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1 37 AA 18 (TeEEe G B F3, A4zALY )
11 HRAE-FEA AAES <=9 1 F=>

12 HF HAS7IAE (i3 F57 44)

O &%5-8%

A 2 A E 7 o

o7 EGFR o] = ALK A9i7t gl dA7h
AzA o) WA EAL A4
sstamale] Be 2w 2 ool £% F o] ok BE gy
WM ) EAH FokslshiAbd SH(CRT) o) F AWo] AAHA 2o RIS

S =4 FPA BaAEEY st A7

AN ZH

WF 7)Hk AR @ W(CRT) o] & dAWo] A=A e A7 Wy 2AZHYG
(LS-SCLC) 3#te] X &

g4 7] 2AZHG ALY 13 A EE2A JdEZAE W JREFHE e AXF

gt ate) HE oW

F=9

oA P e HolAd FE A 1A A EEZA AAEN] D Al 2FeE g
HE 8

{]_'/“HEO]'

AP == HA 273 HAESd A A9 12 A5=2A Edde i

A4 e A AW sxte) 1x 88 7R SgE 2 g ekl i
£ 5 BYx B3 A3 (AMMR, mismatch repair deficient) AFFWetetolA =
H

Uletorel 4 Lebt@ el HE fX 4
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oI5l ol% o] °F 1500mg U= &
HE 47 HA R T
Ag e Ha AF715E 6F77)7hA 3F21Y) | Adte] AYHAY FHE
opo W5 Z)RE sistama Wesl | BUbed =4 2 A
11 Orgf, o|F 4Fmit} o] <F| 74|
1500 mgeFEa oz g2 w= 9
Fg}:ﬂ]r% 300 mgs 1¢ 23] &3t
Trx
T8 HAEA | FE A 457 F¢ 3FCIY) 104 | "] HgEo] A A
ety o2 ggayis ygato] o o]l FEo] BV A7
1500mg*s Fog b5, £& & o |, AL EE & B
o 1500mg® ©EeMe Hu 857 | 7bed 54 oA 7t
7HA 45 AR Fo A EE e T A 8
F717HA R Fof
Y Ex Y| e d FLOT 3pstals W83ty | g o HxaW oA
= HEE A 4F 4oz o] oF 1500mgts FHul | Adte] HgPF o] AR A
o 2577] FoA% BF, Ql F&o] BIrteaiA
U, 38 Brted 54
T ¥ FLOT #stams Wgsto | 4y Ad7tA Fo
45 A o= o] <F 1500mgtS F o
257] Fostal, o|F 4F AR | Fe F HxgW oA
o] oF 1500mg* T=aM-S Hol 10| d&o] IFHAY A
FNNA Fost, & & F A |, 58 BV 54
12571744 Fo B A7A Eme S
;?—04341‘41 125 7] 74 A "t
=
¢ A5 30 kg ofste] &A= ATl whek o] ¢F 20 mg/kgs FHAH. F& Aol 3}
staW 3 Wgste] o oF 20 mgkgs 3F(Q21Y) BALE FAF H, & F o] %

20 mg/kgs GEQWHO RN 4F HASE A Fo] 30 kgg 2 wjrtA Fo 3

P AF 30 kg olste] FAE ATl wel o] oF 10mg/kge THEQHORA 25 IH
Ao g wE o] oF 20mg/kgS HEQWOEA 4F A E AFo] 30kge 34T
w7k A] o gkt

© AF 30kg °l3He FAE ATl wt o] oF 20mgkg & @ELWOE 4F 344
o7 AFo] 30kgS 2T w7tz Fofdir)

T A% 30 kg o3t A= AFol wet o] oF 20 mg/kgs 3t awy HEsA 3
F Ao ® EAF H, o] oF 20 mgkgs BELQWOEA 4F 1A ST A Fo] 30
kgs =34 w7tx] FoAg.

¢ AZF 30kg o5t A= ATl wet o] oF 20mg/kg ¥ E W] 5 4mg/kg
Hg3le] A Fo] 30kge 2} wjrtx] T}

T fA &4 &< AF 30kg ©l8tel S AFol wat o ¢ 20mg/kgS Ao
30kg =3 wj7lx] T3},

& A5 30kg ©lste] A= ATl wetk o] ¢F 20mg/kg

Fo gt FLOT 3188
I HEAY GRAROR 4F HASE A Fo] 0kgS =

B} w7hA Fol ek
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59 =4
o] ¢fo & F A= :

o] JAtEI o] A o] o] BEHE HFIL AHEES
AtE 9, HA MY oA A=

ZHEYE B 5

7N ol dAtEl o] B¢ o] oo FoE FTEITH
WS wj 7] o] A7 T 3Eoll f.ekE o T
[o] ¢fo] & =HAR]

o] AL %2% (CTCAE v4.03) 29 =3
" u) S [ 255 2ol Wy
A A A 3 e 45 I EH
A w2 debd ofml Mol EA (ALT) HEE ofAn= | o BFD
EAF olui=Hol & (AST)7} A 34H3kx| 9
3a) =3, 58 oslol Ay F W FHle] A
Az o] 1.58) %3}, 3] o]s}
ALT = AST7F A2d7dsbx] o] 5o =3, 10| o] <kl &
v o] &} of HF
A E
g 2 ] 75
AT S
Al ALT mE AST7) 449 3us | 9+ 59
Zapatelal & WelwNlo] Aasale] 2
g z3°
ALT m=E AST7} AAA3Ex o] 10818 =3}
EE F deeule] FAATA e 2
Hale A5
PR ZOHEE 8] [ALT == ASTZ) 7]1A X9 2.5v] %3}, 5u) | 2o b
AR ZIAXE [ olstHA AAdAghR] o] 208 o] 3}
7E% kel o)A T I ALT mE AST7F 7]A R 5-7) 23}, A4 | o] ko] =
G AHe UL gaiAe) 20u) o]d EE SAe] ALT EE| o HFs)
A7) kA AST7F Z1A X9 25-DuH A AATHA| Y | EAl E
200 olstmA  FHEFHIo] AAAGRIA S | HE e R
1.5v] =3}, 28] wiQl A 9° T T
AST == ALT7F 71AX 9] 78] 23 == A | 9T T
ygae] 20w 23 Z sho] sl A
dlel o] Aabdexe) g zaehs 4
o
&
| vl A2 58 Fo BED
EE A o] o = aHo|HA 35F Fo] H{P
o otz Edde)gte] WEaPolWA 35 | EuWe
= AT =
Ta_e
455 4T =
BE ST A HY AT
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H-me] wA) ol gAbelel s, 253 35F olgAtdlel A% 157 olsv) 1@
WA o] ke Felg BRI 45F oA A% o] o FE Fudr
(A 02 457 4B FAEN oo A%, s 9F 3F L Y4 By

of 738t Fof TES ZAHIT.

AT FFS B ZAN o ke FF EE FFE F) BN §F =
Ao PAHA @ I BN ATHA GATAL ARME AT

5
AH-2) o= FHS =)

Fo
Fof A o] ofofFe] Mo i AA AR AR FA, (18 AT
FoA & Fadh

g A @ 29 0.2

Fake HY A Bl e 59

= 0.22 ol 2u g ¢lgkel FE(in-line filter)&
1 ]Zl of A4 FAAS AW o Tt
< A Fo3A] &=

e Aol wel #7)Hoejop B},

of & BT YEF st A9 AR MAMZAL, G 7] 2A
TG U= 2% AEH BB, ATUHL, AFSE A == A4E A
S odgeld ol o S WE TSt A9 A AW e ¢ o o

alatn], o] ok sistagurh WX
o] okg EWel L} LT
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YT WA FoAd T welshel 742
o) 7 e,




O Ag FoAG

L oF &Ade FoAeA 2 A

o] ¢kl FAR T A iAo BHHlIZ ByHo| Q= A}
2. TS A= AE3] Eod A
AP dS = ArpA g ES HHo] e A

3. o] &AtH

D Aol A Haid o] FALY

o]’ ¥l = MedDRAS 71A EF/l wet ZIAHAG. 2+ 7]3A EF/FAA, ol
AHE HIE7) 28 £02 F715%0h 2 nix ZoA, oA EE 2R 28
of m=

TO 2 FIEAT. B, 7 oAt g dlE W= /= CIOMS I g9
M g o] Aotk w9 &E3HA (=1/10); Es8HA (=1/100 ~ <1/10); &31A
Al (>1/1,0 0 ~ <1/100); ==A (=1/10,000 ~ <1/1,000); ®i-%- ==A (£1/10,000);

o)k

o
NE B, F o8 /bsd ARIVE 4 F S

22 Qa4 wAMEAYL - PACFIC AT

PACIFIC 97 (7594 S A4 AA B/bss wAA Lo $A2 o o
T A A 1429 el 277] ol de] FUBFPAALE S FET BAES B
o2 ol 00 mghpsl FALSI AU, o B YA Y T o194
dl= 713 (40.2%, ek 30.3%), FH 57 74 (26.1%, HeFw 11.5%) 2 I3l
QL7 F1FE 120GIRTE. 3 EE 45T oAl BHEL of oF FeZol

12.8%, koAl 9.8%°] ATt 7}725 T3 3 B 45 ol dAEE #HE (6.5%, F
b 5.6%)01ATh

o] oF Eojgel 82% B Yokl 56%olH ol AAE s Tk Fuau
o] ofo] Eof F@ow olojd b4 £ oldAdE HAUZF USHOIAL. FUB
SIS of oF Rl 128% 5 SIKE 111%2] A T, A
3 ZU@ FBol NG 2% ool BN nuH HAASH HAPolth X
Aol APZH A ualut o oF £ Ik ol FASA 1% v
Frpel A B YL,

%18 A@A Q3 #A Brheh PoelAl o)A fEe) MES Egz F

o

_9_




&, PACIFIC @478] @Al A mael ol Aa sl SAES vebach
® 1 o] ¢F 10mg/kgS 2F HHOE Fo 2 o4 FPA HAAXZHYG Ao
o] AL
718A BE5F | o)A o] °F (475%) Q) ek (234%)
2E 53 3457 | 9E 5% 3457
i]:g-%ﬂﬁ FH | gg= Uli;’q 5 |60 8 &34 |18 4
21} A ) 0 o 0 0
L 12.6% | 1L7%) 7.7%) | (1.7%)
7@ [ Ws & (191 [3 W& |71 |1
4 St 540.2% ©0.6% | 530.3% (0.4%)
g el (&34 (18 [0 T3 |2 0
(3.8%) A 0.9%)
adg A A (3|0 zaA |3 |1
A% A 0.6%) (1.3%) | (0.4%)
g= Ao i{i‘-f}]iiq &34 |29 9 &34 |4 0
! o] }3‘-—;1(_ 0, [0) 0,
e 6.1%) |(1.9%) (1.7%)
e dgd
o}lu] =7 o]
g4 =7)°
e g (3 |0 94 (1|0
o) [ed
A 06%) A 0.4%)
7z A |44 qe & |87 |3 e & |44 |3
CRl SHA §18.3% ©0.6% | §18.8% (1.3%)
EET Wy e (48 |2 |esl |4 |1
SHA §10.1% (0.4%) 6.0%) |(0.4%)
Al &34 |5 1 E3tA |1 0
o)
W.1% 0.2% % 0.4%)
4% dedl [g4A s (A & (55 |1 &bl |4 |0
CR At SHAl §11.6% 0.2%) (1.7%)
?{%iﬂhﬂ% &A1 |39 0 &A1 |5 0
e (8.2%) 2.1%)
24 % |ead |1 |0 - o o
A A 02w
AR Fu [ EaA 1 1 - 0 0
ol
8 A 0.29%) 1(0.2%)
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AR 2 dF Ao} | &E3HA |22 1 &34 |6 0
A7) Al [ Ed 57t (4.6%) | (0.2%) (2.6%)
s saA |11 |0 - 0 0
(2.3%)
A |zaA |2 |0 : 0o
el (0.4%)
— i = & O
B 7] W & (103 (3 [ws & |28
s 27 S o170 ©06% |3 | 1900
FQ-OH ) )
sFE o E 59 |0 a4 (13 |0
AL 1 (12.4% (5.6%)
)
EEEs a4 |7 |0 g4 |1 |0
(1.5%) A 0.4%)
oRzF wak | &AL |11 |0 - 0 0
(2.3%)

2 A=A A7 BExHA |- - &3# |1 1
77—51371 o2 B A 0.4%) | 0.4%)
duta Ao | HE ?li;’q s |70 1 s34 |21 0
a E o 0 0 9%
o %T;‘;l 4 ° §14.m (0.2%) (9.0%)

Uz 2 &3stA |37 0 E35kA |9 0
(7.8%) (3.8%)
da g (AE (me e (81 (31 (9% & |27 |13
1AE 2 SHA §17'1% 6.5%) |°H7 §11.5% (5.6%)
AR 55 (e & (14 |2 gﬁ s 45 |0
K- SHAl §26.1% 0.4%) |° §19.2%
Mop @ 7 |gA |17 |0 54 (1 |0
g = (3.6%) = 04w
w4 aag g9 |15 [0 |EaA |2 |0
< (3.2%) B 0.9%)
AEFAA | E3A |12 |0 EatA 12 0
(2.5%) A 0.9%)
2244 9 255 saA |38 |1 A |10 |0
4% =4 (8.0%) | (0.2%) (4.3%)
CR R s3kA |2 0 a4 |1 0
A 0.4%) w7l (0.4%)
&4, 55 |Fq @a  |&aA |9 |0 |E&A |1 |0
S ea= |1 (1.9%) A 04w

