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KG LT HEHRN . FALVIA~T (BIG THlR)

REERDDNTANE IR UIBR ARG ET - BRO B
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7% 1 0S O EfENTRESR (PD-L1 MR (TAP=5%) (2021410 H 8 AT —# by A7)

T+C P+C
(274 51) (272 i)
OS | rhgef [#A] 17.2 12.6
(95%(EHEIX ) (13.9,21.3) (12.0, 14.4)
AP R 0.74 B
(95%fFHEA ) ™1 (0.59, 0.94) *2
Pl (Frfu) =3 0.0056 —

*1 : Hulsk GR7 27 5t o fthod i) M QMG iAo F B4 fE | R+ & L 7= @ RICox Eeffil P — REF /L
*2 o R kG L 7298.2%CTiE [0.56, 0.98]
*3 ¢ Jdlog-rank#iE  (EHICox Ll Y — RETIL & Rl—DEHINT) |

TEKHE () 0.0092

X 2 OS O H EIfENTEF D Kaplan-Meier #i#2 (PD-L1 BBMEER (TAP=5%) . 2021 45 10

H8HBTF—&%hy " A7)

1.0 =

0.9 =

Survival Probability
o
1

= AmA:n=274, evenls = 130 Median:17.2 ,95% CI 13.9-21.3

== AmB:n=272, events= 161 Median:12.6 95% CI1 12.0- 144

HR (95% CI) : 0.74 (0.59 - 0.94)

Log-rank test p-value : 0.0056

0.4 -
v
034 +¢,+
T T
-'_I
0.2+ e =
Y-t
0.1=
0.0+
T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
Tume (Months)
Number of Patients at Risk:
Time: 0 1 2 3 4 § 6 7 B 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32
Arm A 274264 262 252246234 227219196185 167144122109 93 77 70 62 52 47 38 35 30 212 19 1411 10 9 6 3 1 O
Am B 272268261 254 237226215203 189168 156141118 94 80 70 57 49 44 35 26 20 16 13 12 92 6 5 2 1 0 0 0O

% Am A:T+CHE. Arm B:P+C 7 7 B REE




# 2 0S OEKEMBHTREE ITTEMH., 202342 H 285 —42 v h47)

T+C P+C
(501 1) (496 f51])
(O HefE [ A 15.0 12.9
(95%f= #E X ) (13.6, 16.5) (12.1,14.1)
=R 0.80 B
(95% 5 #E X M) ! (0.70, 0.92) "2
PAE () =8 0.0011 —

*1 0 HUIE (7 U7 2 ofoRg) | PD-LIZEB & OMEIRRRE O F 4 B RIR 7 & U728 BICox Hhpil
NP — RET L
*2 1 A EKYET RIS L7295.5%CTiE [0.69,0.93]

*3 ¢ JEBllog-rankE  JERICox Ll Y — RET L LFH—DERRT) . FEAYE (FH) 0.0226

3 0S DOEFESENTRFD Kaplan-Meier Bi#t (ITT %M. 202342 28 BF—F# W v b4

7)

1.0 H 'M;H.Hl-‘
!
0.9 *}R
-h\ — Arm A:n — 3501, events — 370, Median:15.0, 95% CT 13.6 - 16.5
0.8 H e Arm B:n =496, events = 406 . Median:12.9 , 95% CT 12.1 - 14.1
0.7 N
. HR (95% CI) : 0.80 (.70 - 0.92)
% 0.6 - \\t Log-rank Lest p-value : 0.0011
= i
£ M
e 0.5 -
Z S, g
é 0.4 e,
: —
4= \W
0.2 "“‘m.,m TR T SRR
el B T T
0.0~
T T T T T T T T T T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50
Titne (Months)
Number of Paticnts at Risk:
Time: 8 2 4 o6 8§ 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50
Arm A 501477445404 355316278254 226202179165 152130107 77 59 53 43 31 22 13 10 4 1 0O
Arm I3 496 472 431 398 344 304 264 218 186 155 136119109 95 73 32 39 29 25 20 15§ @ 3 2 0O O

% Arm A: T+CHE, Arm B:P+CHf




(PD-L1FEHLIR LR D A % 14)

E RS RIS IEEER (BGB-A317-305 #ER) ([THAANONIZEEFED > B JEEH
TRARARIZ I 1 5 PD-L1 OFEBLKGL (TAP) IZBHT A WA oNT-BEDOT — 210K
3% PD-L1 FEBUR DU D BERI T2 fifMT 24T > 1o B DRERIZLL T O LB Th -
776

3  PD-LIRBURTLRIDOSD BRI FER (BGB-A317-305388%. 2023820 28HF— %W v +47)

L 0S
. -~ ; AU MR T
PD-L1 J&8 R (P13 %) e [95%CT] AN — R
° (B H) [95%CI]
T+C 227 178 (78.4) 14.1 [11.9, 15.6] 0.91
< 0,
TAP<5% piC 224 187 (83.5) 12,9 [11.3, 14.7] L0.74,1.12]
T+C 138 108 (78.3) 13.8 [10.8, 16.2] 0.91
< <109 ’
5=TAP<10% piC 127 101 (79.5) 13.3 [12.0, 15.0] [0.70, 1.20]
T+C 136 84 (61.8) 225 [16.4,26.4] 0.57
> 0, s
TAP=10% p+C 145 118 (81.4) 123 [113, 149] [0.43,0.76]

*1 : PD-L1 HIERRE Th o Iz BEIIBRS S hiz, *2 : FEJEHI Cox oI — FEF L

PO LT Status: TAP < 5%

100
g w®
S W
= ™
3
3 %
o a0
3w =
T M
@ 1w i et -
[
.........................
02 4 6 8 10 12 W 16 18 20 2 M 20 W W 32 34 36 ¥ 4 L2 M 45 &
Time (Montha)
HNo. AtRiak
+

PERLT Status: TAL® Seare S% - 100%,
100

Survival Probability (%)

Thne (Manths)

TS 133 134 125 116 B0 B4 T3 W 56 4T 43 3B M N T W 1B 12 W 7 5 3 3 o
Wi 59 BT O N 3 " Y 8

0 2 4 6 B 10 12 14 16 18 XN 22 M ¥ 2B M 2 M 36 I8 N 42 4 4% & 50
Time (Months)

X4 PD-L1ZEBLRIBIDOSDRMIFHTE:DKaplan-Meier#if# (BGB-A317-30528k, 20234E2 288 57— &
By hF7) (LB : TAP<5%., F1B : 5SSTAP<10%. TFE : TAP=10%)



[Z24:PE]
E BRI MFEEER  (BGB-A317-305 #ER)

HERELIT THC B 495/498 ] (99.4%) . P+C B 486/494 ] (98.4%) (Z3RH S, 1A
B L OREBERAGE TE R WEEFRIT. TN 483/498 #1 (97.0%) & T 476/494
B (96.4%) \ZFBD LTz, WT OB CTHRELEIG ) 5% EORWERIZ FTERO LBV
THoT,

F4 DWTRLOBTRHAEED 5% EOBEER (BGB-A317-305 3RER)

ik (%)
AR
(PT: Preferred Term) e prew
(MedDRA ver.25.1) 498 {4l 494 {4
4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
2l 483 (97.0) 268 (53.8) 11(2.2) 476 (96.4) 246 (49.8) 4(0.8)
N 237 (47.6) 13 (2.6) 0 (0.0) 232 (47.0) 9 (1.8) 0 (0.0)
LRI 182 (36.5) 14 (2.8) 0 (0.0) 185 (37.4) 16 (3.2) 0 (0.0)
I NEE 175 35.1) 56 (11.2) 0 (0.0) 183 (37.0) 57 (11.5) 0(0.0)
AP ER A 168 (33.7) 59 (11.8) 0 (0.0) 160 (32.4) 57 (11.5) 0 (0.0)
AR 161 (32.3) 1122) 0 (0.0) 162 (32.8) 12 (24) 0 (0.0)
i 158 (31.7) 25 (5.0) 0 (0.0) 163 (33.0) 37(7.5) 0(0.0)
TANRGXUBT I 146 (29.3) 13 (2.6) 0(0.0) 137 27.7) 4(0.8) 0 (0.0)
KT VAT T —RHN
Ff BB 119 (23.9) 15 (3.0) 0 (0.0) 134 (27.1) 8 (1.6) 0 (0.0
TI59=vT )b 113 (22.7) 8 (1.6) 0 (0.0) 97 (19.6) 4(0.8) 0 (0.0)
AT = Z—E M
| 111 (22.3) 12 (2.4) 0(0.0) 126 (25.5) 11 (2.2) 0 (0.0)
KR = 22— 3 106 (21.3) 1(0.2) 0 (0.0) 116 (23.5) 3 (0.6) 0 (0.0)
P
FH - SREFE AR A A 95 (19.1) 15 (3.0) 0 (0.0) 93 (18.8) 10 (2.0) 0 (0.0)
JEMRRE
17 76 (15.3) 10 (2.0) 0 (0.0) 71 (14.4) 7(1.4) 0 (0.0)
5 75 (15.1) 9(1.8) 0 (0.0) 61 (12.3) 6(1.2) 0 (0.0)
ek iE 74 (14.9) 33 (6.6) 0(0.0) 80 (16.2) 34 (6.9) 0 (0.0)
RSB 69 (13.9) 1(02) 0 (0.0) 67 (13.6) 0(0.0) 0 (0.0)
M e Y e N 61 (12.2) 7(1.4) 0 (0.0) 58 (11.7) 3(0.6) 0(0.0)
1/ NI E 60 (12.0) 15 (3.0) 0 (0.0) 56 (11.3) 14 (2.8) 0 (0.0)
AR B i 58 (11.6) 0(0.0) 0 (0.0) 54 (10.9) 0(0.0) 0 (0.0
HUR BRI T E 57(11.4) 1(0.2) 0 (0.0) 13 (2.6) 0(0.0) 0 (0.0
Z 9 FEAE 45(9.0) 1(0.2) 0(0.0) 9(1.8) 0(0.0) 0(0.0)



%k (%)

FEAGE

(PT: Preferred Term) e prow
(MedDRA ver.25.1) 498 5l 494 141

4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
7 i BRI i 44 (8.8) 6(1.2) 0(0.0) 44 (8.9) 7(1.4) 0 (0.0)
FEH 44 (8.8) 3(0.6) 0(0.0) 25(5.1) 2(0.4) 0 (0.0)
T 40 (8.0) 1(0.2) 0(0.0) 46 (9.3) 1(02) 0 (0.0)
&7 L7 T i 38 (7.6) 1(0.2) 0(0.0) 46 (9.3) 2(0.4) 0(0.0)
RIES 36 (7.2) 7(1.4) 0 (0.0) 35(7.1) 7 (1.4) 0 (0.0
R 34 (6.8) 2(0.4) 0 (0.0) 36 (7.3) 0(0.0) 0(0.0)
i 34 (6.8) 0(0.0) 0 (0.0) 9(1.8) 0 (0.0) 0(0.0)
K7 Y ¥ AU 28 (5.6) 6(1.2) 0 (0.0) 33 (6.7) 9(1.8) 0 (0.0)
FEIED £ 27 (5.4) 1(02) 0 (0.0) 27(5.5) 0 (0.0) 0(0.0)
PINAN: < ¢/ % 26 (5.2) 5(1.0) 0 (0.0) 20 (4.0) 5(1.0) 0 (0.0)
R 16 (3.2) 0(0.0) 0(0.0) 25 (5.1) 2(0.4) 0 (0.0)

7285, T+C FEIZ B CRIE AR 16 41 (3.2%) . Infusion reaction 220 f4i] (44.2%) |
KIGZE 6 B (1.2%) . /MEZk 2 B (0.4%) . BEEOTH 12 6] 2.4%) . A2 9 4l
(1.8%) . NTHEREREE 199 f (40.0%) . T 8 5 (1.6%) . Lozk 3 B (0.6%) . &
FE DR JEREE 20 1] (4.0%) . 52 3B (0.6%) . REAEUHAMEE 1 B (02%) . EIER
HEE 1B (02%) . Woriskess (FURIREERERE S . RITHREREE . T RAMRER
66 il (13.3%) . 1 BUBEIRI S 6 (1.0%) . BER 161 (02%) . BHERERESE  (RAME ]
BB, SRERIRE RS 961 (1.8%) | MK 14 B (2.8%) . MhfREE (X¥F7 0 - L
—IEERETE) 239 Bl (48.0%) | EEZRMEREE 22 fl (4.4%) . #IRIARIERSE 5 {5
(1.0%) . EFEOEK 49 F (FHEE 58%) 2RO bz, o, DFEk, Bk, B
K. KR, SE IR, WALMEIRE R ITFRO SN0 o T2, AREWEF BRI LB
% (RRRAEMRY 2 51) Z2a0EERE~T,



4. FERRIZDOVWT

AR OG-0 70 BF 2 2W - F5E L, AFIOFRGIZ L0 BEEZEEHZ®BILL
BRCHIGT 5 2 E BB 720 LFOO~Q@D T R T &z T sk iB W THEHAT 5
RETH D,

O HERIZONT

D-1 FEd (1) ~ (5) DWTHMNTEST IR THDHZ &,

(1) EAEFEREDRET 50 A BFEEIL RS (BE RS A2 HG LU
HiUEe A3 A2 SR AR e . MU ARSI B e &)

(2) FEEMEREIRDE

(3) ABEFIRENFAFRE T L 03 Vi PaEEIRbE (23 U2 Wa IR T, 23 Al
W, 3 A B EHEE R e &)

(4) IR FPRIEE ARG L, SSRIEG L FRIEZ R 1, A RIS b P Lok} 2
SATAN RIS AL 2R 3 Oak FEEI AR D J| H 21T - T D itk

(5) PrEMEREEE AT & HNE O fEs IR DR AT > TV A

O-2 B DAL FIRE K OFIE R BLRE D RS +53 72 Ak & R A RO [ERlT (F&RO

WFNNITEY T S ER) A, YEZRBOARFCET H2EROBELE L L TRESN

TWHZ &,

*®

o [EHIGFFEUSL 2 FFOYHIHEAAE T L7 5 FLLEOD AR D FRIRAHME
EIToTWHI L, 26, 2FEULEE, BNAERMERES T L LRSS O
BEEZIToTWNWBEZ &,

o [ERRFFEUSE 2 FEOMMBHE ZE T L% IS L e D0 A B RIE 2 &1 5
FELLEOW LSRR EDEMZIT> T D Z L,

o [ERIRFFEUTE 2 TOYIHWHE ZE T L7122 4 TLLEDERKRESR A H LT
HZ L, Ob 3MERIX. M bEE DM AR &S e I LS S D R AT
EEITOTNDZ L,

QBN DEXEKMGIFREBEDOMEHNITONT

SR E ST T 2 FEE D ELE S 4L, BURAEN O OIFRE D, AME - &
MR EIE R OB B OERR S T3 2 IEHIR I A EFR0BE Licghb oMl
DR NATON AR HES TnD 2k,
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® BIER~DXRRIZOUVT
®-1 Mg AHEIC 3 5 B4

VMR RSO EE R RIWEANFA LIZBRIC, 24 FFEZEEHIO T, Mkl X
TSR (2L BB L2 RBIVER IS U CABEE L O CT ZE DRIWVEH O8N 24
BRMRAEOFERN Y B PITH I, BEHITHIGAIRE/RARH N > T b Z &,

@-2 ERMFE L 2AEFESACICET 5 E S

N AR D 2 M 2 M OB e 2 A9 2 ERIEEE D REE e =2 U 7
EEDITEROA T V== 72TV ERE L FR A TE 27— L ERIH 23
i SNTWD Z &, 2B, BRI OWT, BDABFE L ZOFFEIZH3ITEMmS T
W5HZ &,

@-3 BIfEROZRr-oxRICB LT

BIVER  (BVEMERZEEBICIN Z . infusion reaction, KJEZS « /G2 « EIED TFHI, I
R4 - IFEgRERES - 28, DA% - DB, BEEOKREREE, ik - B RALE -
EIEF I E, NS (FURIbE e S . FIR e . T ERRKRERES) . 17
PEURIA . e, TRk REREE (JRAMIE RVEMER 2, RERIABR85) . MMk - BB - i
%", MREREE (K7 - NIEGERS) . EERMIRES, FRifeZERE, .
SEIMRE, HEDOH R, MALMERE R, B OEmilaBhiEzEte) o
b LHBE~OMHEM, I - IR O RMESE) (I3 LT Makhak S B =y
WEAD R MM A AT HERM & HEHE L (RIERORZECXHMCE L TSR USR5
TONLEMHICHD T L), BEHICHEERLENTE HEHIESTHWDZ &,
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5. BEXRLERDHBE
[H7hM Iz B4 % $FIH]
O FROBH BT, AFILALFRIEE OO 5 OFIMEIVREN TS,
e HER2 2O UIFRARE R EST -« RO HmES
1 OHR S IALERIEIIL T O L B0,
o XV VTITFUROANRUE
i RS T F kN 5-FU

@ TRUSEYU T DEE ST DARA DB S OE T TIEIZ OV TR AR OA LA
MSIVTEL T AANDE G- R LB,
o O THAIDA DRI TRV MO HTEANE R A & D HF I # 5
o FINOHBIFEL
*  HER2 BPEDTREEIER AN RE R HETT - FF5E D T4

@ FEBILFEB MRS (BGB-A317-305 35 (28T, PD-L1 &8 (TAP) (2L
A LA & OPEFHE G- OFMER BRI DR RE I TWD (p7 &) =
ENG | ARE L OB EEA & OOFRABEEIZEE L TIL, TAP b L= ECf&
LR[S OHM a2+ ENLEE L, TAP 28 10 RiliCTh D Z LRS- BE
BN TIE, AFLUANDIREGERIE L ZET D5 L,
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rm_&éﬁémﬁ_omfi$ﬂ®&¢#ﬁékéhfné:km6\&Q%ﬁ
DNz &,

o ABADORSIITKR LIBBUEDREIEED & 5 B FH

IIRATOFHMMICIB W T RIS Y T 2 BE T OV T, AFIOEGIIHRE I LeWn
. MOTRESRPFUL D 72 WG EIZIRY | EEICARZHEN T 52 L 2BETE D,

o MEMERDOAEIEXI iﬁfﬁi@ibé B

o JEBEIER A TRV 258 D B M ONE B 0D HCR BTl JE O YuME it ¢ 25
DI IIEMEEA LR I DL D B

o BCAEREBROAIEXIREMEA L IXEREMO B R B OMERO H %
BE

o REVBAEIE GEMmEMRBHEIE A5 Te) O 5 RE

o FEEORYSOIME A AT HBE

e ECOG Performance Status 3-4 "V D

(D BCOG @ Performance Status (PS)

Score | F
0 S MERIEHTE 5, LA LR E AR HIRZ <ITX 5,
i RIPRBTIZEL UV BRI R S5 23, BMTRMREC, #EESE > TOFEEIIITO 2 &N TE D,
Bl L BWKE EBAIEE
2 BATRRECTH O OEID O Z LT TRREEPMEEIXTE R, AP0 50%LL R~y M Ciln 23,
3 [ROENT-BESOHFDEY DZ L LNTERY, B0 50%LL EE2Xy R+ il 24,
4 EENT RV, BOOHGORID O L1Ta TERY, ERICy KFT il d,
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6. REZELTHETNEFH

