITKE LIBBUE OBEERE D & 5 BE

1BFRATOFHEIC B T RRL C%ﬁ%ﬂ‘é%%‘é:ow’ﬂi\ AREN OG- ITHELE S 720

R, ORFEERED R VEEICRY | BEICFAZEHTLIIL2BETE D,

. ﬁgﬁﬁﬁ%(ﬁﬁﬁﬁﬁ rEle) ObLBEXIZOBERO S 5 EH

o JESEG R TR 2380 5 B f QYL PE I 78 5 O i (2 JIE 2L 72
Lo &

o HERERBOESHUTEMERRE L ITERMEO B CRBEREDBERED
b BE
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6. BEICBEL CHEB T REEIE

INFSCEFICIN 2 BUEIRTEER DR AT 2 ERME I D & RF| O e e ONE IE
OO ERERE DI L CThOERT DL Z &,

RIRBRLRIZ L D | BE LT OFBEICHIMER OERELZ oA L, RE x5
ThoETHZ L,

FREWERDO~ XY A Mo T

o)

@

MR R (RSHRAER 2 &) RN bbb 2 ERd DD T, FIHIER
(BYIAL, MR RIS, ngmk, REE) OfERRR OMTHE X RE O Eiss, B85
AT O 2k, o, MEIDGUTEE CT, Mig~—h—%ohEsr=E
fEd 5k,

infusion reaction 23% 53125 Z L3 H U (2 [B] B LARE DO AK|#% H-BFIZ E infusion
reaction N HOIND T ENHDH DT, AFEGECIIEREIERE OREEZ 7
\ZHBIE9 % Z &, infusionreaction 332D LG A ITEUIRLEEZITH) & & D
W2y JERDNEET S £ TEREORELZ HICHERT D Z L,

FOR IR RERE S | B RREEE R O T BAEREREENR S LD Z ERH LD
T AHI B 5B AR & O 52 P L E IR N o W RERR S (TSH., 128 T3
WEBE T4, ACTH, MH =2 /VF Y —/VEORIE) 2TV, BEOREL 7128
BIoHZ &, ¥, VEILS U THSBREZOE G EET HZ &,
AFNOFEEIZ LY BEORERIGICRRET 2 LB 2 DDA REBOFRE
NHOLONDZ ENnbD, BIEEZ 7TV, BEEPROONHEITIE, @
FEORERISC L DRWERORBAZZE L, WU RENZEA1TS 2 &, BE
DRIEFINZ L DBRWERR SO DG EIZIL, AR ORE ORI, F1 ik TE|
BEEERVERIOBREELZEETH L,

5T, BRI OB ARB L COLEWERNRIRT LN H 5720,
AENOEEETHIZORIERORBIZFSITEET S,

AST (GOT). ALT (GPT), y-GTP, BV /LB %D R %5 FFEREEE ., AT
K, BALHERER N D oI D Z ENH DO T, AEIE 5 BIEET K OB 51
HILEPIC SRR E ATV, BEOREEL+DICBET L Z L,
JRABEREMER R, REREBREOBEENHOONDL ZEBH DD T, KA
e 5-BAtART R O 581 I3 E I EREERE 21TV, BEOREE 751
BlEdo L,

| BUBE PRI N & Do, BERFME S b TV R—V ACEDLZ EMHHDOT, O
B, O, IBHFEOEROBERSCIMBEMED LFICHSEETH 2 L, 1 HBER
R LNTGEITIE, A A ) VKR 5T 550@U R MELSITY Z &,

DUO-E BERIZEBW T, HEBMEND 18 L 9 BE., ZLIREIL 12 BE CER
HOFHZIT > TV Z &£ 25E1C, AAR G ILEHNICEBRES CHROME
BEITHZ &,
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1. IZT®HIZ

EIHL OB - BEMEOHEOT-DITIE, M TEFICE SO EIERHE AR RKD
Hb, 52, IWEOREFHROEAIC LV | FUKEIRS 72 & OFHH 72 B /e
FEELDARBINDLF T, IO OEEGZEICNERBFICRMET 25 2 L BEEO
ML 7o TRV RIEMBGES & EDOEARSE#E 2016 CERL 28 4 6 A 2 HMERIRE)
IZBWTY, EFMERGLEOFHAORBEEELZXS Z L ENTW5,

FORERRFEEL L, BEEASEEE T 0 7 7 A VRBEFOERER EH LN
BRHZENDHD, 20D AR ONZEMICET HHERN+2EET 2 £ TOM.
UBMEEGOBELBZIT LI ENIFRFINLIBEICKH LU THERT L& LB, BIE
FADMFEEL LT BRIC LT ekt in & & 5 2 & AR — 8 O B % i 7= 4 EE B CE A
THZEBREETHD,

L7eRoT, BKAA RTA Tk, BARERSZNE TIZEOLN TV HEFIEFR -
BHER RHNCEES & | LT OEES O FGHE R 2 HEEST 2880 b BB, B X
FROBEFERZRT,

BB EBTA RTA %, MAIATEIE NEE L EREIRREEE, AREETEANB A
ARER S, — R EEHEN B ARBRARIES., HEFFEFEREN B AR TS KT
— R EEN B ARRERERFE OO b AR LT,

WG LR HERN T 2w (B CHE )

KRG ERDMEINE - BIBRARE 72 R THEAT O I/ NI |2 35 1 2 AR TR R L B B 1%
DR
BIBRARRE 70 HETT « FIIE DI/ NI it

REERDMEROH & : COIBRASRE 72 SR AT EL T OO F/INHIE AT 12 35 1T 2 ARTA I L P U B 1514
DHEFRHRIE)
W RNIZIET 2 v~ 7 (s z) & LT 1 1500 mg %
4 AN T 60 43 MILL LT CRilisEd 5, &GHIMIEL 12 7 A E
TET 5, EL. KHE 30kg LLFOHAED | BIE G- &IT 20 mgkg (IR
#H) &7 5.
(UIBRARREZR LT « FEIE DI/ NI i)
ML AU A= (GBS KOASRIUEMESER 4 & T thoft
PRI & OPFHIZIB W T, B EAZIET 2 v v~ T (Bis T
kL Z) & LT, 181500 mg % 3 #EREIET 4 [\, 60 77fLL 2T T
EEEET S, FO%, TalN w7 (EBoflz) LT 11E
1500 mg % 4 T 60 20BILL B2y ChidfiiiE+ 5, =720, 1K
H 30kg DL FOHE O 1 Bl 581 20 mgkg (k&) 95,

B R R E T A NI RS

2




(%)

R AU A~T (GEEBRZ) OEEUIRhE., AELROH &
Zhie AT - VIBRARREZeHEAT - FRFE D IE/ Nl it
FEROHE : 72\~ 7 BIEEFEHZ) KOS RIUENEEE A 2 5 T th o HEEr:
YA & DOPFFICIBW T, lmH . AT P LAY A~ (GEfn -l z) & LT 1 [E 75mg
7 3 HFIFIRE T 4 [, 60 3 HILL 2T TRIEFHET 5, Z0%, 7 HFOMEZ 227 T, k
VAU A~T (GEaFHIZ) & LT75mg % 1[a 60 2y MLl b CElERET 5,

BRIREBRIZ B 1T D B FEAI O AL - HEE 13, BRIRRGE] OHE P5~) &R

0



2. AF| DR, TERBF

T ans w7 (B FEz) (BUT THRA)) 1%, B b programmed cell death ligand
1 (PD-L1) (Zxt 7 5%E /a7 > Glk (IgGlk) 77 Z7 20k MMl /) 7 a—F /L
nETh D,

CD274 (PD-L1) . AEANICE W THRESMIFICHEBE L TRV | EHLcY
VoRER (T MRS, B OV F =2 7 0% 7 —T M) SIC3B 35 CD279 (PD-1) &
UNCD80 (B7-1) LiEA L, B ExAIZHIET 5 &£ B 2 541 T % (Annu Rev Immunol
2008; 26: 677-704, Blood 2010; 116:1291-8), F£7-. PD-L1 1%, f&E4 OfEEMIEIZ LR
LTCW5bZ L& (NatMed2002; 8: 793-800, JImmunol 2003; 170: 1257-66) 2 #iE S0 TH
V. PD-L1 & PD-1 Z41 L7 iRB&IE, NEEHIRR S TURRF A 72 T Mk & OB EE 4 [F]
BT HEFEO—2 L LTELZLN TV D,

AFL, PD-L1 OMEAERICHES L, PD-L1 & PD-1 OfEGE2HET 52 L&k
V. BNATURREERANZ T MR OIS ETEE 2 8 L, EEOMEZIH T 5 E2 6
nTW5,

AFNOVEFAREFEIC B < BE O G RURIC K HBIER S & &b, BT
ELREMN DD, AROBEDRORERICIE, BREOBEL 512170, BRENR
b BN AT, BB LI BRI U7 B/ ik b R % AT & Ll
BIZ2 BRI AT\ B O GIERISIC X D RIERA NSO 25101, BIBRERL
T UHIOBREGEOBI LB EAT O LERD D,



3. ERPRAAE

YIBRARRE 72 RETEELT O 5/ NI IS |2 38 1T D ARIGEI L FhUR BRI A4 DO HERFIRE &
OUIBRRNEE 2R EAT « B3 DO IE/ IR IR O AT Z M 21T - 7o E 22 B RRER O iloig 2
T,

(B 2]

O EREEFRIFEMFERE (PACIFIC 35%)
ip bh 2 YA 7D BEREIE O ICRIEE LB R IE R IR BEITHR

O BV T UIRTRRE 72 R FTEAT O FE/ Nt 2% (WHO Performance Status 0 X
X)) 713 Bl (AFIRE 476 B, 77 B AREE237 ) (HAN 112 Il [AFIERE 726, 77
TARRE 40 1] Z2ETe) KGRI, (LFEREBERER T % 42 B UNIZAEA 10 mg/kg £
X7 7 RoRE2EE L, 2 BEME CIT, TQ2W]) TRIEFEELIZ L EDOFL
MR OEEMEZBRF Lz, FEFMER Th 25 P IfEIC L 2 BEEATHR (LLF.

PFS)) (HHfE [95%EFEIXMH]) DOfERIL. AAIBET 16.8 (13.0~18.1) WA, 77
TARBETS.6 (4.6~78) BHTHY, KHENTT 7 2RI LFEFHFIICHEEREE 2R
L7z (Y — RE0.52 [0.42~0.65], p<0.0001 [JER] log-rank #E]. 2017 42 H 13 H
T—2Hy hET),

b Median PFS (95% CI)
0,54 #7) 168.8(13.0, 18.1)
- IS5t 56(4.6,7.8)
= /= FH(85%CI)  0.52(0.42, 0.65)
i 0.7
F 06
=
g 0.4
o 0.3+
= Tom
- -0 -
oty 1 e —— L L]
Ot —— #m
0.0 L 54k
T T T T
1 3 i= 15 ie =1 24 =7 30
SEEARGHSOHEE(B)
Number of patients at risk
Month 0 3 & g 12 15 18 21 24 27 30
§-ﬂ] 476 377 301 264 159 86 44 21 4 1 0
TSR 237 163 106 87 52 28 15 4 3 0 0

B 1 HRHEEIT LD PFS O HEFEHTR O Kaplan-Meier iR

Fio, b OOEEFEEE ThHLAEFHME (LT, T0S)) (HHRE [95%EH
X1 o 1 [\ B ORI (299 DA N2 b)) OFERIL, AFIEETNE' (34.7~NE)
A, 77 'AREET28.7 229~NE) A THY ., KANLT 7 BRI LIEFRICHE
BRIEREZ R L (0N — REE0.68 [0.53~0.87]. p=0.00251 [JB5 log-rank #RE. HE



K#E (M) 0.00274], 2018 E3 A 22 BT —4 1w b4 7)),
L EREE (LUF. 4R

T et Median OS (95% ClI)
ES: NE (34.7, NE)
0.9 1 N TSR 28.7 (22.9, NE)
‘*w,__ /N\Y— KH (95%Cl) 0.68 (0.53, 0.87)
0.8 4 -
* 071
r
2 o6
a "“‘-mu.m;.,‘\_
0.5 4 g
‘%-.l-l\
L LT BN ST S S DY DR R pp—"
0.4 -
0.3 4
0.2 -
— &Hl
0.1 4
----- TS5t
0 " . . . . . . . . . . v . v v
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Number of patients at risk HAEARGHh 50 M)
25 476 464 431 415 385 364 343 319 274 210 115 57 23 2 0 0
JS5tR 237 220 198 178 170 155 141 130 17 78 42 21 9 3 1 0

X2 OS OFFEFENTRD Kaplan-Meier iR

AANBEEM 112 6] CKAEE 7261, 77 2REE40 ) O PFS (FRAE [95%(54E
XR]) 1 IAKIEETNE [109~NE] Z A, 77 ®AREET72 [20~186] A (NHF—
R 0.49 [95%EHEIXE : 0.26~0.89]. 201742 A 13 B —4 v 4 7). 0S (F
JAE [95%(EFEX M) 13, AFBETNE [NE~NE] & A, 77 & REETNE [NE~NE]
WA THoTz (N —REH 096 [95%EHEX M : 0.48~1.92], 2018 3 A 22 H7 —#