3 =

a PACIFIC N304 o] oFS Eo] WS Z5f oo =o] Wro i Afo[o] A

3

1=
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s7F (38.5%) | (2.3%) (21.5%) | (0.4%)
o} 23} 2 E A} 469 | 169 13 228 | 48 1
R O =
otrl=Ale] 54(ASD) 37t (36.0%) | (2.8%) 21.1%) | (0.4%)
AVEFEZ 470 | 157 17 228 | 68 7
(33.4%) | (3.6%) (29.8%) | (3.1%)
I1LFEE 470 | 150 5 228 | 65 4
(3L.9%) | (1.1%) (28.5%) | (1.8%)
ZulER2Etd Aol Eh 7} 178 | 42 6 59 |13 1
(23.6%) | (3.4%) (22.0%) | (1.7%)
EEEFAFN 466 | 200 78 227 | 89 41
(42.9%) | (16.7%) (39.2%) | (18.1%)
A 7b53E vl A ZH Y - AEGEAN o
Hean AHATolA RuEA ggtas, teeyg =t sty dEow
FAgS w dASTg T TR FEo]dHEgo] o] oFEEe HEFA Fo WA
g = o} stEte el sk 4 mUhE Jlol =gkl s Farsith
¥ 3 3saFe] HEQHOZ o] ¢S EAHL HAANZHY A FEo|A
pa
o] oF + 3}3 9 ek + 315t a R
(401%) (3989)
SFE o] AHuh-S TE =3 | 3453 TE =3F | 3453
Y 2 FHaxA Aol
Hy ) $- 136 |26 (6.5%) | 126 | 26 (6.5%)
EatA | (33.9%) &34 (31.7)
FAT FAaF? ) $- 127 [73 (182%)| = 124 |79 (19.8%)
a4 | (3L.7%) &3 (31.2%)
WY g RS 58 |15 (3.7%) | o 60 | 22 (5.5%)
B34 | (14.5%) 3 (15.1%)
Hay Fa2c R 54 |14 35%) | W% 58 | 22 (5.5%)
B34 | (13.5%) B3A | (14.6%)
HgA ST E31A 4 30.7%) | &34 6 5 (1.3%)
Az (1.0%) (1.5%)
MY L s &34 1 0 &34 2 0
oA 0.2%) oF (0.5%)
A& Al
Al edd &34 1 0 0 0
oA (0.2%)
&1 Fof
A 7% ) §- 43 0 &34 15 0
A &h=¢ EaA | 10.7%) (3.8%)
w3 s E31A 18 0 &34 8 0
P21= (4.5%) (2.0%)
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o] ¢ + 358 ek + 315ty
(40193) (3989)
¢k E-o] gl-&- 2E 53 35T 2E 53 3~45F
22 71%s B8 & 4 0 0 0
(1.0%)
Py an E3}1A 2 0 L &}1A] 2 0
Rl (0.5%) Rl 0.5%)
HetFEA A S | A 1 0 0 0
w5k A ! A | 0.2%)
A1 G &34 1 1 (0.2%) 0 0
A (0.2%)
A Aol
oA EE 101 [ 1 0.2%) R 115 | 1 (0.3%)
&31A | (25.2%) &31A | (28.9%)
H H o] $- 100 | 1 (0.2%) o] $- 84 0
E3LA | (24.9%) s34 | (21.1%)
A A} - 52 3 (0.7%) ) - 49 3 (0.8%)
E3kA | (13.0%) E3tA | (12.3%)
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EYda 75 300mgd} o] oF HEQHE T 3o HY ujy) AY )
7 = YRAFEAF HAEA £3H)0] 19H(4.9%)2] Ao wAg o, 11 F 3
e 45w A= THA8%OlNY SEF A= RIHA ZUh 19%(4.9%)<
A= Al iéﬂ I2HZoEE Fogty 129H(3.1%)2 18 FZZE F2H|
ZolE(HA ¥Y 40mge THE=YE e S7HEHE TRttt 150.3%)°] o-&
HAAA A= E—O%HLE}E} o] ¢FS& T3k A= 29 0.5%) 01Ut DAL TS
2 24.04089: 2~933D)ol At 139 (3.4%)2 3] EH Yo

of o wEael UE BF AW A G006Weld T T w-se 499
(L6%oI A BASHAT o] F 35Fol 59 (02901 4 E= 5579 AeE ¢l
oA,

o] SpEHURY WL ¥ F EF AE

o] ofe EHWTHT WEEAT BAIA FY B W3] 457 (2.0%)004]

Elgtieiass
HIMALAYA (Ez]™ 2] 75 300mg +°] <)

Edwe] e 300mgt o o BEAWE FoIwe FAM FY T WS 47
(L0%e] A7k A3k
ENOS- O ESC

g 184 W] Ao} B HadolA o ofy EdWe el PRl chdAe
sols) A eggkeh. w184 wWnhe] iolEA 509¢ ATE YAAYNA ol o
@ Te] dei Ay Zendd nmste AEe AnPgns #2HA
orokth. Aol 5EF 50Wel BA F 429 o of HwWdRHe HeRd
WL, 8 o] o BHAMS Folwylth (4. ARNE AW HB BH),

RE AR oA npriA R, o] ok Aol FAAgol At o] o d=g
Bo] WA Brl= 10 mg/kgs ZTDPE} T04 EAY 20 mg/kge 45Tt Fo
T -ofE Al (ADA)S] EA7E HI7F e AE 2,280 T Az 2A%
ok 69% (B.0%e FA7F Fo F(treatment-emergent) ADA ¥AF O =2 e
0.5% (12/2,280)¢] Ao A o] kol thgk F3F FA7F AEHUTH ADAY] A=
oOFE FEIS =& Aol dAFHOoR o e EHE HolA stk
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AEGEAN #7-ollA, #& A 3Fmt} o] ¢F 1500mgs &8t aH ¥ W&ste X 5d
F 5% F 4Fvh o] o 1500mge Feldh: ADAS EA oRE FAT F U
W 3759 B4 F, 2596.7%°) BAE Fol ¥ ADAC s ¥4 W wg
o SRRl ud FFAs 290.5%°) BAA AEHUT ADAS EAE
o] oFE ofEStolLt A WY FFS mAA ke

ADRIATIC @7ol4 o o ©Eayoz X8 Wy ADAY =4 <28 Brld %
L= 20689 B F, THGANS] AT A F YT ADAY ths) P WS
2 uych GURge UE T4 FAL 1%20200 FANA AZHUE. ADAY
EAE ohFS e GRAAe] 9N FFL vxA Yk

Wk Wk o] of 1500 mgg 3F Ao Ral
F Y 2018 F, Fo F ADA P WS B AR

Q)
>
w
s
>
Z
R
-
2
D~
ek o
o
Fo

AT

TOPAZ-1 4714 skt W gstel of o 1500 mge 35
17 717 T2 A#SI ADAS EAE HAT 5 ALY 240
#x7h Fol F ADA YO ehgth

HIMALAYA AFolAq EgE g5 300mga} o] oF e ooz X85 a1 ADA
o] EAE H/ME F U= 2949 A F 9HB 1% FAIE Fo] o]F H
ADA(treatment-emergent ADAs)oll ¥4 ¥EE&& EATH odFred tig 53 A
L.7%(5/294)2] Ao A HAZF AT ADAS &A= 5 T+ <HHA

JGFL w7 LY.

DUO-E dAFolA Mg 71u 348t + o] °K198%) wi W3 7]t 3hrad
o] o + STFAQITH)ORL Tl ADAY EA oRE HAY 5
% % 29(L0%el WF N BFAW + o] o FelFolA Fol F
AAbel ol W sl
WA ADA ALl P FAE QT W
gt 1HO5%ANA TEEel B F5 A7t gEHYen 9 v
B o+ ol o + Sehuty FoRoME ;
9Tk ADAZE W] okEs wi b Ao
So ¥ wAS ADA EE Z3 247 BUH B

i
N T
fru
i
2
o

o

N
rE
o
L
1o o
i
+
5
©

2

= o g

[
o
o
oh
£
2
©
on
o
(=)
3
0Q
flo

NIAGARA A7oA & A 3F 402 315 o
o3 3 & $ 4F 1402 o] ¢F 1500mge DAY &EA] AFHE H
71e & ARE 453H o] A F 8H(1.8%)o] A= i 283 ADAC] thaf <k
4 BEES B 6% (1.3%)S Aol A odFEed gk T3 A7 AEH A
ADAS] &A= ¢FEgoly A

i
£
ok
K
=

ut
o
ol
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MATTERHORN oA < % FLOT 3}stay ¥ W&t o] oF 1500mgs F
% H, & Fole o] of 1500mg =S FAT A T ADAS EAE H
7HeE = AAG 441900 A, 408(9.1%)°] Fof T TAIZ ADAC tis] ¥FA whe=
HAt Hafgel tia T3 &As 2%80.5%)2] sAtdlA HAEF AT ADA| &
Ae ol & ofssoly kAol g

N

3l 93FS ©w

o
N
5
?’-SZ
o

-

8 =4 9 Ao ug) o)A e welel U@ AR AR 8-l 714w ol
itk W WA ol gAelt AEE AP FET WAE AN HAL FAH
o =

A oA Hele wiAlsiof o). ol dRtE e FFEE W o=, o] of
g

FEZEIAHRolE Fo = YBu QWS JAdloF Tt FEE I AHRo|E

ael Bad Ao A9, 157 o3tz SHHYL ¥ Z2EIiHR|E Fo
g MAS ZolM Ha LY B ALdor Bk ABHAL Aol god, m=
HEsgEolse] §3 F71 QEE 27bH9 A4 We oAA AHee weld
EER P CE

o] of i o] of3} EWelTHe] WP Fol e BN HA ==Y
s zolee] Abgol Basty WA thA Wel Qe AOoE R WY

7y HEdS B A4 H Aol BASAT QoA 2) "yl oA

HedFol SAHE WA BYLS

o Fxlstofol st §H-& ol
1~2 mg/kg/de] ZH=EUE B S7HFe] TS AT & &F2 A48 sl
of 3t} 35w T 45w AHY A7, 2~4 mg/kg/de WEZHEYEE £ T

7yEe] FoE A2 & §7FE AT AEEoF T
=
[e)

A9 S} A A

_54_




< Holl A aWe e SAelA RIMsAl R, A9
o] 4 54L& v frARSIE PACIFIC dFtellA, Ald A& A%
4= 2 F, HAdT R TAN HES

FAsT AAE wE A HAEe o o

ol F
of 792 79 B.0%el HIH o] k2 Fol e 16W (4% 35F FA B
So} 59 4% (L7193} o] ok Fol we 16%F 59 (L1%)9 557 B4
2 T o] o FoFe] WA AT FYFES 559 (A9 1-406Y)eld o of

of nla)] 9ok 55 (W9l 1~255¢) oAt

AN A= A2 A 1429 ool FtAd A mE AEI SAE o= 3
ADRIATIC Al@ofA], o] ¢ X5+ T 1009H(38.2%) H HF T 809H(30.2%) A}
oA HAEF e WA #HAFol dAPeH, o o 7 8§WEG1% H AT
6(2.3%)% Sl 35F L o] o 1H(0.4%) L YT 0% SAAY 55F

e g9

riot

2) A9 viz) 3

o] oF = o] of¥ E Wy T WEAHS Fo B2 FAoA HA A
I2HEo)|ES Abgo] FQsty WEg thA ®Welo] gle AR AHYH=
f 7} ko]l AR T (3. oAb, 2) A-wis) o]AAME, @ WY disj
F2). FA= Fo 7] A g Fo] wBE Fok AV|HORE F AAF o3
g afoF ot WY wi) Ee §H-&FC dA1E gE
Fol tsl ZEE|Z2HRol=E 1-2 mg/kg/¥ el T =y
N2 & 875 443 e oF gkt

riot

3 Ay v A<

o] of & o] ok} EYdFHAY HWEAHS Fo e SR HAl FEF
FA2HE| T ARgo] Festy WESH A Helo] flve ZoE AHYH&= WYy
7] AR =e A 7F DASE T 3. o] AN, 2) MY-uis) o] gAY, @ W
oA w7 AFE #Fx). §xe) AAH e A B A AFY AFS S B
UEE sfof 3t &g vy g2 Fsof 3o 2~45HF2 F$ Z=E
FA2HEEE 1-2 mg/kg/d e ZHEUE B 57 FAE AARE & &%

ol

3
2 AA3F gasor Atk mE SHe 4 AEol JAHE A% FA 9Te|A
A
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A ul A s AstE, 4AA s #d%F 9 AFAAE of o Bx of

ofs} EFwW e YEAWME FoAuE ARSoAAN WASIATHE. oA
2) Wel-ul7) ol gAlel, @AY vl WEHY F=)

e Fo 7] A ¥ l;
Elg 3fjoF st 887 oﬂ A
A 715 AstEe 74 ©
ok 2~45 w4 WY o) Z:MMj 715 2
2 4 U