O BACEFITN A, RIERTEEE DR D EORMF T D & AH DR M OV I
D1t Aa 3B L T AT 2 &,

TBIRBAMRIC N B, BESUIZ DREICA MR Ofatt a2 ot L. A2/
TmbEGTLHZ L,

EREWEM O~ YA MIZHONT

@

®

AKNOPHAZ L0 | WEORERISICERT 5 &5 2 B bHEkx 7R EBHIE
DHLbLNDZENbD, BlEE2 74TV, BEPREO LA, &
FEDREFONT X DRHEHORBLEZZE L, WORENZK 41T 2 &, B
DFHPESINNT KD EWEH DI 258121, BB REALVE S HlobG%E%
EBRETDHE, Fo. AREGHKTRICEERBEARS ORI ERHD
DT, ARG THRHBIEL 2T 2 &,

MEMEMEENRD LIS Z ENHH DT, FIER (B8, FEUWIKEE, %
WEEE) DOMERK OWIE X SR A DO FE %, BIEL+21TATH 28, o, ME
W2 U TSR CT, i~ — 0 —FOMELEMT 52 &,

Infusion reaction 23 &> 5945 Z & A3& %, Infusion reaction 3788 HALTZHH T
L B LE AT S &L b, SRR EIET D £ TREDIREEZ oI Bl
T5Z &,

JHFAE, IFREREREE . TR LoD Z D5 5D T, AAIE G- BIGHT & Y
P G R X E IR AR RER A (AST. ALT. y-GTP. AP, BV /L E %D
WE) 2175 2 &,

RUIRMREEREIE S . T RAERE T L OCRIBEHREREENH L DNDL 2 ERHDH D
T, AAOFeH-BALERT L O 5B I E BRI N kg re i dr (TSH., 02Hfk
T3, il T4, ACTH, M aLvF > —VEORE) 2EdT 5 L,

1 BUpERRI (BE 1 BUBEIRIG 2 5 de) b b biu, HERFEMES F 7Y F— &
WCEDZLENRHLHDOT, B, B, MEIESEOREROIEBLL MAEE O L5712+
EETAHZE, | BERES RN G SIS AL, AR
H D5 O B ZITD Z &

BHRE TR BOE OB HRRE L T LRITEANEBT 2 Z 0N 5720,
KFNDEGAE THRIZHRER ORBIUDITIEET D,

BGB-A317-305 ik ClI 5-BRAED O 48 H M4 £ Tl 6 HEMMIIE. & D%k 9 #HH
Il CH MR 21T > TV 2 Z & 25810, ARAK G I EYHIZ EE MR T
BROMEREITHI Z &,
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o YA ARG
o AFNOFIITH LIBBUE DBEERE D & 5 BE

@ HFATOFAMICI T FREICER YT 2 BF IOV TIE, AFOLGITHERE 20
D, M OIEFERIU S 72N E IR Y | HEICAFZEAT 2 2L 2B ETE 5,
o [AVEMERIER (ORRAGIRAE 2 5 Te) Ob 5 BEIZE DD H % BE
o BB ERERAL CRHIE R 238 £ B M OGN 2 5 D il 2 S EME AU 23 20

b5 EE
o HOREREOAHF B3 L XD B CRER B OB D
o5 EBHE

e ECOG Performance Status 2-4 £V (B

10 ECOG @ Performance Status (PS)

Grade

0 A< R TEEITE %, JBINAT & I U B HARE 2 SRR <AT 2 %,

1 PRI L DEBNIHIR S 523, BITRIRET, BIERESH > TOMEEIIITI 2L TE 5,
Bl |OFHE, HEER

2 BATRIEETANDH DRI Y O Z & (3T X TAREEIZAERIZTE 22V, HHEO 50%LL Hid<y RATil 29,

3 BOENIZAHOHDEINY D L LNTER, BHD 50%LL EE Xy KW+ Ci 24,

4 AL BT, ASOHOIY OZ L FAEL TERY, BRIy RO+ T,
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6. BEIELTHEETNEEH
O WACEFCI R RIEMRTEER DR 2 BB D & AH| D ReE K OVl E

HOT=DITBEIRNGHE H /IR L COLEHT D 2 &,

@ TREBIMRICINI D, BE T OFEICH IR OfEmtE 2 oyt L, RE 215

TOoEFTHZ L,

@ ERBWEHDO~FY AL MZOWT
o [RVEMEMRE (BURIRZE 2 S de) B Db ENHDHDT, YR
(BB, PRRIRSE, ik, FEEVER) ORI OWIER X SRR A oo s, #8122
AT H) &, £, MBS UTHE CT, i~ — T —S0mi 4 E
M35z &,

* infusionreaction 3% H DO DH Z L3 H V| 2 [FIH LA O ARFIBE 5-HFIZ ) infusion
reaction 3% HDONDH T ENH L DT, KA GRHZI T ERIEF OREEZ 45
ICHER4 5 = &, infusionreaction D3ERO SN S ITHEU M ELEITO & b
W2, ERAEE T S F CTREOREE TR T 5 2 &,

o HURAREEREREE | RIBHERE R O T RAEERENR S DDONDHZ ERHDHD
T AKI G- BRAARI M OV - A B AR X E RO N > WA BERR AT (TSHL, 2 T3,
WEHE T4, ACTH, fLH 2 /LF Y — VEORE) 21TV, BEOREL 55108
BTDH L, Fio, BBEIEU THEREGOERLBET L 2 &,

o AFIOEEIZXY | BEORESIGICERKNT D LB X DDA TR ERE
BHOLONDZENRD D, BIEELTHITITV., BERRD GNTHEITIE,
JEDSGPERUNC X D RIER OB 2B [E L, @l aiT5 2 &, i
DHRE OGN K DRHWER RO 556121, ARIOEGORE, F 1L
BRERVECRIORESEEZETH L,

o WHRTH. EEMNASEIHARE L THLRWERANET D ZENH D120,
AR DL THRIZHRWERORBUZ/0ITIEET 5,

e AST (GOT). ALT (GPT). y-GTP, B U LB %D LA 0E 5 IFkReRE, T
I, BLMEIRAE 3D B b Z L3 d D O T, AREIBES-BIART R O 541
PIXEH TS RER A Z 1TV, BEDREEZ+2ITBIET 52 L,

o RMEMEMER., AEREBREOBEEENHLLDLONDLZ EBHHDT, KA
P 5-BRAART K OF G- IR 1L E WM I B RS RERR A 21T\, BRE OIREEAE /312
BETHZ L,

o 1AUBEIRRIEN D b, BERFIES TV R—V R ZEDZERHHDOT, 1
B, Bl EIAEOEROFEBLLMMHED LA HoEET 2 2 & 1 bER
MWD HEITIE, A VA VKA 5T 2 EOETRIEEZITH 2 L,

@ MATTERHORN FRERIZ BT, LLFIZREE L 7R A 2 Ol 247> T iz 2

LR BEIC AFEETITEMICEGRE CHROMREITH = L,

T oE B R
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o % 4 BRLL ERRE R 2D T X FURIT R BRI O BRAERT 28 H LI

o (ITRAHBIEIEBGE D D 2 EMIE 12 84, # DT 24

¥, AA OB GIIMETMBEEL LT 2 mE T, IFEMBEES LT 12 BET
ETHT Lk,
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1. IU®IZ

EIE S OFENE - LMD DT DIZIE, B SUEE IS Wzl E e 23K
bNb, EHIT, IHFEORFEHMRT O L0 | BUREIRN e & OF B 22 FHE 1%
FEFRLDPEGEISNLP T, 2RO DERNZ BICKNERBE TR 2 2 LR
PR L 72 o TR Y RBRFEWBLEE & D FEAT #2016 CEEL 28 42 6 A 2 H BRI E)
IZBWThH, EHERGLEOHHORELHEEZX S Z L L ShTn5,

POSLVE RS 3R, REMERSCLZ M T v 7 7 A VDBEF O EIR G S 5T
BRI BZEeNDD, 207D, AMER LRI T A1 @D |- &3 5 F TOR,
BHEIGMOBEZM 2T 52 LR MfFS B IR L THEMNT S L & b, BUE
FMFBL LB B3t s a & 5 2 & DS Alfg /e — & O B % Jiii 7= 3~ R R B ¢k A
THIEREETHD,

L7z o T, RIFA RT3 A4 Tl BRI E TITHELN TV D EFITFH) -
BHER MU D & | LUT O EIE S O Fei 72 1 2 HedE 4 2 Bl 6 B R Bk & %
FROEEFHERT,

B RHA BT A %, MNATERE NEFE EREIFR O, A8 EN B AR
BRARNES 7oy, — M ENE AN B RBRIRNEES . BEIEETFNEENEA B Al e kO
— AL EIEN B ARMERER TS DO Db EAER LT,

KB ERDERYN T ar <7 (BETHHRZ)

REERDHRIIEINE  GIBRABE 72 R FTHEAT D FE/INRLATRE 1 35 1T 2 BRIR I L U s 15 4%
DHERPERE
GIBRASHBZREAT + 38 DI/ N e e
e/ NI GIE (25 VT DA « i A Bh s

R ERDMEROAE : (BIBRARBEZ2JRPFTEST O FE/ NI ATE 2 331 D HUARI L2 U SRR 1
DHERFERE)
WE, RANZIET 2 v <7 (B z) & LT, 18 1500 mg
% 4 ARG T 60 S ILL DT C i< 5, B G5HIMIX 12 7 A M
EFTET D, 72720, KE 30kg LLTFOHEO 1 [BIFG-EIT 20 mg/kg
(k) 32,
(GIBRANHEZREEAT + FFIE DI/ Nt e fifigess)
R AU L~7 BB Z) ROASREUEERSEHA % & e thodt
MRS & OPFHIZRB W T, B AIET 200~ 7 (EsF
FAHEZ) & LC. 1[8] 1500 mg % 3 #EFE T 4 El, 60 43HILL EANTC
BT D, FO%. Tal e (BEH#Z) LT 1H
1500 mg % 4 WEFE T 60 4Ll BT CHiEFET %, 2770, &
H 30 kg LN OHEO 1 [BI# 5 &IL 20 mgkg ((REH) &35,

2




/NIRRT (3 U BARTRT - fRE B TS)

AT B E Cld, MO BUEMEREEAl & OPFHICB T 8%, BRAIL
37 2 v~ T (s R ) & LT, 1181500 mg % 3 @[k
T4 [EFET, 60 3HLL BT TRIEFEHET 2, 0k, IiEmiBhiRiE T
%, T aAwT (BEFHEL) & LT 1101500 mg % 4 J#[E R
b 12 [EE T, 60 ML o CaiiET 5, 7272, {AHE 30kg
PUFOEAO 1 Bl 20 mgkg (KE) L35,

EUBCN T e SN o ik v o

(%)

LAY L~T (B2 OBEEXITSE., HELKOHE
SRESUITZN G, « BIBRASTRZARMEST - TR DI/ NI AT
FEROHE : T2~ 7 GEE R Z) KOOSR PUIEMEELA 2 & Tefh o JrEE
JESEA & OB TOEE  RACIE L A ) A~ 7 (B z) & LT 11875 mg
Z 3 MM T 4 B, 60 43 RILL LT TRIEFET 2, 0%, 7 B OMRBAZ2T T, b
LAY LA~7 GEGH##z) & LT75mg % 1860 43fLL LT CREsiiET 2,

BRAGERIZ I8 1 2 A A O L « AT 3. BRREGE) ©IH (P5~) M




2. BAIDFH, 1ERBF

T aNSw T GRIR THE ) (BUF TAHL) 1&. & b programmed cell death ligand
1 (PD-L1) (Zxtd D&k a7V v Gl (IgGlk) 727 7 ADe Milx /) 7 a—F
iRk ch s,

CD274 (PD-L1) X, HHENIZB W THUREASMIRE IR L TR Y | &M kLzY
VRER (T ffE, BAIFE LR OV T = 0% 7 —THifd) 5%+ % CD279 (PD-1) K&
UNCDRO (B7-1) &ffe L &S 2 AITHIE T 5 &5 2 540 TV % (Annu Rev Immunol
2008; 26: 677-704, Blood 2010; 116: 1291-8), F7=. PD-L1 %, 4 OFEEANLIZ &R
LTW5Z & (NatMed2002; 8: 793-800, JImmunol 2003; 170: 1257-66) 233 STk
D, PD-L1 & PD-1 41 L7of&B&I%, MRS LR R 722 T Mfa ) H OB E 2 [a]
WTHFO—o2L L TEZLLNLTWVD,

AFANE, PD-L1 OMPLSMERGCHEA L, PD-L1 & PD-1 OfSE AL ET D Z L4k
D BNAHURRERE 2 TR OGS EIGIE 2R U, EE OB 2 mEl+2 L3525
ANGAYR

AFNOVEFRBE LD < B ORE MG X 2RIEREN S &b, EE UL
BLAREMNEDR & D, AR OEGH RO G%ICIE, BFOBIEEL 770, BEAR
OO EITIR, B L2 FGUT S U7 B MR 72 ik & R BR A2 RO fh & i L T
GI7R8ERI W 2 AT\, B DS SOGT X D RIER N B 355121, Sl RE R L
EUHIOEGE OB I ILE 21T O MERH D,



3. EBRREUE

YIBRASHE 72 R PTHEL T D FE/NIIE S (2 35 1 B AR TR L SF i g i 1% OMER R L . B
FRASRE 72 HELT « PR D IE/INHIIE Bifide K ONE/ Nt (2 38 U D AT « 564 A BT D 7K
R BT 21T o 7= B2 B R RBR D ki & o3,

[A%hE]

O EELFESMFEFE (PACIFIC 75R)
Wi Eb 2 A 7 D AERF A O T RIBR O SRR L% SR BT T 0358

O BV o T UIFRARRE 2R R PTEST O IE/INiiha it 223 (WHO Performance Status 0 X
X 1) 713 B (CRAIRE 476 B, 7 ZBAREE237 6) (AAAN 112 B [AAIRE72 6], 77
TAREE 40 Bl] EZETe) EAXIGUT. ALTFHURBREIERS T 42 H ELNICAHA] 10 mg/kg F
72X 7 7 Rokbha2E L, 2 EHEERE (CLF, TQ2W)) TAEHEL/Z & DA%
PER O 22t Lz, FEFHMBE B Ch 2 o filE@ic L 2 BB/ M (BLF,

[PFS|) (i [95%(EHEXH]) DOFEFRIT. AFFET 16.8 (13.0~18.1) #H, 77
TAREETS5.6 (4.6~78) WHTHY , KFNLT T v RICH UHEEHFCA B 2R 2R
L7z ONF—RE0.52 [0.42~0.65], p<0.0001 [J&%H! log-rank FRE ], 2017 -2 A 13 H
T2y NAT),

1.04 Median PFS (85% CI)
0.5 E 3 18.8(13.0,18.1)
e F5e# 56486, 7.8)
* A F— FH(95%C1)  0.52(0.42, 0.65)
0.7+
g 0.6
4 o054
g 0.4
F-N 0.34
(=]
0.4 R —— e
0.1+
0.04 '
T T T T
1 3 1= 18 10 21 = | &Y 10
REARMSHSDOMME(A)
Number of patients al risk
Month 0 3 6 9 12 15 18 21 24 27 30
£ 476 3 301 264 159 86 44 21 4 1 o
73wk 237 183 106 87 52 28 15 4 3 0 ]

1 H3¥HFEIZ L S PFS O Efi#NTER; D Kaplan-Meier %R

F7o. bH —OOTEFHMEEA TH A REFHIR (LLF, T0S)) (FRAl [95%54HH
XM @ 1= EHOHRRMEYT (299 oA X2 8 OFERIT, AFIFET NE™ (34.7~NE)
WA, TT7EREET28.7 (229~NE) WA THYH . KFNTT 7 RITx LFEHEICHE
BIMER AR LT (N — FEE0.68 [0.53~0.87], p=0.00251 [J&@5] log-rank I 7E. i



JkHE (FMET) 0.00274]. 2018 423 H 22 HF—H 1w M4 7).
* o HEEARRE (LU, AR

= Median OS (95% CI)
A NE (34.7, NE)
0.8 : 5t 2B.7 (22.9, NE)
e, \HF— FEE (95%C1)  0.68 (0.53, 0.87)
B X
£ o7
i
¥ ped
& T,
C.5 -
(LTS PTER N T PR SR J S PR |
0.4 4
0.3
024
—k#
01
----- 5
o T T - v T
0 3 ] 9 12 15 18 21 24 27 30 a3 36 30 42 45
Number of patients at risk 1 (£ 30 ham M
&3 476 464 431 415 385 384 343 319 214 210 115 57 23 2 0 0
IS5t 237 220 198 178 170 155 141 130 "7 8 42 21 9 3 1 0

2 OS O HEfENTIRF D Kaplan-Meier BifR

HARNEEEM 112 6] CRAIRE 72 61, 77 2REE 40 1) D PFS (HFRAE [95%(5 8
X1 (IAFFETNE [109~NE] B A, 7Z7EAREETT72 [2.0~18.6] B A (Kn¥F—
NI 0.49 [95%(E5HEX M : 0.26~0.89]1, 2017 42 H 13 HS—& v FA4 7)., 0S (Ff
G [95% (5 HEIX]) 1%, AFIRETNE [NE~NE] 7 H., 77 ¥ HREETNE [NE~NE]
A ThHoT (NP — R 096 [95%5HHIXH : 0.48~1.92], 2018 /F3 H 22 H7 —#

B NAET),
t Madian PFS (95% Cl)
FH NE {10.9, NE)
08 T4t 72 (20, 186)
AHF— FR(O5%C) 049 (0.26, 0.89)
0.8
3
|E i
o U g
iF
s
s
Ll\.. -4 e
v
0z Median OS (95% CI)
— & —%R @ NE (NE, NE)
ez I3tk NE (NE, NE)
=== 7 EH avif— FEH(95%C1)  0.96 (048, 1.92)
0 T T ) . T T T T T T T
. 3 & & R” 15 8 n n ¥ o n ¢t 3 & @8 422 1B B A W®W A J?B B B W 2
Number of patients at nsk LS TR PATeTU s )] Number of patiants at risk 1 (e 28 30 et BRRAEFD
=8| 72 58 51 4 34 27 ] 10 3 ] o Al 72 72 &8 B 8 B} 6 M 85 4 2 A 0 L
Foms 4 2% 2 i 14 a ] 1 1 ] ) Fye# 40 B ¥ M ¥ 2 N W ;W B B 3 5 e 0

X3 HBAABEBEMRICIIT D PFSK OSSO H Eif#ENT I D Kaplan-Meier Bk
(B : PFS, AKX : 0S)




(PD-L1 FEBUR DB D A R0 Je OV A1)

Il % e [R] 275 T AH

R (PACIFIC iBR) [CHHAANSNIZHBED S b, JEEHEIC B

C PD-L1 A8 U7 JEE MR 5 %A (LUT, TPD-L1 B ]) (BT 2 M5
ST D HBE DT — X (ZHS X | PD-L1 SEHRBNIRR NI 21T - T2 A 2K
OWZEMEDFRERIILL T D LB ThoTo,

AHIWEIZBI LT, PFS XN 0S OWTFHIZEWTE PD-LI BEHENMEVIEE T TR
BRI 2 ABIBEDO Y — RED K E < 22RO Hive (X 4), PD-L1 RBELFE
D3 1%A0# K OV PD-L1 FEEIEN 1%L EOBF LRI IT 5 0S D Kaplan-Meier #HfRIZ
X5DEBY THoT,

72¥, PD-L1 OFBIRIZEI 6T, RKFOLEM,ET 77 7 A VITFEKRTH T,

£ 4. 3 Y] -
PD-L1 TC 225% [ S —
PD-L1 TC 12-<25% p————
PDL1 TG <1% P Ct] S
PD-L1 Uninown ——
+ T v ™ T
0.2 0.4 08 0.8 1.0

ALt BB (%)
M St
214478[45.0%) 1577237 (B8N
ABIS(41.7%)  INA4{T0.5%)
WATETA%)  Z8ET(56.6%)
469054 4%) A58 (60.0%)
BUN174(458%) BRBB(BEOHN)

HR (5% CI)

052042 085)

041026 085)

0.49(030,080)

0.73(D48 1.11)

050042, 08))

Tiem L o
PD-L1TC 225% p——
PD-L1 TC 14-<25% [S—
PO-L1TC <1% -
PD-L1 Uniknown ——
T T T
0.% 1.0 i.s =.0

+R

1B14TE (3R 4%

ITME322%)

397 (34.0%)

4190 (45.6%)

T2NT4{81.4%)

1A B (%)

Tt

118237 (48.9%)

VA B2IN)

2247 (46 8%)

105832 8%)

£2/28{60.1%)

4 PACIFIC RBERIZEIT D PD-L1 BIRHATO PFS KOS D7+ VA M Fuy k
(£K : PFS. £ : 0S)

e

=

Tt

Madinn 0% (95% CI)
NE (20,8, NE)

NE (27.3, NE)
AHF—FH (95%C1)  1.350.79, 2.34)

o 3 & P 15 | x 2 7 o - 5 » I
Number of patents at rlak 0 (1 2 B 0 MR B
¥z %0 o - L1 T2 G5 56 50 45 35 20 7 3 o (1]
Fori B3 80 a 44 a3 & % N 1 ] 3 1 1

HR (95%CI)

0.68(0.53.087)

0.48(0.27.0.78)

0.50(035 1.03)

1.35{0.79,234)

0.82(043,089)

________

B opa

FH
FERE
| 1V~ FH (95%C1)

Muatilan 5 (B5% CI)

NE (NE, NE}
201 (17.7, NE)
0:52 (0.36, 0.77)

o 32 & 2 12 % 1% n o z
Mumbier of patianis sl sk TR BT SO B )
W 22 206 1R3 a7 i7a 71 i85 158 ol 105
Akl B @ £ & 2] ) a2 48 41 2

17 7 5

5 PACIFIC RBRIZI1T 5 PD-L1 EEURPLAITD OS @ Kaplan-Meier Eif#
(£ : PD-L1 BHER<1%DHEAEH. AN : PD-L1 BRE=1%DBELM)




© [FEBEILFEF MRS (POSEIDON #5R)

LR E D 72 WU BRASRE 72 HEAT - B 0 IR/ BE i AR E T (WHO/ECOG
Performance Status 0 1% 1) 675 Bl (AKI?+ ~L AU A~T (GBE#HHZ) (LIF.