Iy RAT),
1 Median PFS (95% Cl)
ES] NE (10.9, NE)
09 AR 4 7.2(20,1886)
NH— FH (95%Cl)  0.49 (0.26, 0.89)
08 08
£ 07 ki
o #
% o0 # e
4 8
o 05
04
03 0.
0.2 02 Median OS (95% Cl)
‘ — %A —_— AH NE (NE, NE)
0.1 s T 0.1 , . 754K NE (NE, NE)
= =====75%7 NH— KL (95%Cl)  0.96 (0.48, 1.92)
0 0 - —
0 3 6 9 12 15 18 21 2% 7 & 0 3 8 9 2 15 18 2 4 27 % B B B 2 &
Number of patients at risk = (EADHH0 MWE(B) Number of patients at risk % (£ B D150 MR
£33 72 59 51 47 A 27 19 10 3 0 0 3 7 n 68 67 63 63 61 58 57 49 2 21 N 0 0 0
75e4 40 2 21 17 14 9 6 1 1 0 0 75eF 40 38 k) ¥ o2 N W 27 3 5 9 5 0 0 0

X3 HAANBELRIZRIT 5PFSKTROSD FEIFZFTEE D Kaplan-Meier Bz
(£B : PFS, AKX : 0S)



(PD-L1 FEIHARILBI OB M V22 2 )

ERS RS MARRER (PACIFIC RBR) [SHAANON-BED > B, EEEKICES )
T PD-L1 253 L EEMIaN 50 5%E (LUF, TPD-L1 3ER]) [ZET L1FHRNE
LT OBREDOT —XIZHESE | PD-L1 BEERNIRBOIHNT 21T > T2 B9
OZEMOFERIILLTO LB THoT,

BHHPEIZBI LT, PFS XN 0S OWTFHUZEBWTEH PD-L1 BHENMEDNFE T TR
BRI T 2 ARFNBEO Y — RN KX < R HHEAPB O bz (X 4), PD-L1 FHE
D3 1%A0 J O PD-L1 BEEEN 1%L, EOBEEMIZI T S 0S @ Kaplan-Meier HifRIE
KS5DEED Thol,

72¥. PD-L1 OFBRRIZL ST, KROREWET 07 7 A )VITFEERCTH -T2,

AR PR (%) A B PRY (%)
A I3 HR (95% CI) *® 5tk HR (95% CI)
Ex:3 il @ 214/476(45.0%) 157/237(66.2%) 052(042,065) 2 (% - 183/476(38.4%) 116/237(48.9%) 0.68(0.53,0.87)
PD-L1 TC 225% ——i 48/115(41.7%) 31/44(705%) 0.41(0.26,085) PO-L1TC225% —— 37/115(32.2%) 20/44(52.3%)  0.46(0.27.0.78)
PD-L1 TC 1<-<25% | 3897 (37.1%) 28/47 (59.6%) 049(0.30,080) PD-L1TC 15-<25% —— 33/97(34.0%) 22/47 (46,8%) 0.60(0.35,1.03)
PD-L1TC <1% —_—————— 49/90(54.4%)  40/58(69.0%) 0.73(048,1.11) PD-L1TC<1% —_— 41/90(45.6%)  19/58(328%)  1.36(0.79,2.34)
PD-L1 Unknown 81/174(466%) 58/88(65.0%) 059(042,083) PD-L1 Unknown —e—{ T2174(41.4%) 5288(59.1%)  0.62(0.43,0.89)
T T T T T T T T T
0.2 0.4 0.& 0.8 1.0 0.5 1.0 1.5 .0
> F> NH <3
X 4 PACIFIC BERIZI51T 5 PD-L1 BERTLBITD PFS R OS D7 + VR b Fry b
(£ : PFS, AKX : 0S)
Median OS (95% Cl) Median OS (95% CI)
'-.‘ S NE (20.8, NE) £ NE (NE, NE)
2 b EA L NE (27.3, NE) 09 g T5t# 29.1 (17.7, NE)
ey I\F— FH (95%Cl)  1.36 (0.79, 2.34) N /\H— FH (95%Cl) 0.53 (0.36, 0.77)
0.8

i TP

iy
e T T
— —_— %N
..... it wmmee TS
0
] 3 6 9 12 15 18 21 2 27 30 3 3% 39 42 45 0 3 6 9 12 15 18 21 2 7 30 33 38 39 45
Number of patients at risk = AB S0 W Number of patients at risk EEDD AL SO WMD)
=#H 9% 88 84 81 72 8 56 50 45 35 20 7 3 0 0 0 1] 212 208 193 187 178 171 165 156 134 105 62 34 12 1 0 0
ISt 58 56 47 45 44 43 40 36 35 21 1" 8 3 1 1 0 F3ER 7 81 75 67 64 58 52 46 “ 29 17 7 2 0 o

X5 PACIFIC RERITEIT 5 PD-L1 BERHBITD OS D Kaplan-Meier HifR
(X : PD-L1 BHRR<1%DHBREHEN. A : PD-L1 BEE=1%DHAEEH)




@ EPFEIEFEFEMFEFRE (POSEIDON #ER)

{LFRIERO 72 WU BRRRE R ELT - BROIE/NMIEMERE" (WHO/ECOG

Performance Status 0 X% 1) 675 il (F#I?+ FL AV A~7 (BnFM#az) (BT,

[ AU A~T)) 24+ A2 STk RED [RFIOFREE 338 ], Beflfl+aE
Tofb A BRE™S B [P RREE 337 f511] (H AN 49 5] [AAKIGEREE 21 1, xtReEE 28 f5il] %
i) AR, BH, LAY AT ROESEA LS CFEREZFRERE LTS
B DOFENER NZEMEE R LT,

OS (el [95%IEHERM]) (536 ED A X k) OFERIL, AFIGEHEET 14.0 (11.7

~16.1) Z A, *BEET 11.7 (10.5~13.1) B A THY . AFGFRABEIT BB LKL

T

ERIER Z R Lic (O — R [95%E%EX ] £ 0.77 [0.650~0.916] ., p=0.00304

(B log-rank ¥ 7€, A E/KYE (M) 0.00797]. 2021 3 H 12 HF—4 v b4 7),

op 2 3t H W

*1

*2

*3

CRE30kg B TH Y LEUEIER AR (LLT. TEGFR)) BinFERBIENSKRZEY o/ E

X —¥ (LATF. T4LK)) @A EGTFEREOBENTE L Shiz, 72720, B LR SE/NmR bt
BB T Kirsten 7 v SREY A )L AREGF AT 1 2 (KRAS) &inF2E B0 B#E 1L EGFR &
BAERRNALK G BB TEROMEZ FEE L2V & BFR S,

AFN1500mg KR A Y AT 75mg 2550, 3, 6, 9BEBIZE 1B L, 20%E 12 8H
D HAA] 1500 mg % 4 RN (LT, TQ4W)) TS Lz, £72. HI6EBIC LAY A~T
75mg % 1 [E# 5 LTz,

DBEME LA 7ALELT, O327 Y ZFEn (FAT I 8ER) (551, 8. 15 B HIZ 100 mg/m?

E¥E) + VR TTF L (B 1 ABICAUCS Xt 6 2#E), @FavFey (F1, § AR
1,000 mg/m? 1% 1,250 mg/m?> 2% 5) +> A7 JF > (1 BHIZ 7S mgm? Z#45) H LIS
NRTZF (1 HHICAUCS Xt 6 ##5) RELEEDOL), XiT@<A FLXtE R (B
1 AHEIZ 500 mg/m? Z#5E) + A7 7F > (1 HBIZTS mgm? Z2iE) HLIAIIARTF
Fv (1 HBIZAUCS T 6 2##%5) GERFEEEEOR) OWTrg 434 7 E Ui,
SHREECIL, BEEHMISNTZGAEIOIZ 2 A 7 VETEMATE Lz, @A FLFtE F+H
S HRIFIP GAITIREPET LTV WL, XA FLd B R (500mg/m?) HERRRE (REIOFA
BECIT QAW 5., xRREECIT 3 MMM UL QAW #5) 12T LT,

08+

06+

024

00+

0oShkfE (B) [ 95%Cl ]
EH+ FLAYLRT

+ BERAIFRLE

#ER 140 [11.7~16.1]
------- BENAGREAEEBEE 117 [105~13.1]
NnH¥—Fi (95% Cl) 0.77 (0.650~0.916)

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

at riskk ZEAE I, o8 (B)
FF+ FL XY AT T +BSERHBLEE LS

338 208 256 217 183 159 137 120 109 95 88 64 41 20 e 0
BERFFRLEFEERE

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

X 6 OS ® Kaplan-Meier Hif#f
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(%2 414]

O EREEFRIFEIHERS (PACIFIC 35k)

BEEGIIARAIEE 460/475 B (96.8%) KT 7 & AREE 222/234 5] (94.9%) 125D 5
Nl WINPOERE L ORRBENGE CERWEESES EIER) X, #hth
322/475 ] (67.8%) KON 125/234 i (53.4%) 1238 B, £ D 9 HILTEH] (Grade 5)
X, ENER 7475 61 (1.5%) KOR3/234 ] (1.3%) Toholc, WTILDORETRER
M 5% EOBIWERIZITRO LB ThoTo,

£1 DT OETREERER 5% EORWER (R #£EH) (PACIFIC #ER)

BRI | BEARFE B (%)
(MedDRA/J ver 19.1) AFIEE (475 B1) 77 wREE (234 fi)
4> Grade  Grade 3/4 Grade 5 4 Grade Grade3/4  Grade5

2RIEH 322(67.8) 56(11.8) 7(1.5) 125(53.4) 10 (4.3) 3(1.3)
Wi

R b RE T U S 30 (6.3) 0 0 3(1.3) 0 0

R IR B RE AR T iE 50 (10.5) 1(0.2) 0 1(0.4) 0 0
BEEE

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

AT 26 (5.5) 0 0 14 (6.0) 0 0
—% - EHEER OGO OREE

T RE 28 (5.9) 3(0.6) 0 15 (6.4) 0 0

it 62 (13.1) 1(0.2) 0 26 (11.1) 0 0
Rt L Ok EE

FAREE 27 (5.7) 0 0 7 (3.0) 1 (0.4) 0
MER R, HESES L OVithR

AT 25(5.3) 0 0 4(1.7) 0 0

o) ] 28 (5.9) 3(0.6) 0 8 (3.4) 0 0

fitifig ¢ 43 (9.1) 6 (1.3) 4(0.8) 8(3.4) 2(0.9) 2 (0.9)
R &3 KOV AR 5

% 9 PEIRE 33 (6.9) 0 0 5(2.1) 0 0

S5 37 (7.8) 1(0.2) 0 13 (5.6) 0 0

REB, REFECRBWNT, MEMEMER (BRI E 2 21) 66 ] (13.9%) . AR
HRFEREAR TE 50 51 (10.5%) . FRARBERETOHESE 33 131 (6.9%) \ IFHEREREE 20 1 (4.2%) |
infusion reaction8 {5 (1.7%) . KAGK 2 il (0.4%) . BEOTH 2] (04%) . BEE

(FEMEBRE) 16 (02%) . 1 8RR 16 (02%) . BIBEREREE 161 (0.2%)
WRD BTz, £lo, Bk - BBHRARE, Ok, EEMENE, T EAEERES.
Bl % fo OV M i/ MR M SE B 1358 & B 72 s o 7o, REIERAR BRI LB #EE
FurBURERERE T,

@ EEELFEFEIFEFE (POSEIDON #E)
BHEFEZIIAFIGEREE 321/330 ] (97.3%) K OSFBREE 320/333 1] (96.1%) 1258 5
iz, IRBIE L ODREBRPTE CERWEEES EWER) 1L, £ 24 306/330 i

9



(92.7%) K Tr298/333 f5il (89.5%) 2§D HAL, £ D H HLILTH] (Grades) 1%, T %
AU 117330 65l (3.3%) K& UN8/333 fil (2.4%) ThH-o7o, WTIVNOEETHILEN 10%LL =
OEWERIITRO LBV THoT-,

K2 WTNOOETREREN 10%L LOBIER (REMAENTX5EH) (POSEIDON #ER)

FRERRSIE | HARGE B (%)
(MedDRA/J ver 23.1) AHN0F R EE(330 1) kT HRRE(333 i)
4 Grade  Grade 3/4 Grade 5 4 Grade  Grade3/4  Grade 5