He wjiz) B 7)E
HE w7 B4 7s B o] o =& o] ¢y Ed R HEaHS Fo
= BASoAA HASIHTHE. o] A, 2) W-ujs o] FALd, @HY s U

9

1y

HHlY Fx). $xe] BA 7)F FRe I AEe F4S EUEA ok o

344 B 7 B A, BAs §H-8F0 HanE g2 dsior o

2~4%53F9Y A¢ ZEEPIAHEO|EE 1-2 mgkg/¥de THITUE EE SUFEY
N2 & &S AAS] HEFetal dAAHCE deg dE SE2F giAL

Edwe e PEas EO%““’ wmw o w7y 5

A aaw ARG, oA, 2) B ol A, D

Hy F2), B HseAy £i s} AASF Y B

4 BUEY sof Bk Z44 Ho}fxl%‘ s ARG A, B
45T A% LREIAE el

5 BFe AN 2

2 I
b
rlr
o
1
:J_

(e o (2
182
=
N

—
l§
[\]
3
©
=~
Q
me
Lo
[H
o)

Us &= %—7}%‘:5‘4 ?Oﬂ% A 2+ 5
AT I3 U= TE2E A LHE Eds)of st}
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of SF Ex of ok} EQAATHY PEAWET T B FANA AN L2
sE|ZolEe] Agol Basty WHE thAl Yo| fE o HoHE
A Aol LTS G oA L D) B-uA) ol dAE, B W v

@ FR). FAE o] oFe T W] A B o Be 34 A
7I'e ArE 2YEY 3o} s}tﬂ S-&Fol dud o2 #Agsjof Ik 2-45F
o] ¥ IBHIzH RO EE 1-2 mgkg/de] ZHEUE EE S/ FoE

AR F BEE AN Ak B,

o] oF & o] of¥ EfEYTHe BEaMe Fol T dAA HA A=2¥H
ZH| 2ol =29 P%Ol 2asta W A BHlol gle A= o= 1y v
N Es d (FARER 2ol TASAT 3. ol dAH |, 2) "G -vjA
o g A, ® WY Wiz} X Hx) SR B e ARHY] AR} e B
UEE sfof st W&o dad = asfof It Z%TSLEE 1ol =3
HAAY 355 454U BF Z= TYTUE T

o
kU
>
I,
fu
o
(r
s

o =
s
=i
7
>~
oQ
©
3_
[,
hv=)

L Slee] Rol® ARG F 43S AAS Zaslck

7 HSE Wi A4S

o] of Ei o] oy} EflWeTHe WERWE Fo W BRN AYAY 4
e mel uls) AEgel wASAT. Bl WY WA dode] AFe 4
U do skl §-g%l AnH ti2 BYsof B 245F AP ==
HasE 2ol st 24 mgkg/del ZAEUE £ Srbge FAE AE F &
Fe AAS Z@dol Brh Z2E IR E FooE BT 23U ol
Aol glokdl, A48 27bQl WA e AL ABOFPEY, ==
Bz 2olS8 AM3 PFss] ARl A AL B¢ A&sor At

8) 71t W WA opEolduS

o] of i o] oy} EWTHe] WEaWe] AE /AL FAT W, GE A
Aol WY wj7) oFEolgwbgol WA 5 vk BAY PFY TS wUEH
sHok stu] 8-l Aw 2

5
Z 2% 7Y% 429, I A

Hed, 2%-vd S
o] ot 2~457Y A

st

offl
A
N
ot
o
i
£
il
>
L)
rot
o
ofo
ot
o
>
>
ol
)
ot
:(n)l'_',
9
o
iu)
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Aol 9 #d WS ATk 24T TUE Y SoF @k of % Ro] we
Aol FF9 £ BH wsel BuEHT GO, 2 R oA o gA,
DFY BY WS F2), 15T EE 25T FFEY AT T FY w3 oy
2 93l AR oFE RolB 1P + Atk 35F EE 4539 A9, M8 A2,
449G Y4 18 A QEE A3 sfolsehele] me FF 2 BY WL
# @t

10) A= Fol& o x4

oot} o) oke] W

M3 o Hetays o e WE Fold ¥ ALY WA 2Ry o
o3} g Eole W £5AET PHHYZPRCAG. ol Atd Fx)el RuHY
o PRCAZ} SIS, o] ok} Leuty FolE Fuhalof Ak

M3 A Hetags o e WE Fold ¥ AL WA 2Ry o
o3} P& FAYL W AviRed §84 NPAHAC HuHUTh AHATL el
5, o] ok ety oI & FTsok Tk

11) MMR o] 4He] 24}

P = AL AW ABAZA o] oFo] AMES IHT uf, o] 2F9 XA
58 BE IAE AYer] siAe BEYA 57 A F5 g Ado] s}
o} 29 23 ASHIMMR) Aguuter =i 29 B3 Aglo] ¢l=(pMMR) A

5] 371 9&, DUO-E <4+ Ventana MMR [HC 3#jgd
(MLH1,MSH2,MSH6,PMS2)S- A£-3}o FFPE £ %2 A&l F4 AlxoA MMR
FEE Hbeld FARe vl Aol A=A

>
o
2
2
rr

e AmAstel Weay el okE Felos @4%—@4% HoA g B A,
PFHOZ g okE FEFE FE-FE JEAEE U 2Tk

6. A%, TR, HAAH N HEF S
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IR ETE A UF AR

b

2 dHA Atk

£ R

a}

i e B3

2l

g

—

20k 10mg/kg(AUC 713)¢] 9

1AM g Ao} A

R

-

el

2ol At

Thah

Nlo

X

Ha 3

ke
T

nhA 5} o

)

o
<

oF
o]

)
B

;.OO
d.o

K

_ﬁ_a

A,

=
L

oo BT el

gk Aol =EA L AFoldA T

]

<A

—

2 AGNA,

nhA g} o

;oT

0
JJo

+

A Aol EA L dwolaAel AW I

oANAM, FA dZA A4 7]

!

b4 ek,

S

A #AE (RE 6541 o] oA & =42 2.

9. AR} &AApol| 3 Fo
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10.

11.

12.

13.

D

2)

3)

gl @A P o
Md bR BEs 2o 2
o g3 =e 4454 @
Stk

HFEI A9 XA

ergkeh FTo] A
SEERPRE B

Age] Tl

F2ulo] IEFEAA FHYH i]fi‘j“’] i
_% H

o] ok w3 Folg ol AFHM REAT TPIA Yok, TF 24

melol sk ol AFH

A4e AT e A oJobE EHA

ul
O
it o

o] ¢fo] ufoldolA FATFES wuo] 0.9% HUSIIEF FAY =& 5% TET
FALA o] EolE= AW FA} (intravenous, 1V) ¥Wlo &2tk gstZenld =&
Y A Vile ARgste] 0.9% OéihﬁrE%— FAY EE 5% ERT
FAEY I o] ofS EIAS WH HAS HolA . 34" &4 7HEA
Hbdste] et SN Y HF F=& 1415 mg/mLoltt. A HE 898 A}

Ay 54 =0




H ZAD §Ae BEHL FA57] A8 FIUE s1gcio} Ak,

5) o] ofZ HioldellA HT Folle v BA &Geth Alold T 139 Tt

7 ZAE He ZA Borojol dth 24 & ZA] BoEx e LAS B
ok 3t= A5 e 2UE BlouA s Tt 2-8° ColA Hol 2893t W
R, 25° C olstollA A A A By

14. FE7HE A% AR
D ofg)ea 28
PD-L1 (programmed cell death ligand-1) @& o] WA FoFo] HAA O <
3 AEHo AAHE s Yst=E Fv F8 WY ¥h&olth PD-L1& 9%
A5 (o, IFN-7Fepo] «lf‘?H e o, T HA FAHY TS AE Y
T Td 1Y Ax BFoA dd=E 4 o PD-L12 PD-1 % CD80 (B7.D
ool FozgS Tl T-Axe 75 2 S4& Adsn. ol FgA%e 2
&< B3l PD-L1= AlZ 54 T-Alx &4, 52 2 AEF] APE Ta
Azl

£ PD-1/PD-L2 435282 273 dAF=
CD80 (B7.D9] 45x8&S AHHoE ATHAT|+,
=259 IgGl 713} (immunoglobulin G1 kappa, 1gG1 x
ragke. ga olE M wjy) AlX =4 (antibody dependent cell-mediated
cytotoxicity, ADCC)& F3l#] &=t} PD-L1/PD-1 ¥ PD-L1/CD80 A3 &89
Az AGE FEF HARES FUMAT o] FFY e TY AA=E
ojlojd 4 Ut

H| S Aol A, PD-L1 ztcke] T-Al2 &4 F7F R T 27 F4E oo 3
=2

2) °f= sHT

HuEie) ofE FHe wEay

e A, ME Hetay olF ol

9 sistayie P A, Wy
of7} gelvy We Aol s wE @)
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i

At

who] okE FEgte] 2, 3 EE 4F gAOR 0120 mgkg WS £FL
1% Fo oA AFHUG <3 mg/kge] &FolA FE FEH((PK) =
£ ¥ S 293t F7F (MAE PR o, =3 mg/kgol s &
Ay sE)stAS. of 1657 = A e =24t 10 mg/kg 25 1
3], 15 mg/kg 35 13] % 20mg/kg 45 13] Fof &3F WA & PK &40
SASEA, 718t B, B4 AH BE AF (V)2 5.65LAT OEFH HAE
(clearance, CL)& AlZko] Aol whe} Zaste] 365U Aol 8.16 mL/he] 713
o AN AH Fas CLdd =23ttt CLo ZHave ddHe =2 997t 3
Ao R ZHFHA &t 71A CLoll SAS HF w27 (e oF 18¥ o
G559, sstaie] e A e EYdy R ¥E A, Wgrhk 3
aX o]% o] o3 Eejuty WE Al OIFEHe ¢E FH|SY| dAFoE
ot ztol= AT

54 A

A5 (FF 19~96A4), AT (31~149 kg), A, ¥4 dd-<kE A (anti-drug
antibody, ADA) Atef, &H-7l 4X%], LDH %], Z#oteld x|, 7184 PD-L1,
T¥ 1Y, AT, BS5 AF (Zdoled A 4&& (creatinine clearance, CRCL)
60~89 mL/min), 55 A& (Zdoteld 4 & (CRCL) 30~59 mL/min), 73
= ) (P8 FH <AHSA W OAST >R = W 7d > AN
ek 1.0~1.58] 2 AST ¥3), S5 o] (e F9 > Ad43k%] 1.5-34)
2 AST F3) == ECOG/WHO ZZHl= tdF5e ofE FH|Sho dJHo=
ol a9 XA ZAgT.

oy 4u &
oo & 1=
ok

do o o

i
o
N

17} (CRCL 15~29 mL/min) =&
1 AST F3)o] ggFe & 4 Qith

Wa, l“>“

S OrFRre SFEFHISS A5 D419EC0000100 A 1~17
Aﬂ iOP 2 50 o2 HrhEAT }AEL 4577 T 4T o
1+ 20mg/kg® de 79 Img/kg v vEF5 30mg/kgd Ed it
Img/kgs AW FAPLE o]% 4Fnith G o5 QWS Fof Wt
o PK £4o w2, 4Fvit) odF7 20mg/kgS FoJutE= 35kg o]Ake] AlF
< 712 &0 3zt iRy HAl =& 4Fnit %HEHE—J 20mg/kgs Fo
e Al wE Y FARRIAY, e 30mgkgs 4F Tt Fojuls Ao}
ZH35kg ol’he =& Eﬂ%‘?—‘%’ﬁr 20mg/kgs 47 vtk Fots Al =8

J;
1rrl
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o} oF 158 =tk AlFo] 3bkg HIREQL Ao} FAeA 4Fwith
gt gk 20mg/kge &

T
H

=1
o=

Fo B2 A BT T4 IPA HlaA =z A 4767 (1A
A 5, 2157 0] 7+ 65A4] o] doldtt. 7k 654 o]de) gharel de S
b RG] ddHeE 77 Aol MR o® HIAEHA T

AEGEAN oA sstama) o] ok& W83t X533 AA 713 NSCLC
B2t 4019 T 2099 (52%)2] FA= T 6564 o] golda 499 (12%)e] A= T
754 ool MHtAd o= T 654 o] TAtel A& A 1 b Aoly
aAol Qo] A oE FoF Zol= gl

A 7] AAZEHS B2 2659 F 1019 (38%)
o2 g 654 ool FAtet g A 3b <kzl
(o2}
BvA

o] o< BstaWd W8 FEY A 338" T 1587 (46.7%)°] T 654 o
],

6541 olgel BAsl gl B

O

EdWe] T 300mg o] oF WEaWe Fol we AA B}
A4 46278 5, 173%8((37.4%)°] ¥k 654 o] ®F 754 m]¥ko
5754 olgelgith B 654 ool FAsh Ae TA I A EE fFEA
o PPHOR FoF Aol AWHOZ BIHA Ykt

o 3

o

i 3R + o] kS FolWEE Rag WiFH AFULY B4 238
F 116%(8.7%0] % 654 olabolT 299(12.2%)0] H 754 o) 4ol AT,
A B + ol o + LY FMEE FA9) MPH AF
Sk2F 2397 T 1049 (43.5%)°] ¥F 654 o]/Follar 1998 (7.9%)°] =t 754 o]
o 6541 o4 BAst B Fe B ol GAHeIY FEHY YFHO

O
= ““

Hi ox 0% 12 oF &

o] oFg SSLavs Yeitel ABW 2% V& PHY B4 539 F 2759




(51.6%)°] ®F 654 o] o]t ®E 654 o] Ao} e fhAp ko] kA o]

G FEA ol YRR o Qi Folt Ao YIglth

)
1847(38.7%)] T 654 ol oI, 3TH(7.8%)0] T T5A| ol gol ATt T
o A W Fe BA 3 kAol FEA YA YFHoT ofu gl
£ afol AwA o Yot

obg A5 AT

o sstay 7he) ofE Fejsha ofE-okE Aol CASPIAN AT
oNA BAHYT ARHOR Fold ofR FEstd oFB-okE AsAse

A kTt

o ofe] fEAHL EASA m: AEsroz AP FARNST Ta Y

T HIV 4ol = 34 == 9

AelstAd . A= o] °F 10 mg/k

g glkg (n=237)°) 2:1=
FZ9] vjAERQ o, Hg 1271¢ =

=
e 5 ogls 54 2y #d 4

g 359
L AEol

ZREE

ot 12704 e] AW Y E
FolRY. 27 1271€ 5 8
}.