[N LAY A~T ) 2+ AaRA A5 Tt FRaE"S TRFIDFHEE 338 #1], Aefif %25
Tofb Ry B R FREE 337 i) (AR 49 B [ARFIOFHEE 21 Bl xHIREE 28 1] %
Etr) ZXRRIC, AAFL PV AU LA~YT ROASRA 2 ST L PG EZ RS L
G D IR O M ARG LT,

OS (1 Jefili [95%IFHIXE]) (536 DA <> k) DOFEFIL, AFIDFHBET 14.0 (11.7
~16.1) #H., ®BEET11.7 (10.5~13.1) H A TH Y . AFIOFHBETHREE SR Ukt R
FINZABERIER 2R LTz (Y — R [95%F X 1 0.77 [0.650~0.916], p=0.00304

(@5 log-rank i %E ., A B /KYE (W) 0.00797]. 2021 4E3 H 12 BF—% X v A7),

| ARE30kg B TH Y, REHER AN (BLF, TEGFR)) B AR DRI v/ il
¥ —¥ (LT, T4LK)) BAEETFEEOBENTRE SNz, 72720, RV R IR/ N bl
BHE XX Kirsten 7 v FANEY A L REBE T AT T S (KRAS) BIn T A RBGVED BE X EGFR &
BFAERKR ALK G BB TAEROREZ Fi LW 2 &ERTRE S,

#2 0 ARA 1500mg LOVR LAY AT 75mg #4550, 3, 6, 9EBIZK | BEEL, ZO%E 128
MHARF] 1500 mg % 4 WK (LLT, TQ4W)) TEE L7, /o, B WBIZ NV AU A=T
75mg & 1[5 L7,

B3 L LA 7 AE LT ORZ Y FZFREA (FATIUBER) (61, 8. 15 H BT 100 mg/m?
ZRE) +HANRTTF (1 HEIZAUCS t6 #5), @7 avaer (1, 8HEIC
1,000 mg/m? X1X 1,250 mg/m? % 5) + A7 F7F > (1 HBIZ TS mgm? ##%5) HLLIIIH
NARTZTF v (FHE1HBIZAUCS Xt 6 2% 5) (R EEEDOHR), I@®XA MLxE N (5
1 HEIZ500 mgm? %4 5) + A7 7F (1 HBIZTS mgm? z25) HLIEUALERTF
Fo (1 HBIZAUCS Xt 6 ##45) GERT FEIEDHR) OWTNNE 491 7 V5 Lz,
RTEBRECIL, M LMW ENTZEAREDIZ 2 YA I NVETEMAIE LT, @OXARLFER+A
SRFNR G HITIFBPET L CORWEL T, XA P LFE R (500mg/m?) HERFEE (RAIDEH
BECIL QAW 5., XRIHRRETIEL 3 BIEUL QAW B 5) ITBIT L=,

104
95% Cl
— A B
o0 +8 [11.7~16.1]
SREORENOY <"1 I JhBY ; [10.5~13.1]
o b (95% CI) 0.77 (0.650~0.916)
06
4
7
L 04
02+
00 -
(] L] L] o 12 1= 1A n 4 22 £ ©w W, L] [*] o~ n
at risk3 SFAEMro0ii (B)
EBE+ kL ! TT+EENFERLENEs
338 298 256 217 83 59 a7 120 108 95 88 64 41 20 g 0
pEuAERLeFERER
337 28 236 204 60 132 1 91 72 62 52 38 21 3 6 0

6 OS ? Kaplan-Meier HifR
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© [FEBEILFEF AR (AEGEAN i)

BRPRWE I I, TIA 3% B (N2) DBIERFATRE 72 FE/ Nl i it ™ (WHO/ECOG
Performance Status 0 3 /% 1) 802 3 (HAN 79 il &2&de) Z %5, iivaimiBhpEis L L
TARAIE BERAZ ST b P RIEE OF RS L. & D% OINZAIBIRE & L CARAI% B
MG UIea (RAIDHHEE 400 B [HAAN 37 fl&25Te]) & WRIICT 7R E AL
RUR G bR 2 OF G- L, TR 7 7 v R 285 LI-5BE GFREE 402 41 [H
RN R PIEET]) S OFINEE ZEMERF L, 72d, RBRHAEIC EGFR 51
BEFERGE T ALK A EAS T B 03 ifss S 7o B OB gk & Rk & 35 FHEZ E 53
fTbod, FHEEERNHAAI SV Ui B I8 IINERRIT T G20s B ERD T (B0
MG EIE ITT #5] « ARAIGFFHRE 366 il XFRRRE 374 ), CEVERET AT EIT, 16
SRAl 3R e - S 472 799 Bl CRAIOFFHRE 401 foife, FFEFE 398 i) Th -7,

FEFHHEE O—>Toh 5 EMR PSR IHEIC K DA X NMEFIE (LI,

'EFS)) @ 1 [ A O ST ORER (FFofi [95%E XM (236 D1~ k) i1,
AKIPFHBETNE (31.9~NE) 7 A, xfH#ET 259 (189~NE) #HATHV ., KAINH
BRI BRI X LR RRICH B RIER 2R LT (0N — R [95%(EFEX ] @ 0.68

[0.53~0.88] 7, p=0.003902 [J&%!| log-rank fR7E. A =AM (M) 0.009899], 2022 4
MWAIWBT—#%Dy b47),



EFS FR{E (A)[95% CI]

— AFIGFEE NE [31.9~NE]
1.0 = pugiich2 25.9 [18.9~NE]
NY— KL [95%CI]  0.68 [0.53~0.88]
(202211 A10BT—42 Ay b4 D)
= 0.8
+
~
¥
% 0.6 - I .
7 e
& N — A — &
0.4 -
2=
0.0 7
I 1 I 1 1 I I 1 I
0 6 12 18 24 30 36 42 48
EEARGH OMM (B)
at risk 4%
AHIPEARE 366 271 140 78 49 30 11 1 0
xf FRRE 374 257 136 74 50 25 13 1 0

X7 BRSSP ERHEEIZ X D EFS @ Kaplan-Meier HifR
QQ2ENH10BT—F Iy bZ7)

*4 ¢ AR AT American Joint Committee on Cancer Ji 4338 (55 8 i) 1233 <,

*5 ANTETIZ, ASRAIE ST LFRRIE L O T T, ARF 1B 1500 mg X377 R % 3 HIEBET
N4V A7 AEE L, IiEIC, AH) 1 E 1500 mg X7 TR % 4 BRIMIECRA 12 1 2
EE LT,

LEEEO YL - AR, 3#EBE 1 VA 70 LT ToWnThoissii s,

V- BRI LT

ORZ7 Y EZxE/N (51 HEIZ200mg/m?) +H /LR 7ZF (31 HBIZ AUC 6)
@FrvaEy (51 KO8 HEIZ 1250 mg/m? (HATIX 1000 mgm?)) +3 A7 Z7F 2 (1 H
H1Z 75 mg/m?)

FRT- EREEIC R LT

@A PLFER (1 HEIZS500mg/m?) + 27 FF > (31 HHEIZ 75 mg/m?)
@O~APLEER (1 ABIIC500mgm?) +H/VRFZF (1 ARIC AUCS)

7R, QRUGILONWT, BRENRTRRIGE, VAT T FUNbANRT T F 8 2 ATk
LENTZ, QIZoWNT, HREENDH L HBE T AT T F CEBEMEN 220 &Il S iz g
. PA 7NV 1o ANRTZF > (51 ABIZAUCS) IZATRFIREE STz,

*6 . MRHCEIV HT b= b oo, WRHEEOEYIOY A 7 B W Tilt> TRAIN 1 [\l 5
SN B, 2 AEVERENT TR AE R TITARKIPE R L THR Y b=,
*7 1 AR KHEL GG L2 99.0101% (S HE X E1iE [0.48, 0.96]
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[Z2 4k ]

O [EREILFEF MRS (PACIFIC #5k)

HEEGIIAAKIRE 460/475 B (96.8%) K ONT 7 & AREE 222/234 5] (94.9%) 123885 5
iz WTIDOIRRIE & OREBEEAGTE CEWEERS EIER) X, ThEh
322/475 Bl (67.8%) I ON 125/234 5] (53.4%) 258D BV, =D 9 HILTH] (Grade 5)
I, FREN 7475 61 (1.5%) KOV3234 B (1.3%) Tholo, WTNHORETRILE
M 5% EORWERIZTERD LB THoTo,

£ 1 DT OBETHEBED 5% EORWER (REMMATHRER) (PACIFIC RER)

PRERIRAE | AR B (%)
(MedDRA/J ver 19.1) AAEIEE (475 BI) 7T REE (234 B)
4 Grade  Grade 3/4 Grade 5 4> Grade Grade3/4  Grade 5

FRIER 322 (67.8) 56 (11.8) 7(1.5) 125(53.4) 10 (4.3) 3(1.3)
R e

FRR R HE TUEE 30 (6.3) 0 0 3(1.3) 0 0

FIR AR A RE AR T 50 (10.5) 1(0.2) 0 1 (0.4) 0 0
T R b

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

B 26 (5.5) 0 0 14 (6.0) 0 0
—fi% - 2HEES L OEGEAORE

e 795 28 (5.9) 3(0.6) 0 15 (6.4) 0 0

9 F7 62 (13.1) 1(0.2) 0 26 (11.1) 0 0
R L O s

AARIBOE 27(5.7) 0 0 7 (3.0) 1(0.4) 0
MEML AR, HIERES X OEim b

Mgk 25 (5.3) 0 0 4(1.7) 0 0

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

fitillg 2% 43 (9.1) 6 (1.3) 4(0.8) 8 (3.4) 2(0.9) 2(0.9)
FERE 3 KOV TRk RE

Z O FEIE 33(6.9) 0 0 5(2.1) 0 0

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

7pd. LUNICBEE RS A 5 O RWERIEBUR L OEEHE R 4~ 3, RAFRIZISW T, M
MR Gl RrAfilig s 2= 5 te) 66 11 (13.9%) . FARARFEEEIR TE 50 61 (10.5%) .
FEDR IR RE TTHESE 33 1] (6.9%) . HTFFERERRTE 20 f4i (4.2%) . infusion reaction8 i (1.7%) .
K% 2611 (0.4%) . BEEEOTH 241 (04%) . BREE (FEMEBRS) 146 (02%) .
1 BUBEPRIAE 161 (0.2%) . EIEHEREREE 1 6 (02%) RO LIz, £, Bk - BHK
FRRRARIE, DR, BIER S AE, T IRREERERE T BRI S i R E K OF
IR IR B ino T,

@ ERELFEFEIER (POSEIDON k)
EFGIIARAN G 321/330 61 (97.3%) K OSHBRAEE 320/333 #1 (96.1%) 12D 5
Nz, BB E ORREBEBENEE TERWVWEERES BEIEM) 1. T 306/330 4
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(92.7%) K 1r298/333 B (89.5%) IZi@D Hil, D H BLITH| (Grade5) 1., ThE
U 11/330 B (3.3%) K UN8/333 il (2.4%) Toh-olz, WTNDDORETHRILTN 10%LL E
DOEWEHIZ TRO LB ThoTz,

£2 DT OBETREEN 0% EORER (REMEMITS4EH) (POSEIDON HER)

ERIRE | AR BIE (%)
(MedDRA/J ver 23.1) AFIDF FRE330 1) %I FREE(333 Bi)
4 Grade  Grade 3/4 Grade 5 4 Grade  Grade 3/4  Grade 5

2EIER 306(92.7) 171(51.8)  11(3.3)  298(89.5) 148 (44.4) 8(2.4)
MEE LY R fmsE

21 144 (43.6) 57 (17.3) 0 145 (43.5) 68 (20.4) 0

I kg E 96 (29.1) 53 (16.1) 0 75(22.5) 40 (12.0) 0

M/ IS iE 53(16.1)  18(5.5) 0 53(15.9)  17(5.1) 0

1 1 R iE 42 (12.7) 9(2.7) 0 36 (10.8)  12(3.6) 0
PN 3 WA R

FOR IR RE AR TE 35(10.6) 0 0 3(0.9) 0 0
TR L OV mE

FEARIBE 69 (20.9) 5(1.5) 0 70 (21.0) 4(1.2) 0
H b

AR 124 (37.6)  4(1.2) 0 115(34.5)  5(L.5) 0

g - 47 (14.2) 4(12) 0 40 (12.0) 4(1.2) 0

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

fE 27 (8.2) 0 0 49 (14.7) 2(0.6) 0
FEJ 5 X OV TRk R

3 52 (15.8) 4(1.2) 0 10 (3.0) 0 0
—f% - RHEER L OBGENLORE

W T7 65 (19.7) 5(1.5) 0 62 (18.6) 7.1 0

e 77 9 41 (12.4) 8 (2.4) 0 26 (7.8) 5(1.5) 0
W R AR AT

TIZ=VT I hTUAT 34(103) 4(12) 0 41 (12.3) 72.1) 0

= Z —BHIhn

I P EREOR 35(10.6) 24 (7.3) 0 57(17.1)  25(7.5) 0

728 UL MIZBIE RS A2 & R ER BB O HE R 2~ 3 AAIPFRAEICRB W T,
AFIIE RNV AV A~7 L OREERNEE TX 2O BEMEMZEER 15 6] (4.5%) . K
Wm2e 16 5 (4.8%) . BED FFI2 6 (0.6%) . WHILEZAL 161 (0.3%) . HERIEHERE
KTE 34 611 (10.3%) . FURARBERETTHESE 21 1] (6.4%) . EIEHEREREE 6 1 (1.8%) .
T HEAAFEREREE 5 B (1.5%) 1 BUHEIRIS 1 61 (0.3%) . AFEEEERESE « AT4¢ - ml bR
BR8P (14.5%) . BEREE (FWEMBRE) 26 (0.6%) . ik - BEEHREREE 2 5]

(0.6%) . 0fHZe 161 (0.3%) | ki Mg fE 141 (0.3%) . infusion reaction 11
B (3.3%) . FEVELF PERIE | B (03%) . EEORERE 1F] (03%) . Rk
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E(XT o NL—IEGEEAET) 1H (03%) . e 16 (0.3%) . %R 761 (2.1%)
DRSO BN, £, BEIEMEIE, SIS M OURIEEREE ITRD S o7,

@ [EFEILFESS M FHABR (AEGEAN iR, 2024 E5 A 10 HF —%H v b4 7)

A EFRIIAAIDHEE 387/401 5] (96.5%) M O HREE 379/398 il (95.2%) 1238 5
iz IR L ORRLIRNGE TERVAFERR BIEM) 11X, £h £ 224/401 41
(55.9%) & 0* 180/398 {3 (45.2%) IZFB® B, =D H LI THI (Grades) 1, ==
AL 6/401 Bl (1.5%) &N 0/398 Bl ThH o7, WT IO THRILED 5%LL EOFIEH

IETFEROLEBY THoT,
£3 VDTN OBETREIARS 5% LORIER (ZEMEMTIRER) (AEGEAN #ER)
WEBIRE | A Bl (%)

(MedDRA/J ver 26.1) AFIOF F#E01 1) % BEHE(398 Bi))

4= Grade  Grade 3/4 Grade 5 4 Grade  Grade 3/4  Grade 5

2REIEH 224 (55.9) 59 (14.7) 6 (1.5) 180 (452) 47(11.8) 0
JiiIRS SR OV INPA TN (=

1. 22 (5.5) 3(0.7) 0 25 (6.3) 2(0.5) 0
AP aRlUA ==

FOIR AR REAR T RE 45(11.2) 0 6 (1.5) 0
TR L O S

T AR 20 (5.0) 0 12 (3.0) 0
W

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

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

{51 11 (2.7) 0 20 (5.0) 0
FERG ¥ & OV T gk o

95 37 (9.2) 2(0.5) 21(5.3) 1(0.3)

% 9 FEIE 29 (7.2) 0 6 (1.5) 0
— % - EFEER L OB G OIREE

e i 20 (5.0) 0 22 (5.5) 2 (0.5)
W AR AR AT

TT=UT ) RN T AT 22(5.5) 2(0.5) 15(3.8) 1(0.3)

— 7 —F

20445 A0 BT —4 By 47

72k, DATICEER G2 G Rl ER BRI O LR 2~ 3, AAIPFRBECRS W
T, EVEMERGZE . s Siilg sk 2 & de) 26 B (6.5%) . KGR 2 6 (0.5%). BhEE
(FVEMER 2255) 2 6 (0.5%) . NFHERERETE - JIFR - BE(LPERRAE % 47 61 (11.7%) . HEIR
BRFEREAS TIE 45 51 (11.2%) . HURARESRE TTHEIE 17 51 (4.2%) | GBI FSREREE 2 51 (0.5%)
TEAEEREE 2 61 (0.5%). 1 BRI 1 61 (0.2%) . O 1] (0.2%), FRIE ) M
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JHE 1B (0.2%) . A 1 B (0.2%) . #hikiESE (F 72 « NU—JEfREEE &) 4 B
(1.0%) . infusionreaction4 {5 (1.0%). BEEDEREE 141 (0.2%). 5% 2 1 (0.5%)
WD BT, Flo, EHED FH, fHRk « BB RARIE, RBEWEG RERBAE, HBE