2EIEA 306(92.7) 171(51.8)  11(3.3)  298(89.5) 148 (44.4) 8(2.4)
miEFs LY > RkEE

2 1 144 (43.6)  57(17.3) 0 145 (43.5) 68 (20.4) 0

A H BRI E 96 (29.1) 53 (16.1) 0 75(22.5) 40 (12.0) 0

MR E 53 (16.1) 18 (5.5) 0 53 (15.9) 17 (5.1) 0

i BRI E 42 (12.7) 9(2.7) 0 36 (10.8) 12 (3.6) 0
W WREE

RO B REAR T 35 (10.6) 0 0 3(0.9) 0 0
Rt LORERS

RARIROR 69 (20.9) 5(1.5) 0 70 (21.0) 4(12) 0
A IS

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

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

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

R 27 (8.2) 0 0 49 (14.7) 2(0.6) 0
KRG ¥ X OVE TRk RS

F15 52 (15.8) 4(1.2) 0 10 (3.0) 0 0
—f% - EHEER L OEEHAORE

9% 97 65 (19.7) 5(1.5) 0 62 (18.6) 7(2.1) 0

)9 41 (12.4) 8 (2.4) 0 26 (7.8) 5(1.5) 0
RRIR AL

TIZ=UT I RNTUAT 34(103) 4(1.2) 0 41 (12.3) 7(@2.1) 0

= 7 — B8

I ER SR 35(10.6) 24 (7.3) 0 57(17.1)  25(7.5) 0

B, AFIPFRBICB T, ABIT N LAY A~T7 L ORBBENEE TE R0
EPERTERER 1S 5] (4.5%) . KB 16 6] (4.8%) . EEOTHI2 6] (0.6%) . HILEZ
FL 131 (0.3%) | BURARMSAEMS TE 34 1 (10.3%) . BREREEAETCHESE 21 61 (6.4%) .
R HERERESE 6 B (1.8%) . TEMAHEREREE S FH (1.5%) . 1 BEERF 16 (0.3%) .
FFHEREREE - FF4% - BELIEREE 2% 48 6] (14.5%) | BIEE (MEMHEBRSE) 2 ] (0.6%) .
R - BREUTRRARIE 2 B (0.6%) . O 16 (0.3%) | S tEm MR PESE B 1
5l (0.3%) . infusion reaction 11 5l (3.3%) . FHEWEHHEREAE 1l (03%) . BEE
DFEREE 16 (03%) . MREE (X7 - AL—JEEELET) 16 (03%) .
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S LB (03%) . BES T (2.1%) BB, 7o, EIEREER DB LR
D oS T, KRR %% A DR R AR,

(M- AE]

AFOREMEYBEERT T L2 A2 2 2 L—3 3 12XV | PACIFIC RBED
A EMICAA] 10 mg/kg & Q2W XUE 1500 mg 2 Q4W TG L7z & & O iE i E»
BmEtEhl, £70, RROBRE - KISt T7 veRAnierIal—a st Lho,
PACIFIC 3Bk 0 BEEFNCAHA] 10 mg/kg 2 Q2W XX 1500 mg 7 Q4W T E L= & &
D OS RS Tz, ZOFER, AAI 1500 mg Q4W FE5-BED Crinss IE. AH] 10 mg/kg
Q2W FEEBED Cings & FlE L TIRIEZ R & FRISHZ DO, 10 mgkg QW # 5 &
1500 mg Q4W x5 &L DT, OS IZHfERERITFBDO bW ETFRISN/-, £/, K
#1500 mg Q4W FH5-BF D Craxss 1. AFE 10 mg/kg Q2W F5-HF D Cranss & HER L Tl
R ETHIENTZH DD, PACIFIC 3BRIZEH WO TAA] 10 mg/kg QQW 5 L /=B DR
TBE et E ORICHMBRREEITRD bR oo 2 & R OEREL/ N AR ATE B
WZAEE 1500 mg Q4W #& 5 L7-BRORFE R & 28t & ORI BEEITERD i)
Sl Z En, FENRSRE BEE IRV THAA] 1500 mg Q4W EHIFAHK] 10 mg/kg
Q2W 5 L FIFRICERFEE L B2 b LT,

# 3 PACIFIC RBROBELEMICBOTTRENTEHF D PK RF A —F

Hik - A& BEH AUC;s (ug-day/mL) Cumaxss (ng/mL) Chin,ss (Lg/mL)
10 mg/kg Q2W 473 7633 (4695-11581) 365 (251-511) 160 (91.0-250)
1500 mg Q4W 473 8055 (4996-13326) 567 (400-827) 130 (65.4-238)

FRAE (90% TR . AUCss : EHFARIEICIS T 2 Fe -2 28 H IR D7 52 FE — e R AR T IEIFE. Coingss
FERIRRBIZF1T D FARMIE FIRE . Cmaxss © EFIRIBICIST 2 im MG FHRE (RGEH TR

11



4. HERRIZOWT

EHEm Y 27 EHEE (RMP) ([ZESE | KA OEE S Z VG RIEE) ~O W ()
MW DHHER T > T, AR OTEENEE R BEZDZE - FEL, AFIOTREICL D HE
RENWER Z 38 LB CxbE T 5 2 L B3 EE R 7o LT OO~@ D 3T A7 37/
RIZBWTHEHRT IR&ETH D,

O HEgkic>W T

O-1 FFED (1) ~ (5) OWVTNNIEETHHETHDHZ &,

(1) BAEFEBRENEET 208 AZFEEMNSFITE (FHE R A2 R EEIL SR
BE, HUE AU EERL SR PE, U AL EIRRE 72 &)

(2) FrEHERE T

(3) HBERFRAMENIEET 2N ABEEEFRRE (D ABEEETREERP. 23 AR R EE
W 19FbE. DS AR HEE R 7R &)

(4) IRILFRIEEZFHE L, SSREE L ERIEZIEE 1. SRIEE (LR IEZ L 2
NI SREBA LSRR 3 ORI IR DB H A 1T > TV D iRk

(5) PUEMIEEAIL S EEMNE ORiRR L EIR D B 21T > TV D HERR

-2 filifeE DAL R BRI & Te S A SRR 1L K OVBIE B 38 BRI OO b il 445 72 %0
B AR OEM (FREOWTIUNIEZY T LER) 2., YE2EROARFNCET 2
BEOEEEL L TRESNLTWS Z &,

*

o  ERGIFEEEL 2 FEOPHIMHEAET LI2%IC 5 ELLEDOR AVIBRDOEEFRIHE %2
fTHoTWBZ e, 96, 2FEU BT, BAEYEELZ L LZEREEZOWE L
IToTWVWBH I L,

o EERFFEEE 2 FOHINHEZE T L72RIC 4 E£LL EOBKRRBREZALTVD
Z&. b 3R, I ONAFEWIREE & LR SRR O BRIRIHE 21T -
TWn5Z &,

© BEANOEZRELIFEREHOEHIZONT

ERLERERICET T 2HEEDERE SN, BESENOOFERED, H00 - &
EWERENFEROEE LR NEMEICRT 2R, FEESVNRE LG EORE
£, SRESCHIITON D EFINES>TND Z L,

12




@ EWER~OXISIZDNT
@1 Husk Al B3 2 24

MV MERR B (Rl 2 & 1) SO EEREWERNIAE LIZBRIC, 24 BREIE
RHIO T, B U EER R 2B\ T, B LRAWERIZIE U CABREEK O CT
LZORIWEROBEHINLERBREOERNY B HFIH L, BHICRHG FTEE 22 AR 235 -
TWAHZ L,

@2 ERMEFEEICLLOAEESAICIIET 224

N ATIRICIE D D BB M M O RE 2B T D EREFEENEERE=4 U 7
EEDITEROAT V== T 2TOERE LIFRE LA TE 2T — LERFHI DS E
I TnDZ e, b, BREFIZOWT, DABRE LZOFHEICHSEmE AT
5T &,

®-3 RITEHDOZMr-Cxt Sz LT

BIVER (RVEMEMEE (BORRIIER 2 &de) (Tnx., ITFtsRelEs « iFJ¢ - B kMR
BR, NoWEE (FRIEEERES . BIBHREREE. TEREKEREE), BiESE., infusion
reaction, KAFK - EHEDO THI, | BUFER. Ak - BOCUHRARE, Ofhk, EEMESD
fiE, BEMESC. SRR RIBUD SRR, Mk, EEOKRERE, mikEE (7 -
NU—EERZET) . {LFEERRFORBELG REREE, HILE R, BERSE)
W2t L CL YHashaak XS BEEFEE B OB A 9 5 EEAT & EEE L (RIER 02 e
SISICB L THERUOKEZZ T ONLJMHFICH L 2 L), ELICHEIRLENTE D
KEIRESTND Z &,
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5. REXMBRLIRDEBE
(A2 B 5 HEH]
O TROBEIZBWTAAO MBS OFIEPHRES LTV D,
o HA&RAZELRIBIEFRETRIRIE DR IR BEIT N80 bR - 724)
BRNRE 72 R PTEEST O I/ NlAA I (Stagelll) 12Xt U CHERFRIEDN TON D BHE

@ TROBEICBOVTHAL hL A Y A~T ROESHAZ & MOTEEEREA &
DHREEOFIER RSN TN D,

o AEFRIBRED 2\, EGFR 85T RIEEK VALK & &5 T REEO YR 6
IR IEAT - I OIE/INIRAATE B

@ TRICEY T 2 BE KT 2 A K| O 5 K OME R FEIZ OV T, AFI OB

ELINTELT, AFIORERRLE G720,

o B L& RGN R E OTREEE O 72 WHIBRAN BB 722 R ATIEIT O
FE/ NIRRT BB 2 D AF DS

o Ha&RH % ETRIGE LU RRETE D% IR BET RO AL - BIBRT R
72 R PTELT O FE NIRRT B 1T D ARAI D B

o IE/NHERATEE B IR D TR BNE L & L CORF DS

o Q@ TABIOFIENT ST RWMLOFLEMEREEA] & O A S

@ AFNIEBREFEZFMAAERE (PACIFIC #BR) 2B\ T, 2L T 7 B REHx

L CEEFMEIER & SN 7z PFS OV 0S OEMMENBIES N T\ D, 72720, 3R
HIRFEMTAE R TlLdH 2 b DD, PD-L1 EERIZ IV AR RRD Z LRI S
DFERDELNTWD Z LG (P7T SR UIBRREER RETELT O I/ Nl R i 12
BT DIRIGHC RS R IER OMERFRIEIC B W AR Z &5 256121%. PD-
L1 BHEB MR LI LT, REVNOGOHMZT 52 ENEE LYY, PD-L1 FEHR
D 1%RETH D Z EVNHERSNIZEE TV T, RARORE5OLEMHEEEIC
W52 &,
723, PD-L1 HELRLZHEZR T 5720 OERADOZWE L~ % F OptiView PD-
L1(SP263) TH 523, L TDOXE A ST, PD-L1 IHC 22C3 pharmDx [# =] X
% PD-L1THC 28-8 pharmDx [# =] |2 XL ¥ PD-L1 BEE LR L. AFIOFE D
BEBRFTHZEHTED,

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

e Antonio Marchetti et al. : J Thorac Oncol 2017; 12: 1654-63
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*  Ming Sound Tsao et al. : J Thorac Oncol 2018; 13: 1302-11
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(&84 2 FH]
O TRICEETLEHIZOVWTEIAFOTREGENER LI TND Z b, BE5E1T
oY AN
o FAIORGTI R LRBUE OBEERED & 5 B3

© YIBRAREZR RPTEST O FE/NMAEARE 12 31T D IRTAHIL FHUR BRI 5% O HERFEIEIC
BWT, TRICZE T H2EE T 2RFOKREIZHOWTIL, RAEIOZ RN L
SNTEBLT, FAIOKEGXG LR B0,
o IRIBEMLFFFREIEIC LV Grade 2 UL EOREMERER  (BURNFRIERK 2 &
Te) OFEHANBO LITEE
e WHO Performance Status 2-4 "=V > #3

@ UIBRRREZREST « R OIE/NMNIIEEIZRBW T, TREIZiZY T 2 BE IR 5 A%
O GIZDONWTIL ABNOLZEENEL SN TR LT AR ORGSR L 570,
e WHO Performance Status 2-4 “*V o f3

@ WRFEATOFHIZIB W T TFRICEE T 2BE IOV TE, AR OFREIFHERE S e

R, MOTRREEIRB N 2 WEEIZIRY | HEICARZER TS L 2B/ TE 5,

o FEMMRE (EREE 2 ET) Ob L EENITORERDH 5 EBE
([Z2MIZBT 5 FH] OIS LARWEEIZRD)

o JEEEGIRE TRIE R 2580 5 BE R ORI R % O il SAEMEZ(E A 7
b EE ([ZEMICETLHEHE] OIS LARWERICRS)

o HERERBOSHSUTEMER S L ITHERMED B CRERBOBEERED
% BE

YED WHO o Performance Status (PS)

Grade

0 Fo{MEREHTE 5, SEHEOEMEZLE LS, FIFaTL R U HEEENHIRR T2 2,

1 PRI LUVIEENIHIIR S D38, BMTARE T, \IEERLMIIIIT I 2 L3 T&E 5, SEFRAMMIT T
VRO LRCSHERFEH TS BELEEND,

BATHRET, BOOHOEDY O LIFETHREED, fEEIFTI RV, B D 50% B3~y R4 Tl 279,

ROENTZHADOHEOEDLYDZ L LNTERY, BFRO 50%U EEZXy ROEFTEIT,

FoLBTR, BODHOEDLYDZ LITE-72 TERY, BRIy RO+ TRIT,
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6. HEICERL THEETNEFH

o)