Sl F EAEAH 9 7)A AW EA

o 71 AT EAL theu vk G4 (70%), T 654 ol (45%), Ml (69%), o
Alo}el (27%), 71EF (4%), AA &
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= # (9%), WHO/ECOG PS 0 (49%), WHO/ECOG PS 1 (51%). &Y EA
2t} A7) (53%), MIB7] (45%), BB =25t st (46%), ABSHA| A
T (54%), % AE PD-L1 THE 26% ol (22%), % AE PD-L1 THE 25%
H R (41%) (PD-L1 el Z43tstAd 8y ol Aol At Al87F Holdd
4517 o] SAtel dhsf FFH o= EHsAT.

o] AT dx HJF WF F JHA= Y wind o <k FIY Y&
(progression-free survival, ©]s} PFS) 2 A A& (overall survival, OS)o]t}. o]z}
B7l Wl AB3x ¥$E (Objective Response Rate, ©]3F ORR), ®-% 7]zt
(Duration of Response, ©]3} DoR) ¥ & Ho] =& AH71A9 717t (Time to
Death or Distant Metastasis, ©]&} TTDM)e] &= %lth. PFS, ORR, DoR ¥ TTDM
& RECIST 119 w2}t =%z =9 +=7}9 %7} Blinded Independent Central
Review, BICR)ol| o}&f & 7}= AT

o] A+ HwH} Bl o] of FAToA FTAZHCE fFodtH YFHOo=E
olu] &= PFS 7§4e yeldTh [91gH] (hazard ratio, HR) = 0.52 (95% CI. 0.42,
0.65), p < 0.0001]. PFS F¢#k2 o] ofF FoTolA 16.8 714(95% CI: 13.0, 18.1),
fleFarel A 5.6 HL(95% CL: 4.6, 7.8)°1tk. 5% F47|3F &A1 A, 4713t
FTAIE 342 JRLolRlar o] oF2 9¢F thH] OSeF PFSe| A&Z <l /IA-E& UEA
o} o] A9 YA T BAL =3 FAXOE {Fosiy dAHo=E gn] &=
OS 7§A-& YeRAT [HR = 0.68 (95% CI: 0.53, 0.87), p = 0.00251]. OS &7k o]
of FofTrolA of2 =EEHZA Ftom fiofrtelA 2877l (& 14, 1¥ 1

o g8 2 ).

¥ 14. PACIFIC |4+ 84 A%

Uz} Zz7h B8 59 F7 & 8P
fad A o] & (N =| 9ok (N= o] ¢ N =| 2% (N =
476) 237) 476) 237)
2R3 A= (PES)
B AbE S (%) 214 (45.0%) |157 (66.2%) : g638) 175 (73.8%)
56.3%
PFS =9tz 1Y) (95% CD | 16.8 (13.0, | 5.6 (4.6, 16.9 5.6
18.1) 7.8) (13.0, 23.9) | (4.8, 7.7)
HR (95% CD) 0.52 (0.42, 0.65) 0.55 (0.45, 0.68)
p-%k p<0.0001
12789 & PFS (%) (95% CD | 55.9 (51.0, | 35.3 (29.0, 93.7% 34.5%
60.4) 41.7) (51.0%, (28.3%,
60.2%) 40.8%)
1871€ & PFES (%) (95% CD | 44.2 (37.7, | 27.0 (19.9, 49.1% 27.5%
50.5) 34.5) (44.2%, (21.6%,
53.8%) 33.6%)
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6071 € = PFS (%) (95% CD NA NA 33.1% 19.0%
(28.0%, (13.6%,
38.2%) 25.2%)

AAHE (0S)

A A 5 (%) 183 (38.4%) | 116 (48.9%) (5§6g1/) 155 (65.4%)
0S &%4zF N4Y) (95% CD NR (34.7, | 28.7 (22.9, 47.5 29.1

NR) NR) (38.1, 52.9) | (22.1, 35.1)
HR (95% CI) 0.68 (0.53, 0.87) 0.72 (0.59, 0.89)
oFu}FaF p-gk 0.00251
24709 % 0S (%) (95% CD | 66.3 (61.7, | 55.6 (48.9, | 66.3% 55.3%
70.4) 61.8) (61.8%, (48.6%,
70.4%) 61.4%)
Dp-%k 0.005
4871 = 0S (%) (95% CD NA 49.7% 36.3%
(45.0%, (30.1%,
54.2%) 42.6%)
60712 = OS (%) (95% CD NA 42.9% 33.4%
(38.2%, (27.3%,
47.4%) 39.6%)

97 o] E AWz 9] 7|k (TTDM)

A A 5 (%) 182 (38.2%) |126 (53.2%) NA NA
TTDM %% Oh€) (95% 28.3 (24.0, | 16.2 (12.5, NA NA
CD 34.9) 21.1)
HR (95% CI) 0.53 (0.41, 0.68) NA
p-%k p<0.0001 NA

34 X8 ANF == AR7EA ] 7]17F (TFSTY

A A 5 (%) 267 (56.1%) |169 (71.3%) | Hi5#] | RHA

S 5

TFST 43k 1Y) (95% 21.0 (16.6, | 10.4 (8.3, NA NA
CD 25.5) 12.5)
HR (95% CI) 0.58 (0.47, 0.72) NA
p-%k p<0.0001 NA

A#A ¥ (ORR®) Al & | 133 (30.0%) | 38 (17.8%) NA NA

(%) ©95.79%. | (12.95%.

(95% CD 34.53%) 23.65%)
p-%X° p<0.001 NA
A Bre A £ (%) 8 (1.8%) 1 (0.5%) NA NA
BB de Ay § (%) 125 (28.2%) | 37 (17.4%) NA NA

"2 717k (DoR) 43t (1Y) | NR (274, | 18.4 (6.7, NA NA

(95% CD NR) 24.5)

o]z} A3 A= (PFS20)

WAl AbeE (%) 217 (45.6%) |144 (60.8%) NA NA
PFS2 Z9kzk R¥) (95% CD) | 28.3 (25.1, | 17.1 (14.5, NA NA

34.7) 20.7)
HR (95% CI) 0.58 (0.46, 0.73) NA
p-%k P<0.0001 NA
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a OS, PFS29] U=t &1F ®4 % TIDM, TFST, ORR, DoRY| 7} &
2018\ 3¢ 22%o|T}. PFSe] Uz} &3t lﬁ:éﬂ—% 20174 29 13Yelth.

b 3271zke] 05 2 PFS ¥4 Ade 20219 1€ 10|t}

c TTDME 549 v JdA=ZHE A4 o7l BT A & == A4 o] glo]
AFEE AR o] Zte 2 AHolHTh ¥4 ol RECIST vl.ld w&

5 59 YolAY AR 59 AMER HHoE HojHr
d TFST+ 44 ¥l dAEREH ARE W32 3 $5 55 AAT 94 =
= AP LAEA Y] 7IRto® AFolH T

e FISHALGH X5 F 0 - 429 oy ¥ AF E Fo A Hristo
RECIST vl.le we} 7]A el W =4 b Aol A ITT e 39l
of tigk A3} o] ¢F Fo] + 4439, 9¢F Fof + 2139.

f PFS2&= 729l WA %‘X}f‘é—rlﬂ THA Az 289 (Y xFo Hod uvol| w
o} e AAELAEA 9 Tt m AojHn,

NR: 1:1:1-:‘5],]] oro

a9 1. FRAPAEPFS)Y 7= vlo]o] (Kaplan-Meier) =4 (PACIFIC 97) (A&
n}zh: 2021"& 1€ 11¢9)

1x

a 3 & El 12 45 13 21 M4 27 3@ 1 3§ £ 45 & 51 M 5 60 & 66 & 72

4% 377 3m K7 215 190 165 147 137 128 119 110 1@ 92 a5 a1 a & 7 34 2 11 5 a

5 237 154 105 &7 58 56 4 41 kP 38 30 I 26 24 24 2 21 13 13 14 B 4 1 a

a8 2. AARX09)9 7HE= Hwelo] X4 (PACIFIC €+ (Rr&mhzh 2021d 1€
114)
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05 YU E5% LT

o] o 47,5 (38.1, 52.9)
SIET 29,1221, 35.1)
e, 2y= 4| (55%CD):; 0.72 (0.59, 0.89)

i == -

k- a 3 5 a 2. 15 13 21 24 ZF 3 33 ¥ 39 42 45 43 51 = 57 60 & 66 69 T2 75
: 475 454 431 ‘414 335 364 343 319 293 239 773 264 52 M1 236 X7 218 207 196 133 134 91 40 13 2 a
=R 237 220 1994179 171 156 14 133 173 116 1 99 @ 93 91 &3 784 Y7 M 72 58 [ 16 7 2 a

AR el A selRel A, Ak Fol we Bae] wd) o] kg Fol we @
ol -7 PFSSE 05 7A4o] OEHQ Al B2 gich. PFSet 059 RI7ts 242 o

b FF EAOA #EE A dAE A5 E3E e

EORTC QLQ-C30 % #H<¢ =& (EORTC QLQ-LC13)S Alg3ste 3x B A}
7% D A7 #AA o A (health-related quality of life, HRQoL)& +H 3ttt
1A ZdHl, 271 8% 4F e, o] ¥ 8Fwitk Fof 7|31e] 98 EE 54 Ee
w2 A]F ko) Toq =d /\]77}2] LC13 2 C30s H7FstAT) o] o3
Z

ANA AR, o oF % slek zhel @4 ma A, /1% 3% HRQoLY Aol
225 etk AT AW Izbel AA, o of @ SIok ol BA B
3 A3 7% % HRQoLe) Yoz ov) Qe ot wEHA 2tk 104
o142l Aol= H7h

Ay 9 AEH)AE A
SHI 45vitt 1500mgS FoI3)
o3k Apol= gl

1,
2
N
N,
olr
£
=
B>
f

&
s

|

>
to
)
1
>
Z.
2
ml

AEGEANS AA 7153 vlaAZHY QA7]~A8d 3B7] [AIJCC, 8" edition]) E=}
ARZA BT PEFAD H & F UHLNOE A%
@ ol okl HEHS WY sl UAAE FRAAWA, ol F w7,
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foF d=x, o7, A3 QG oIt ddAE L o]l AgHE o]Ho] gl
At HAFAE = BPFAE B2A 2SS SA2A, AY w7 ¥
=¥ ZHo] gla, 0 =& 19 WHOECOG <3 T8z ZHolx 3 71A] o]4
RECIST 11 4 ®wo] sle #AE 33 F29wl8 A, Ventana PD-LI
(SP263) &4 & Ab&ste] ghate] F¢F PD-L1 23 FHE A3t

A FAA 2T == 017801 A gtE A7F A9 Aol AAY HEFHe
A Fo] T 14 oo AHAA] F=& AHEE SA= AYHAH FEAE Y
< A% AP A EED A5FHmITTDoA &zl EGFR ¥o] =& ALK A9
7}

4n of
o o

rE 0?~

.z
3] oﬁ}w’iﬁ}

AEGEAN AlRdollA 8029 o &7k 1:19 HI&E FALMAEH & A Bx 3
gay Hgoz & A JAARAILID Et AFH2HES FoAUT AlPT
el mab7h 385 A Utk FEA B0 mITT oA 7408 o] FAE ute
o2 FYPHAG

o Al & A 3Fnt Hd 457] $F o] oF 1500 mg + 33, & F 4
Fuitk Hol 1257] &< o] ¢F 1500 mg F.

o A27: & A 3Fuith A 4F7] Bk Aok + e, & T 4Fvig F
o 125F7] B¢ F F4o.
RECIST 1.1 £ H7}7} ulo]2~agkel A
) AAEAG A HA FE T FE L 5
2700 e T 5FE2F A AHY RE g8
FoRth. a8 A T HU 8F A AE7A LR2FuitEed 79,
1925 A3 A-G7A(F 43) 245 npeiEFEEY 719, I ©]% RECIST 1.1 A9
B HAA PD, B9 "3 me AT grlx] 48F nitiged 719 FHEA
c}.