ZEFL, BEMEZE . S MR i IMERIBE & OURFERBIIFE O D v o7z,

[ - HE]

KFN O RHEMISEY B et £ 7 L 2 V- 2 = L—3 3 »IT K Y | PACIFIC B D
BAEEMNNZAA] 10 mg/kg 2 Q2W ik 1500 mg % Q4W TH G- L7 & & DL if iy A
et S, o, AROBRE — ST ET VAW I ab—3a /iy,
PACIFIC 5B D BE I AA] 10 mg/kg 2 Q2W XL 1500 mg % Q4W TG L= L &
D 0S P ENT, ZOREFR., AHAl 1500mg Q4W K G- D Chingss 1X. AA 10 mg/kg
Q2W $HRED Crings & L TIRMEZ " & RIS H O D, 10 mgkg QW % 5- &
1500 mg Q4W < 5-& DT, OS [T/ AR I TR benw e Fllanz, 7z, K
#1500 mg Q4W HE5-HFD Chaxss 1. AIE 10 mg/kg Q2W X GHFD Cranss & HElE U C il
o ETPHISNT=H OO, PACIFIC 3R IZ IV TAA 10 mg/kg QW #%5- L 7= R
LRt ORI BHEIIRED DIV o 7o 2 & R O FRAL/ NI R s B 2
[ZARIE 1500 mg Q4W &5 U7z PR DR TR & & 2t & OMIC WM 7 BIEIFE O v 7e
ST Z Enn, NIRRT B IC BV T H A 1500 mg Q4W L 1IAK] 10 mg/kg
Q2W &5 L [HRRICERFTRE L B 2 bz,

3 PACIFIC RBOBEELEFAICBOTTRIEN KK D PK 85 A —F

Fﬁfz"i - ﬁ% %%é& AUC (ugday/mL) Crnax,ss (ug/mL) Chin,ss (p.g/mL)
10 mgkeg QQW 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)

e (90% TARIXIED) . AUCss @ ERIRRBIZIS 1T 2 3% 545 28 H [ 0> MLyih v BE — WP [H] AR DTS, Conins -
TEHARRBIZR T B BARMIE TR, Crmaxss 1 EHARIBIZIS T D B TG PR (RUEHE TR
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4. HERRIZTOWT

IS Y A 7 EFGEHE (RMP) ([CED & | ARAI DRI 2R ERTE B~ i) ) Al
W DNk T o C, AR OG- E 72 BE 2 2Wr - FE L, AAIOR 12 LY HiE
TRERMER 2 3B L T2 R ICRIR T2 2 E BB ER T2 L DO~Q D~ T 4ili 72 9 Ji
RICBWTHHT 2 X&ETh 5,

O MERIZHNT

O-1 FR2o (1) ~ (5) OWTNNCHLET LR THL Z L,

(1) SRR B AHRET B 45 A ROE I AR5 (BRI IR 0% A R R ML A
B, Hiukas A BOREEIEHLAUR B, HUBS A BIRIRRE 72 )

Q) HEE R

(3) FERFIEEAEE T 2 23 ABHEERBE (25 A RS ROEHERR EIRIE, 23 A I H 1
e, D AR e e )

(@) SRACEHIEE 2 B L SRR EHEDROR 1 SR AR 2

SRS MBI FHEEB RO 3 DR HHEITAR B B H 21T - T 2 Mgk
(5)  HUBMENEIS AL & PN DRk MBI 4R 2 i L 24T - T D ek

D-2 il DAL FH SRR 1k % & T s A SR K OVRIE F 58 BLIRE O et 2+ 43 72 50
ik L RRER A FEOERT (FROWT NS T DEM) 25, YE2EROAFNCET 2
WBIROEFETEEHE S L THEINTWVWD Z L,

*

o [ERiIESE 2 EOYMBIHEZE T L2 5 FLLEDOR AR D EERIHE %
IToTWBHZ L, 56, 24 B, NAEWERELY L LEBEIEESOHHE %
IToTWAZ L&,

o EARFEGHE 2 FOMPWHMEZE T LRI 4 FLLLEOBIKRREREZAL TS
2L OB 3R, DD A TEMIRE 2 D MR AR T D ERIRBHE 21T -
TWnHZ &,

@ BN O ER G FHREEORHIZ OV T

ERGERE IR T 2 EE P RE S, JEEAED O OIFRED ﬁ?dr S
EMEFREIEROF IR OEMEF ST D IEREMSE AEERBBEE LTSS OWE
BB, FRHERNATON D EHINE->THDH 2 L,
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® EMHWEHR~DHIZ SN T
@1 Mk B3 2 T

VPRt 2B Ol il S 2 & te) SO EEZRBIEH R4 LIZBRIC, 24 B[R
(REID T, Mkt s iR B O, FBEL L2 BWERICIE U CARBEF L O CT
LOFRIEH OIERNC LT RA ORERI Y B I/ S, B HIZxHE ATRE AR AR H 3% -
TWAHZ &,

@-2 EFUEFHIC L DA FFEINSTB T 2 H M

I3 AR T D % B 22 505 e OB e 2 A9 5 BRIRICHEA D EE e =2 ) > 7
EEHOEIMD AL Y == 7 2ATOERE SR A TE 2 F — L EHRH 25
filiSNTVDZ &, 22k, BAFICONT, BWABRE L ZDOREBEITHoEm I TV
HZ &,

@-3 FIEH OBZWHCRISIZE LT

RIER (RVEMEMZE S GBS imhEsE 25 de) . T RERE S - 28 - B LPEIRE 2%,
WorwkEs (FURE e E . AlBpeemE . FERARRERE) . BEE (HEEER
%) | infusion reaction, KM% - BEED I, 1 BUPEIRIN, AhZk - BURUHRARIE . DB,
FIEF M IE, BRI, Sore MM/ IMRIRAME, Mgt EE O EREE, fREE (X7
Ve NI A L) | LSRR DR R O R BWELT P ERIBAE . T B TL. A
ARIFFEREE ) 1T LT, Mighia U B R R ORI 2 3 5 EAf & ds L (F
YEROZKH-CKISIZE L THHRER O R EZZ T oNA&MIch b 2 L), BHICH#ET) /e
JLE R TE HIRHINIE ST D Z &,
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5. BeEXtR LI DHEBE
[FH7hHc B9 5 1]
O TEOBFICHEYTAEHFEICBWTAFIEGOEIMENTREIN TN
o HARIA A G T ARIRII S SRR IEE D1 Wﬁ@ﬁ#mwbmﬁﬂot@
BRRRE 22 A EEL T D e/ NI it (Stage TII)  (S%/ 4 2 #ERPRIENM TN D B
BT 5 ARHJ O Hh B
o ABEFEREIERED 72N EGFR 85128 BIaM N OY ALK @i 8151 FEME O BIFRARE
7o LT - FRR O I NIl BE TR D, AFL R AU AT ROAER
A 2& ot O FUEMEIEGA] & OG5
. @%ﬂ%ﬁ#mW@%ﬁ(wmn IIA X% 1B [N2]) (272U, EGFR &=
FIE BN T ALK BB B TH D Z L DR SN TV D BEITIRRL)
WZxPT D A & ARSI A S T b SRR & OOFR 5T X DI R BIETE,
K OAH AP 512 I 5 i ah Bl :
PR S NALERERITLL PO L350, SEIE 13, BEORRES. (A7) O MBS RS AR5
(AEGEAN #BR) | O7IR*5 &/,
<R bR >
o ARSI FLURUAZY ZFEL
. VAT TFURONT L F R
o HARTITFUROST LUH E U
<RV R >
o VRATFTFURONARLFERF R TA
. HINVRT ZF U FORA FLHE RF R DA

@ TRUCEZNE T 2 BAE ST 2 AA DB G e ORI TTIEZ DWW T, AR DA ZhEN
M. SNTE LT, AFIDOELGHGE L 2570,
o A 2 G TRIGHRE S B BIRIE OIRFRIE O 72 WY BRRE 722 R T tEA T O
He N e BB Lo D AR Db
o AR 2 S TRIGHRE S B BRI DORITR S ETT 235589 & L T2 YIFRTEE
732 )R FITHELT D/ N i FR A L2k D AR D B
o OTAHADHZMEDTR S TO IRV OHTEMEENE A & OO 5

@ AANTEBEEILRB AR (PACIFIC iBR) (2R C, &FENT7 7 v REEHTx
L CEEMMER & &7z PFS KT OS DN HGES N TWD, 7277 L, R
BRI R Tl 2 DD PD-L1 FBERIZI D AN R D Z LR s
HEERDELNTNDZ Lt (P7TEM) . YIBRAREZR RBETHEIT O IE/ NI (2

BT B RIRHI LR BRI OHERHRIEICB W CARAZ B 59 5 558121%, PD-
L1 %‘é@%%%ﬁ%ﬁ}? L7z BT, EFHOYWETHZ ENEE Ly, PD-L1 B

1% A T B Z & DR SN2 BEITB O TR, AFOEEOVEME 2 HE (T
MM?é;ko
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72¥. PD-L1 BEEZHERT DO DERFOZWELIZ~ > ¥ F OptiView PD-
L1(SP263) Cd 5723, LA N D XLikE A2 2% |Z, PD-L1 IHC 22C3 pharmDx [ =] X
< PD-L11HC 28-8 pharmDx [ # =] (2L ¥ PD-L1 BERE R L. AFNOF: 5D ]
BERTHZEHTED,

SCHREE)

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

*  Ming Sound Tsao et al. : J Thorac Oncol 2018; 13: 1302-11
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(4B 5 F1H]

O TRICZYTLIEFICOVWTUIAAOEENEAT L SNTND Z b, 2T
Hrpunz &y
o KAIDKRSIIT KR UIEBOEOBEERE O & 5 BFE

@ YIRAREZ RATEST O IE/ NIRRT 2 381 2 IRIB UL U R IR DOHERFRIEIC
BWT, TRACHEE T 2EBH KT 2R OE G OWTIL, ARAID LMD L
INTELT, AHOREGHFR LB,

o RIGHMESE R FRIEIEIZ KV Grade 2 DL EORVEMERIR B (R B illgDE 2 &
i2) ORBPTD LNTBE
e WHO Performance Status 2-4 ™V B

@ UIBRAREAREIT « HROIF/NNHEFEIZB VT, TINS5 BE 16T 5 A4
DG OW UL ABIDOZ MR STV TE LT AF OB G55 L 72 b7,
e 'WHO Performance Status 2-4 1V DB

@ FE/ KRR TR\ F8 1T DARTAT - IR BIRIEIC BN T, PREUICEE ST 2B ITHT 5
AFNDEGNZDONTIE, AFOREERHELINTELT, AFOFEGH LD
720N,

e WHO Performance Status 2-4 " @ %

® RERTOFMIZB W T FRRICEE M T 2 BE IOV T, AFIOE G IZHEE S 0

5, A OTEFRIE A 2 WA ICIRY | EEICAKZEAT 52 L 2BETE 5D,

o [WVEMEMIZE R (BIRRIGIRSE 2 5 Te) O D BEXITZE OMERD H 5 BE
([ZAMEZBET 2 FH] OITEY LA WHEEIZIRD)

o Mo g CIRE R 2780 5 BAE K OVEGL M 28 5 D Il i RIE M AL s
LN b EE ([ZRMICET 2 HFHE] OIS L WGEAIZRS)

o HOREEKBOAHUTEIENZ2E L ITHERMED A Ok RoOBEERED
b5 EE

@£ D WHO 0 Performance Status (PS)

Grade

0 Fol SR TEE TE 2, BUREOMA 2L LT, AT L H U B 8E/ANEDHIRR <172 5,

1 PRI LUEBNTHIR S D A3, BMTRIAEC, EERLRITATH 2 LTS 2, BRI Ts
L— R0 LACLRBRLKEN T B8EbEEND,

2 HBATAHET, ADOHOE LY O L FATHRELD, FEEIETERY, HHED 50%LL FiZ~Xy RAAT#|Id,

RBENEZANOHEDEDY DI L LN TERY, HHEOD 50%LL EE2 Xy R~ Tl =3,

4 FoBT R, AGDHOEDLY DI LITESTZL TERY, BRIy R+ Til 4,
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6. BEICELTHEITREEH

O WA SCEFEIONZ , BOEMRTEER DIRIET 5 BRI 23D & ARHF O FeME K OVl Eff
HOT= OB R E IR L TS Z b,

@ JRIRBAMRICINL D, BE URZ OFIECAH IR a2 il L, FE 215
ThLEFTH L,

®  BIRAEE RFTHEST D I/ NG R 12 33 1 2 MR VA B0 2 T R a4 O MR vk
IZHB W T, PD-L1 R G HEEE L- B TARI OB G a2+ 5 2 LR E L
W23, PD-L1 FEHERDER T X ARWIEEITIE, AFIOfE H i 5 4 i U1 ] L 7=
ECRETL L,

@ FERBEWERAO~F Y AL MZ2ONT

MR PEmE B (BRI 2 &) NHOLOID I ERH DD T, FIHIER
(BYIu, PR IAISEE, ixuk, FEEEE) ORI OWaES X SR A o Fhask, Bl
EHcATH 2 b, Fle, MBS UTIE CT, g~ —h —ZDR&E % E
Mg oz &,

infusion reaction 23& 55 Z L 203H V) | 2 [A] H LA O ARFIF: 5-FIZ ¢ infusion
reaction 738 HDINDH Z ENH LD T, AFEGIFFICITEREEH OWREL 5
\ #5295 Z &, infusionreaction 23RO LN IXE Y 2B AITHO L LD
(2. TERDEIE T 5 E THEOREE ToICHRT L Z &,

FURIRAERERR S | R RERE E L OV T A EERER b DN D Z LB dH DD
T AR G- BREART M O G- J AT HR 12 E IR IS N 20 e REAR A (TSH., 1075 T3,
WERE T4, ACTH, LH = vF Y — VEDORE) 24TV, B OREL+/5I2 8
BYH L, ¥, LEISUTHEBHRESEOFEmLBET H I &,
ARHDPEAZ IV | WEDORERICITERT 5 & B 2 Dk~ 7RO R
NHOLONAZEND D, BIEETHIATV., BENRBO GNTHEITIE, #
FEORPERISZ X 2@AWERORBLAZE L, BEERENZW AT 2 &, BE
DHRIE SO K DRHWERN B O 5551215, ARIOEG ORI, H 1k LRI
BRERVE L HORGEEZETDHZ L,

PEERE T2, BRI G5 ARE L COLRIERDRE T2 2B 5720,
KRN DOFEGAE T H#IZHRWER ORIUZ A0 ITEET D,

AST (GOT). ALT (GPT). y-GTP, B U /L E D FH %24 5 IFpénekas . I
K. ALHEIRERD S H oD Z LD A DT, AAIBEBRLART & O 511
FITE IR RERAE A 1TV, BEOREEZ 2 ICBET 52 &,

PRABE VMR R, RIEREBFREOBREEN D LDONDLZ LD DD T, KAl
e 5-BAAERT & O G- W1 P I E WM B RE R E 21TV, [BE OREZ 171
BT 5 &,

| BUBEIRIE AN &> S odv, BEIREMES N T R—=Y RZEAZ ENHLHDT, H

E
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B L, EHZEOMER OB M EO ERICH0mET 5 &, 1 TR

RO IliE, A A VR ARG 5E OO R E T ) Z &,
AR DGR RER 2B T, PACIFIC Rk T ii&’iﬁﬂﬁ%% 12 7 H L 8 4T,
POSEIDON il ClIfeb-Bha2 6 12 B8AIL 6 g, £ D&% 8 2, AEGEAN
FRER CIEATHTAIBIIRIESE TIEZ, i1 S mf‘a’jfﬁ\ 48 W £ T 12 BaEICA D
AT o CUNe 2 & 2B BT, ARG FITE B BB RE IR DR AT
9T &, 7ok, BIBRAHEZR RATHEST O IE/ NIRRT |2 35 1T 2 MRIB A b P KA
% OHEFRRRIEIZRT T 2 AFI O G-I 12 4 A £ T, /Mg 230 DR -
WA BN IIE T RT3 2 RAN O 13RI BRIE & LT 4 [81FE T, IR miBhRRE L
LTREFTETDHI L,
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A o e
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1. IU®IZ

EIE S OFENE - LMD DT DIZIE, B SUEE IS Wzl E e 23K
bNb, EHIT, IHFEORFEHMRT O L0 | BUREIRN e & OF B 22 FHE 1%
FEFRLDPEGEISNLP T, 2RO DERNZ BICKNERBE TR 2 2 LR
PR L 72 o TR Y RBRFEWBLEE & D FEAT #2016 CEEL 28 42 6 A 2 H BRI E)
IZBWThH, EHERGLEOHHORELHEEZX S Z L L ShTn5,

POSLVE RS 3R, REMERSCLZ M T v 7 7 A VDBEF O EIR G S 5T
BRI BZEeNDD, 207D, AMER LRI T A1 @D |- &3 5 F TOR,
BHEIGMOBEZM 2T 52 LR MfFS B IR L THEMNT S L & b, BUE
FMFBL LB B3t s a & 5 2 & DS Alfg /e — & O B % Jiii 7= 3~ R R B ¢k A
THIEREETHD,

L7z o T, RIFA RT3 A4 Tl BRI E TITHELN TV D EFITFH) -
BHER MU D & | LUT O EIE S O Fei 72 1 2 HedE 4 2 Bl 6 B R Bk & %
FROEEFHERT,

B RHA BT A %, MNATERE NEFE EREIFR O, A8 EN B AR
BRARNES 7oy, — M ENE AN B RBRIRNEES . BEIEETFNEENEA B Al e kO
— AL EIEN B ARMERER TS DO Db EAER LT,

KR EMRDERN T 2~ (BIG R Z)

X% T2 DAL AN R ¢ A RAL N B i
FR SRR/ ISR RT3 | 2 3 U B ARTE B L 2 B SRR 1A 1% D AERFRIE

B LRARER AR« GHEEARL NI )
& R PUEME RS A N O h AR B EDOHFHICRBW T, i, A
ZIE7T 2 v\ v~7 (BiEF#Z) & LT, 1IE1500mg 4 3 8
IR 4 [\l 60 Z3[EILL B ClfEiEd 5, F0%, T 21
LT GBI TR Z) & LT, 1A 1500 mg % 4 38 i F# T 60
SYRILL B CREERET 2, 27 L, IKE30 kg LFOHED 1
&5 &1E 20 mgkg (KE) L35,
CRR SRS NSRRI L2 0 U 2 AR TR L 2 HUR R IE % D MERFIRIE)
WE L ENTIET 2 b= 7 GBI i z) & LT LA 1500 mg
% 4 F B RIFR T 60 /LA B CTaiiEEES 5, S5 HRIX 24 7
HETET 5, 72720, (KHE 30 kg LLFOGAO 1 [RlfGHIi
20 mgkg ((K#H) 9%,

HlYE R 78 ¥ T A T ER AL




(%)

VAT T F U OMEEX T E, FELOHE

ZhEE ST ZhEE « /AR it

FEROHE : AT FF & LT 70~90 mgm?> ((EXHEFE) %1 H 1 EHRSL, 7Ll
Y 3HERIEST S, Thxk 17— E L, B5ERYIKT,

VR T T T ONREUTEER, HIELOH &

BIRESUITZN R « iy

FEEOHE W%, RAIZEIARTZ7F 2 LT, 1 H 1 [E 300~400 mg/m? (KK
) b L, D b 4 EREST S, Zhial7—re L, 5%
MRS, ek, WERIT, Filn, RE. BRI XV EEEET 5,