@

®

A SCEF IO 2 BOERGEEE N IRAET D BRI S & AH| O R ) OV EfE

OO LEREREZ HICHERE L ThOERT L2 &,

TRIEBRLRIZENL D | B TE OFREIZHEIER EREZ +a3A L, FEEZS

ThroHEETLHZ L,

GIBRRRE 72 R ATHEST O FE/ NI IRE 12 31T D IRIB AL SRR 114 O MERHR 1A

[ZBWWTIE, PD-L1 BHAE LB L7 ECABORER T ZHMT T2 2 EnZE L

W23, PD-L1 FHELER DR TE RWEAITIL, ARAIOfE F oo & 288 U1l L7z

ETRETDHZ L,

FERBWEHO~ XY AL MZ2WT

o [AEMMZER (BB Z &) NHobnbd I ERe 5D T, FIHIER

(BL, MRRREE, mk, REE) ORI O X MRt O L%, B
EHOIATO 2 b, Fe, MBS UTHE CT, mig~—7 —F0ORE&ExE
s 5z L,

e infusionreaction 3% 5315 Z L3 H U | 2 B H LA O AK|FE5-EFIZ % infusion
reaction 238 LD Z ENDHDHD T, AFIBEGRIZITERIEE ORELZ+5
\ZHIZ9 5 Z L, infusionreaction 23FRD H VG EITEUI L MEEZITY & & D
(2, ERAEIET D £ TREORELZ +2ICHERT5 2 &,

o HRIBHEREREE . BIBEEEER O TEREEREENHODLNDLZ EBH LD
T AHI 5 B haa & OB 5 # IE BRI N Wi refa 2 (TSH. 1578 T3,
B T4, ACTH, ffLF =V F Y — LVEDORIE) 21TV, BFEOREZ +55128
BTH &, Flo, LEZE U THBREZOEMOBETH I &,

o AFNOHEEIZLY . BEORERICITERT 5 LEZ LN DL BB RE
NHLONDZERNDHD, BEEZHZITV, BENRDLNHAICIE, 8
EOGERINC K DBIERORBZEZE L., BWURERNZZ1TS 2 &, ®mE
DERIEFISIZ L HBHERAR R ON L HEIZIE, AAOREOIREE, H 1k XITE
BERERNVEARIOBREELERT D L,

o BEKRTH, BGAM»OE I AR L COLRIERANRRET L ENH 5720,
AR OBEHETHIZHBEROREBICH2ITERT D,

e AST (GOT). ALT (GPT). y-GTP, BV L %D L7 %k 5 FFtserEE. AT
&, BALHEERN S Hbd 2 LR H 50T, REESBRMARHTR O 51/
FUIEHBNC AR 21TV, BEOREBEZ+2ICBET 52 L,

o RMEREMEER. RKEBREOBEENHODONLZLNRHDHDT, KA
& 5-BGRT R OB S B ITEM I CBE#RERE LTV, BEOREZ 512
BTz L,

o 1EERBENRS LI, BERFEES N TV R—YRCELZEBHDHDOT, O
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B, D, HIE%’:L%ODF WOFBLMBEMED EFICHEET HZ &, 1 BIER
FRINEDLNTHEITIT, A 2 ) VK ZRET HEOMURAELITI Z &,
® AHNOEEHFFERIZ %b\f PACIFIC B CIX#E5RRtE 5 12 7 AR 8 BT,
POSEIDON #BR TI3#x 5BRE G 12 BRIE 6 B, £ D% 8 EEICA D
fiZAT > T\ Z L 2B, AFIEEFITEMCEBGRE CHROMEREIT O
Z L, ks, UIBRRRER RPTHELT O Ik INIBAR AR 12 35 1T DARTE RV L HUR AR 151
DOHERFRIEIZT T D2 AR OB EHEIX 12 VA ETET D L,
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BoBEFIESET A K5 A~
F a7 (GBInFiE#z)
(RF®4L : A7 4 v PREBHE120mg. 1 27 4 > P EEEHE 500 mg)
~ 7]\ e PR ~

SM24E8 A (FFf64 11 AET)
JB A S A



B &k

A o

XL HIC

KB DK, 1ERET
[ PR BAR
FERZIZDUNT
BHxtGe L 70 b B

REICER L TEET NS HHE

P2
P4
P5
P7
P9
P10



1. IZT®HIZ

EIHL OB - BEMEOHEOT-DITIE, M TEFICE SO EIERHE AR RKD
Hb, 52, IWEOREFHROEAIC LV | FUKEIRS 72 & OFHH 72 B /e
FEELDARBINDLF T, IO OEEGZEICNERBFICRMET 25 2 L BEEO
ML 7o TRV RIEMBGES & EDOEARSE#E 2016 CERL 28 4 6 A 2 HMERIRE)
IZBWTY, EFMERGLEOFHAORBEEELZXS Z L ENTW5,

FORERRFEEL L, BEEASEEE T 0 7 7 A VRBEFOERER EH LN
BRHZENDHD, 20D AR ONZEMICET HHERN+2EET 2 £ TOM.
UBMEEGOBELBZIT LI ENIFRFINLIBEICKH LU THERT L& LB, BIE
FADMFEEL LT BRIC LT ekt in & & 5 2 & AR — 8 O B % i 7= 4 EE B CE A
THZEBREETHD,

L7eRoT, BKAA RTA Tk, BARERSZNE TIZEOLN TV HEFIEFR -
BHER RHNCEES & | LT OEES O FGHE R 2 HEEST 2880 b BB, B X
FROBEFERZRT,

BB EBTA RTA %, MAIATEIE NEE L EREIREEE, AREETEANB A
ARER S, — R EEHEN B ARBRARIES., HEFFEFEREN B AR TS KT
—RFEEEN B ARRERERFE OO b AR LT,

KB ERDERE A7 4 UV EFEHE120mg, A 27 4 2V ETEEE 500 mg (—
W4 Fa v EERZ))

RG LR DRMEUINE - AN A

MNEERHAERVAE . A RPEMEER L O NR Y REDOfFAICE VT, @E., A
X7 2 v =7 GBEFH#EZ) & LT, 15 1500mg % 3 @
FIRINET 4 [Bl, 60 ZRILL LT CEFEEET D, Tk, T a/b
ST (BB Z) & LT, 1[E 1500mg % 4 3R T 60
LA BT CERERET S, 72720, (KE30 kg LTOHED |
Bl 5 &% 20 mgkg ((KE) L35,

Bl ¥E AR GE ¥ EH T AT ERIMAEH

(%)

VAT T F U OREUTE., HiER O &

PIER A ESHIE SN ol 1

MERORHE : VA7 T7F L LT T70~90 mgm? (KEEAE) 210 1E%EL, D7l
EH3EBIRET S, Zhvax 17— e L, B5EBDIRT,

HANVIRT T F 2 DRREXIINR, ML O &
BNRESUTANR: « i/ Nl e




MEERORE @, RAIEI AR TZF L LT, 1 B 1 A 300~400 mg/m? ({KFH
) k5L, A< b 4R ES D, chx 17— L, 5%
M09, 7pds, HKAEIL, A, AR RIS XD I 5,

T bR Y ROZIREXITFNE, ALK O &

SIHE SATANAR « it/ N e

FENROHE : = ARV FE LT, 1 HE60~100 mg/m? ((KFHE) % 5 H HHEG
HEL, 3EMARET S, chz 17— E L, &5ERVIKET,
k. BHREITHEER, BRI X 0 EEENT 5,

RREER 230 1T D4 A o ik - MET 13, ERRAGRE 0ME PS~) &R



2. AF| DR, TERBF

A7 4 UV RTEBEE 120mg X OFEAEREFE S00mg (—K4 « 7210~ 7 (&
B z), LT TAAI) 1X. B b programmed cell death ligand 1 (PD-L1) (Zxf9° %
7Y v Glk (IgGlw) V727 7 A0t ME ) 7 o—F LK TH D,
CD274 (PD-L1) . AEANICE W THRESMIFICHEBE L TRV | EHLcY
VoRER (T MRS, B OV F =2 7 0% 7 —T M) SIC3B 35 CD279 (PD-1) &
UNCD80 (B7-1) LiEA L, B ExAIZHIET 5 &£ B 2 541 T % (Annu Rev Immunol
2008; 26: 677-704, Blood 2010; 116:1291-8), F£7-. PD-L1 1%, f&E4 OfEEMIEIZ LR
LTCW5bZ L& (NatMed2002; 8: 793-800, JImmunol 2003; 170: 1257-66) 2 #iE S0 TH
V. PD-L1 & PD-1 Z41 L7 iRB&IE, NEEHIRR S TURRF A 72 T Mk & OB EE 4 [F]
BT HEFEO—2 L LTELZLN TV D,

AFNX. PD-L1 OHIfESMERICHE A L. PD-L1 & PD-1 OfEAZESTHZ L EIC L
V. BNATURREERANZ T MR OIS ETEE 2 8 L, EEOMEZIH T 5 E2 6
nTW5,

AFNOVEFAREFEIC B < BE O G RURIC K HBIER S & &b, BT
ELREMN DD, AROBEDRORERICIE, BREOBEL 512170, BRENR
b BN AT, BB LI BRI U7 B/ ik b R % AT & Ll
BIZ2 BRI AT\ B O GIERISIC X D RIERA NSO 25101, BIBRERL
T UHIOBREGEOBI LB EAT O LERD D,



3. BRREE
THE IR N R i ges oD A GRIRE IS BT 1 T o 72 3 72 B AR 3R D il &2 o~ 9,

(B 2]

EBRAL[F S 111 FHERER  (CASPIAN #5%)

(LR IEE O 7o B EL NHRAE iEs BB (WHO/ECOG Performance Status 0 X (X 1)
537 Bl (AF| & BERBEMEIEER (DR T T7F IV ATTF ) += bRy K)
[AAIOFHEE 2268 1], ASRIUEMESHA] WVRTITF oI AT TF ) +=
AR R e BREES269 B11]) (A AN 34 il [AFIGFREE 18 I, XTHEEE 16 1) 2 &Tr)
ZXBIC, AH, ASRTEMEEA (WVRTIF oI AT TF ) ROT bR
¥ REGFRERS LIcSE OBRNER OZ &2 B LT,

RN OFE R, EEFHMETEE Th 52 2AFHE (LU, ToS)) (FHRE [95%(54E
X1 (336 DA X ) Ik, AAIGFHBET 13.0 (11.5~14.8) WA AT 10.3
(93~112) WA TH Y | AFIGERERI IR RBEIC S L FICERREE LR L2 (0
#— R :0.73 [0.591~0.909], p=0.0047 [/&%] log-rank 1= 7E . BB (Fl) 0.0178],
201943 A 11 BT —% B v hA7),

*1 .

*D

*3

R 30 kg B> >@DAmerican Joint Committee on Cancer (%5 7 fit) o IV #I X Z@IA#FAIZHT- 518
BOMFEE 235 58 U < 1INEE/ FEEi B2 R E W2 LI LV A vl RE e i ia i 5 C B — R
FEICINE Y X 5720 T3~4 OEREFEDSHAAN LI,

A 1500 mg LB AVRTZF > (AUC 5~6) X(FT AT FF 2 (75~80 mgm?) OWT g
KA 7D 1 BEHIZ, &51I2 FARY R (80~100 mg/m?) &V A 7D 1, 2, 3BHIZ3HE
IR TheoR 4 A 7 VK 54% . AH) 1500 mg % 4 HFFERE TS L7,

HNRTZF o (AUC 5~6) XL AT TF > (75~80 mg/m?) OWTNNEH{HHFA 71D 1 A
BiZ, 6= FARTE (80~100 mg/m?) Z&YA 7LD 1, 2, 3 HAIZ3HEMMARTRK6 ¥
A7 NeE LTz,

OSHE[E (A)[95% CI]

P A
. — FFGABE 130 [115~148]
a9 T R 103 9.3~11.2
"\7\ ﬂﬁ [ ]
- L, A= FEE[95%C1) 0.73 [0.591~0.909]
£ 07
4
7 08
o
s
o
Q.3
Q.2
Q1
0
[} 3 8 g 12 15 18 21 24
at risik#l FAE BRSO ERICA)
AH| AR 268 244 214 177 116 57 25 5 0
Fojiichic 269 242 209 153 a2 44 17 1 0

1 0S O EfE#HTIF D Kaplan-Meier #th## (CASPIAN #5%)

5



(%2 414]

EFRILFEE 11 FA58R (CASPIAN #5R)
BEEGIIARAIGEHRE 260265 1 (98.1%) K OXTIREE 258/266 i (97.0%) (2589 &

iz, AFPFRABEICBWT, AXF L ORRERPIGE TER2WEEES BIER) 12

156/265 5l (58.9%) IZFRD HAL, £ D 9 HLIETH] (Grades) 1%, 1/265 fil (0.4%) TH

STz, RAIGHAEECRBEN 5% LORIERIZTRO LB ThoTz,

F 1 FAIGIRABECRIER 5% EOBER (REMMITHRER) (CASPIAN HK)

% (%)
AAIGERAEE (265 Bi)

RERGIR | EATE
(MedDRA/J ver. 21.1)

4 Grade Grade 3-4 Grade 5

ERITEH 156 (58.9) 40 (15.1) 1(0.4)
MiEE LY R REE

E=giil 21(7.9) 2(0.8)

A FRER R E 21(7.9) 9 (3.4)
W WL

R A RE TUAESE 21 (7.9)

R R R T 23 (8.7)
R L OvseskEE

JEx /eI Bl 21 (7.9) 0 0
B E

T 14 (5.3) 2(0.8)

9T 32 (12.1) 0
— % - 2HEER X OS50 REE

I e 20 (7.5) 1(0.4)