AE FW7 A8 o8 F 2,3 2 U1 A3 AF =R, a8 yA 12
ML A ANFA7A 20€E vtk 8 & 3vidnit S A

qjl}g/\]f‘gg] Az} HriHeE =g E =9 3]s AE /]5]. tﬂa]zﬂrx% A vk %
(PCR) ¥ *¥718=E =9 $9 ZEBICR) H7tol 9§ FAA AYEEFS)o| At

Al o)z HriASE wr1EE 24 #HEs AEd o3 2 ¥odzd wms (MPR),
BICRo] <13+ DFS 2 OS gt} 7]E} o]xF 4&A =2 EFS (PD-L1I-TC =1% &
), pCR (PD-LI-TC =1% E47) % 34 23 AIHPRO)E =3I

AZHE pCR T &4 AA, Alde] pCR & MPRe| tist SAA #FoAH IS

F

EO{N
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sl Aol HAE TlEe AT oo, A WA AfHE EFS F3 24 4
of, d&AIEe] EFSel that SAZ 24 F4< fls) Al "HAE 71E
Aot
AT A

o 1
AN

==

o

x u 7]

-1 X

1ol 3667 31 A2

)

49 5

=

olellA #&FS & o] FATHmITT
2| A | AE g HHmITDE 714 <
T TATSA 9 A A4S v 2otk FA0L6%), o4(28.4%), A" 654
o]’4(51.6%), H FLE 65AM0CEHS: 30~8841), WHO/ECOG PS 0 (68.4%),
WHO/ECOG PS 1 (31.6), W<1(53.6%), oFAIoF1(41.5%), &<1 = o= 7tAl wl=
2100.9%), okl gt YA == det=7t AFT(14%), 718 AF2.6%), 31234
A = g85A06.1%), ¥Is|2ujgA] e B-ZeAIB3.9%), A == #A F4
ZH85.5%), HIFAAH14.5%), HHF A E F2H48.6%) F PIAB A =25H50.7%), 2
71(28.4%), 371(71.6%), PD-L1 T&d A8 TC =1% (66.6%), PD-L1 &&d & TC
1% (33.4%) . mITT FHetel gt A7~ FASHH 9 714 S4L <8 EGFR =
ARo] == ALK A7 e A7 fle A5 Adstae ITT JAd3 FA
o}
mITT FJetoll A, 2] 539 & e sxts AlaodlA 29578 (80.6%)°] ANH
ol w8l A27ol A 3027(80.7%)°] UAJT. HA FH Y FEs ¢EI A= Al
oA 2849 (77.6%)°] AAA © B A2TNA 287H(76.7%)°] AAT . FES
453 mITT JAk WelA AAAAA Gef(A1T vs. A2

o RO (7 T fl5): 94.7% vs. 91.3%.

I

3
37478).

ox, Ml
Hm—ﬁ

2
fojr o

%
52 :10

o Rl (&AWAE 7 FF): 4.2% vs. 7.7%.

« R2 (58 7 ) 0.7% vs. 0.7%.

o] A& fofTel HIs| o] of TolA FTAAHCE Fostal A o= on
EFS 7HA[HR = 0.68 (95% CI: 0.53, 0.88), p = 0.003902]% =¥t} |
EZE ekl HlEl o] o o] FAXLE FYta YFFeE Foud pC
A[B)& z}o], 12.96% (95% CI: 8.67, 17.57)]1& U=t AA HE(0S) A&E= EFS
A Aol AsEA Gtk & 15 9 O9 38 Fagth

3 15. AEGEAN 7 digt f&4 A3 (mITT)

o] oF + z}sta 2lef + 313k a
(N=366) (N=374)
AR A E(EFS)
A Abe] <= n (%) 98 (26.8) 138 (36.9)
EFS £43495% CD (71€) | NR (31.9, NR) 25.9 (18.9. NR)
12715 EFS, % (95% CD | 73.4 (67.9, 78.1) 64.5 (58.8. 69.6)
247144 EFS, % (95% CD | 63.3 (56.1, 69.6) 52.4 (45.4, 59.0)
£194195% CD 0.68 (0.53. 0.88)




o] ofF + 3}sta ?1eF + sska |
] (N=366) (N=374)
= p-w° 0.003902
DCR&,D,G
HE3-o] & A 63 16
HES-E, % (95% CD 17.21 (13.49, 21.48) |4.28 (2.46, 6.85)
Hl& zto], % (95% CD 12.96 (8.67, 17.57)
MPR?<¢
Hhg-o] A+ A ¢ 122 46
HES-E, % (95% CD 33.33 (28.52, 38.42) |12.30 (9.15, 16.06)
& 1o, % (95% CD ~ 21.03 (15.14. 26.93)
T A= ASW BES 24F 24 9 A A § 46.3/1 Ao A3 pCRIMPR &
T EAAIEvRE: 202249 119 109)S 7|=o2
P n =402 thE Abdel MAlE pCR &3F EAEREE: 20223 01¥€ 14Y)o o}
Zd, pCR HI &2 0.0082%<] o &3 HuPgs W FAZHCE FYATHp =
0.000036).
¢ n =4020] gk AL HAlE MPR &3 EXAIErHE: 20229 01€ 149)o) m
29, MPR Hl&2 0.0082%% o &34 Husty FAHSE {Fodt(p =
0.000002).
pCR ¥ MPRe| tig %= p-#2 F8d CMH HAd wet A AT EFSel
3 G p-#2 T3E 2O &9 HA wet 4B EHJY. F3F A= PD-L1
2 AY ¥r|E x3go
ZF FE2A HUPET tid $AF Fod BAHS A AAe LBgold Y
(O’ Brien Fleming) WS o193 & =ul(Lan-DeMets) &3} 4H] g<mof] 25|

A = ATHEFS =
a9 3. EFSY 71&& d o]oj(Kaplan-Meier)

D 2F

-

Event-fes survival 25

0.9899%, pCR = 0.0082%, MPR = 0.0082%, <

S%u) (0aeClh

F=).

A

—

EFS £2% (3% 42 2T

NR {31.5, NR}
25,5 (18,53, NR)
05E(D53, 0.6

n A B 2 7ISHRE)
EE Y
21 7%

4

30
53

49
50

31
n

1454 L
184 136

L1
&2

2 k= b
2 374 339 57

-

kL
5

4
Ié

_71_




ZAE 7% - ADRIATIC A7

ADRIATICS EfHITHE B¥E& v W3R &2 o] oF9
&) mekEl Aot ADRIATICES FA] 31ahAd oW &

Astd = AxstH oz =" A3 ¥y AAZHLAICC 8/ wet [ - 1
7D 2 7308S dido R 3 FAuA, olF wrH, Y ulE trld Algol
ALk 7] = 7] A= AlgA ddol wet /Wﬂoi F&o] E/Fs3oF 3

g S A% 2o A Fok A 1429 oy, 657 £ 2Y 131(QD) 60-66
Gy T+ 35 &<t €< 23|BID) 45 Gyo HF Wa-7I9 SstAbd 457715 ¢
ST AEE FAZ A ZACCHE A a8 F AW Ame A ¥
of A 1429 ool ATAe] Aol wet A 5 YAk

o] AT AT AF F 59 ool BEAH EE olde] BAHE AsES A,
F5H YT AGAYY WY, 25F ol WY T BFAY AY == B 5L C
g 2k mE HV g ¥l 9t 84 2 254 a4 ¥ 48] I B
2 A9k AAEAT B A ZAG 2230 EFE BAE A9 H Ak

SR A2 71/ versus 1D 2 PCI Aldl(e]] vs oy @)of we} =31= . 3
o 1 T 4F7] 9ok 4F wit} o] oF 1500 mg + Y T F 45 wig}d o] oF

o 2 T 4F7] T 4F vtk oF + F WA Y Fo & 4F vtk @A 9o

o 3 T 4F7) T 4F mitk o] ¢F 1500 mg + EFHAYFET 75 mg £ T 4F
njt} o] ¢k 1500 mg

3N o AA A 600 ] FAZE T HW, olF A+ 17 EBE 27

1112 ”X‘HHH%H%‘UL, 45 ult} o] ¢F 1500 mg Ex 45 itk YoFS Fo W

ol

W Aok 483 & gle EA4ol Hgﬂ W A, = Ao 24719
b A&HAT EF B AL 72F 59 8F i, o] Tl 96F71A 125
o 1 o) Bl 245 vk S E ok
.'__I.L

JATFAS & ozl A SAS A & el #FS ol FAH. o of H
o] wojzgkl JAIFEAS 2 AW E4E v 2tk F4(69.1%), 4%
= 656411(39.2%), M<1(50.4%), 511 = otZY7HAl m=0(0.8%), °oFAoFQ1(47.5%),
71eK1.3%), sl=39g == SEAd2%), A FAAH22.3%), A FAAHE8.5%),
H F A AH9.2%), WHO/ECOG PS 0(48.7%), WHO/ECOG PS 1(51.3%), 171(3.6%), 117]
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(9.1%), M171(87.4%).

Tagug A BE A7 WFIN ASan662% AiEed-oExAC,
33.8% 7IRZFER-NEZAE)E BT 72.1% A7l RT QCE wki(e] F
92.4%7F = 60 - < 66 Gy QD= Wk}, 27.9%+ RT BIDE ko m(o] ZF 96.6%
7} 45 Gy BIDE 234th) 53.8% A7t PCIE 2o4th RTol ok ¥b-g2 oS3 2
Srck: 97 WHE(12.3%), B WH-S(73.8%), A HR(14.0%)

of Al@e] olF Lt FrbHEFE Ak BlwE o] °Fel OS Bl PFSSth ok 4+
a4 HrhgE Yok Hlmwd o] °Fe] ORRE =38ty PFS ¥ ORR&
RECIST v1.1¢l wz} BICRol ofaf & 7}= AT

[8E FXF Z40A, o] AlF2 okt Hlalste] o] oo dis| FAHCE 79
P Aoz o les 0S A& YETHHR = 0.73 (95% CI: 0.569, 0.928), p
= 0.01042]. =3+ o] A @2 fjeFa Blwsto] o] oo tis] TAZXCE Folsta
FAe® ou|gle= PFS A=

X

o

O

=g HHR = 0.76 (95% CL 0.606, 0.950), p =
0.01608]. & 16 2 719 49} 55 FH=x3Ir}.
¥ 16. ADRIATIC N &9 &R A
[ 13 o] oF (n=264) |2 < (n=266)
2 ) A =(0S)
AHE A 5 (%) 115 (43.6) 146 (54.9)
0S =9z  (h<¥)|55.9 (37.3, NR) 33.4 (25.5, 39.9)
(95% CDb
HR (95% CI° 0.73 (0.569, 0.928)
p-7H 0.01042
247M¥Y 3OS (%) ]68.0 (61.9, 73.3) 58.5 (52.3, 64.3)
(95% CIP
67Md F 0S (%)|56.5 (50.0, 62.5) 47.6 (41.3, 53.7)
(95% CI)P
Fz18) A =(PFS)°
A S (%) 139 (52.7) 169 (63.5)
Zo47r PFS (1€ |16.6 (10.2, 28.2) 9.2 (7.4, 12.9)
(95% CDP
HR (95% CI)f 0.76 (0.606, 0.950)
p-7H 0.01608
18719 ZPFS (%) | 48.8 (42.2, 55.0) 36.1 (29.9, 42.2)
(95% CIP
247MY  ZIPFS (%) | 46.2 (39.6, 52.5) 34.2 (28.2, 40.3)
(95% CIP
AHA w8 (ORR)®

_73_




1 o] °F (n=264)

2 1% (n=266)

ORR® AHdl <= (%) 53/175 (30.3) 54/169 (32.0)
(%)XJ "S- ARl (5 (2.9) 4 (2.4)
%
(—"%)%S_— -3 Al 40| 48 (27.4) 50 (29.6)
%
$ =11(95% CD -1.2 (-11.0, 8.5)
ZoFzk DoR™® (7]1€) |33.0 (22.4, NR) 27.7 (9.6, NR)
(95% CD
12711%3J A Aol HES-{73.7 (59.0, 83.8) 60.3 (44.5, 72.9)
< Rl 56’]’2]’9] H]
£ be (%) (95% CI)
1871e Aol kg | 71.5 (56.6, 82.0) 55.2 (39.4, 68.5)
= UrEM 3lz}o] H]
£ " (%) (95% CD_
a EXAIH AbollA OS FH I 7|7Ee] a2 o] oF A|FFANA137.19 7)€ o]

a1 feftell A 37.24 7oAt

b Kaplan Meier 7|®H-& A}&83}e A4k Brookmeyer-Crowley W& 7[HEo 2 &=
H Tkl gk CL

c HRol tigt 42 Z3} Cox HlE 938 EPE& AHEste Fh=HJD &FF p-%#
< Z3 EO-¢9 AAS VMo R s, 7 A 25 PCl Al tis] =8 et
d AR Age 3 B4 Zyo] 7]x3 p-it. Lan-DeMets &3t A& 3
O'Brien Fleming #+8 724 2 ##Zd AA A 5 7]HEe g, OSol thdk 5A A
ol de MAdste AAE 45% AA &d3te] dis) 0.01679%3 PFSel disiA = 5%