T bRV ROZEEXITE., TEL O &

PHHES VL« ili/ AR

FEROHE : = bR RE LT, 1 HE 60~100 mg/m? (AR 4 5 HEEG S5
EL, 3BERET L, Zha 17— E& L, BHEBYIKRT,
7k, BEEIRE, ERICKVEETET 5,

HRIRFBRIC B 1T D A O ML - M&EIT 13, BRRKGE O P5~) &M



2. BAIDFH, 1ERBF

T aNSw T GRIR THE ) (BUF TAHL) 1&. & b programmed cell death ligand
1 (PD-L1) (Zxtd D&k a7V v Gl (IgGlk) 727 7 ADe Milx /) 7 a—F
iRk ch s,

CD274 (PD-L1) X, HHENIZB W THUREASMIRE IR L TR Y | &M kLzY
VRER (T ffE, BAIFE LR OV T = 0% 7 —THifd) 5%+ % CD279 (PD-1) K&
UNCDRO (B7-1) &ffe L &S 2 AITHIE T 5 &5 2 540 TV % (Annu Rev Immunol
2008; 26: 677-704, Blood 2010; 116: 1291-8), F7=. PD-L1 %, 4 OFEEANLIZ &R
LTW5Z & (NatMed2002; 8: 793-800, JImmunol 2003; 170: 1257-66) 233 STk
D, PD-L1 & PD-1 41 L7of&B&I%, MRS LR R 722 T Mfa ) H OB E 2 [a]
WTHFO—o2L L TEZLLNLTWVD,

AFANE, PD-L1 OMPLSMERGCHEA L, PD-L1 & PD-1 OfSE AL ET D Z L4k
D BNAHURRERE 2 TR OGS EIGIE 2R U, EE OB 2 mEl+2 L3525
ANGAYR

AFNDO/E A S < BE DE IS X DBIERS S & bbb, BE XTI
ELH AR S L, AROEEF R OEEZIZIE, BEOBE L7117, BE1HE
B HATHAEITIE, FBL L 72 FGUTIE U7z HP R 70 5k & 8R4 Re D T & s L C i
G122 BRI W 24T\, B OSIE RIS X A RIER D b 2355 121%, Bl R R
E RO GEOEGIRIE ZIT I LERDH D,



3. ERIRAAR

T AR/ N g R ONBRR B N B L2 35 1 B ARTB B L S R R I 1 DRERFRIE O

TR R 21T - 72 F 7o BRI O il 2~ 7,
[ &hE]
O FEBEILFEB MRS (CASPIAN #5R)

(bR IEIE D 2 AL INHI A s B3 (WHO/ECOG Performance Status 0 3 (3 1)

537 45l (R & A RHTEMIEER] (WA R T FTF o RIS AT TF )+ haR R)

[AAIGEIRE2268 B ], AERIUEMIEH (WNAVRTITF o RIITATITF ) +x
MR R DHEEES269 B11]) (BAN 34 61 [AAIOFFHEE 18 i, tIREE 16 K1) 2 5&Tr)
TR, AAL, ALSRIEMIELE] (DR TIF oI AT TFr) R bR
¥ NEOFR G Lo 56 O R OVl A et Lz,

FRIENT OFER, EEFHMEEE TH D 0S (FRAE [95%FHEXHE]) (336 A~
) . ARFIGHHEET 13.0 [11.5~14.8] A H ., BT 103 [93~112] ZHTH
D ARAIOF BRI BRSO LRGEHPRICAH BRI R 2 7x LT (AN — REE [95%(5 18
X[H] 1 0.73 [0.591~0.909], p=0.0047 [J&Jl log-rank #E. AE/AKHE (W) 0.0178],
2019F3H1 BHTF—# By A7),

*1 : KT 30 kg #87>->@American Joint Committee on Cancer (55 7 i) DOIVHISUI@L#FHIC 72 D #H K
DIFEL 8 5 3 U < IINESS, S RSN X 2 L 12 X 0 T2 ATRE 2 U IA e 3 i C B — PR
NI E Y & B0 T3~4 OEERHMA AN ST,

#2 0 AHI1,500mg KO NKRT T F o (AUC5~6) T AT T7F 2 (75~80mg/m?) DOWThrk
YA 7LD 1 HAIZ, EHIZ PR EF (80~100 mg/m?) Z%£YA 7D 1, 2, 3 HBIZ3#E
IR Tl K 4 A 7 A8 54, AH 1,500 mg % 4 BB CHRE Lz,

*¥3: HIVRTTF v (AUC 5~6) XL AT TF 2 (75~80 mgm?) OWIFNNEEKEY A 71D 1 H
HiZ, E5lc= FARY R (80~100 mgm?) &Y 7 A0 1, 2, 3 HEIC 3 BRIERCRA 64

A I NVEH LT,
1 OSh R (B)|95% Cl
\*—-._._ — A 13,0 [11.5~ 14.8]
d = \\\ of:F 3 10.3] 8.3~112]
Ny A= FE [95%CI) 0.73 [0.591~0.909]
o
4
w
o '3 ; 2 ‘-'2 lr‘__' ‘ra 2 ‘:‘;
at risk¥ w2 SO BRI
AFIGEREE 208 284 294 77 16 57 25 5 0
R 269 242 209 183 8 a4 17 1 0

1 PREfENTEFD OS @ Kaplan-Meier #iff (CASPIAN ikfR)
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@ [FEBEILFEF MRS (ADRIATIC %)

ARV )[R b 7 B AR ™Y 12 LS FBEA T D3GR D & U 72 W FR R 2R /I it s FR
(WHO/ECOG Performance Status 0 (% 1) 530 1] (AHKIEE 264 1, 7 Z & REE 266 1)
(HARN 50 5l [AFIBE 19 6, 77 2R3 Hl] 25T) 2 500, (LM RRA
T 42 BUNICARI I T 7R &G LIoE ORI R V22t Lz,
FYE - &I, AH 1,500mg L7 7R % 4 B8R CHAIRMZ S5 2L & sh,

PREBETH LI G IERMEICEY T 5 TIIRKN 24 B AM Q6 127 0) 5
ki o2 L Ean,
FAAT OFE R, EEFHMBEH O —>Th 5 5 FIST HF S fARHE 12 K 2 MER
AL (LR, TPFS)) (308 EDA XU k) DFERIZONT, AAIBEHLT 7 v REEIZ
*F UREEHFHICAH Bt R 27~ LTz (N — REG [95%EHEIX ] 1 0.76 [0.606~0.950]
p=0.01608 [J&@4I] log-rank #7E. AEAKUE (W) 0.02805], 202441 7 15 Q7 —4 7
v A7), PFS OHSE [95%(EEIX ] X, AFEET 16.6 [10.2~282] WA, 77
TAREETO2 [74~129] WA TH-T=,
F72. b O OO EERFHUEEA Th H AT (LT, Tos)) Q61 fFdA < k)
[ZDOWT ARFIBEL T 7 B AR UIEEHEIICA B R IER 2R LT (O — REE[95%
{EREXfH]:0.73[0.569~0.928 ], p=0.01042 [ &}l log-rank 5 iE , 47 27K 4E ([@11]) 0.01679])
20244F1 H IS BT —% B v b4 7)., OS DAL [95%FHEXM] (X, AHFIEET 55.9
[373~NE"?] 7 A, 77 HRBET334 [255~399] WH CTH-7z,
*1 : {KIE 30kg #B7>> American Joint Committee on Cancer (AJCC) / (UICC) (55 8 fi) 1243 < IR
BT ~MOBE (1 U TOBAIZELOICERRRE R B SEAAN bR, (L e
LT, HARHEMILER AT TFLXUIHIALRFTF L) Lo hBY REDOHAEE% 4 4
A7 NVARDIR LS U, EHRIE L LT, 6 B TRIRE 60~66 Gy %575 1 H 1 [EOE
BRGNS UL 3 M CRIE 45 Gy 28552 1 1 2 E0NEE S EIMEIEO VPR RN
Ui, T4 BRI IR BAE S T O CHMETTAE & S, AL RO R AT 512 S0 L
IAEAAL R ONRBRIEOYIE B 5AT 1~42 HUNIZRTT52 & & L,

*2 : #EERRE



10 PFSB R (M) [#5% CI
— M 168 [102~282)
ees 1 e FouMn 92| T4~129]
- #vef = FIE [95%CT) 0.76 [0.606~0.950]
A ar
f as
“‘ 0s
N o4
s “’““-C. ------ L L e L S o
oz
a1
a0
o L] 12 1" 2 ] » 42 L} -] 0
o riakfe W1 DS R D
amn B2 18 m 0 L] 1] 0 w "w '] -]
ZycHEn M4 180 "0 ™ n ar M P+ " s ]
v : Y =4
2 AT PES @ Kaplan-Meier [if% (ADRIATIC 7&5k)
1.0 4 Osep il (A)[95% CI)
— kG 55.8 [37.3~ NE]
0.9 4 e T T HAE 33.4 [255~30.8]
- ovHF— P [95%01] 0.73(0.566~0.928]
£ o7 4
=
06 4
1]
& 0.5 4
b o O,
TR -
03 4
0z 4
[REE
0.0
0 6 12 18 b1 k'] 34 42 ] 54 ]
atrisk# EEAN L LOHMEA)
=/E 264 248 a3 182 172 141 = 51 & n 1
Fhafa 266 47 4 176 151 123 L1} 44 23 L) 1
Y . % =
3 AT OS ¢ Kaplan-Meier #h#R (ADRIATIC iABR)



[Z2 4]
O [FEBEHLES MAHEER (CASPIAN #tlR)

A EFRITAFIOHRE 260265 5] (98.1%) S Ot FREE 258/266 5] (97.0%) (2588 &
Wizo AFIPFHBEICB VLT, AAIE OREBEBERTETERVWAEFHEE (RIEH) 11X
156/265 B (58.9%) IZ58® AL, D 9 BLIETH] (Grades) 1, 1/265 ] (0.4%) TH
ST, AFIPEHBECTRELEN 5% EORWERHIZTED LB ThH-o T,

K1 AFIPABETEBERD 5% LORIER (ZtTH84EM) (CASPIAN )

Bl (%)
AFIFHEE (265 Bi)

SREBIRGYHL | HEATE
(MedDRA/J ver. 21.1)

4 Grade Grade 3-4 Grade 5

2FEIER 156 (58.9) 40 (15.1) 1(0.4)
MR LV R fEE

2 1fn 21(7.9) 2(0.8) 0

B TR ER A S 21(7.9) 9 (3.4)
PN o i

R NS RE TU R 21(7.9) 0 0

R IR RE AR T E 23 (8.7)
R L OvseE S

TEAR IR 21(7.9) 0 0
b

T 14 (5.3) 2(0.8)

YN 32(12.1) 0 0
—f% - RHEER X OGN OINE

ey 5E 20 (7.5) 1(0.4) 0

I 7 16 (6.0) 0

728, DA NS B R R 2 5 T fIE A R BLR LD G HE R 4~ 77 AFIBFREEIZ IV T
MVEMERIZER 761 (2.6%) . KB 16 (0.4%) . BEEO TH2 6] (0.8%) . JHHERER
F 14 01 (5.3%) . HURERBEREIR TAE 23 61 (8.7%) . HRRERBERETCHESE 25 651 (9.4%) |
BB EREREE 2 1 (0.8%) . 1 BUBEIRI%E 2 i (0.8%) . infusion reaction 3 fil (1.1%) .
FEEMEAT P ERIBDE 2 B (0.8%) D3F8 s bilTe, £7-. BEE (WEMERE) | HK-
BREUTRARE, (Ofpsk. BEIED I e, T ISR S, BEMAK ., R M ks iE
K OGRIFERB IR D HiZe o1z,

@ EPILFES MR (ADRIATIC RER)

HEFGIIARHFIEED 247/262 5] (94.3%) KT 7 EARFED 234/265 1 (88.3%) (Z72
DO, AAMEZBN T, KA L ORREBRPEETERWAEEFRS (BEHEM) 1%
176/262 5l (67.2%) (2RO BV, ZD 9 BLILTH] (Grade5) (X, 2/262 %5 (0.8%) TH
STz, AABETHRIVEIN 5%LL EORWERIZI TRDO LY TH -T2,
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F 2 AKIBETRIERY 5%ULORIER (ZEMMITHRER) (ADRIATIC RER)

B (%)
AANEE (262 1)

BRI | FEAGE
(MedDRA/J ver. 26.1)

4 Grade Grade 3-4 Grade 5

RIVER 176 (67.2) 23 (8.8) 2(0.8)
PRI W B

FODR R RE TR 23 (8.8)

HOR IR REAR T AE 39 (14.9) 0 0
Rl L ORFERE

FARIBOR 22 (8.4) 0 0
MRS, HERES I OMEfm P

Jitilig e 24 (9.2) 3(1.1) 1 (0.4)
B

T 13 (5.0) 2(0.8) 0
R g3 K Oz R LRk

Z 9 R 25(9.5) 0 0

KI5 21 (8.0) 1(0.4)
—i% -« £EFETER X OGO REE

e e 13 (5.0)

it 21 (8.0)
R AR A

TI7=2VT ) R T UAT 27— 13 (5.0) 1(0.4) 0
n

72k, AT ICBEFR 25 T g EARBLR IO LGSR 2 9, AAFIREICB VT, [
PR O RrAitils e & & de) 45 6] (17.2%) . EAED T2 #1 (0.8%) . FFFknEks
oS - B RMEIRAE 2% 25 1] (9.5%) . FUIREEREAR TE 39 1 (14.9%) . HUIREREEGE
JUHESE 25 B (9.5%) . mIEkEREREE 3 1 (1.1%). FIEAHEERERESE 2 1] (0.8%). 1 Flk
PRIG 161 (0.4%) . DFHZ% 1B (0.4%) . % 161 (0.4%) ., mpfekEdE (70 - NL—
SEEREA S Te) 3] (1.1%) . infusionreaction 2 5] (0.8%) . W&EZE 1 51 (0.4%) 233D 5
iz, iz, KBk, BEE (BEERERSE). MR - BB RAEE, REMEJE, =
FED R JERETE, AEWEAF P ERBUDE . HIRE AL, BRI S M i NS E & OVIR
FFERB LR D SN o T,



4. HEFRITOWT

I U A 7 EFGHE (RMP) ([CED & | ARA DI LM RERTE B~ i) ) Al
W Dk T o C, AR OG-0 E 72 B 2 2W - FrE L, AAIORH1C X0 HiE
PREIMER 2B L T2 BRICRIG T2 2 L BUERTeH | LN DO~Q D =T Aii 7= 9 fi
RICBWTHHT 2 X&ETh 5,

O MERIZOWVT

O-1 TEED (1) ~ (5) ODWTNNITHELT DR THDH Z &,

() BEEFBREIEET 203 A BHREEEIL RS BT IR 23 AR L 9
Bt Huddks A2 EEE L SR B, Hidsl s A RS IRIRBE 7R )

(2) HFFEMRERBL

(3) HENFRFIFNIEET 22 A2 EEIRRT (03 ARSHREIERR EPL, A3 A2t idiis
W 19BE, 3 Avie e 72 &)

(4) ARALFIEE A R E U, SORIEBE L AR 1 SRIER L AR 2

SAIAN S SEIGA L LSRR 3 DIk FEMEITAR D B H 21T > TV 5 ik
(5) DML AL G BN O e EEICLR D M 21T > T D itk

@-2  fitm DALZHEE S ORIE R FEBLURF DO XG53 20 0k & BRER & R o =R (FRD
WFNNITEYE T D ERM) 23, BE2RBOARICEAT 2EROBTEE L L TRESH
TS Z L,

ES

o [ERiRIFESE 2 EOMMIIHEZE T L2 5 FLLEDOR AIERDIERIHE %
IToTWBHZ L, 55, 24 X, NAEWERELY E L LEBEIEESOHHE %2
ToTWAIZ L,

o [EANRIFEUSHE 2 FEOYMMINHEZE T L7%IC 4 FLUEDBARRBREZA L TN D
Z L. 9B, 3L, MO AP ERE &G o ML ERIR S D R IRIHE 21T -
TWbHZ &,

@ BEADERMBREBDEHIZOWT

B B BT T D BEE NI E S, JERAE) S OFHREA, ﬁw -2
VRPN G R OB B L OEA ST 2 WA, AEFRNRE LHEO#RE
R, FRWLDIITONAEHINESTWDHZ L,
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® BIER~DRIRITOWNT
@-1 MEAARHNCEET 5 B

VR Bty R D S 2 BIVE I AN AR LT BRIC, 24 BEBISRIRHI D T, Y i%hiiag X
IR IS B\ T, BB L2 BITERICIE U CABRE B L O CT 25 DRI ORI
TRRAEORERIY BRI S, B HICSHE TREZR I > T D 2 &y,

@-2 EEREEICL2BEFEFRINCET 2B

DA D 2 MR O L AT 2 EEEFE VLEEHTE=2 1V 7
EEOEFIRDA T ) —=0 T HATOWEIRE L ERZ LA TE 5 F — AEFIRH 35
i SNTWD T &, 7ol EBARFNZOWT, WABRE EZDOFRIT IZJBmE T
WnHZ Lk,

@-3 BIWEROBErHCXISIZBE LT

RIER (VB MERZE SR O 25 Te) . IFneEs - 2% - s b PEIRE 2%,
W WEE (RSeS| RIR s RERE . M IEABRREmRE) | BiEE (REMER %
£%) | infusion reaction, KK « EEED R, 1 BUPEIRIE . 2% - BRBUHREAEIE ., DR
EIEF I IE, BEESE . IR MEIRAE, INYE, B OKERE, REE (¥ 7
Ve N —IEERE A G ) | ALTFRE SR IR O RSB L R ERIBE . AR AL, BESR .
PRIFFEREFSE) (2 LT, Highiax XITrBREREEBI O B2 A9 5 A & ElE L (F
TEROZWroxISICB L THREA VSR EZ =T oA &MICh 5 2 L), EHIZu#E
LB IS TE HIRHI DA S TWND Z &,

N

11



5. BEXMRBLRDHBE

(G50l B9 % 1]

O TROBHEIZBWTAF, HERPUEMEELEA (DAVRTZ7F I AT T F
V)&UikﬁvF&®ﬁ%&é@ﬁmﬁmméMTmé
o LEEERVERE D 7o e AL NI AT B

@ TROBEFICBWTARDOHMEEDAEIMENR RSN TND
o HASRIUEMENELAZ & T RIBHE P U AR TR BET RO b
R RARL NS [ T~ (T X T OB A X EFICUIRARREZ2 54 ]
(ZxF U CHERPIRIEM T 5 BT

@ TFRUCEEY T 2 BT T DAF OB G OB ITEIZ SV TR, AR M

DHESLSNTE LT, RAOELGHG L b,

o OTARBDAAIMED R S TRl O FEEMEIEE Al & OOFH 5

o ASRIUBIENEGA & & L ARTARU E A BRIRIE DTRHRIE D 72 W IR R R
Rt B (e D AR DB G-

o ASRGUEMENEL A & & L RIBEU LB SRR R IR BT 23380 iz
R 7R/ N B i i 3 L2 k3 D AR D B

o NIRRT BT DA R A B IRIE & L TOAR DL

(ZetEicBId 5 FH]