7 16 (6.0) 0

¥, ARIPFRERICE VT, MEEMEER T 6 (2.6%) . KIEK 16 (04%) . EE
OTFFI2 6] (0.8%) . AFHEEEREE 14 i (5.3%) . FUIRARGEEEIR TE 23 B (8.7%) . H
WIRHERETTHESE 25 5l (9.4%) . BIFEHERERES 2 7] (0.8%) . 1 ZLBERSA 2 151 (0.8%) .
infusion reaction 3 5 (1.1%) . FEEMELFHERE 2 51 (0.8%) RO L=, Fiz,
FEE (MEEEXRE) | ik - BIOHRARE,. DR, EEMEDE. TEEHER
BB R OV M I R MR SR BRI 338D B 7o v o 7o, AEIVE SR I LB
EESR LG UOEINERE T,



4. HERRIZOWT

EHESL U 2 7 EEEHE (RMP) (DX | AH O EFELZEVEERIEE) ~O 1 14|
MW DHHER T > T, AR OTEENEE R BEZDZE - FEL, AFIOTREICL D HE
REWER ZHEL L BRICRIG T2 2 E BB 7o) LT OO~@D 3T A7z 37
RIZBWTHEHRT IR&ETH D,

O HERIZoOWNT

O-1 TEED (1) ~ (5) OWVWTNNICEE T LAME THDHZ &,

(1) BAEFEBRENEET 208 AZFEEMNSFITE (FHE R A2 R EEIL SR
BE, HUE AU EERL SR PE, U AL EIRRE 72 &)

(2) FrEHERE T

(3) HBERFRAMENIEET 2N ABEEEFRRE (D ABEEETREERP. 23 AR R EE
W 19FbE. DS AR HEE R 7R &)

(4) RACFRIEELRE L, SSREGCARIEDEE 1, SSRIER L FRIEZ R 2
NI SREBA LSRR 3 ORI IR DB H A 1T > TV D iRk

(5) PUEMIEEAIL S EEMNE ORiRR L EIR D B 21T > TV D HERR

©-2 s DALFERE KR OBIVE - FEBLRF O RIS +53 72 5078 & RRBR & RO ERT (TR
WFINCEEE T D ERT) 23, BEZREMOAFICET IIBROBEE L LTRESH
TN5HZ L,

®

o  ERGIFEEEL 2 FEOPHIMHEAET LI2%IC 5 ELLEDOR AVIBRDOEEFRIHE %2
fTHoTWBZ e, 96, 2FEU BT, BAEYEELZ L LZEREEZOWE L
IToTWVWBH I L,

o EERFFEEE 2 FOHINHEZE T L72RIC 4 E£LL EOBKRRBREZALTVD
Z&. b 3R, I ONAFEWIREE & LR SRR O BRIRIHE 21T -
TWn5Z &,

@ BENOEREZFEREEDOMEHIZONT

EEGIEREBICEE T 2BEEDERE Sh, MEMENOOFRED, Ao - &
EMSRENFROEE R NEMZE T 2 IE MR, FEERNRE LGEOHE
¥R, ENESLIATON L EHINES TS Z L,




® BIEA~DOXRIZ2OVWT
@-1 HaskfaHiz B3 2 B

MR BEOEELRBIERNRAE LIZBIZ, 24 BEZEREH O T, Y%k X
IEEREER 123N T R L EWERICE U CARREE KL O CT ZOEIER ORI 2
ERBEORK RN Y B HIZEOGIL, BEOICKHISFERRERINE S TND Z &,

Q-2 BERUEFEIZLDAEFEISICET HE S

N ATIRICIE D D BB M ORE 2B T D EREFEENEERE=4 1V 7
EROLERDOA V== 72TV ERE LIFREZ A TE 5 F — AEREH DN
I TnDZ e, b, BREFIZOWT, DABRE LZOFHEICHSEmE AT
5T &,

®-3 BHWEADZWr-ox R IZBE L T

BIVER (RVEMEMEE (BORRIIER 2 &de) (Tnx., ITFtsRelEs « iFJ¢ - B kMR
BR, NoWEE (FRIEEERES . BIBHREREE. TEREKEREE), BiESE., infusion
reaction, KAFK - EHEDO THI, | BUFER. Ak - BOCUHRARE, Ofhk, BEEMESD
fE. BEREJC. SIEMEM/ OB ESEBER ., Mk, EEOKREREE, mkEE (¥7 -
NU—EERZET) . {LFEERRFORBELG REREE, HILE R, BERSE)
W2t U CL Mgk XU BEEEME B O B2 G T 5 A & B L (RITEAR 02 Ere
SIGIZBE L THRER SR AT ONLIEMICH L2 L), BEHICHURLENTE D
KEIRESTND Z &,



5. #ExHR Lo BE

[(B2hEICBE3 % FIE]

O ALFRIERE O I ERE N EEF B W TARR, BeRiUEEEREA] (U
NRTFZF NIV AT TF ) RO bRy REOHFRABEEOREIEN RSN
TW5%,

@ TRICHKLT 2 BEIHT 2AMOREROERFHEIC OV T, RFOFDE
DHEL SN TE LT, REIOBEEXSH L2570,
o« OTRAOHBHEIRSITORNMEOFBIEIEEA & Ot A RS

(%24 2 5 HE]

O TRICEZETLIEHEIZOVWTEIAROREGENER L SN TND Z b, BEZ1T
DI b,
o FAIORAIT LBBUE DBEERED & % B3

@ REROFMIZB W T TFRRICEY T 2 BHICOWTL, AFOFEEITHEE S L0
R, MOVEFRIR DR RVIGEICIRY | EEICAFIZHERT L2 L 2EBETE D,
o [WEMMZER (BURBRIREZ ET) ObLBEXTZOBERED H 5 BHE
o JuEBEGRE TRER 2300 5 BE R ORI 2 % O it i RIEMEZ LS

bivd &
o HERERBOSHSUTEMER S L ITHERMED B CRERBOBEERED
% BE

e WHO Performance Status 3-4 "V 0 #B#E

(ED WHO @ Performance Status (PS)

Grade

0 Fo{MEREHTE 5, SEFEOEMEZLE LSS, FIFaTL R U HEEBENHIRZR T2 25,

1 PIARRIIZE LUVIEBNEHIIR S 58, BATRIRE T, BIEESCAEIIIT ) 2 LT, EmEAFMNTITY
V— RO LRCSHERFEH T2 BELEEND,

BATHRET, BADOHEOEDY O Z LIFETHRELN AEET TERY, AR 50% i3~y M Tl 29,

ROENTZEADOHEOEDLYDZ L LNTERY, BFRO 50%U EEZXy ROEFTBIT,

FoLBTR, BODHOEDLYDZ LITE-72 TERY, BRIy RO+ TR I




6. REIERLTHEETREFH

o)

@

®

WA SCEE IO 2 | BLEIRTEEE DRI T 2 ERHEEICEE D & ARH O R OVl I

RO DICHERERE IR L CHhOERT S Z &,

BRI D, BEXIIEOFBRICEIER NMamtEz +o3A L. REZ G

TorbEhET5Z L,

ERBEWERHDO~ XY A MZOWNT

o FEMMESR (BOHRATREZ ET) RHobILD 2 ENH DO T, FIHIER

(BL0d, MU pRISEE, Mk, REVE) OMERLOHT X REOEMZE, BE
AT O 2k, o, REIZS UTHE CT, mMiE~— I —F0mEx2E
s 5z L,

e infusionreaction 23% 531D Z L3 H U | 2 B H LA O AR EE5-EFIZ % infusion
reaction 238 LD Z ENHDHD T, AFIBEGRIZITERIEE ORELZ+5
\CHBIER9° 5 Z L. infusionreaction ViR LAV A ITE YR EZITHY & & b
(2, ERAEIET D £ TREORELZ H2ICHERT5 2 &,

o HURIEREREE . RIBHEREER O TEEKEREEN O ODLNDLIZ EBH LD
T AKI B 5B AAET & OV G- #AR F X E AR IS N0 Wi BERR S (TSH., #E8E T3
Wl T4, ACTH, A2 /LF Y —VEORIE) 21TV, BEORELZ +5128
BIH2 b, T, WEIEUTHEEBREZOEMRLEET 52 L,

o AHIOEEEIZLY  BEORERISITERT D &E X LN DEEX RRBSRE
DHLONDLZ ERHDH, BEEZ DTV, BENPROONZHEIZIE, @
EOGERINCLDBIERORBEZEZE L., BURERNZZ1TS 2 &, ®mE
DERIEFISIZ L HBHERAR R ON L HEITIE, AAOREOIREE, H 1k ITE
BERERNVEVRIOBREEEZEZRETDH L,

o BEKRTH., AN OED ARE L COLRIERANRET LI 08B H720,
KENOEGHETHIZHEWERORBRIZ+2ITEET D,

* AST (GOT). ALT (GPT). y-GTP, BV L% D L7 % £F 5 FFHeerEE. AT
%, FLHERE RN D Sbd Z 13 d 50T, AFIE5BIART R O 53/
FILERIC IR A Z 1TV, BEOREBEZ+SICBET 52 L,

o RMEREMBR, REKEBREOBEENHOLDLNLDLZ EBHDLDOT, KAl
% 5B AART R O S-HRT I ERR B BERE 21TV BREDORERZ 512
BlET5Z L,

o 1BERBNRO DI, BERFMES N TV R—VAZELZERHHDT, O
B, B, EHEFOEROBELMABEMED LR ICH2EET 2 2 &, 1 TR
RRREDNIHZEITE, A VR VRBIE R ET 5HOMEE) R UE AT 2 L,

CASPIAN #RER (2B T, BEBMED 128BIX 6 B, D% 8 BE I/t

DFlZAT > TN Z L 2 BE I, ARG HIXEHNICERBRE COHROMEIR L

10
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s HHEET A RT A v
Fal <7 (B FE#EZ)
(R4 : A7 4 v PHEBBE120mg. 1 37 4 >V ARHEEHE 500 mg)

~ B R ~

S48 12 A (Ff64 11 A%ET)
BB



B

1. [ ZL®IZ P2
2. ARHIOFE, TERBEF P3
3. ERIREGRR P4
4. FEERIZDOUNT P8
5. \EXRELDHBE P10
6. WEIZEL THEEITREFIH P11



1. ILBHIZ

EEE OGN - BRMEOFEMROTZ DX, IR STEEICE SVl E e vk
DHND, IHIC, WEORFEFENOERIZL Y, PUREIES L & OFEFH e 3rRIE
RFEERELNERINDIT T, O DOERLZEICKHERBEICRET S 2 LR
BEROFRE & 70> TRV | RIFMEGER L WEOEAT# 2016 (Frk 2846 A 2 H
PR E) 1BV Th, EHMERLEOFEAOREIMEELZNS Z L EhTwn
%,

BFRERAMFERSIL, REERSCLEE T 1 7 7 A VRO ERS & 57
BRHZERDHD, 20D, BHIEROLZEEICET2ERN+EETHETO
M, YZERLOBELZBZIT DL ENP/BINIBEICH L THERTL LY
W2y BIVERANFEI L ZBIC LBtk & D 2 LN RE7R — & OB Z-jiii 7= 9~ E R
BTHERTLZENEETHD,

LR oT, AAA RTA4 2Tl BARBEESSINETIZELR TV D EFESE
B - BRI RIS & | DUT OEIEMS O 72 2 HaE T 2880 6 B3
e, BEXHF R OEEEHEETRT,

I, RKITA KT A %L, MSATEOE NEE R EFEEISREHE, AR
AERREEYS, —RAEE AN B ARBERNEIES K O —BEAEA B AR OW
ToH EfER LT,

KR ERDEIREMN A I T 0 YV AREERE 120 mg, A I 7 4 Y RREERE 500 mg
(—fx4 : T al <7 (BlFE#z))

K5 LB DREIIHE  GIBRARE 72 T HE AR

HE L hABERVRE @ BRAICIET 2 v L~ 7 (EEF#EEZ) & LT, 1H 1500
mg % 4 BRI T 60 LA LT CEREEET 5, 72720, IR
HE30kg LLTOHBED | B 52X 20 mgkeg (KE) &35,

g R R EHE T AT RS

(%)

LAY A~T GBI Z) OBRESUINE, FHELOHE

SHRE ST DA« BIBRABE 72 AT s

MERONE : 7 ar <7 (Bia i) &opffficisnwT, @E, AT
AV L~ T GBEEHE#Z) & LT, 300 mg % 60 43 LL BT CHR]
WEEST 5, 72720, (KE 30 kg A FOHAD 1 BIEH-8iT 4 mgkg (K
#H) &9 5.