A &3t tis] 0.02805% tHLan o and o DeMets 1983).

e RECIST vl.1e| we} BICRo] 7}

f HRoll thgt 42 Z3 Cox vlel 918 E2& ArEste] FalHADL &
=3} 2-49 AAL 7I¥te g Y, F 7R 25 TNM #7] 2 PCl A
=g

g RECIST vl1.1o] we} wo]=ejle] £471s dAWE
T 7155 o] oF (n = 175), ¥1eF (n = 169)

a9 4. o] ¢F vs ¢ tid OS¢ Kaplan-Meier 34l

o2

7F AA 4

A% 39
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0 T o] 2
h!-‘q:\"“‘x._‘ ek
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b
\_H"\_L1H--\-
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i, M ey,
I _"T"-,.-_..._‘_‘HH___“F&_-
b { B o s
0 e,
o ’
4]
O
|
& T T T T T T T ™ ™ T T T T T T T
L i o iz 1% 4 ic iz 42 45 d4E 51 . B 3
ST SEL HHE F ZITHNEY
0 3 & ;| 12 15 18 21 4 27 30 33 3 W 42 45 4B B1 B4 BT B0 B3
] 264  2B1 248 Z36 223 207  4BR 183 472 182 141 0 90 &8 B 3 ZT 10 1 B i L]
ok
o IEE 260 247 I3 214 195 475 484 454 143 123 &7 BD 82 4 3 23 19 B8 5 i 4]
a9 5. o] ¢F vs. $JeFo] didk PFSe] Kaplan-Meier =41
I
1 \
Y
wo iy T
Br L\
2 s
o TSy :
\ ] 1
]
ol 2
ot o
3 + 1: :If. I-J 1 I| I I |I I '.I. 48 5 j-I: L4 ] : &
EFs FEL HE F 7| 7HE)
L] 3 B b 12 15 18 2 24 7T 30 33 I I8 42 45 48 H1 B4 AT B0 B3
o} 264 212 181 136 13 405 401 S5 B4 TE B4 B B M 19 10 10 4 4 ] li] ]
ok
e ZEE 208 146 122 100 BB i 78 71 &3 47 47 M 2ZZ X 15 14 5 g i ] [i] L]
[e) S =] [e) S e} =
Aok Fo W gAto] vls] o] of& Fof e kAo FEldk OS ¥ PFSe| 7|
Aol B4E Abd BYH stTollA HARtd o= LA

2: A7 - CASPIAN 17
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34 97 ZAZAL FANA AN =LA
§ECIG o] oo fEA HrHFATh
/N, 9713 d5E4 WHO/ECOG PS 0 =+ 10|11

AAZAGY] S ABLWOE WF /W A Wl AW, A= P
of 9 A 37 AAEAY BAE RYOE sa Y == JzE 94
o7t 9 BAE Fel AP o AT FR ALY, BHH A
W AY, PEFEFES LT AMEY Fol, BEY =E 2ASE A s
ANEY EE 4% ol Yelsd S A D2ELAHZIEE AT £
of NF A 1Y o) AN WAAAA Fol, B4 A% w: BY i CF Y
EE HV 29, Ex R A% A 309 ol =3 Ay AF 5o Yo 9
L xR

9g AAY Hee A7Ae] avo] met AFHAL, TN WAL A 157

o] ¢ + z}etaW WRF: o] oF 1500 mg F71vith 1€ 2fef| 7hR E2bdl
(AUC 5 =+ 6 mg/mL/min) =+ Al2=Zgtel mg/m2)3 1, 2, 3Yx}te] o E
EAE (80~100 mg/mHE AW Fos= 4F7] 2. o]F AWo] NIPHAY &
B7Hss 54 A A7EA o] ¢F 1500 mgs 450t ©E Fo.

N

satay o= 219 Frlvith 19zt stREZEE (AUC 5 EE 6
AN 2Z2E (75~80 mg/m2)F 1, 2, 3¥xtel] o EXAE (80~100
~657) 2. Sstay 98 T AT B BE ¢
(PCD7} o] TollMat &85,

Ay A Folx At Ao T A Agoln AaE folAe] Yuta o
TR BDF A o] o dE Rl §gH ok

e A

DI LI 2 S EY

stz dl Lol @2 ol FAuh AA A Hd
°of 71A <7+ A 2 AW 42 ted 2o FA (69.6%), ®F 654 °]4
(39.6%), 9= FTdak 634 (R 28~824)), WM<l (83.8%), otAlopl (14.5%), =<1 =
= otz A =<l 0.9%), L 2 AF (0.6%), Hl-3|=39A HE=+= B-ZFEA
(96.1%), & 28A (93.1%), ¥ w14 3A (6.9%), WHO/ECOG PS 1 (64.8%), V7]
(90.3%)°1 ATk #AS] 24.6%7F NAEGRIS 74.1%7F 7R ZS2H S Fopiigt) 3}
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$7te] 56.8%= 65F717bA 3tetad A sE wtow 7.8%= PCIE

1o
fo
'k
(i
i
Ml
riot

gm oinl o of + Hetay WeTe FALNCE folshn
A& YERI T [HR=0.73 (95% CI: 0.59, 0.91), p=0.0047]

30 of
rlr

-
O
(@)
=

O 7 ZHx). A7 FA7IE BA(FTSEE 39.3 Y A3, o] ¢oF
+| EZAE 2 w2 F)ul kR FO o EFZA T+ 7)dl oFE F fjH] A&7 Q)
OS 7/fA& Holal 9t}
¥ 17. CASPIAN |79 84 A3
Az F3 24 A7) 22 BxP
o] of + o] ¢ +
FEA At Fanggn  TEEAE Glugag ZEEHE
e N2ZEEd 5= Al 2=E2E
NEERE - SRR - 269)

AA A= (0S)

A A 5 (%) 155 (57.8%) | 181 (67.3%) | 221 (82.5) | 248 (92.2)
0S =43 hg) 13.0 10.3 12.9 10.5
(95% CD (115, 14.8) | (9.3, 11.2) | 113, 147 | O3, 11.2)
HR (95% CI° 0.73 (0.59, 0.91) 0.71 (0.595, 0.858)
p-#t¢ 0.0047
1271 3 OS (%) 53.7 39.8 92.8 39.3
(95% CI) 7.4 59.5) | (337, 45.8) | (466, 58.5) | (334, 45.1)
1871¥ & OS (%) 33.9 24.7 32.0 24.8
(95% CI) 26.9. 41.0) | (18.4. 31.6) | 265, 37.7) | (19.7, 30.1)
247149 3 0OS (%) NA NA 22.9 13.9
(95% CI) (18.1, 28.2) | (10.1, 18.4)
36714 = 0S (%) NA NA 17.6 5.8
(95% CI) (13.3, 22.4) | (3.4, 9.D

FR3) A= (PFS)

WA AL = (%) 226 (84.3%) | 233 (86.6%) NA NA
PFS =tz (1Y) | 5.1 4.7, 6.2)| 5.4 (4.8, NA NA
(95% CI) 6.2)

HR (95% CIF 0.78 (0.65, 0.94) NA

671 ¥ & PFS (%) 45.4 45.6 NA NA
(95% CD (39.3. 51.3) | (39.3. 51.7)

12709 & PFS (%) 17.5 4.7 NA NA
(95% CD (131, 225 | (2.4, 8.0)
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AFAA v € 0 0
j} 5N % %o)(ORR) 182 (67.9%) | 155 (57.6%) NA NA

2A e A0 | 6@z | 20T NA NA

1‘2—5‘ Hhg Akl 4| 176 (65.7%) | 153 (56.9%) NA NA
a%_‘?(?f)%ﬁ =49 05, PFS, ORR, DoR &4} A5 vhiH(data cut-off)2 2019 3
4 11¥ ol
b7t AE A9 Amupd(data cut-off)2> 2021 3€ 22 o]t} RECIST #¢
S o] FA7IZS Az AR E4FHA Fdt
c o] B4 Al 15719 Agd Ha-74 setay FrEESE Ee A2ST
ol s BT F3 2aed] AHeR FHAL, dd B4 =43
< o8&k
d A= At#l4= 2 O’ Brien-Fleming H-&

1983)e| .

e 34 AeH WeE

]
ol A, FAXCE fFolde Z

715

23} Lan-DeMets A1ZE 7 Eul&

0.0178(LLan o and o DeMets

13 6. AAYE09)9 & # o)oj(Kaplan-Meier) =4 (CASPIAN 9 (Xt&u}

Z 20219 39 229)

OS5 S (95%
. 2=T7H e F S ANER
. : BEog
0| EestEtoe 12.9{11.3, 147 *  c=rsaned
sergs 105(9.3 11.2)
E# {24H] (95% CI) 0.71 {0.585, 0.858)
A
o
o
«d
FE2HHE & ZI7HIHE
b a 3 §] 9 12 15 18 21 24 27 30 33 36 39 42 45 48 $1
0| e+t 268 244 214 177 140 109 85 VO 60 54 50 46 39 25 13 3 0 O
FErg 269 243 212 156 104 82 64 51 36 24 19 17 13 10 3 0 0 O
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1 (CASPIAN /) (&

alL
=

& wo]o] (Kaplan-Meier)
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a9 7. FAPPEPFS)E 7t

sukzk: 2020 1€ 27¢)

ﬂﬁTLok_.Momﬂ Boow-
F
%%mﬂw% TR
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EEﬂﬁTmﬂ > K
. Flo o ._OELT‘Olﬂ m\.tﬁu
NooR JE7 =
o e Nfo © o B
ol S ﬂ.un_..l \Ol\Ol‘;U/”aL 1X_.O
A R
4 2 MR R
RIS b & e o o= o B z_o%
SiE o~ -~ 0 —
- < 3 O_llvNLUTmHV‘UI Vix
5w g 2ig ~ ~ oy
) - ﬂ%ﬂon_nbk.m_.
o — oo ®
0 | @ elg o T Ty N8 s &
P 1.5 oo WOy
“lm 8 I* B B, W T
o oz o gle e %ﬁ%%ﬂu% W &
@ me L =g o W
5oz e m - N o g % 2
al » HF ool @ e R . N
oF o ﬂ_wlﬁrl\.mo ‘Ulﬂ]m.u
I s & T ° N
g [P0 wie s impo#ﬁ% o
f R TR
o Mﬁﬂﬁlduaujx ° O
S I T B
. Sy 8 I I O~ SN SR
~~ )|
g BoE o R 5o o
mwmﬁzo%ﬂ o=
30 e ol 5, < % 5 N Wm
! | ey EE e
W B r _om o
$id o oA Aznmw,uw_,o T B gy
: . . o e Tt .- zdﬂj.
= 3 3 5 5 & 3 8§ 8 3 &8 Wio W O A
2z 544 .u.u - W R T N En_ BN L_L

oA Al
]_’E_

Ao 1112 F=

3

<
=

F A

535

=

o

o) 1Al wet
Ay 85715 g 1)

=

=

oA A7 o] o 1500mg g 4Fvith B
— 79 —

o] Bol AF 7 14 oy =

=
=

)=

o
25

HAth 29 w2
A EFR 1000mg/m?et Al ~Z2tEl 25mg/m?

o FolAY °




Aok + 3FEtRW W& 3FuTh 19xto] 9ok + 1Yz, 8Yxtol AAEH]
1000mg/m°e} Al ~Zetel 25mg/m*E Hdl 85715t AW U Fo ¥ Ano] 13
HAY 88 BVl 54 2 A7kA ks 4Fnid ©E R

29 v olF A 24FE 65T, 1 olF= Az AW o] geld
W7k 8wttt & FIHE AAISHA T

A7 A3 FrAAFE AA AE O9OIAL T4 ol BrAFE T Y=
(PFS)I9Th L 9] o|x Hrhist A#A W E (ORR), #& 71k (DoR) 2 &
2 Bl A3t PES, ORR, DoRe RECIST vl.1o w2} AFA7)F B 718t

AT AT B 7A AW S F o (o] oF T 3417, S FoT 344
g) ol @& ol FAT A AT " VA AT FATH BERe deH
2oy JAd (50.4%), 654 IR (53.3%), WM<l (37.2%), okAlotRl (56.4%), &1 HE=
obx g 7HAl wl=<l (2.0%), 718t (4.2%), Bl-3| =3y =+ 2}=lA (93.1%), ECOG PS
0 (49.1%), PS 1 (50.9%), ¥4 FF A=A K& W F& 4F 55.9%, 1+ 2 23 <&
< 191% 2 F3 25.0%), AW FE AT (19.1% o A= dAE7Hs (80.7%),
Aold (86.0%) t =4 234 (13.9%)].

dat T+ &4 A, OS [HR = 0.80 (95% CI 0.66, 0.97), p=0.021]1% PFS [HR=0.75,
(95% CI 0.63, 0.89), p=0.001]ellA4 FAZ fFod< dFsA (& 18, 14 8, 1¥

< AEE 76.9%04 71 OS 40 3 HAH. T &
2 3o} a‘l% A5 a37F =T 0S¢ HR2 0.76 (95% CI 0.64, 0.91),
E717 TS 1297019 (95% ClI 11.6, 14.De]}lt}. o] A4 OS A= i 18
8

o?:

o

gz FF #4° A7 4 &
rag a3 o] of + | JOF + o] of +
1#_1/\15}‘:'1 X#_V\IE}H] A A B
A]’\EE} /\l"“ﬂ‘rﬂ A =S|
Bl (n=341) | (n=344) (n=341)
AAWZ (0S) (X]-E_U]-%’r: 20213 8¢ 119)

O

5 >yEmido |
[» =
mH Sy
o
mu!