O FTRICZUNTLEFIZOVTUIAAOEENET L SN TND 2 &b, &K5ET
bz &,
o KANIDRSTITKE LIEOE DAL IE D & % B

@ BEJSELINBAR R 2 46 U 2 AT AL PR GT BERE R OMERFIRIEIZ BV T, TRtIZE%
T2 BEITHT HAANDOEEIZON T, AFOZEMESHLSNTE LT, K
RO GXI%RE B0,

o IRIGIULAIEETRRIRIEIZ X Y Grade 200 EORVE MR B Ok 2 &
Tp) OFBNRD LT BE

@ THERTOFHHIC I VT FREICH YT 2 BE T OV T, AAOFKEGITHERE S vy
 MMOTRIRBRADS RNGEITIRY | HEBEICAFZHENT D 2 L 25ETE D,
o [AEMEMRE (BURRIIRS 2 &) b 2 8BE IZ OBIERED & 5 B
([P BT 5 FEH] OIZF%Y LRWEEIZRS)
o SRR A TRIE R 3R B 5 B K OV Gt 28 % oD Jifi L2 RAEPEZE AL

12



NHHNDBE ([LEMEICBET 2 FH] @I LARWEEICIRD)

H OB B OA O UTEMEN 72 3 L < IXHRMEDO B Sk B OB
b o EHE

WHO Performance Status 3-4 1 D #BE

1 WHO ¢ Performance Status (PS)

Grade
0 F ot {MHARIEETE 2, BUREOMERE LT LR, BHIT LR LA EAEHIEA T2 2,
1 PIRESIZI LW S 523, BITHRE T, BEESSAIETO T LR TE 5, EmMEEE ATy
L— RO LRI MBS EHTEX2BELEIND,
2 BATHIEET. B OGO EDY OZ L TR THREE D AFEILTE W, BHO 50%LL Fig~Xy ATl I 4,
3 ROENEZESOEHEDEPOYOZ ELNTERY, BHO 50%LL L2~y RO+ Tl 24,
4 FoK#HTFR, ASDHEDEDLY DI LITE -7 TEXR, BRIy Rk - Tl
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6. BEIELTHEETNEEH

O WACEFCI R RIEMRTEER DR 2 BB D & AH| D ReE K OVl E
HOT=DITBEIRNGHE H /IR L COLEHT D 2 &,

@ TREBIMRICINI D, BE T OFEICH IR OfEmtE 2 oyt L, RE 215
ThoETHZ L,

@ ERBWEHDO~FY AL MZOWT

MVEPERR B Rl 2 & de) BHSbd 2 ENH DT, PR
(EEAL, PRI EE, ok, REENEE) ORI OWEs X MRiRd O S, 8142
AT H) &, £, MBS UTHE CT, i~ — T —S0mi 4 E
M35z &,

infusion reaction 23% 515 Z LR H Y | 2 A1 H LU DO AAI e H-REZ § infusion
reaction 3% HDONDH T ENH L DT, KA GRHZI T ERIEF OREEZ 45
ICHER4 5 = &, infusionreaction D3ERO SN S ITHEU M ELEITO & b
W2, JERAEIE T 5 £ TREFEOREEZ IR T L2 L,

FODRIRFSRERS 2 . B FERERS 5 & OV T A RERR E N H S oD Z ERH DD
T ARAIBEG-BRAGHT K OV G- B X E AL N 2 WS REAR A (TSHL., 1746 T3,
WEHE T4, ACTH, [ 2 F Y —VEOHE) 21T, BEDOREBAE 5128
BTDH L, Fio, BBEIEU THEREGOERLBET L 2 &,
ARIDOEEIZ XY | BEORPERISICERE T 5 L& 2 b DMk R EBOHTE
BHOLONDZENRD D, BIEELTHITITV., BERRD GNTHEITIE,
JEDSGPERUNC X D RIER OB 2B [E L, @l aiT5 2 &, i
DHRE OGN K DRHWER RO 556121, ARIOEGORE, F 1L
ERERNLVE L RORGEEEZETH L,

PG T, BRI 0 HRE L T SRTERN T 20857720,
AR DL THRIZHRWERORBUZ/0ITIEET 5,

AST (GOT). ALT (GPT). y-GTP, B VU /LB D EHA M 5 IFEREREE, 1T
K. ALHERRAE R R S HbiILd Z R d D DT, ARAIEL-BRbGHT & O 5
PIXEH TS RER A Z 1TV, BEDREEZ+2ITBIET 52 L,

PRABE HEME R, RERKNEREOBRENHLDONDS ZLH LD T, KA
P 5-BRAART K OF G- IR 1L E WM I B RS RERR A 21T\, BRE OIREEAE /312
BETHZ L,

1 AUBEIRIG N 8 Do, BERIFIEY N TV K=V RAZEDRZ ENHHDT, 1
B, Bl EIAEOEROFEBLLMMHED LA HoEET 2 2 & 1 bER
WD ONTZ AT, A A VR ET 5EOmEORRE LT ) Z &,

T oE B R

@ CASPIAN RERICBWCIIHR GRS 12 AL 6 #m. T0%IiT 8 M,
ADRIATIC #ER B W TII&EG-BE S 72 FRIL 8 @ m:. 96 W £ TiX 12 # .,
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FD%IT 24 BWHICEMEDFH AT > T\ 2 & 25E 1 AFIERGHITEBR
ISR CRIR DR EIT D 2 & 7k, REAINMIE BT DRIEMLF
TG HRIRIE S DHERRIE L L COARF O GHMIX 24 T HETET D Z L,
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SR/

1. IZL®Iic P2
2. RENOF#, (ERT P3
3. BRIRAHE P4
4. HEFRIZOWT P8
5. Behxtg Lo b B P10
6. HEHIZERL CTHET & HIH P11



L. IXL®IT

LIRS DA « ZEMEOTHIRDTZOIIT, TR SCESI SO ol 1 28 F 235k
HHND, SIHI, ITFEORFHIFOMEAIC LY | FrREI e & O EF 723 HE
BT ERLDAREINDLI T T, INODERLZEICHNERBE RIS 5 2 LR
BIELDFRE L 72 o> Th Y . RFMEOER L D HA T E#F 2016 CERE 2846 7 2 H
PIEsiE) ICBWThH, EHNERLEOM Aot 25 Z & L ShTn
D

BRI IR AT, RS e 7 a7 7 A VBB DO ER L LB S S
RIDZ 0D, 20D, AR OLEMICET 2B EN FoEMTETO
M, YEEERLOBEEBRIZITHZENMFFINIBHIIH L HERTL2EED
(2. BIERZSRHL LI BIC B 22 i & & D 2 & 25 el 7R — TE DI %Yl 7= 3 R i
BICHHT A ENREETH D,

LEERo T, RAA RTA4 Tk, BIRBEESLINE TIZE LN TV D EFES
B« BRE M-S & | LUF OBEIRN O i 72 &2 HEde 3 2 8L 0 b B /e B
. B2 R OEEFHE RT,

¥, RITA RTA 0%, MAIATBOE NEIR M ERES IR O HAE . A% tERTE N B
AERARNES 72, —MAbE AN B ARERRNFHE S K Ok FE N B AR g2 O W
Db EAERKR LT,

KGR LR DERN  Fal <7 GBI R)

R ERDIREUTDE - TIBRARE 72 R0 R ges

S LR ARBEROEE @ R AICIET 2L b~ GRE T/ Z) & LT, 118 1500
mg % 4 M T 60 M LA L CHEET %, 72720, 1K
#H30kg L FOGAED 1 G &I 20 mgkg (KE) &35,

HlYE R 7% ¥ T A NI BRI SH

(%)

AU LA~T (EEHZ) ORETE, HEROHE

SRE ST« GIBRASRE 7 T e

HIEROHE : Tar <7 (BaHE#z) LoffHIics T, @i, AKX hE
AV h~T (B Z) & LT, 300 mg % 60 43 fE LA B2 CHA]
WEET 5, 72720, RE30kg LLFOLEO 1 BIEGEiX 4 mgkg (I
H) 15,



2. BAIDHEH. 1EREF

T a7 GEE R Z) (LLF TARA]) 1%, B F programmed cell death ligand
1 (PD-L1) ZkfF 2% v7 U Glx (IgGlk) V727 7 ADe MIE /) 7 a—F)u
s ThH 5,

CD274 (PD-L1) &, EENICBW THERTMIGEICEH L TR0 . HkL2Y
VRER (T A, B i@k NP F 2 7 0% 7 —T#ifd) 22845 CD279 (PD-1) &
O CD80 (B7-1) &#EG L, IS ELZAICHIET2LEZE 25 TW5 (Annu Rev
Immunol 2008; 26: 677-704, Blood 2010; 116: 1291-8), F 7=, PD-L1 1%, Ffi4 D JEEHHI
ICHFEBLTWAZ L (Nat Med 2002; 8: 793-800, J Immunol 2003; 170: 1257-66) 7344
INTHEY, PD-L1 & PD-1 #4 L=RRIEIE, TEGHIBE S PURRERA 2 T AR S OX
AL 2 BT D DO—D L LTEZLNTWD,

AFX. PD-L1 OFIFE/ERICHE S L, PD-L1 & PD-1 OFG & HET S Z L5k
D N APUREE A2 TS OIS EINME 2 R U, BB OBIRA2 MG+ - &2 5
NTWA,

AFN OB S W DG SO X D RER 2 & 6 oiv, HEE XTI LI
ELHREMDNH D, AROKET R OKERIZIT, BEOBEL 2TV, BEIRE
D HATHEITIE, B L FRUTIE U MR 20 sk & R 2 Ff o RAh & d L Coil
G728 W ATV R DS RORIT K D EIWER 2 5D 25812 1E, Bl E AL
EHIOFREE O RILE E1T O LED D D,



3. BRERRE
BIBRAGE 72 FHE A g O 7K ERIRF I B & 17 2 72 T 72 BR R e BR D ikt 2 7,

(A 2hE]

[EIFRIL[E 26 1T AHRAER (HIMALAYA #U0%)

EHALFRIERE D 720y Child-Pugh 43 %H A O YIFRAGE 72 i M e AR E 1 (ECOG
Performance Status 0 (% 1) 1,171 5] (AAI+ F LAV A~T (BaFEHZ) (LI,
ThULA Y L~T) 2 DRAIDEHEE 393 611, AFIBAE G [AHIHEAEE 389 7111,
T 7 =7 [XIHARE 389 Bi1]) (HAN 108 3] [AHIOF FHRE 34 i, ASAKIBIREE 45 1], xf
FRRE 20 fIl] Z&de) ZxtBUT, AAlE LAY A~ T 2OFHES LI5S R OAH &
B G- U T2 355 OG0 OV M2 et Lo,

FERMAIEH & S A (LT, T0S)) (3Rl [95%5HE X 1) (836 {4
ARV B 1k AFIDHHEET 164 [142~19.6] B H . AFIBEMEE T 16.6 [14.1~19.1]
A XHEET 13.8 [123~16.1] B H TH Y | KRAIDFHBEIR BRI LFSRHFROIZ
HAERIERZ R U (N — R [95%EHIXH ] : 0.78 [0.66~0.92], p=0.0035 [J&%
log-rank FRE, A E/KEE (A 0.0398]), F7/=, AFHMEEIZ OV T, ~NPF— RELDA
EKMEICKIE LG XM O LIRS FEANIEE LI2IESME~—T 0 Th 5 1.08 & FA
ST Z LD ARFIRBEO X REEIC R 2 IES D MR S e (O — REE [95.67%
EEXM] - 086 [0.73~1.02]) (2021 4E8 A 27 HF—% T v "4 7),

1 JRFURE GRIMT & ) —ATEARRE, 7 VA BOReE, ~ A 7 v EEREE . IFEIRIER
W/ IFEIRAL SRS, SRR IRSE) OWIE L 72 5 BE 3RS S,
#2 0 AH 1,500 mg KONR LA U A=T 300mg & 1B, Z0O% 4 BMOMIEEZEF T, &H 1,500 mg

% 4 E MR CHIRNE 5,
*3 : A% 1,500 mg % 4 Ji& W] B kR CREIRIN B G- LTz,



1
oswRE (A [95% Cil
0.9 1 — [P 164 [14.2~198]
g — MW 138 [12.3~16.1]
0.8 n¥E—FIf ®5% Cl) 0.78 [0.66~0.92]
& 0.7 4
% 05 4
(2
05 A
Lil
o 04
03
02
0.1 4
] — - + — - — —
0 2 4 6 & 10 12 14 16 18 20 22 24 26 28 30 32 34 36 3/ 40 42 44 46
AR oD (R)
At riski
FE T 393 365 333 308 285 262 235 217 197 190 176 188 158 150 119 98 75 85 32 19 11 1 0 ©
T4TTH 389 356 319 283 255 231 211 183 170 155 142 131 121 106 70 62 44 32 21 12 § 1 0 ©
1
osHhis (K) [95% Ci]
0.9 — FEEEE 166 [14.1~18.1]
— MEE 138 [123~161]
08 sif—FEE (9567% U 0.86 [0.73~102]
20?
% 06
=4
05
w
o 04
0.3
02 Hy
! -
& —i
0
0 2 4 6 B 10 12 14 16 18 20 22 24 26 28 30 3I2 34 36 3IB 40 42 44 46
EERBHr oMM (8)
Al nigkeEs

FHEN WG 380 368 327

85 266 241 230 214 199 183 1569 160 153 133 107 87 61 39 27 20 % 6 2 0

2
AfFIRE 389 356 319 283 255 231 211 183 170 155 142 131 121 106 79 62 44 32 21 12 5§ 1 0 ©

1 OS ® Kaplan-Meier Hif}



[Z24PE]

EIBE LR EE 1T AEEER  (HIMALAYA #5%)

A EFEGIIAFIHEE 378/388 il (97.4%) . ASFHIHAREE 345/388 151 (88.9%) MUk}
TREE 357/374 5] (95.5%) IZERD BHNT=, WTFNNDIRERER & DR EERNTE TE 7R
WHEEES (BIEN) X, ZE0 294/388 il (75.8%) . 202/388 f5i] (52.1%) KN
317/374 4] (84.8%) 2@ HAL, £ D 5 BT (Grade5) 1T, T L4 9/388
(2.3%) . 01} TN3/374 4] (0.8%) TdHh o7z, WTNNDOREERETIRIIRN 5%LL L

DEWERHIZTRO LB ThoT-,
£ 1 WThrOREHTHRERENS% U EOBER (Z2MMHTARER) (HIMALAYARER)

PN % (%)
N
(MedDRA/J ver 23.1) A HEE (388 f1) A B (388 1) XHERE (374 f51))
£ Grade | Grade £ Grade | Grade £ Grade | Grade
Grade 3/4 5 Grade 3/4 5 Grade 3/4 5
FRIEM 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)
PN 3 I B
FOIR IR BERE SUAHESE 31 1(0.3) 0 8(2.1) 0 0 2(0.5) 0 0
(8.0)
FOR RS RE AR T E 42 0 0 15 0 0 8 (2.1) 0 0
(10.8) (3.9)
R K OVRERE
AAKIROE 21 1(0.3) 0 10 1(0.3) 0 45 2(0.5) 0
(5.4) (2.6) (12.0)
Bl
THI 64 13 0 23 5(1.3) 0 145 15 0
(16.5) | (3.4) (5.9) (38.8) | (4.0
i 20 0 0 13 0 0 36 0 0
(5.2) (3.4) 9.6)
s - 10 | 2(0.5) 0 7(1.8) 0 0 19 1(0.3) 0
(2.6) (5.1)
[ 4 (1.0 0 0 4 (1.0 0 0 21 3(0.8) 0
(5.6)
AN 4(1.0) 0 0 2(0.5) | 1(0.3) 0 27 1(0.3) 0
(7.2)
B3 X OV TRk
Z 9 FEE 66 0 0 28 0 0 21 1(0.3) 0
(17.0) (7.2) (5.6)
95 76 6 (1.5) 0 29 1(0.3) 0 47 | 4(LD) 0
(19.6) (1.5) (12.6)
Pt B 1(0.3) 0 0 3(0.8) 0 0 48 0 0
(12.8)
T RERFAER | 2(0.5) 0 0 0 0 0 164 33 0
IEGRE (43.9) | (88)
— % - 2HEER L O GEALOIRRE
9 30 | 6(1.5) 0 25 0 0 55 5(1.3) 0
(1.7 (6.4) (14.7)
A7 3 11 2(0.5) 0 14 1(0.3) 0 27 9(2.4) 0
(2.8) (3.6) (7.2)
I
& I E 3(0.8) | 1(0.3) 0 2(0.5) | 1(0.3) 0 56 20 0
(15.0) | (5.3)
NRIR 2R, FEhIs & OMERRpE
H e g 1(0.3) 0 0 1(0.3) 0 0 19 0 0
(5.1




ERIESIIINA: =l % (%)
FEAGE
(MedDRA/J ver 23.1) AAIOERE (388 ) [ AKIHAMEE (388 i) XIHERE (374 B)
IR RS

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

A7 =7 —FHN (4.6) (5.7)

7T —EHn 21 10 0 7(1.8) | 2(0.5) 0 4(1.1) | 1(0.3) 0
54) | .6

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

ForRT2T—FH | (5.7) (6.4) 2.7

hn

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

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

(7.2)

7R AFIGHHBHCRW T, BEMEMEE S B (2.1%) . K2 8 6 (2.1%). EED
T3 1 (3.4%) ., FFREEERRTE - FFA% - BEEPERRAE R 5T B (14.7%) . FUIRIFEREIS T
i 43 1 (11.1%) . FURBESRE TTHENE 39 B (10.1%) . EIEHEREREE 6 ] (1.5%). T
INHERERESE 2 451 (0.5%) . BfFEE (MEMERE) 36 (0.8%). sk - AT RIAZE 4
f1 (1.0%) . infusion reaction 8 51l (2.1%) . ‘L5 2% 2 51l (0.5%) . FEIE ) M ) 0E 2 1] (0.5%) .
BEEOKERE 1] (03%), EEE (72 - SU—JEEHEET) 56 (1.3%),
FES 4 5] (1.0%) 338D BTz, 1 BUBERRIN . FEEMEAT BRI E . iM% VL& 2R 1L,
BB, SR MRIBE & ORZFERIE 1Z780 B oo 7z,

FTo. AFIEMBHZ RV T, B EH (1.5%). KiFZe26] (0.5%), EEDOT
5B (1.3%) . AFRERERETE « AT4 « AL MERRAR 254051 (13.9%) . FLIRAEREIR TE 1501
(3.9%) . HUR IR RE TCHESE 12451 (3.1%) | FIIEF FERERE 441 (1.0%) . 1 BLHEIR T 141 (0.3%)
infusion reaction 5651 (1.3%) . DB 18] (0.3%) . BIEMMESIELIR (0.3%) . EED LG
P 1451(0.3%), #RRREESE (F7 > « NL—JEFEEZ &) 161 (0.3%) . BER 1] (0.3%)
NRD LTz, BEE (MEMEBERE) ., Tk - BUBOHRAE, T EABRRERE, R
PEGFHRERIRE, B2, THALAE 2240, RIS, Sad Mk f N BUE M OVIRFFER S 1 358 6
LRI o T2,

AREWER BRI B 2 2 BB R A2 T,



4. HERITHOWT

PR3 SL Y A 7 EPRETE (RMP) (THED X AHI DI S L MGG B~ /1141
D Dfaik T o C, AFN O G037 B 2 2W - F5E L, AFIOBHIC LY BHEE
7REWEH 2 3B U -GS 5 2 E NS T e lod L FDOO~@D 3T & i 7= 37
BRIZBWTHERT2XE2Th D,