2. BHIORH, 1EREF

A7 42V RIEFE 120 mg X ONFEAFEERE 500mg (—ix4 - T 2 uoLv T (GBE
B %), LT TAAI) 1X. B b programmed cell death ligand 1 (PD-L1) (Zxf9 %
7Y Gle (IgGlk) V727 A0k bMilE ) 7 o—FAHETH 5,
CD274 (PD-L1) 1%, AFERICBWTHURRTMREICHEH L T, EELLY
VoRER (THERE, BHIRAE OV F 2 7 0% 7 —T k) ZICHEHET 5 CD279 (PD-1) K&
' CD80 (B7-1) &fEA L., REINELZAICHE T 5B 2 511 T % (Annu Rev
Immunol 2008; 26: 677-704, Blood 2010; 116: 1291-8), F£7=. PD-L1 . T4 OEEMA
ICHFEB L TWAHZ & (NatMed 2002; 8: 793-800, J Immunol 2003; 170: 1257-66) 23 ¥Rk
INTEY, PD-L1 & PD-1 4 L= BIE, TEEMAE S TURISRAZ T a5 DK
B AT AFO—o L LTEX LTS,

AANE. PD-L1 O#MasEIZFES L. PD-L1 & PD-1 OfEA%#HETH Z L&k
V. BDATURRRERN 7 THRAOMIAEETEE L2 L, BEEOHEEAIH T2 526
nTW5b,

AR OVERBEFIZES BEORERISIZ KL HBERE RS b b, EEXITETIC
EDLAREMDNH D, AROREGEFROEERIZIT, BEOBEL DTV, BREDNR
D HNTHEITIE, FEH LI FRIIS U BB 2k & B 2 RO EA & E L i
BRI 21TV IBE ORIERIGIC L D BIER B SEDN 2581213, BIBRE RV
TR OB EEDOWEYRALE 21T 9 MER D D,



3. BRRERE
YIBRRBE 72 AR O A GRIF | Z 3l 2 1T - 7= B2 B R BR O & &2 7,

(B 2]

EIBRAL[E 2 111 1H3ER  (HIMALAYA #5%)

EEALFEIERE O 720 Child-Pugh 508 A OUIBRREEZRFMEERET (ECOG
Performance Status 0 X{% 1) 1,171 5] (K&FI+ FL 2V A~7 (Bl z) (LA,

(R AU A~T)) 2 [RAIGHREE 393 #i], AFIEMERES [AHHEMEE 389 Fil], V
77 x=7 [xHHREE 389 Bi]) (HARN 108 B [AHIOEREE 34 B, AAIEIMEE 45 51, *F
FREE 29 ] Z&de) HXRIBIC, AAIL LAY A~T 2 0HHRE LTHE RO %
HMR 5 L o5 OR IR OV Z a2 et Lz,

FEFMEE & SN 2EFHM (UUT, T0S)) (FRE [95%EEXM]) (836 1D
ARV R, AFIBEREET 164 [142~19.6] H A, AFIEMEET 16.6 [14.1~19.1]
71 A, REREET 13.8 [123~16.11 Z A TH Y . AAIGFHERIIR BRI LEEEHFEMIIC
BERIERZ R LT (NP — R [95%EFEX ] - 0.78 [0.66~0.92], p=0.0035 [JZ5!]
log-rank # &, BE/K%E (G 0.0398]), F7-, AFEMEEZOWT, NP —FKEEOFH
BEKEIZXIG LT EHEE M O ERDNEFNICHE LI2ESE~—2 > Th D 1.08 %z TE
ST D AFIEMBEO R BEEIC T 2 LN ER SN (N — R [95.67%
EHEX ] : 0.86 [0.73~1.02]) Q021 E8H 2T BT —4 v +47),

1 RPTRE (REHIT ) —LTEARRE, T A MERE. <A 7 o lEE s, eRERs
/TR BRI HTARIES) OIS & 7 2 BEIEBA S,
#2 0 RAI1,500 mg KOVR LAY LA=7 300mg & 118, Z D% 4 BEOMREEZ 22 T, A4 1,500 mg

% 4 R TR IR 5,
*3 : KA 1,500 mg % 4 BE IR CHARNEE S L7=,



osHsE (A [95% C1
74164 [14.2~19.8]

13.8 [12.3~16.1]
AAF— KH (95% CI) 0.78 [0.66~0.82]

0.9 4 —F
"

£ 07 4

o 2 4 B & 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 45
miEsE M S oBlR (A
At riskiz
EFFTE 393 365 2333 308 285 262 235 217 197 190 176 168 158 180 119 98 75 65 232 18 11 1 0 o]
HITITH 389 356 319 283 255 231 211 183 170 155 142 131 121 106 79 B2 44 32 21 12 5 1 0 0

14
OSHia (H) [95% Cl]
0.9 4 — REIEmE 166 [14.1~19.1]
— fFEEE 13.8 [12.3~16.1]
0.8 4 A — FH (95.67% CI) 0.86 [0.73~1.02]
& 074
& 06
%
0.5 4
2
s 04 4
A
0.3 4
0.2 4
0.1 4
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46
EEASIG, SO (A)
At riskZ

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

X1 OS ® Kaplan-Meier R



[Zzat]

EIBRAL[E 5 111 1H3ER  (HIMALAYA #5%)
BEFGIIARAIGIHEE 378/388 5l (97.4%) . AHIHAMEE 345/388 1 (88.9%) KUt
FREE 357/374 15 (95.5%) IZFROHNTZ, WTFNhDOIERE L OREBEBZENGE TE 72
WEEES (BIFER) 1. #1210 294/388 il (75.8%) . 202/388 5l (52.1%) KX
317/374 {5 (84.8%) IZGRH LAV, T D H HILTH] (Grade 5) 1%, Th L 9/388 fi
(2.3%) . 0 BIRN3/374 6 (0.8%) Tdh-olz, WTNLOERERETHRIRN 5% E
OEWERIZTTEDO BV Tho T,

£ 1 WTFhPOBREHCTRIAENS%IU LORIER (ZEMMEITRER) (HIMALAYARRER)
B RIRHE / Bl (%)
HAGE
(MedDRA/J ver 23.1) AHNOEFHEE (388 1)) AHNEALEE (388 1)) xHREE (374 f51)
= Grade | Grade 4 Grade | Grade = Grade | Grade
Grade 3/4 5 Grade 3/4 5 Grade 3/4 5
2RIEH 294 95 9(2.3) 202 50 0 317 138 3(0.8)
(75.8) | (24.5) (52.1) | (12.9) (84.8) | (36.9)
N AR 5
FUIR IR RE TLEE 31 1(0.3) 0 8(2.1) 0 0 2(0.5) 0 0
(8.0)
FR IR RE A T E 42 0 0 15 0 0 8(2.1) 0 0
(10.8) (3.9)
R L OREREE
BAER 21 1(0.3) 0 10 1(0.3) 0 45 2(0.5) 0
(5.4) 2.6) (12.0)
B ks
TR 64 13 0 23 5(1.3) 0 145 15 0
(165) | 3.4 (5.9) (38.8) | (4.0)
I 20 0 0 13 0 0 36 0 0
(5.2) (3.4) (9.6)
W - 10 [205] o 7(1.8) 0 0 19 | 103)] o
(2.6 (5.1
i3 4 (1.0) 0 0 4(1.0) 0 0 21 3(0.8) 0
(5.6)
mIEns 4(1.0) 0 0 2(0.5) | 1(0.3) 0 27 1(0.3) 0
(7.2)
FERE 3 & O Tl s
% 9 FENE 66 0 0 28 0 0 21 1(0.3) 0
(17.0) (1.2) (5.6)
15 76 | 6(15)| 0 29 [103)] o 47 4| o
(19.6) (7.5) (12.6)
i B 1(0.3) 0 0 3(0.8) 0 0 48 0 0
(12.8)
FE - RERFARR | 2(0.5) 0 0 0 0 0 164 33 0
IEERE 43.9) | (8.8)
—% - RHEER KOG OREE
it 30 6 (1.5) 0 25 0 0 55 5(1.3) 0
(7.7) (6.4) (14.7)
1 )9 11 [205] o 14 [103)] o 27 | 924 | o
(2.8) (3.6) (7.2)
& R
5 I 3(08)[1(03)] o0 2005 [ 103 ] o0 56 20 0
(15.0) | (5.3)
FE g, MERIs K OWElmbEE
Fe i E 103) ] 0 0 1(0.3) 0 0 19 0 0
(5.1




B BIRHE / B (%)
FEAGE
(MedDRA/J ver 23.1) AEIBEFIRE (388 ) | AAIHMEE 38841 | xIFAEE (374 45])
R AR A

TI=2T ) NI 18 4 (1.0) 0 22 5(1.3) 0 8(2.1) | 3(0.8) 0

A7 = 7 —BHN (4.6) (5.7)

7T =B 21 10 0 7(1.8) | 2(0.5) 0 4(1.1) | 1(0.3) 0
G4 | @6

TANRTX BT R ) 22 9(2.3) 0 25 9(2.3) 0 10 6 (1.6) 0

N aT 25—V | 57) (6.4) 2.7

m

U —PHEhn 25 17 0 12 8(2.1) 0 10 8(2.1) 0
64) | (4.4 (3.1 2.7

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

(7.2)

¥, AFIGEFREEICI VT, FEMEMER 8 F (2.1%) . KB 8 il (2.1%), EED
THI13 B (3.4%) . FFHERERESE - 5 - BEALMEARE 2% 57 6] (14.7%) . FURARESEEIX T
fiE 43 B (11.1%) . FURIRBERETTHESE 39 1 (10.1%) . BIBHEREMRESE 6 1 (1.5%). T
EHSEERESE 2 ] (0.5%). BREE (FEMEBERE) 36 (0.8%). ik - BARAEIE 4
i (1.0%) . infusion reaction 8 4 (2.1%) . ‘L %¢ 2 5] (0.5%) . EEREFHHE SIIGE 2 31 (0.5%) .
BHEOKEREE 14§ (03%), MREE (X7 - AU—JEEEEET) 56 (1.3%).
FESE 4 1 (1.0%) H3F80 HivTe, 1| BUBERRIA . FEEWELT RERBAME . Idsk . THILE 22 4L,
BERE % T ONGa 2 P I/ NI AP SR BRI SRR D B 7e o 7o,

Fo, REERBEIC IV T, BIEMEMER6H] (1.5%). KEBK26 (0.5%)., EEOT
FISB (1.3%) . FFHEEEREE « BT45 « BEALIEARE 255401 (13.9%) . FUIRARHEBEIR TIE 156
(3.9%) | FUIRIREERETCHESE 12451 (3.1%) | B M REFE 4051 (1.0%) . 1 ZLE RS 1451 (0.3%) |
infusion reaction 51 (1.3%). OAHR1H] (03%). EIEFMFHESIELF] (0.3%), BEEDKE
BEE 151(0.3%), MiRfEE (X7 v - NU—JEERZET) 16 (0.3%) . FER15] (0.3%)
DRD Oz, BEE (ME®EERE) . Bk - EEHRAE, TEEAEEREE, %
PEEF BRIV E, Bd2E, THALAE 2290, RERRE R K OV M i/ MRIBUD MEERBER 13380 B i
o T,

ARIERARBBUR U IBE RS % 8 HEFERE T T,



4. HERIZONWT

EHEGS Y 27 EEEE (RP) ICHESE | RAIO EIERZ MGG~ O W 7 (4|
N HMEE T > C, RAOTEENEER2BEHELZW - FEL, KAOZEEGICL D HE
REWER ZFB LTRSS T 5 2 EDBRER T D LT OO~@ DT T & 7= 7 i
FRICBWTHERTLIRETHD,

O HERRIZOWT

O-1 TEED (1) ~ (5) OWVWTNNIELTIMEHRTHDHZ &,

(1) EAFBRENSEET 205 VR EENL SRS (BREF RS A SREEIL SRR,
HiE A3 A B IREHE ML U . B S A BSIR R 7R &)

(2) FFEMREIRRE

(3) HEMNBRAENEE T 2DV ADEEERE (BARREERERPE. S A SR
Wb, DS AR EEEHEE R )

(4) S RALFRIEE A RE L. S RIEE (L HEEZER 1, S SRIEB (L FEIEREE 2
AT SKREBA L FIEIE 2R 3 Ok IR DR 21T > TV D ek

(5) PUEBEMEREBE RIS EEINE Ok (R D R 21T > TV D %

-2 AFABRaHEE DAL IE K OBIE R FEHRE ORI+ e ik & iR 2 Fr o= (T
ROWTNNNIEE T HER) 25, BRI OAFNCET 2nROBEMEE & L TERE
INTNDHZ L,

e

EEEFFEUE% 2 EOWHIFHE ZE T L721RI1Z 5 FLL EO R AIREOEKRWHE %
fTHoTWBHZ L, 96, 2 FLEIZ, DAERYEELY & LBERIESZEOME
FIToTWBH I &,

ERRFFEUSZ 2 FEOMHIHEZET L7RIC 4 FLU EOBRKRRBEZHF L TND
b, 9B, 3 FEL R, FMREIE O D A YR % & T iR 5 O BR R IHE %
IToTWHZ L,

@ BENOEXRMBHREHEOEHIZOVT

EELEREHRICEE T 2E5EENEE SN, BESENOOFERED, Ao - &
EMERZOFEROBTEL NEMZEICRT 2 1ERIEM, FEFSNRE LS E0HRE
EH, LENESHITITON D EHINESTNWEZ L,

® BHEA~DRIGIZONT
@-1 HERRAEHIZBE T 5 B

MEMREEBEOEERBIERNRAE LB, 24 REZEEH O T, Yi%iik X
I TEHEERIER ISRV T, B LZBWERIZIS U CARBREE R O CT Z0RITERH ORI &
ERREORERNP Y BHFIZESN, BEHICHIGATRE R AR N E > TWnD Z &,



@-2 EREFEICLI2AEESRANCET2ER

NABRICED 2B M LR O REE2 AT 0 EREEEVNENER =421 7
EEOIEROAT Y —= T E2ITOERE L FRELE TE 5757 — AEFERGINE
SN TWABEZ L, B, BEEKENICHOWT, DABE L ZOFBICHSICEmMENT
WhHZ Lk,