]
w
=~
>~
~

A Ak S 1198 (68D [ 226 (65.7)
%)

=0 12.8 115
G Al a0l 12y
(95% Cc
HR (95% CD" | 0.80 (0.66, 0.97)
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P ° | 0.021 | |

AAYE (0S)

Ay Ak S T198 GBD [ 226 @ | 245 G2 | 219 (81D
=o 12.8 115 12.9 11.3
R ¥™ @il w a0l 125 | a6, 14 | 401, 125

95% CD*
HR (95% CI)° 0.80 (0.66, 0.97) 0.76 (0.64, 0.91)
p-g°f 0.021

33 A& (PFS)

Wy AR 5276 (09) [ 297 @69 NA NA
PFS 4% 7.2 5.7 NA NA
ZED 6.7, 7.4) | (5.6, 6.7)

(95% CI*
HR (95% CD° 0.75 (0.63, 0.89) NA
-3 0.001 NA

ax]% OS, PFS, ORR ¥ DoR #o] A= rpztd(data cut-off)2 20213 8€ 11 9]
}.

bF2 OSEA o] Atz ntzkd(data cut-off)& 20221 2€ 25 ot}

c Kaplan-Meier 7|'H& &3t A4bE AT Y3k Cle Brookmeyer-Crowley 7]
H 7INte g FEE T

d HR #42 53 Cox ®l¥ A 2de AEste] st FIF pike 53
29 AAEE 7o s silen, 25 AW AH B A4 FF AR sl

2 =3}% log-rank test 7]4ko]
2-sided p-valueE AF&3te] B4 EoH, W w = Zw o] Abglel ukel 93
of wg} BA=
f pata Abdel Algd Iz F3F B4 Ax=E E45HIIT OSol tid O'Brien
Fleming'l & # &3t Lan-DeMets #| 1§ 2/ Hul& T+ 2L AS AHHSTE SA
stod, AA A1F 7 4.9%N4 FAA Fo8ES e 71+ 0.03(Lanocando
DeMets 1983)<]t}.

19 8. AAME099 7= wolo] (Kaplan-Meier) =4 (TOPAZ-1 |F) (A&}
Z+ 20223 2¢€ 25¢)
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|:.l—
‘*_"‘I—‘l
e
o e
.Y
M 0s EYU  (@5%C)
.
-4 =15
o) o 0] oF 4 5tot Y 12.9 {115, 14.1)
N seraw 113 (10.1, 12.5)
.5 = % g i _ Ceal
o =, 8 2i%iH| [B5% 7) O] 2 + SHEH A K 5128 0.76 D.64,
ol RiEg
[#5] hY
o l\.
1 .
.3 = \‘\ H"\‘
Y “‘ -
m Lewe
L 0 gemmpE _:341§ T .- - —--_-.-.._'
o= = - ErEEY (44 )
T L) T T T T T T T T T T
T 3 3 a 12 15 18 21 24 27 3 ]
SRt Ui £.7|7 (1)
.
o 341 331 324 AR Y TR SE IF2 02T 0B 19 T84 BER 132134117 @6 BE 74 &1 52 47 44 35 33 2F 21 17 10 E 5 3 1 0
31T I NS OB RIS ZR IR IETITS ISR IR 125104 B2 76 &5 53 47 % 9 5 3 3 321 0 0

3728121 14 11

a3 9. FRAPAE(PFS)Y 7= wo)o] (Kaplan-Meier) =4 (TOPAZ-1 @) (&
suizk 20219 8€ 11¢)
1+ ﬁ-“-_
™
~a PFS 24
OE = oo
2t (95% CI)
074 —\ 0| Ok 4 StEtE 7.2 (5.7, 7.4)
wed ) -‘\___K StatE 57 (5.6,6.7)
T VW e e 0 0] % EuaY o s 075, (063,089)
ol =
e,
i \ —
[ L]
-
i .
=7 " "I_.,_‘_
6id 0] OF+ mEio e (341 ) T Ta iR SR o ==
 mmaw (4 T, s
; ; |I1 l II" _ll I II" |I'$ I :II :I'l
y D9 W £ 7]7 OhE)
-gpnipsE M A4 26 2SR 245 21 IR 174 106 10k 62 b2 R 31 n 25 23 L& 15 7 5 = 0
e A W 327 IED 255 230 1% 14 03T R Tl woun 17 14 11 7 T 5 | z z u u i

A 3 ¢H(Hepatocellular carcinoma, HCC) - HIMALAYA &

N

A2 55 300mgt o of WEaHe| FaEAS

LS

;2 ot §o (m

t BoA (FaAEE

HCCel oigk HAl X85 oA
& ol Ha| Er7}53 7hA EHunresectable hepatocellular carcinoma, uHCC)
o= 3 729 v, 370, g7l AlE <l HIMALAYA Aol A 715
E‘r AT+ nvtEzAd 2y 443 7FgBarcelona Clinic Liver Cancer, BCLC) C&HA
is = gle 32 g4 9 Child-Pugh Score Class A<l
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1 2 C :
1% 4B 2 69 o] vk EAE aw s B o

A A 120 o] 1Y M B mE 28 A mE 924 Aol

e BAE AU

Al

ﬁjx},—‘:— AT AF A 1271 olYel] &3 EE o]l 7]

a2 A9ty AU

|
2+ v Ad-& tid P A H(macrovascular invasion, MVD(]S =& Q18), 71+23k9
(geld BE 1 == 39" C¥ 7Y == 1 9) % ECOG 43 530

HIMALAYAA 7+ L1719 9 &A5 1:11= 749 wiAgste] o33 o] Fo35t3]
o}

e o] o B o2 1500 mg 45 z}zag
o Ef9WaEyt 300mgd o] oF WEQ
1500mg <, o]ojA o] ¢F 1500mgS 45 ﬂﬁqgi %%
o AEYT: AgHEY 400 mg 19 23]
Agto] XY ALY, 38 BIHeT
Gow AUt YYH R OP@HE
& o]z A g Wy Be = H A =5
zé‘i‘ o] FA Fox NEE AL Hes T AT
zx7] 12714 &<k 85 v, Ol—?OHL 125t % Bt AAsA T
Azt BriHsE AAYEZ7IZHO0Se T Fa ozt BIIWM+= AFA7F RECIST
vllel wel HrEsk X Ay =(progression-free survival, PFS), ZA#Z W&
(ORR) ¥ Hk-& 7]7H(Duration of Response, DoR)¢|t}.
AA AlY A «l A7 FASHA 2 A AHMEALSE 3 2o A A HeE
o 714 QA+ FAe ©oSH Aok A B3.7%), " 654 HFE (50.4%), <l
(44.6%), 0}/\10}%1 (50.7%), 521 T+ ol=g7HA "= (L.7%), 71EF AF (2.3%),
ECOG PS 0 (62.6%); Child-Pugh Class score A (99.5%), th&d & W (25.2%), 1+
o] (63.4%), vieldl 2~ WRl; BY 1t (30.6%), CH T (27.2%), V< (42.2%).
o] A7+ AagtiETH Hluste EYdFT 300mg# o] of WELHTANA F
AFoZ Fosty ddHez on 9= 0S 7/Hde YerA TS Exl(hazard ratio,
HR)=0.78 [95% CI 0.66, 0.92]; p=0.0035] (& 19, 1% 10 %a1).
E 19. HMALAYA 979 f84 A5 vl Exda T3 300mgs o] oF 88 W

it
—{m
2

(o]
%2 oZ: md
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vs Ay

Ef e Fgt A2Hdg
300mgz} o] < (n=389)
H8 9
(n=393)

3 7|7k
=2 713t Tda 019 33.2 32.2
H & (31.7-34.5) (30.4-33.7)

A A=0S)

AR A (%) 262 (66.7) 293 (75.3)
0S =& UN4) 16.4 13.8
(95% CD (14.2-19.6) (12.3-16.1)
HR (95% CD 0.78 (0.66, 0.92)
p-4t° 0.0035

Tz A E(PFS)

A A (%) 335 (85.2) 327 (84.1)

PFS s4# 1<) 3.78 4.07

(95% CD (3.68-5.32) (3.75-5.49)

HR (95% CD 0.90 (0.77 - 1.05)

A% HES(ORR)

ORR A& = (%) 79 (20.1) 20 5.D
XA ¥k A (%) 12 3.D 0
HEE 9ks A (%) 67 (17.0) 20 5.D
L ZH] (95% CD 4.69 (2.85, 8.04)

1k 7]1ZHDoR)®
DoR =<4k U ¢¥) 22.3 | 18.4

trg #59E A5 AlEg ‘éll O’ Brien-Fleming < # &% Lan-DeMets AllE 2
F g g5 SAske, EdEe]F9 300mgH o] ¢F W83 vs &gk ol
Al BAALE FYES Ze 7S ARbE &= 4.9%) tiE 0.0398°]th(Lan o and
o DeMets 1983).

b stoldl ok w-g

a9 10. AA A0S 7HEF wolo] (Kaplan-Meier) =41
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Azl = - DUO-E Al ¥

DUO-E= X34 e AT Ao SxfolA o ofx 13 wig 7|k 318k
W B ofo, ShutH I HEAY WESHA &2 AEA o] ke FA LM
= éﬂﬂ FAuA, 71, ol w7, 9 iz A Aldolddt. AdA
@%Ol = 8Ake] A7, old Fstawle B dFNM FoFHa vpx Y sietg

B o] % AELA7IA Ha 1270do] FAjE Ag-olnt 5. o] A
To I BE 2459 A AsUHd @47 2dEAH. A

29l g = z2 9| "%E‘ Al E7HMMR) FEi(84d vs. AR, zé% S (A

3 vs. Algt ), A G(etAoF vs. Z1BF A H)ell et S3E AT A o=

oA F sty L1112 529 wiAE Aok

o 1X(M= 7¥t getar): Wiz 7uk st f(HId A 8 7tRESR)E 3F
3 Hd 6577] s Fofsta HEREH fofe 3FvH 13 Fo. Fste
W Eoyl ehm®E ¥ AuF 2y WPo] e AL AW AT Wi
fAaMor ey 9o 4Fuit 159 ey gk 44 19 288 F
of wro}.

of\
o2

o LU

-

o 22(UF W HEan + o] b WF W HFAWCGHEATA P ARBeY
§)& 3FrhchE Ho) 6571 B FoAsha o o 1120 mgg 3FriT 13 F
of. Hetay Folrh 4u® F And A9 APo] gt B Ao WYY
WA fALNOE HMER 1500 mg 4Fwch 18)9 Seuiy gjok A 1




Sl SR + o o + Sehae: ME AN HRauGHEd
9 AmEoreds 33uis Ao 6571 Bk Belshw of o 1120 mg 3%
nloh 18] £l S5ty o/l 9R8 F AWA AW Age] gt I I
ol AW WA $ALWOT HEER} 1500 mg 4FviT 159 2
300 mg A4 19 2518 Fousi)

U AY 099 G2 T AFELEHAS T LAAUADE FUY 2
e 24w AT AP Al utet A4S A G AFOE FE /|
&% & 9ok

RECIST vL1el4 Reldt 4% 9 ®=t 383 & 9t S4o 4T wWAx
oAF ALYk T FH W FANMY 71F R 185 B 9Fviek 18], 1

ol Fol e 125vh} 18] A3 %),
Uz} FrhASE RECST 112 Ag8te] 72 Brtol o8] A4® PFSATh o2
84 HI7PHo= OS, PFS2, TEST, TDT, TSST, ORR % DoRo] *3+& AT}

of AFoIA W Auk B @ + o] oF + LIFPOE Fojre BT W7
A skt @y ol ITT Adold SAHOR fe8 PFS AHE 4ZF5Ax
[HR=0.55(95% CI: 0.43, 0.69), p=<0.0001] ®HZ 7%t 3}&F Q¥ + o] oS Foike
AT g 71dk 838 9 div] ITT JdoA SAFSZE F2o3 PFS 7fA &
A SsFATHHR=0.71(95% CL: 0.57, 0.89), p=0.003]. PFS &4 @A 3k OS A5+