O HERIZONT

D-1 FiEd (1) ~ (5) DWTRMNTEST LR THDHZ L,

() BAFEREDIEET 503 AR REEENL SRS (FRE RIS A 2 FGE LR
His A ARSI IS SR BE . B ARSI BT &)

(2) FrERERPL

(3) ABERFIRAFARET D 03 AHEIER L (S AR ERPE. S A B
W 1ERE. DS AR HE SR B e &)

(4) IR FIRIEE A ZRE U, SSRIEE L P RIEZ R 1 ARIEEC S RIEZ R 2
ST RNEIFAY VLR 3 Ofiak FEITAR D | H 21T > T2 ik

(5) PrEMENEE A & EINE O sk FEE AR D | H 21T - T B itk

-2 FFmAa s DAL PR EE K ORI R FEBLUR DS+ 72 ik & Bk 2 R =Rl (F
ROWTINTEE T LHER) 25, U2 RE OARFICRET SR OREE & L TAE
ENTNDHZ L,

*

[ Bl i U 2 SEDPIHIRHME 2E T L721212 5 FLL_E DS AIRER DERIRAHE %
ToTWhZ L, 956, 2 LT, BDAKWIREL T & URRIES S OHE
EIT-oTWH I &,

[ Fifi 6 7P US4 2 SR D FIIRHME 25 T L7-1212 4 FLL EDIEKREBRAZ A LT D
&, 9By 3 LR, AFHAEREE DB A SRR & G T IR o O B R E &
1IToTWAZ &,

@ BENDOERLFEREEDOEKHIZOVT

S E RS I F T 2 LA D ELE S v, BEREEN D OFRE D, Aok - &7
EVEERPEROE L OERE AT A EHRRME, A EFENRE L6 oS
RS, FERHODIITONARHINE-STnDH Z &,

@ BIEA~DOXIRITONT
@-1 HEF AR EEd % B

(VLR SRS D T 2R RE A AN AR L 72 BRIT. 24 BRBI2IRIAHI O T, YaZhiiag X
EEERERR (ISR T, B L 7ZRIERICIE U CABRE B O CT EDOENEH O EHNZ 4
HIRRAEDORRN L H NGB, EHITHISFREREHINE > Tnd 2 &,



@2 EEREELICLD2EEFRICET 5B

DA IZHE D D Rk OB R 2 B T 2 EERIEEFE DEWEHE=2 Y 7/
EHROIFIRDA TV —= 0 T HATWEIRIE & F W2 A TE 5T — A EFRIRH 35
ifE SNTWDZ &, 2B, BIFEHNCOWT, DABRE L FDOFRICHSIZEmEn T
WnH Ik,

@-3 BIfERDOZRr-CHIRICE L T

RIWER (MY MERTZER, HREREE - R - s LIRS R, Ao kESE (R RE
M, mIBtERElRE, T IEAMREREE) . BIEE (MEMER%5%) . infusionreaction, KX
W% - BEED N, 1 BUBEIRIA . Wik - BRI ALARE . (Lo BEEA B ) e BlEAk
S Mk s IBUE | B8 . BB D 2SI | ARIRBE S (367 v - N IEBERE A BT |
(b PPREDE R DR BWELT BRI E . LB 7L, BER . REFEREEE) ISR L T, Y
AR ST R B D BE P MR A A T A EAD L L (RIEH OZWr-oxHS 2B LT
FEROZEAZITONDEMCHH T &), EHITHEI A ALE A T & 5 K 238 - T
WhHZ L,



5. REXMBLRDLEE
(AR % ST

o)

@

(€23

BV SERRERE D 720 Child-Pugh 2338 A OUIKRANHE 72 AT AR B (2B TAK
E RNV RAY AT E OB R OARFEIE G- O NENR RSN TN D

TREIZEE Y T 2 B TR D AA O£ 5 ) O FIEIZ OV TR, AAIOFZIED

ML L TELT, AADOEKGEG L 2B,

o OTEFDOAERMEDN TR STV O FTEMAETE A & OO #5-

o JRPTERE (RREW=% 7 — VIEARIE, 7 O AMBEORE, ~ A 7 v iEEER
W, IFENIRFERIFR L/ TP BRI L Se AR s . O BRIERIESE) OIE & 72 2 i
gt R

AHNOE AT DT> TE AFE P AU AT EOHHE G2V TRV T 7 =
=R A EE S RFE STV D — T, AFIFMEEGIZ oW TIEY 7 7 = =
T T DIEBIEDHIIREN TN D Z &4 HIMALAYA #RBR DR % + 47 (2B
fig L=, BEORELEE L, FAik - AR2ERTILERH D,

\ZR8d % FIH]
TﬁL§é¢5$%gowfi$ﬁ@&5ﬁﬁ%&éﬂfﬁé:&#%\%ﬁ%ﬁ
Dirnz &,

o ARHFIDRSIITKR LIRBUE DBERED & % 3

TRIERTOFRIC B W T RIS Y T2 BEZ IO TIEL, AAIOEGI3HER S e

WS DR FEEIUE S 2 WGEICIRY | HEICAREZEAT 52 L 2FjETE

Do

o [HEVEREE (BUHRRIRE 2 5 le) Db 5 BE XXZE OBIEREO H 5 B3

o M imi G AR A CRHVE S A AR D BB N OVEYSE il 28 55 oD il (S RAEMEZ AL A3 2
bivdBE

o BUAREHEBROGO BN A L UXIREMEO B OB R R OBERE O

LB
*  ECOG Performance Status 2-4 ™ o H3

£ ECOG @ Performance Status (PS)

Grade

0

F ol KPR TEEI T & 2, BINAT & A U H % /EEDHIRZR <AT2 5,

1

PRI L UNEBNITHIIR S40 2728, SMTRIEE T, #ERLRITITO 2 LB TE D,
7l - SR, HEER

2

HRITAMRET., AHDHEDED Y D Z &3 THHE L PERIETERY, HHRO 50%LL BiENy RIS,

ROENTEAZOHEDEDY DT L LATER, E*@SO%MI’E’\/I\?E‘HJ’T@ 3,

FolBFR, AODHDOEDLY DI EITE 72 TERY, BRIy RO+ Tl 27,

10




6. REIZBELTEETREEE

O WA CESION Z, BEERGEEE DR 2 RN (D & A O R & OV IEf#
HO DI Bt WmaE Ho B L CoofiHd 52 &,

@ WBIEBIRIZIL D . BE XUXF DFIRITAE G R Oatt 253 L, [RE 425
ThoRETHZ L,

@ EREHERO~FT AL MTOWT

MEMERE R (R 2 5t) Bbobild Z b b0 T, HIHIE
M (RG0d, MEURIREE, k. REAEE) DR O XHRIR AL D E a4, Bl
BhFNTATH 2L, Fio, BBEIDG U TIECT, Mg~ —0—50R&%
Ehid o &,

infusion reaction3 & H 025 Z &3 H Y | 2[5 H LA OARFI$E H-HFIZ B infusion
reaction3 & H DO D Z L1 H DT, RFF IR I3 fRIEE OWREEZ 5
(2815295 Z &, infusion reaction3 il H AV ALY R LEEZITH L & b
W2, JEREE T 5 £ CREOREE + IR T A L,

FURIRHEREPE S, RIEHRREIE E R O T B REEE N AL O L 2 LR H D
DT, A G-BRAG T O G- B e SR N bgRe iR & (TSH, iF
BET3, WEHEET4, ACTH, M =LY — LV SEOHIE) 2170, BEOREL
+cBiET AL, T, LEIDE U THBRESOEHEE T 52
L,

ARANOEGAZ LY | WEORIERIGCITRINT 5 &E 2 b b Rx 2R BN
s HbND Z LMD D, BEETHIITO. RERBD LAEEIC

(I BEDRIEPIGIZ L 2 EWERORBLZBE L, #2227 5 2
&o WEDRIERIGIZ L DEWERN DN GG, RAIOHES DR,
Bk IR RE R LVE R ORESELEETH 2 L,

G T, BORRNOE A ARGE L T LEWEAR BT L2 0357
O, AROBGH T RIS RERAORIUATTHEET D,

AST (GOT) . ALT (GPT) . y-GTP, B U L E %D LR %45 FHRER
R, BLERERN D 5D Z ERH DD T, AFIPEEBRMART RO
G- IR R E MR ATEERERR A 21TV, B OWREZ +I2BlE 35 2
(1:0

JRAE I EEBR, REREBREOBEENHLDONDLZ ENHLHDT, K
Fl 5% G- BAAART M O G-I P E I B R A 2 1 1V IRE R E
SIITBIET D2 L,

IRBERIR DN B Db, BRI b7 =Y RAZELZZENHDHDT, 1
VB, L, IEMAEOFER OB IPHED BRI HMEET 52 &, PR
FNEEDN - EITIE, A R Y VARG 55O RLE 21T

11



(l:o

HIMALAYA #ERIC BT, $5BE 5 48 WHRIT 8 W m. LML 12 MEICh
IMEDFAMZIT - T2 Z & 2 2F 1T, AFE G HILE PRI EGERA TR DM
WEITIZ &,

12



B AHEET A RF A
Fa <7 (ElnFE# )
~ BB~

SF44E 12 H ($Ffn 84 6 AE])




SR/

1. IZL®Iic P2
2. RENOF#, (ERT P4
3. ERIRBAE P5
4. JFRIZHOWT P8
5. Behxtg Lo b B P10
6. HEHIZERL CTHET & HIH P11



1. XC®IZ

IR DA ZINE < LM OMIRDT=0OI121E, IR SCEEIZE DWWl B2 H 2R D
D, IHIC, IWEORAHM OB L0 | FUREILN 72 & O 5 22 8T BET B

FPEIEMMAAGEE D H T, 2D DERMA EICLIERBH RIS 2 2 L 03RO
FRBE L fp o TR RRFEIMBGEE L O FEATTEF 2016 CFRL 28 45 6 A 2 N MR E)
WZBWTH, EFMNERLEOMHHOREEHEL X5 Z L EhTnd,

BRI IR, SREMERRS R &M 7 a7 7 A ADEEFE OEIRS: & B 5 28
RHEZEND D, ZDD, HER VAV %#5%%@+A*ﬁTéif®W
MHZEEGOBE LM 2T 52 ERMGBEINLBFITH L THEHT S & LI, RIE
HFEBL LTI T2 ks 2 & D 2 L AAFTH &*m@?@%ﬁtﬁ@ﬁ%%?ﬁm
THZENEETH S,

L2 T, BKIA FTA 2 Tid, BAEERELZNE TITHE LN TV D EFIRFN -
BAR) RIS & LUT OBEIR S O B 728 2 HEE T 2 8LA0 O BB B2
i K OB A R T,

B, ARAA RTA L, MSCATEOE NEIE M EREIER O, A EEEANB AR
BRI s | — AL B ARES IR NEHE 2 e O— i tEEE A B AR ISR
hob EAER LT,

KR EIRDESRS - T ol ~T GEs Rz

REERDDRTAE IR IR 72 AEE

MG ERDRMER VAR 7 A& EUEBER N AT T F o & OHFRICBW T, @,
RANZIET 2 v <7 GBI R z) & LT, 3 MR T.
18] 1,500 mg % 60 53 LA LT ChilifiidEd %, 3 ERIHER T
O SR U H51% . Tl b~7 (B Hkaz) LT, 1
1] 1,500 mg % 4 3 [FRE T 60 /rMLL B2 CRfdthEdT %, 72
72 L. 1RHE 30kg L FO%E O | Bl G- 21X 20 mgkg ((KHE) &
T 5,

ey 52 ¥ T A TR HASEHE

(%)

T B e CERBE O IR, RIER O &

ZIRE SN - NEE RS

RO & @, AT A3 Z e & LT A 1,000 mg/m? % 30 452> Tl

FEL. ﬂlﬂ?§%3L@ﬁL/4ﬁﬁi%%¢50:m%1:~x

ELTHEEA®Y KT, 2k, BEOREICL D EEHET 5,




VAT T F U OREXAIEIR, HIEAOH &

ZhRe SN AL« MHIE

RO IER L, 7 A 2 B UERRIE & OBF LS LT TEEZRINT 5,
135 : VAT T7F L LC25mgm? (IREHFE) % 60 5y /T CaiiifiiiE
L. 1RG4 2 ke L, 3 EEIIRIETS, chix 17—kl
THEEGZ#0 KT,
B, TEORGEITREOWRREIC L EEHET 5,

BRI EERIZ 3310 2 & F8AI D L - F&I% 13, BRIRAGRE) DIE P5~) 2



2. AFIOEH. 1ERBAF

T aNN w7 GRIEFHHEEZ) (LU, TARA ) X, kB b programmed cell death
ligand 1 (PD-L1) (Zx3 257 17 Y 2 Gl (IgGlk) Y727 7 ADe MNiE/ /1
— AR TH D,

CD274 (PD-L1) &, EFERNIZE W THEEASMEEICBE L TRV | kLY
VRER (T A, BHIRL OV F o F 0% 7 —THifd) 2884 %5 CD279 (PD-1) &
N CD80 (B7-1) & fla L, I & = ATl 5 &5 2 54T % (Annu Rev Immunol
2008; 26: 677-704, Blood 2010; 116: 1291-8) , F 7=, PD-LI X, Flix OEEMALIZ &5
BLLTWsD Z & (NatMed2002; 8: 793-800, J Immunol 2003; 170: 1257-66) 233 ST
FBY . PD-L1 & PD-1 41 L7, NEGMAE A HURRF R 72 T AIRE D> & OB
FET DT —D2L LTEZHN TS,

AFNL, PD-L1 OAMISAEIICAE A L, PD-L1 & PD-1 DA ZET S Z L& X
D A AHURRRREY 7R T AL OMAE EISTE AR U, WSO A2 MG+ 5 L2256
TV D,

AFNDAVERRE D <M E DRPE RIS X HRWERER & &b, EEXITELTIC
%Zﬁﬁbﬁz’ﬁ%%’)o KA DFEF R OG22, BHEOBIE L +0I2AT0, BEPR
D OIS EITIE, FEB LIRS U MR 22 ek & RR & Fr oAb & dg L Tl
GV BRI 2TV B DRSE SIS K D RWER 235 55511, B R AL
E A DOEEFEOHOILIAE 2T O LB D D,



3. ERERRE
VBRI FRASRE 72 JHE S D K GRIRE I B AN 1 7 o 72 5 72 G PR 3kl oD il & 9,

(A 2hE]

[EI AL R S5 AR (TOPAZ-1 7-5R)

(bR D 72\ MR Y BR AN RE 72 IRaE FE FR 3™ (WHO/ECOG Performance Status 0 X [
1) 6850 (AFIL LB AGMtE+ v A7 T F 2 [ARIDFHEE 341 1], 77 &R
LT LB R AT T T D IREE 344 B1]) (RN 78 Bl CAKIDFFHEE 37
B, HRREE 41 B1l] Z2&te) 2T, KAl F LAV EUEBER OV AT T F %
DG L2356 O MR OV e 2 et L7z,

AT ORE R, EEFMEEE Th 224 (LLF, T0S)) (FRfl [95%(5#H
XR]) (424 DA X)) X, AAPFHBET 12.8 [11.1~14.0] B H . *HEET 11.5
[10.1~12.5] WA THY . AAIGFHEIISH BB LEHFIICA B RIER 2R~ LT
(B — R [95%(EHEXE] 1 0.80 [0.66~0.97], p=0.021 [J&7I log-rank IR/E. A E /K
e () 0.03], 2021 4E8 H 11 HF —X v M4 7)),

| BB TON -5 AT, 6 h A BA R L BICTR LIz BENR R & S, £7-. itk
TINS5 T D R R IE M T 72 AT, 6T 15 6 0 A Al L% IC R L
THEMRRIRE STz,

#2:3 @HE | A7 e LT, RA 1,500 mg XT7 7 EREZH | HEIZ, 7 A2 U HEgE
1,000 mg/m? & A7 T F 25 mgm? 5 1, 8 HBIZhK 8 V1 7 854, AH 1,500 mg X
7T R & B C 4B BR TR L,

OsrIYE(A) [95%Cl]

+ AAIAERE 12.8[11.1~14.0]
- XIRE 11.5[10.1~12.5]
INF—RE(95%CI) 0.80[0.66~0.97]

1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1
0.0+

op 22 [ HF Hp

0 3 6

9 12 1|5 1|8 21 24 27 30
EBIEAZIITI DS OERE(B)
at risk#y

AFHABE 341 309 268 208 135 79 49 24
o fiictics 344 317 261 183 125 65 29 10

& 0

X1 OS ® Kaplan-Meier #h#g



[Ze4tE]

E LRSS IIFEEER  (TOPAZ-1545R)

B ERERIIAAIOHFE336/338061 (99.4%) M U HEFE338/342051] (98.8%) (2788 B AL
oo WTFNDDOIERIE L ORREBERPHETCER2WVAFES (RIEH) X, 2hvzh
315/338%51 (93.2%) }U*310/342451] (90.6%) (Z7ded AL, £ D 9 HIETH (Grade5) 1,
233801 (0.6%) K ON/34201] (0.3%) Th o7z, WITNNOFGEETHRILRN
5% EDOREWERIZTRDO LB ThoTz,

£l VT2 OBREHTRIENS%U EOBIER (ZEMEMITHRER) (TOPAZ-13ER)

E = IPNx N Bl (%)
(MedDRA/J ver 24.0) AFDFREE (338 i) *[HEAE (342 f)
4> Grade | Grade 3/4 Grade 5 4= Grade | Grade 3/4 Grade 5

AFRIEM 315(93.2) | 211(62.4) 2 (0.6) 310(90.6) | 221 (64.6) 1(0.3)
Mg LY RS

gdiin} 134 (39.6) | 64 (18.9) 0 123 (36.0) | 64(18.7) 0

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

1 NI fiE 35(10.4) 12 (3.6) 0 40 (11.7) 18 (5.3) 0

H iR E 19 (5.6) 7(2.1) 0 15 (4.4) 2 (0.6) 0
NG AR

IR B RE AR T 22 (6.5) 0 0 8(23) | 0 \ 0
R K O & E

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

K~ 7% 7 AfUE 24 (7.1) 5(1.5) 0 15 (4.4) 1(0.3) 0
PR R B

TR R4 20 (5.9) 0 0 16 (4.7) | 0 \ 0
ElE

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

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

A 34 (10.1) 0 0 33 (9.6) 0 0

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

AN 17 (5.0) 0 0 15 (4.4) 0 0
B & F OV TR b

B 24 (7.1) 0 0 23 (6.7) 0 0

il B iE 24 (7.1) 1(0.3) 0 14 (4.1) 0 0

Z 9 FESE 23 (6.8) 0 0 16 (4.7) 0 0
— % - BHEER X O 5N 0IREE

55 74 (21.9) 9(2.7) 0 74 (21.6) 8(2.3) 0

A7) iE 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
i R AR A

T Bk S s> 89 (26.3) | 70(20.7) 0 104 (30.4) | 87 (25.4) 0

LR o e 64 (18.9) 27 (8.0) 0 71 (20.8) 26 (7.6) 0

i R A 34 (10.1) 14 (4.1) 0 45 (13.2) 20 (5.8) 0

TI=rT I RTUR 17 (5.0) 4(12) 0 18 (5.3) 1(0.3) 0

7 = 7 —VHhN

mH 7 V7 5= BN 8 (2.4) 0 0 26 (7.6) 1(0.3) 0

k. AFIBHHECIW T, WEMMRESR 4 6] (1.2%) . HED THTLE (0.3%). AT
PEREFETE « HTFK - BEALPENRAE 2% 21 61 (6.2%) . HUIREBRFEREMR TAE 23 f (6.8%) . HUIRNR