®-3 Bt ORZK-LoXIZBE LT

BITER (FEMEMRE, FFHERERES « AT - B LVEIRE R, NoWREE (RURIREAE
FEE, BIBKEERE ., TERAKERS) . BIEE. infusion reaction, KGR « HE D THI,
1 RUBEPRIG . FH% - BRRCHBMVRAE, WOk, BEEMEE, BEIRKR, Ml MR
PESRDERT, e, EEORERESE, MREEE (F70 -  NU—EREZzET) . LER
TEOF R O FEBWEA PRV IE, THALE ZRAL. BERSE) 1O LT HRkhax XL Bz
BB OB 2 A9 2 ERl & EiE L (BIERA OBZE-CSICE L THRER OS2 %
TONDIRFICHD L), EDICHEYIZRLENTE HEH N ES>TWDHZ &,



5. B#ERBLRHBE
[B2hEIz B3 5 FE1E]

o)

@

(%

2B AL FRIEFED 72N Child-Pugh 2538 A OUIBRTRE 72 AT HERRE B (2 B8\ TAA
E RV AT A=T L ORERE R ORI EME G OFNEN I TN D,

TRLCEZ Y T 2 BE T D ARKIOE G K OER FIEIZ OV TR, AR OFZHED

L L TR LT, RAOEGXG LR L0,

o DOTEHIOEDMEN TS TV OFLEMEREEA & o6 Hix 5

o RETEE (BT ) —/WENRE, 7 U RBEAEE, ~ A 7 n i EEER
1%, FFEhARZER RS/ B AR L FZERRE, BURIRIES) OIS & 72 5 T
ERE

AR OBz > I, AFE LAY A~=T LOFRBEICSOVWTERY 77 =
=T D EEENRIES TV D — T, AFIEMBEEIC OV TR Y T 7 ==
TICHRT DIELEHEDO IR TRENTND Z &% HIMALAYA REROAGE % +2103#
fRL7- BT, BEORELERE L, Ak ARZERTILERH D,

el ShopvoR: 2220
l&é?é*%;OwTiKﬂw%ﬁﬁ“E&éhfwé:&ﬂ%\%5%ﬁ
baw\:k
KHIDOS BECE DO BEERE D & 5 BHE

BEATOFEIC BV T FRRICEE T 2 BEF IOV, AR OREGITHEE S L

WS, LOTERERIE ARG EIZIRY . BEICAREZERAT L2 L 2BETX

Do

. WE@%T$(W%ﬁWH%%§@)@%é$%X IEOBRERD & 5 BE

o JaEEGRE CHER 2580 D BE K OB G MR & % O il RIEMHEZE L8 7
Hivs B

o BOEAREEROAMUIEMMLE L IIHFEHREDO B CREEEOBERED
boBE

e ECOG Performance Status 2-4 "V D FEH

##1 ECOG @ Performance Status (PS)

Grade

0

F o SR LSTEBTE 2, FIHATE [F U B HEAERNHIIRZR <ATA D,

1

PIRENICE LWDIEENAHIIR S o3, BITATRE T, BIEESCHLEIIIT O 2L TED,
Bl VR E, EHEE

2

HBTARE T, BOOHOEDY O Z LT THRELED, (EEIFTERV, B D 50%A EiE~y R Cill 27,

BOENTZEHDDHFDEDLYDZ & LTERY, BHFD 50% a2~y R+ Tl I,

Foll#iFhv, BGOHOFEFDLY DI LIFESLTERY, Ry FkT TR I3,

10




6. REIZEBELCHEEITN&EHE
O WA SCEZ N A, BERTEEE DRI T 2GRS & AR O K OV E#
DD LERERE HICHERE L ChOERTLZ L,

@ WBRBEBIZELD, BEXILOFBICAEMER OERELZHoHA L, FAEEHE
Thrbo&ET52 L,

@ EREBWEHD~ XY A2 MI2WT

o  MIEMMZER (BHEMBXZET) R obhdZ ENbDH0T, FIHE
W (BIdL, MRURREE, uk, FEE) ORI O XERE O £, 8
Bh+mlATo 2 &, o, REIDE U THECT, Mg~ — T —S0ORE%L
FEhi 5 &,

e infusion reaction’® & LD Z L3 H Y | 2[8] B LI O A 5-HF 2§ infusion
reaction’’ & HOND Z LW H DT, AFIEERIZIIEREIEE ORELZ 575
\ZHIET %5 Z L, infusion reactionZ3FE D LG A ITEY LB EZITO L & D
W2, JERMDEIET 5 E TREORELZ +5ICHRT 5 2 &,

o HURIRMEREREE, RIBHEBER O TRIEEERENLLDND Z LD D
DT, AFEERRGET R O 5 SR I ERIRICN S WERERE (TSH, iE
BET3. WEET4. ACTH, M =2 FY —VEORIE) 21T\, BEORIES
FCBERT S, Fh, MBS L TEHBRESOERLEE TS 2
o

o AROLREICLY ., WEORERICITERT S &F 2L DNLHKA RRESH
BRHoONLZLRhD, BELZTFITV., RENBOLONIEEIC
(T, WEOREFISC L DBREROREBZEE L, @URERNZEZ1T5 2
&o WEDORIZFISIZ L DRI DN DHEITIE, KAIDOERE DRI,
FUE TR RERNVE L ROREEZZEERT 5 L,

o BERTHR, BOBEMNOEIARE L T ORERZEERT L LB8H 57
O, AR OFEEAATRIZORER ORI A SITER T D,

e AST (GOT) . ALT (GPT) . y-GTP, B U /L b %D FF %5 ATHERERE
=R, BLEEERND SbND Z ENH DD T, KREEEBHRTL O
B G5 ERICITERERE 21TV, BEOREEZ +0ICBET 5 2
&

o RHIERIEMRES, REREBRAEOBEENLLDNLIILENHALDT, K
FHe 5-BRAGRET & O SRR X EHMICBHEERE 21TV, BEOREL+
TICBET DL L,

o 1BUERBN D LI, BERFMES N TV K=Y ACELZERHHOT, O
B, O, IEBHEFEOEROBECMAEMED LFICH0EET S 2 &, 1HER
JRREONTEHEIIL, A R VBRAIZRET HEOBU R UEEZITH Z

11



Eo

@ HIMALAYA #RBRICBWC, BEBMED 48 BT 8 B, THLIRIX 2 BEICH
IEOFT I T > T\ Z 2 BB, AAFREFIIEHMICEBRRE CHROME
BEITOZ L,

12



s HHEET A RT A v
Falv<T (B FE#EZ)
(R4 : A7 4 v PHEBBE120mg. 1 37 4 >V ARHEEHE 500 mg)

~ JEE R~

S48 12 A (Ff64 11 A%ET)
BB



B

1. [ ZL®IZ P2
2. ARHIOFE, TERBEF P4
3. ERIREGRR P5
4. FEERIZDOUNT P8
5. \EXRELDHBE P10
6. WEIZEL THEEITREFIH P11



1. IZC®IZ

EIEGOFNE - BEMEOEROT-DOITIE, IRASTESICESW @ IE 2 AR
LD, DI, ITEORFHIFOEARC L0 | FUREIRS e & OFEFH 7 Fr /e
FERLPARBINOGF T, ZTNOOEEGZEICLEREF IR T 5 2 L BED
BE L 7o TR Y REMBGEE & SEOFEARF #2016 (FAL 28 4 6 A 2 H FHERE)
WZBWTH, EFMERLREOFERORKEMEELZRL Z L LTS,

FRERAFERS T, BEERSCRZEE T 0 7 7 A VRBEFEOERS LB S 0Ic R
RLZENDD, ZOD, AR OLZEMECEAT HIERN+7EET 5 £ TOR,
UHEELOBEZEZITHZ EPMHINIBEICH L EHT L L & B, BHE
RN FE LIRS E R RS a2 & D 2 LR —E DO B2 - T EREEE CfFE A
THLIEDNEETH D,

LIeRo T AHA RTA4 TR, BAEERESCZAETIIHOLNA TV O EFIEFH -
B R EES & | DUT O ESER ORGE 268 2 #3288 b B B
R OB EFEETT,

B ARITA RT A 0%, MIATBOE NEEMEREEIRE A, AREEIEANBR AR
PRI 2. — A N B ARERR VR E & K O EE N B AR IR 2 0
WD b EAER LT,

MR ERDEREM A X7 4 UV RREE 120mg, A X7 4 P ATREFHE 500 mg
(—fE4 - Fal <7 GEEFHEZ))

RG L RDMEIE - TR OB R RE 2R LB

WNELRORERVRE : 7 AT X CUEBER N A7 ZF o L OFFRICB W T, @,
FRNIIET 2 v v~ 7 BRI 2) & LT, 3 AR T,
1 [8] 1,500 mg % 60 43 RILL_ ) CEMEET 5, 3 BERBET
DR LTEER, Tl b~T (BinFlkz) & LT, 1
[E] 1,500 mg % 4 J# R T 60 /3 LL BT CTRIEFRET 2, 72
721, IKE30kg LTOHED | BlIEFEEIT 20mgkg ((KE) &
T 5,

Bl AR 5 ¥ H T AT R IMAESH

(%)

TR ERBE ORI R, AER AR

ZhRE SN R - PHIE R

RiER OHE @E. RAIZIEZ L2 & LTI E 1,000mg/m? % 30 232 T A

FEL, B 1 ERS5 A2 3 EER L, 4 BEIXRESD, had 1l a—=

ELTREZEYIRT, vk, BEORRBIZIVEERET S,




VAT T F U OEEX IR, BIEROHE

ZhRE TN - RHIE RS

RiEROHE: IERIZIZ, ¥ Ay X B VERE - Ot ARES LT TEEZEIRT S,
[k VAT T7F L LT 25mgm? ((RREFE) % 60 790 CAREEE

L. B 1E&S% 2 @EERL, 3@EBIKRES S, —hidlr7—ndL

TG 20 RT,
7B, NHEOKREEITRFEOWREICL Y EERET D,

M

FRIRERER (C B 1T 2 B FAI O ML - A& 13, ERRGE] O P5S~) 5



2. FANDORK. 1ERBF

A7 42V REFE 120 mg X OREFEGHE S00mg (—ix4 : 7 a1 0~7 (B
fBrfH %) . LAT. Al ) 1. B b programmed cell death ligand 1 (PD-L1) (2%}
THREIu 7Y Gl (IgGlk) V727 7 ADE MlE ) 7 u—F K TH 5,

CD274 (PD-L1) 1Z. AERNICEWTHRESMEEICEE L TR, EELLZY
YNER (T HERE, B MR OV F 2 7% 7 —T #ifg) FICHET 5 CD279 (PD-1) &
UNCD80 (B7-1) L iEA L B xAIZHIET 5 &£ B 2 541 T % (Annu Rev Immunol
2008; 26: 677-704, Blood 2010; 116: 1291-8) , F£7=, PD-L1 %, T~ OEEMIEIC S 3
B LTWAZE (NatMed2002; 8: 793-800, J Immunol 2003; 170: 1257-66) 23R ST
V. PD-L1 & PD-1 241 L7-iRBEIE, IEEHIRE S HURRFRAY2 T M6 OWBE L
BT DHFDO—D L L TEZLN TV D,

AFNL, PD-L1 OfIEAEEICHES L, PD-L1 & PD-1 OB HET D Z L%IC L
D BDATURFERA e T MIROMIEEEMEZ HR L, EEOMEZ 6T 5B 16
s,

AR OVEREFIZES GBEORERISCE HRIERZER S b b, EEXIIRETIC
ELAREMDNH D AFIOFKEHT R OREZIZIT, BEOBEZ 21TV, BENR
OO E NI L LI FRITIE U HMRY 2 ek & #85R 2 D EERD & s L T
OIZR2ERIR W AT, IBE DO RIERIGIZ X DEWERNEDNLHEIIT, RIBRE RV
TR OB SO RINE HAT O LBERD B,



3. BRRERE
TR YIBRREE 22 IEE O A GRERI ZEHM 21T - 7= E 2R R RER O il 2 77,

[B7hE]

EPRIELFRIFMAERER (TOPAZ-1 3 ER)

(L FIRIERE D 72\ B HIBR R BE 72 fHE#E BB & (WHO/ECOG Performance Status 0 3%
1) 6856 (KEIE XL XU ERRE+Y AT TF 2 [REIGHE 341611, 77 &R
ETNVEEERRE A+ VAT T F o Dot RREE 344 511]) (BARN 78 il [AHIGFHEE 37
. ctHERE 41 ] 2 8T) 252, KA, FLAFEUEBER N AT T F o %
OFAE G LTS E& OB ER WEEEZRET L7

FREITOFER, FEIMEEES CTho2EFHM (LT, ToS)) (FRAE [95%(5H
XR]) (424 oA~ ~) X, AFIGFHEET 12.8 [11.1~14.0] WA, XTHRET 11.5
[10.1~12.5] ZATH Y . AEIGFRABEIIR BB LG FRIICARRIER AR LTS
(NP — R [95%(EHEX ] : 0.80 [0.66~0.97], p=0.021 [/&R! log-rank ¥ 7E. HEK
% () 0.03], 2021 4E8H 11 BT —X by hA47),

£ EBEIRAT N SAIE, 6 7 ABERE LRICER LIBEIN R L S, £z, ik
BN LRI UL AT BN OB IR ST U= 51, $6T 44 6 0 A B A%l L 12 I L
TFHRERRZRE SN,