FERETUAESE 7 61 (2.1%) . EIEHEREREE 4 1 (1.2%). 1 7BER 1 1 (0.3%) . infusion
reaction 3 ] (0.9%) . #R[EE (T « NU—EEREEST) 16 (03%). Edk 2 4
(0.6%) MWD BNTz, Fio. Kk, BEE (HEMEBRE) . Mk - BB RRIE .
DRSE, BERERG e, T MR ERERE T A, B OO R g R BV T ERISAE |
WAL 2L, BEEEAE, o Ve MR ANE e ORIEEREE IR O bz o7z, ARWEH

FBUR DU EFER 2 S OEFHE R A R,



4. HERITHOWT

PR3 Y X 7 FPREHE (RMP) (23 & | AH O [ 58 5 22 M ERE TS B~ D 1 /1 14T
D Dfaik T o C, AFN O G037 B 2 2W - F5E L, AFIOBHIC LY BHEE
7REWEH 2 3B U -GS 5 2 E NS T e lod L FDOO~@D 3T & i 7= 37
BRIZBWTHERT2XE2Th D,

O HERIZONT

O-1 T (1) ~ (5) OWTNNICHESTIMMRTHH Z L,

() EAEFBRENFRET 203 AiFOBEEIL R PE % (ARIE T IR DS A2 Hta L b
HUB S A2 I BT, HUBS AU PR &)

(2) FrEERERPL

(3) ALENF I FEE T D 03 AR FEEERE (03 A HEEERR TP, 23 A2
W 19EBE, D3 A IREEHEE S B e &)

(4) IR FIRIEE A ZRE U, SSRIEE L P RIEZ R 1 ARIEEC S RIEZ R 2
SAIAKNEIFA SR 3 OMisR FEEIC R DB 21T > TV D it

(5) B RS AL A BN B 0D fita 55 FEVE LR 2 Jm HH 2T 2 T B Jitiak

D-2 ARJERE DAL K OFIVE R LR O 62 0y 2 ik & B 2 Fr =R (T £
DVTINNTEY T D ERN) 23, HE2REOARIZEAT HEROBMLE & L TRES
NTWLHZ &,
*
- ERIRFFIUSE 2 FOVMIHE ZE T L7212 5 FLL LD AIGEDERKRIHE %
[ToTnWbZ e, 96, 2 BT, DAFEWEEZ T & U BRIERE > OHE 21T
STWNAH I L,
- ERIRFFEUSE 2 FOMIHE ZE T L72%%I1C 4 FFLL EOBRKERZH/H LT\ D
Z &, 2B, 3L, RGBSR O AL 5T D MR DEGRIRAHME 21T - T
W5k,

@ BENDOERLFEREEDOEKHIZOVT

S RS P F T 2 LA D ELE S v, BEREEN D OFHRE D, Aok - &7
EVEFI TG ROE K OEREF ISR T D HRRLE, G EFENRE L6 oms
RS, FERHODIITONARHINE-STnDH Z &,

@ BIER~DOXRITOVNT
@-1 AR Bd % =M

VLMt E RS D TS 2R BEFA ST AL L7-BRIT, 24 BRRIRSIRIRHI O T, Y%z X
LR RSB T, BH L -FEWETICES U CARRE L ) CT 2 OFIEM OB RN
AR ORERIY B I b, BHICSHGARERIEHIAE S Tnhap 2 &,



@2 EFERERIC L2 FEERCET 5B

DYAIRIZHE D D HR IRk O R 2 B T 2 R EFE D EEHE=2 ) v 7/
EHROIFIRDA TV —= 0 T HATWEIRIE & F W2 A TE 5T — A EFRIRH 35
ifE SNTWDZ &, 2B, BIFEHNCOWT, DABRE L FDOFRICHSIZEmEn T
WnH Ik,

@-3 BIfERDOZRr-CHIRICE L T

RIWER (MY MERTZEE, SRS - R - s bMEIRE R Ao ikESE (R
M, mIBtERElRE, T IEAMREREE) . BIEE (MEMER%5%) . infusionreaction, KX
W% - BEED N, 1 BUBEIRIA . Wik - BRI ALARE . (Lo BEEA B ) e BlEAk
So g MR B E | B 2% B D B2 SR BEE  FRRRBRE S (367 - N U IERBE A BT |
(b PPREDE R DR BWELT BRI E . LB 7L, BER . REFEREEE) ISR L T, Y
AR ST R B D BE P MR A A T A EAD L L (RIEH OZWr-oxHS 2B LT
FEROZEAZITONDEMCHH T &), EHITHEI A ALE A T & 5 K 238 - T
WhHZ L,



5. BBERLRLRDHBE

(BRI R 5 5T

O ALFIFRIERE D 72 R R UIBR A RE 22 ALE R B ISV T ARAlL 7 Ay 2 B Ui
KO AT ZF L OPFHEG-OREIER R I TN D,

@ TFRUCEEY T D AR OB E K OME A HIEIC OV TR, AR OFZIWER N ST
5T, AFORERIG L 72 B0,
o OTEFDAHDEN TR EN TV AWML O HFUEM IR & OO 5
o L AIENIRIE

(Ze 4RIz % FIH]

©) Tﬁ_&éTé$%_owTi$ﬁ®ﬂ5ﬂkaéﬂfwé L, T AT
DNz &,
. AHND RGN LIsOTE OB EE D & % B

@ BHEATOFHEICIB VT TSNS T 2 BE T W TIE, AAlOH G ITHELE S Lo
 MDTRFEERL A RN AR Y | HEICARZHER T2 L 2B ETE D,
. MV (U lR R 2 5 t) Db 2 BFE XITE DBERED & 5 BFE
. %%W@MQTWAW W % A K ONERGEME it 98 % DI I JOEMEAA L A8

noBE
. EE%E%%®GWX@@@%@%L<ﬂﬁ%ﬁ@ﬁﬂ%ﬁ%%®%@@@
% BE

. WHO Performance Status 2-4 0 @ HF

GED WHO o Performance Status (PS)

Grade

0 Fole {HEARLEH CE 2, BRKOMAZLELEET, L ln U HEAEDBHIRR TR 5,

1 PIRAIZI L TR BN IR S 405 2350 BT rlRE T, BRERCARIIIT O Z &8 T & %, BRI LS
L— R0 LAULEREHTE2BELEEND,

2 BATAMRET, ADOHOFEDLY OZ LIFATAHEEA, MERIETE A, HHEO 50%LL FiZ~<y RIVCl 2,

BOENTZASODHEDEDY DL LHTERY, HHPO 50%LL EE2 Xy R+ T,

4 FoeLBFRV, ASDHOEDLYDZ L ETFE S/ TERY, BRIy FRFTRIT,

10




6. BREIBELTEETREEE

O WA CEZFION A, ROERTEER BRI D G RMEICH D & ARK| OS5 ) UG 4
DT DI HBEIRERE T L T+ 5 2 L,

@ WAL D, BE IIZ OFRICAE R Et:z o L, FEE25
ThoHETHZ L,

@ EREWERO~FT A MTOWT

VMR B IER 2 & de) BNdbbILD 2 ENH DD T, HIHER
(BO0fv, PRURIRIEE, ok, FEEEE) O &k O XA D Mg, Bl
AT O 2L, T BBEIE U TIEICT, Mg~ — 7 —E DA 2 3
T5HZ L,

infusion reaction3d& H I 5H Z E3H U | 2[R H LI O A A4 5-KFIZ $ infusion
reaction23 & H DO D Z &3 H DT, RAIFBGIRFIT 1T BIBE OIREEZ 171
B35 Z L, infusion reaction3il & H 7= G 1T U A0 LiE 41T 9 & & BT,
SR EE T 5 £ TREOREL IR T 52 &,

FOR BB RERR . RIB M RER S L OV T A BEERE DR H b D Z XD HD
T ARAN B G- BR AR AT & OV G-I 1 3UE IR IS N A WK RERR AT (TSH., JFRET3

WFHET4, ACTH, A a/LF Y —VEORPE) Z1TV, BE DOREEZ + 73128
S5 L, Fio, REIUSU THBRESOEMERT D2 L,

KA DFEAT LY | WEDGRIEOSITER T 2 & & 2 5Dk A IR BRI
WHoDONDZENRb 5, BRETIUTH, RENRD bNHEITIE,
FEDGREE RIS K DRIER OB 2B E L, w2 EN@2WaiT> 2 L, B
DRIEPONT LD RIER RO DB, AAIOBRLGORE, FIEE
EERNERIORGEEZZET D L.

FGAET %, B OB HFEE L THORITERAN BT 2 2L 0B 5720,
KA OB T IS RIEAORIUAFITEET D,

AST (GOT) . ALT (GPT) . y-GTP, B U LB %D EH A4 9 FrikRertE
T4, BALMERBE RN S S D Z N D DT, AHIFE BRtGET M O 54
M X ESMIC IR RER A 21TV, B OWREZ+ICBETH 2 L,
JRANGE VEMER 2, RERRBEREOBFREEN L LDONH ZENHHD T, KAl
Be5-BRAAET I O G- B R R e BRI B RER AL 2 1TV BEE OIRER 31T
BT L,

VRO RIGE 3 8 oL, BERIFMEZ b7V R—=Y RCEBAZENHHD T, H
Y8, HEL &M DR OB MO _EAIC+H07EET 5 2 & IRBERE
NEEONTZHAIZIE, A A VRA ARG T 5HEOE G EITO 2 &,

B O E 6

@ TOPAZ-1ZERIZIBVT, B HRAED B 24 X6 . F LA I3 A A 20D
A AT TN 2 L BB EIC, ARG PRI EBMIC BB RE TR OB AT

11
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SR/

1. IZL®Iic P2
2. RENOF#, (ERT P3
3. BRIRAHE P4
4. FEERIZHOWT P12
5. Behxtg Lo b B P14
6. HEHIZERL CTHET & HIH P15



I. IXC®IZ

L3R DA « LEVEDOMRD 7= DI, U SCEE IS 2l E e H AR 9
HiLD. SHIT, IWFEOREHMOMESRC L0 | HUREIES 72 & O HFH 7 B BLE

JFPEIRMDPEGR SN DT, 2O DERML A BICLERBFICHREET 2 2 & BB D
BB L o> TR Y RRFMBOE S & SO REA T $E 2016 CFRL 28 4 6 A 2 1 MR E)
IZBWTH, EFMNERLEOMEHOREEHEL X5 Z L &S Tnd,

FORIETR A EIR T, SR EHSCL 2T v 7 7 A VB DEIR S & B 5 v R
RLEZENDD, DD, AR OLEMICET 2 IERSH0ER~T 5 E TOM,
MHEREGOBELRS 2T 5 2 EBWFSNL2BFITXLTERT L E &I, BIE
H SR BL LT BRIC B2t i & & D 2 & 3 AT &#¢®E@%ﬁkﬁﬁﬁ%%?ﬁm
THZLENEETH D,

LMo T, RAA K74 Tk, BARBERSCZNE TITHE LIV TN D EFIFN) -
BFER RHUZ B S & | LUF OEIES Ol 72 H 2 e 2850 b WER B, B2
TR OEEFHE RS,

k. RHA RTA %, MSATBOE N ERE N ERE RO A, ASHETEN B A
BRI s . —MRAEFNE N B ARBRIR NEFE S KON FE N B Adm AR
WD bH SRR LTz,

KL e BESE  F ol v T GEETRARLZ)

KGR ERDIENTIR « AT - HROT =R

ﬁ%ﬁm%&m%:wwf77%/&u&#%/ﬁ# PEIEI A & OPFRIC BV T,

WE . RAIET 23 v~ 7 (s /R z) & LC.11a 1120

ng%3ﬁWW%T 60 73 LA BT CRIEFHET D, £DH%D
HEEHRIEIZBWT, Tab~7 (BIEFHfz) & LT, 1
[7] 1500 mg % 4 A [EMFE T 60 %) %uhmifﬁﬁﬁgﬁé 7=
72 L. KH 30kg L FOSGE, MEFFRIEICR T S 1 Bl 5 &I
20 mg/kg (KHE) L4 %,

B R o ¥ E TR NI ERIMASH




2. BAIDHEH. 1EREF

T a2l w T (s z) (BLR. TAALD X0 & I programmed cell death ligand
1 (PD-L1) (x9S a7 Y > Glk (IgGlx) 727 7 ADk NMiE /) 7 a—F )L
s ThH 5,

CD274 (PD-L1) &, EENICBW THERTMIGEICEH L TR0 . HkL2Y
VRER (T A, BHIREE OV F = T 0% 7 —THild) 8845 CD279 (PD-1) K&
U'CD80 (B7-1) &AL EIn B2 AICHIE+ 2 & 2 541 T % (Annu Rev Immunol
2008; 26: 677-704, Blood 2010; 116: 1291-8), F 7=, PD-L1 1%, fEix OEEHIALIC & 581
LTW5Z & (NatMed2002; 8: 793-800, JImmunol 2003; 170: 1257-66) 23 ST
D, PD-L1 & PD-1 Z4p L7of&B8IE. TR FURRF A 72 T AL & OB 2]
BT O FO—2E LTEZXLN TV,

AFNL, PD-L1 OIS EIRICHE S L. PD-L1 & PD-1 OfEE2ET L Z LI &
D N APUREE A2 TS OIS EINME 2 R U, BB OBIRA2 MG+ - &2 5
NTWA,

AFN OB S W DG SO X D RER 2 & 6 oiv, HEE XTI LI
ELHREMDNH D, AROKET R OKERIZIT, BEOBEL 2TV, BEIRE
D HATHEITIE, B L FRUTIE U MR 20 sk & R 2 Ff o RAh & d L Coil
G728 W ATV R DS RORIT K D EIWER 2 5D 25812 1E, Bl E AL
EHIOFREE O RILE E1T O LED D D,



3. BRRARE

[ﬁ@uﬂ
EIR L FEE IR ER (DUO-E ikBR)

{BZEIEIE D 72T AT - RO E A ERE 718 il (DAFI+ AT 31 7+
PR BE 239 (5], QAA|HLSFREES BE 238 (il QL FRIEZRE 241 ) (AAN 88 #i
[ZEnD26 5], @30 %1, @32 41]) 23514, ELOK/ U@ E QDA MM VL4
MERET LTz,

FHEIHIEH & &7z RECIST ver. 1.1 (25 < JRBRFA Y EMTHIE T L A MR B A 17
R (LR, TPFS)) (Pl [95% f5#EX (LLF. TCl)) 1) OfEERIE. AAl+4F 8
U 7 HAEFREERET 151, RAIHALFHIERET 102, {EFFEEHTI6 WA THY . K
B+ Z 3 T AL FRE M ORI b PR R B RIS L CREH IS E B 72
IER A LT (DL FHBEIERE ISR T 2488+ 47 U 7 HbFHEIERE O Y — R
[95%CT] : 0.55 [0.43~0.69], p<0.0001 [#5!| log-rank f&7E ], A E/KME ([E{H]) 0.025,
O FRIERE 69 D AR HLFERIERED A~V — REE [95%CT] @ 0.71 [0.57~0.89]., p
=0.003 [J&% log-rank #7E. A E/AK%E (W) 0.025, 20234F 4 H 12 BF—% 1 v b A
70

12 ARFRTSUEANT B O B E & L CHUBMEIEE R A 5 SN B AT I, PUEMEIEE A O Rk 5 H
PSR E TOMIMA 12 7 A B EOBENRS L S,
%2 UTFOWFNNICST 5 BENRER L Shi,
> International Federation of Gynecology and Obstetrics (LA, [FIGO1) 2338 (2009 4Eh) MEID
BED L, FISUIEMEIC RECIST ver.1.1 12 HS S JAEATRENSZE N R b - B
» FIGO %34 (2009 Eﬁﬁ) VI DBE (P UTAmMm B OFRTFIRAL OF I b au)

> FiiEEGTRIREIZ L VRIET D AREMEDNROEROBE
*3 0 ik AR TO LR Eani,

B ) =Rk HEFRPE L]
1.2 L }
K+ F T 7 %Bgcég”)i 0 o ?g © A1 1,500 mg & QAW THARINE 5
bR Q3W\T~‘%ﬁﬂJRV,\JT§“’§L“ o« 730 7 300mg % BID #1145

CBDCA/PTX ! 2 L i
AFHN AL SE R AR FT. A#I 1,120 mg %
Q3W CHEIRN S 13

CBDCA/PTX ! 2 L ) Y~ S5 1S L
N2 N N 5 — - D “E/ N s H.
B I IERE MT, 778 % Q3W ARDT 7 ERE QAW THHRNE T

RN T * AT NRUTDTTEARE BID RZRIEE

CBDCA : VAR F T F > PTX : X7 U Z %t/ CBDCA/PTX : CBDCA & PTX & OO,
Q3W : 3 MBI, Q4W : 4 W[EBIF%. BID : 1 H 2@, T1: CBDCAAUCS5 XI% 6 mg * min/mL
FEM E K OVPTX 175 mg/m? 7 Q3W THiARWNIX 5. T2 : CBDCA/PTX # 512 X 2 B UiE SO 23
FHR L7 HE% 2, OCBDCA X UO@PTX #ZNENDT AT Z7F v RUO@/ 7 ) X ¥ &)L
(TNT I RERD) XX REZ XA KIICETAIREL Sz, T3 : &Ko lalEs

AF 1,500 mg & Q4W THAIRN 5
FF ) 7T DF TR % BID &5




1.0 KEI+HT AU TR —
B R o —
O-g ,ﬂ:i”ﬁ(ﬁﬂi ........
08
m 07
By
g 06
H
f 05
1
& 04
- .. - ——
-
03 - =
0.2
0.1
0.0
0 3 6 9 12 15 18 21 24 27 30 33
T H IME B O (H)
at risk %
KA+ A58 7
Flsemiege 239 214 198 169 139 95 51 30 16 7 3 0
AFIHHCPHIERE 939 211 188 138 105 69 45 2 13 5 0 0
(LPHRIRRE oy 213 184 125 86 45 26 10 3 1 1 0

(PD-L1 FBUR LB DA M e OV 41%)

EBEILF 2B MAHERER (DUO-E 3BR) ([THHAANDNIZBED H 6 JEEHERR A
B % PD-L1 OFEELER (TAPY) IZEAT DB RGN —HDOBE DT —Z(THS X
PD-L1 FEBLREBNIRREWNRENT 21T o T2 AR VRO RIZLLTDO LB Th
ST,

FAMEICEE LT, TAP=1 4] & el LT TAP<1 M Tk, EFRERIEICARFI X ITA
FIR AT N 7% EFETHZ LI D PFS DIEENRSN/NSUVMEHEINGED L7
(£ 1), TAP= 1 £ L O TAP< 1 fEH D BHELEMIZF1T 5 PFS @ Kaplan-Meier #fRi%
X1DoEEY THhoT,

7238, PD-L1 OFIRIZE ST RAIOLEET 07 7 A MEFRKRTH -T2,

* (ORI B A BOG AR O B 2 IEHE K& O @R ST IO B I Qe SR 2378 80 B 4L 5 5
B SN AN AE S 2 Bk O i 2. S F AR O mA TR L T 100 2 5% U2 (%)
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AR R (MIBC) 1Zxtd 2 2 E b FRIERE TR RIEE D e IRIGH)
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(WHO/ECOG Performance Status 0 X (% 1) 1,063 # (HAN 121 fila&te) ZXf5102,
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