¥2:3 WA 1 A7 e LT, AA 1,500 mg T 7' IAREZ%E 1 BEIC, FAUX EUHERE
1,000 mg/m? & AT F 25 mg/m? %5 1, 8 HEIZHRK 8 1 7 V5%, AA 1,500 mg X
7T R % BT 4 BRI TS LTz,

OSHR{E(R) [95%Cl]

vl - KA 12.8[11.1~14.0]
0.8 - XIEREY 11.5[10.1~12.5]
£ 574 INF—REE(95%CI)  0.80[0.66~0.97]
£ 06
7 0.5
= 0.4
e DO
= e
0.1
0.0 T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30
BIEABIRGTHSOHAR(B)
at risk%§
AEIFHFEEE 341 309 268 208 135 79 49 24 9 1
POt 344 317 261 183 125 65 29 10 4 0

X1 OS ® Kaplan-Meier B



[Zzat]

RS SR B IIFEFRER  (TOPAZ-1505%)

BEFGIIARAIOIHEE336/33861 (99.4%) KO RREE338/34211 (98.8%) 238D HiL
oo WTNDOIRBRIE L ORREBERNTE CERWEEES BIER) X, Thth
315/3380%51 (93.2%) FUN310/34201] (90.6%) (2B B, £ D 9 BLIETH] (Grade5) 1%,
ZEI2/338%1 (0.6%) K ONM/34261 (03%) Thotz, WITIOFRERETRERN
5%LL EORIERIZTRDO LB Th o7z,

£1 WIThhHrOREHE THEES%ULORIER (REMMITHRER) (TOPAZ-1FAER)

BRI | EAGE BilE (%)
(MedDRA/J ver 24.0) AHIGEHEE (338 i) *FREEE (342 1))
4 Grade | Grade 3/4 Grade 5 4 Grade Grade 3/4 Grade 5

2EIEA 315(93.2) | 211(62.4) 2(0.6) 310 (90.6) | 221(64.6) 1(0.3)
MR LY v GREEE

2l 134 (39.6) | 64 (18.9) 0 123 (36.0) | 64(18.7) 0

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

M/ iE 35 (10.4) 12 (3.6) 0 40 (11.7) 18 (5.3) 0

i BRI E 19 (5.6) 7(2.1) 0 15 (4.4) 2 (0.6) 0
5o p

F R IR BRI T iE | 22(6.5) 0 0 8(2.3) 0 | 0
AR L OREEE

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

K~ 7" %3 7 L UE 24 (7.1) 5(1.5) 0 15 (4.4) 1(0.3) 0
R REEE

TR R4 | 2059 0 0 16 (4.7) 0 | 0
BBk E

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

Mg - 37 (10.9) 3(0.9) 0 44 (12.9) 5(1.5) 0

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

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

A% 17 (5.0) 0 0 15 (4.4) 0 0
FEE L O PR EE

BB 24 (7.1) 0 0 23 (6.7) 0 0

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

Z 5 FEE 23 (6.8) 0 0 16 (4.7) 0 0
—i% - EHEES X O S OREE

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

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

FEEL 22 (6.5) 1(0.3) 0 16 (4.7) 1(0.3) 0
BRI AT

I P EREO > 89(26.3) | 70(20.7) 0 104 (30.4) | 87(25.4) 0

i/ MR 64 (18.9) 27 (8.0) 0 71 (20.8) 26 (7.6) 0

A ifn EREG 34 (10.1) 14 (4.1) 0 45 (13.2) 20 (5.8) 0

TIT=VT ) RTUA 17 (5.0) 4(1.2) 0 18 (5.3) 1(0.3) 0

7 =7 —EH8Ehn

M7 V7 F = N 8 (2.4) 0 0 26 (7.6) 1(0.3) 0

k. AFIGFREBACB T, RIEMHMZESR 45 (1.2%). BEOTH 16 (0.3%). IF

PEREMRE

« R - REALMERRAE A 21 B (6.2%) . FRRARBSREIR TE 23 il (6.8%) . FIRAR



BERETTESE 7 ] (2.1%) . BIEHEEREE 4 1 (12%). 1 ZUBERRY% 1 5] (0.3%) . infusion
reaction 3 5] (0.9%) . MREE (T « NU—JEEREAZST) 16 (03%). SR 2 4
(0.6%) NRO Oz, o, KBk, BEE MEEBRE) . HK - BT BARE.
DRSS, BREMEAE, TEMEERESE, KX, BEEORBREE | BEVEG P ERBAE,
THALE 22 7L, BEREAE B OV M i/ NGB SR B 1350 D B v 7e o 7o, REIWERZE

WO IBE RS2 5 DEHER LT,



4. HERIZONWT

EHEGS Y 27 EHEEE (RMP) IZESE | RO EEMZEMEERTEE)~O W 7 (4|
N HMEE T > C, RAOTEENEER2BEHELZW - FEL, KAOZEEGICL D HE
REWER ZFH LIRSS T 5 2 EDBREERT D LT OO~@ DT T &7 4 i
FRICBWTHERATLIRETHD,

O HERRIZOWT

O-1 TEED (1) ~ (5) OWVWTNNIELTIMEHRTHDHZ &,

(1) EAFBRENSEET 205 VR EENL SRS (BREF RS A SREEIL SRR,
B )N A2 IREEE L AR, HUEk S AR BT /e &)

(2) FFEMREIRRE

(3) HEMNBRAENEE T 2DV ADEEERE (BARREERERPE. S A SR
WITREBE, DS ABIEEEHEE R e &)

(4) S RALFRIEE A RE L. S RIEE (L HEEZER 1, S SRIEB (L FEIEREE 2
AT SRS LR 3 ORiFR HEIEILR D B 21T > TV Dk

(5) PUEBEMEREBE RIS EEINE Ok (R D R 21T > TV D %

O-2 MHEEOLFRER ORIEARBREO SIS0 7 mik & B2 FFoEM (TFR
OWTINICEEY T HER) N, BEREROAAFICET 2EROELE & L TERES
NTNW5HZ &,
=
- EEIGRFFEUS®% 2 FEOPMTHEZAET L721&IC 5 FLLEDOR AIREDEERMHE %
IToTWHZ &, 96, 28D RIT, BAEWREAZE L LTEEREEFOTHEZ1T
STNDHZ &,
- [ERIGRFFEUE% 2 FOUMPHEZET L7212IC 4 FLLEOBRKREREZHF L TV D
Z&, 9B, 3EL RIL, MEREONAFEYRIEEZ G TN ATEROERIHE 1T > T
WHZ &,

@ BENOEXRMBHREHEOEHIZOVT

EELEREHRICEE T 2E5EENEE SN, BESENOOFERED, Ao - &
EMERZOFEROBTEL NEMZEICRT 2 1ERIEM, FEFSNRE LS E0HRE
EH, LENESHITITON D EHINESTNWEZ L,

® BHEA~DRIGIZONT
@-1 HERRAEHIZBE T 5 B

MEMREEBEOEERBIERNRAE LB, 24 REZEEH O T, Yi%iik X
I TEHEERIER ISRV T, B LZBWERIZIS U CARBREE R O CT Z0RITERH ORI &
ERREORERNP Y BHFIZESN, BEHICHIGATRE R AR N E > TWnD Z &,



@-2 EREFEICLI2AEESRANCET2ER

NABIRIZHED 2 H5P e ik O RE 2 BT A BB EEVNEERAT=4% 1) 7
EEOIEROAT Y —= T E2ITOERE L FRELE TE 5757 — AEFERGINE
SN TWABEZ L, B, BEEKENICHOWT, DABE L ZOFBICHSICEmMENT
WhHZ Lk,

®-3 Bt ORZK-LoXIZBE LT

BITER (HEMEMRE, FFRERRS « AT - B LVEIRE R, NoWEE (RRIREEAE
FEE, BIBKEERE ., TERAKERS) . BIEE. infusion reaction, KGR « HE D THI,
1 RUBEPRIG . FH% - BRRCHBMVRAE, WOk, BEEMEE, BEIRKR, Ml MR
PESRDERT . e, EEORERES, MEEE (F72 NU—ERFEzET) . PR
TEOF R O FEBWEA PRV IE, THALE ZRAL. BERSE) 1O LT HRkhax XL Bz
BB OB 2 A9 2 ERl & EiE L (BIERA OBZE-CSICE L THRER OS2 %
TONDIRFICHD L), EDICHEYIZRLENTE HEH N ES>TWDHZ &,



5. REXMBRLARDLBE

(BRI % FH]

O ALFRERED RSB YRR R ILER BE (CBV T, KA 7 Ay BRI
ROV AT T F v & ORRBGORIEN TSN TN D,

@ TRIZEYTH2AFNOEL KR OERFIEICOW T, REIOFMENSEL S TE
T, REIOE GRS LR B 0,
o OTAHABIOEIENR TR SN TORMEOHEMREA] & OOF &5
o fiRMHBLIRE

(ZatEicBd 2 FH]

O TRIZEYTIIBEFICOVWTEIAFIOEGENEEZD E SN TN b, 55217
oY AN
. AHNO A7k LB EUE O BEERE O & 5 B

@ BERIOFMIZIB VT TRRICEY T 2 BEIZ OV TL, AFIOEGITHSE S vk
N, MOTREEIRE N e WGEIZRY | HEICARZERT L L 2EETE D,
. IR PERR B (IR 2 &) Db HBEIFOBEREOH 5 BE
o BB MRE CRER 2RO 5 BE K O MERT F O R IEMEZE AL A

bh o BE
. B CREREDOEHFXITEEN 0 L TR B ERERBOBERED
% BE

o WHO Performance Status 2-4 "V o g3

(1) WHO o Performance Status (PS)

Grade

0 FoMEREBTE S, SHEOMEMZLE L3 FIFATL R U B EEBENHIRZ <ITZ 2,

1 AERNCE LD EENIRIIR S5 28, BMTRIRET, BIEESLRIIIT ) J 0T 5, EREEZHEMATLS
L— R0 LRICKMEREH T 2BELEEND,

2 HBATAEET, BADHEDOEDY OZ LIFETAEELN, (ERIFITE RV, BP0 50%A i3~y M Tl 29,

BOENTZHDOHEOEDY DO L LN TERY, BHO S0%LL L&~y ROFF Gl 29,

4 Fo=<LET v, BHOHEOELYOZ LidE o= TERV, BRIy FOEFTRIT,
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6. REIZEBELCHEEITN&EHE

O WA SCEE IO, BUERFEEE N T 2 BRI & ARE| O R K ONE IEfF
DO DIZVBERERE TR L ChLERT L2 &,

@ RIEBMRICSL D, BE X Z OFRICHE DR OEEEL2 + oA L, REEE
TR ETHZ L,

@ ERBEWERHDO~F Y AL MZHOWT

M MERE S (B RER 2 &) BN obihvd Z ENnH 5D T, FIHER
(BUIAL, MRORIREE wZmk, FEE) OMERKOMTXEBREOFEmSE, B85
AT O 2 &, Elo, MBS UTHECT, i~ — 7 —FDOMRE %2 E
THT L,
infusion reaction?3® 50305 Z L3 H ¥ | 2[8] B LARE O AK B 5-BFIZ  infusion
reactionS & H AL D T & Wb H O T, KK G R IIBERIEE ORELZ+7512
BT 5 Z L, infusionreaction N i 8 BV HAITE U 2LEZIT 9 & & BT,
JERDEIET D E CTCREORELZH0ICHRT 52 &,

FOR IR RERE S | BIRHSRERREE R O T |RIMERERENRH D bND 2 ENH LD
T AFIE 5B hART & O 58 P I ESIC N WS RE R A (TSH., 1BET3.
WEHET4, ACTH, MH 2T —VEOREIE) 21TV, BEORELZ 2108
BIHr2 b, Fio, MBS TEHBBREZOERLEET 52 &,

AFNOFBEIZLY | BEORERITERT S &5 2 b DIk R REHE
BHOOLNDLZENDHD, BIEEZHHITATY, BEFEPEO ONHEITIE, @
EORERIGICEDBERORRLZE L, EURENZEZ21T5 2 &, BE
DRIEFOGIZ L DBWER D RO 2 H AT, AAIOR G ORI, 1k 3UTE]
BRESNECROBREELZEZETHZ L,

TEAET %, BOARNOBU ARE L TOrLREHERNEET L2 203D 5720,
AR DOEEAE T RIC G RIER OB TITERT D,

AST (GOT) . ALT (GPT) . y-GTP, B U Lt LD L7 % fE 5 THREREE
FFd, BEALMERRE RN S Db b Z L3 d DO T, KREIF SBALAHT & O 55
I EHAN TR E ATV, BEOREEZ+DICBET L2 L,

FRABE BB K, REKEBREOEEENHODOND ZENHDLDT, KA
e 5-BRART R OB G IR P I EMICBEEEERE 21TV, BEOREEZ 712
BlETs2 L,

1BUBERIE N B B, HERFMESS N TV R—V R ZELZENHLDT, O
B, B, RHFEORERORBERSLCMAEED LFIC+2EET D 2 & 1BHERRA
MEEONTIZHEITIE, A VA VBRERET 250U RNELTTH 2 &,

@ TOPAZ-1ERBRIZHBW T, BEHEO24REMIT6EE. TN LIE I8 E ICH D
A T TV Z LB B, ABRSHILESRICEBRBRE CHROMER LT
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