7189 2] A} F 199 A A Al o] WASEY 28%°] AwEE R BY
(MMR) “JHl= MMR A9z 318t sld AAS A&t FYdA Elgch
of FXZ wiAHE F 718%H e A F 575HB0%)] FA7F pMMR
B3R 14398 20%) 271 dAMMR % AHE BT

YR B FgFo] =dMMR) A Y BAf

dMMR & HEIE 712 &4 5 AT SATE 2 7E 54 4t oE As
T Zholl 2 #3 S o] FAT Al T BT wlo]lxgkel AT SATgH EA4LS o
I} 2o T dFH 62AI(H S 34~85A4)), 654 o] 41%, T5A ol 1.5%, W<l
62%, oFAloFRl 29%, 591 T of=ZE7MA H=Ql 2% AW EALS U3 2.
ECOG PS 0058%) =+ 1(42%), M= Z‘l%% 46%, A A3 54%. Z2A8HH 519

N
£ R e
o 44

AR AT UTAEIY), B AT, FAHGY), FEEEY), MR, 78
(3%) ATt
OIMR 5% JAs| EAAA ks 5 2% 2§ 11 2okol I AR

G dHe] Hdd 2 XPOHH PFS
9 A$ 15.571€, Wa 7|4k
ol T3+ OS A8e HAeuEe

3 e Hﬂ% 7 38t 8% + o] o
W 2ol A% 102490k PFS £4 A
e L= iw 2% + o ot WF 7]

_1
= 4
[\:)
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W B8t aWoE Anwe 9599 FA F 259oIA Aol TAMC,
£ 20. DUO-E N g9 FEA AHAMR Y J8 F4D)
7] ek

uy =L
58} @ W10 oF (n=46) | B8} 2 9 (n=49)
213 A Z(PFS)*P
Al At 4 (%) |15 (32.6) 25 (51.0)
PES Z47° 1Y) [NR (NR, NR) 7.0 (6.7, 14.8)
(95% CI)°
HR (95% CD 0.42 (0.22, 0.80) -
AA AZ(0S)
A A 5 (%) |7 (15.2) 18 (36.7)
0S 2947 (1Y) | NR (NR, NR) 23.7 (16.9, NR)
(95% CI)c
HR (95% CD 0.34 (0.13, 0.79) -
%2 b-2(ORR)P
ORRY AHdl &= (%) |30 (71.4 17 (40.5)
"3 7] ZHDoR)”
DoR %43 (1Y) [NR (NR, NR) 10.5 (4.3, NR)

(95% CIF
TeATA AT,

P Axte R HA S E4(DCO: 20239 49 129)& JHte g g
H
=]

d O. 3 e}
HES: S0ld oA vkhg == BE
= A=

1% 11. DUO-E A PFSo] t}3%+ Kaplan-Meier =A(dMMR % Abe] 3HA4)

_87_




10 ol onuZTv B
B ZT|E Bt e -
0.9
0.8 -
0.7 l
1 |
o ]
£ 051 Y ——
E —————— -
2 047 L—l__
‘é 031 b oo o i e g i i
[y
i 5 PESE 2! (95%CD)
g o chEEadY = NENE)
BTl 7.0 (6.7-14.8)
0.1 o|&H| (95% CT)
0] of+o}st 0 B vsBlat e 042 (0.22, 0.80)
0.0
0 3 6 9 12 15 18 5) 21 24 27 30
CoVEN SE2 Bi™E = 2ol
WZ710 St + 0] %
46 37 36 31 26 19 14 9 5 2 0
s 27]g Shsta
49 41 28 17 13 8 5 2 2 0 0
Y] B+ FgFo] F=OMMR) Rps i BFeF BERF
PMMR % el 84 5 A7 SA%E 2 7% S4e 9oz Ay 7
of & #3E o|FAE Al & EFY 7|E AFSATH AL ed 2o A9
ek 64X (H S 22~864]), 654 ©]d 48%, T5A o] 8.1%, ¥l 56%, ©}A|o}<Sl

30%, 521 == oz 7HA v=?d 6% W 544 =3 2o ECOG PS 0(69%)
= 1681%), AZE A 47%, AR A3 53%. =2eA 319 F3S A U9
W(G4%), N (26%), FEE@%), EF AU, T MEGR), MEER), A
B(<1%), 71 EH3WATE.

DMMR 9 ele] @] o Ade ® 219 19 120 aokHo] 9ok
PMMR £ ele] 98 #xe] 4 7] 71 #e ay + of
oF + gbuy FolA 15270 €olQm, W ANk et @y FolAt 1287 Lol
.

PES B4 AA 23t 05 Amne A%4EE 29%01T, W3 7% 835 23 + of
of + 2oty wF )9 shet aoz zwe 383We] B4 F 1108l A
o] LAY,

E 21. DUO-E A9 f84 AF(PMMR % AH 3xT)

hls L=y
51 g ¥ +ol slst 2 M (n=192)
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| ok+E&2tatd (n=19D) |

218 A Z(PFS)*P

A A (%) 108 (56.5) 148 (77.1)
PFS ozt U1Y) |15.0 (124, 18.0) 9.7 (9.2, 10.1
(95% CI°

HR (95% CI) 0.57 (0.44, 0.73) -

A AHZE0S)°

A AbEl = (%) 46 (24D 64 (33.3)

0S 4% 1¥) | NR (NR, NR) 25.9 (25.1, NR)
(95% CD°

HR (95% CID) 0.69 (0.47, 1.00) -

234 w-8-(ORR)P

ORR® AH&l &= (%) [ 90 (61.2) 192 (59.0)
WS- 717HDoR)”

DoR %3t (1€) |18.7 (10.5, NR) 7.6 (7.1, 10.2)

(95% CI*

¢ A2 H
P A= A WA F3 BA(DCO: 20239 49 129)E Mwte g 3
¢ Kaplan-Meier 7] 3]
Tukg gold 9 WhS mE RE bk oz HAo @A HbS wlo]x
gl A S 7he3 dgo] e AETY A FE V|NeE 3
e 3}e 9 + o] o+ Eotuty o N=147, W5 7wk 3518 Qo
N=156). CI=A12] %t HR=9/gH], NR==%& <} &
1% 12. DUO-EclA] PFSell 3t Kaplan-Meier =X (pMMR Z¢ ] 3=}
)
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1.01

0.9 1

081 Prs S (95% CD)

9.7 (0.210.1)
o[ &H| ©5%CT)
057 (0.44. 0.73)

0.7 1

0.6 1

0.5 1

0.4

0.3

Patient event free &5

0.2

o+ T e e e s .

0.0

0 2 6 9 12 15 18 21 24 27 30 33
%Il»f": b3 R 5 &

0] M3 7|6t S5t 0 ¥ BT E

121 168 157 132 107 72 35 20 12 5 2 0

@37 stste Y

192 172
pPMMR F% ZHIE 7IX &2 F PFS 91@wvl= PD-L1 & A AFEH(236/383;
62%)1 AT A 0.44(95% CL 0.31, 0.6Da PD-L1 LA 34 ZEl(140/383;
37%)1 Aol A 0.87(95% CL: 0.59, 1.28)o]lom, o= = W ostel a® o+
of of + &ty Lol A% Wiw vk se oW T3 ¥lwd Aot PD-L1 2d
Y2 TF A FH(TAP) = 1%=E B

ol

156 108 73 37 21 8 1 1 0

2% A%A WA - NAGARA T

NIAGARAE &5 HFA W3AMBC) SAtoA FEHEEZQHOZ o] ¢z AA
ERRl 9 A 2FHES HES & EXaWo= o] ¢ i QW FREAFS Hrtst
= AAE 729, My, grl# 34 dFolth o] AFE SXA WEF HAE
g Atol™ MIBC X855 93] o]l Al 318 oy} Wy w7} QS whA]
g2 1,063 9] EAE FAYE WA o] AFdAME =5 HLENY Z7
Y ANE 2AY U gaAuo YWk H] HPﬂ(oﬂ e 8% FE= A9 9 2
A e ol EAE Aty A, @4 49 == BY = CE UE &=
HIV 24, = AEd §Fo=2 e AAA %%i AHEEE AA Z2E F A
2ol=E AQsty A WA UIFEY Fo F 149 oo WY AAAE AT
A= A9 F
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marel Wi EoFe] olAbA W] T2NO vs > T2NO(T2NI, T3, Tda %3H), A4 7]
S(ZAAZ A% 7% Adoteld F8oJd ~[CrCl] =60mL/min vs AA A& 7%
CrCl = 40mL/min ~ < 60mL/min), PD-L1 2&A (%S vs F3/34) Aol ot A
Z3t= AT

AAES 5% A T Aol Fod nzaWow of o ey WEAWS T

A 13) Ex $&d BZAPOE FFAMT Fol(d 2DHEE ofefs} ol

L12 %29 wjg =it

o A 13(o] ¢F + 3}t @) o] <oF 1500mg + FAIEFH 1000mg/m* 2 Al ~Zz}hel
A0 877

o)
0mg/m*E & A 4F7] 5 3F AR B O, £E F
Ro] w

ot o] oF 1500mge 4% HA O T B

T
T

: o
w u.
AR A% Nee b BE 2 F719 193 89 Bmgm’e] £ B8F

RECIST 1.1 % B7+e wlol2ala 52 2 nzay 948 AGEE D)o A3
HAEUY. < $F RECIST 1.1 &% %17

= 367N Bt 247 FAHCE, O o]l%
Ao w AHHU

2} ﬁéﬂ%ﬂ#% “2@7& =4 ¥y HE o Wy ¢4 wg(pCRFA BH =

2 233 TAH AELEFSIUTE. T8 o)a FrpHSs
7ﬂxﬂﬁd—(OS)Ol Atk o2 ola fE&4 HrMHSole —3* He HEd wal
P25 ZAZ A BE, ZXF FF AAES e A HE, FHol HE 77
(MFS), 247§ ¥ EFS, %3 A& 7|ZHDFS) 2 29 wjgolx o]z T3 A&
(PFS2)0] Z 3+ A

A7 TA 2 Hlojz~zl A =L Al 199 53378 SHAket Al 29| 53078 S}

_91_




Afolol Al dRbF oz & FP& olFAH. JIE AT SAEc deH 2o 94
(81.8%), Wt 6541 W|WH46.9%), WU(67%), kA oR1(27.9%), &) HE== otz 7HA W
=2100.9%), 71eH0.8%), 31239 == 2t&lA8.0%), ECOG PS 0(78.4%) ™ PS
121.6%). AW EAL o33 2ok T2N0 (40.3%) > T2N0G9.7%), H=ZHA
NO0(94.5%) 2 N1(.5%), A&3 A% 71506l1% 2 FA A% 715(18.9%), PD-L1
WE AE E=9(73.1%) T WS /S 4(26.9%). ZATA F9 £Fo= Q= or
(84.5%), HBA XL £3}5 FHe Q240 B.2%), Wol AT FHkg 224y
*(5.0%), AA|E 2315 TR 2 249 H2.4%)°0] EFEH AT

AR AZE FE EACA o] AFe ey I Bluds o o] oF +
W TolA EFS7F BAIF SR fojsta dddo =z o A A <
THHR = 0.68(95% CI: 0.56, 0.82), p = <0.0001]. o] AF= =3 3}t QWT
e o o] oF + oY FoA OS7F FAASE fojstal dFdH R on
A AAFHAESES AZFTHHR=0.7595% CI: 0.59, 0.93), p=0.0106]. ©] %‘: +
TS5 = 37.3%095% CL 33.2, 41.6)] oA 38tawy (W35 = 27.5%95% CL:
23.8, 31.6)] tiH]l pCR ®l&o] FAH o= JHdH Aoz AFHJY. & 22, 19
13 2 14 #=

i Y0 Rl ¥ fo

¥ 22. NIAGARA 9479 ¢ax A
9] 3}sta
oF+3} 51 8 M (N=533) (N _= 530)
EAHA A E(EFS)®
WA AbeEl $=.n(%) 187 (35.1 246 (46.4)
EFS =7k (95% CD° (N€) NR_(NR, NR) 46.1 (32.2, NR)
A& (95% CD° 0.68 (0.56, 0.82)
%= p-gHie <0.0001
2471 LA EFS.% (95% CDP 67.8 (63.6. 71.7) | 59.8 (55.4. 64.0)
B st A2 (DCR)f
HE-S-o] Q= 3kxF 199 146
W25, % 95% CIF 37.3 (33.2, 41.6) 27.5 (23.8, 31.6)
2 =H] (95% CD" 1.60 (1.23, 2.09)
= p-ZHh 0.0005
Z A A =(0S)?
WAl ALEl $.n(%) 136 (25.5) 169 (31.9)
0SZ=gk GlY) (95% CD° NR_(NR. NR) NR_(NR. NR)
2181 (95% CD° 0.75 (0.59, 0.93)
k= p-zrie 0.0106
24N & 0OS (%) (95% CDP 82.2 (78.7. 85.2) | 752 (71.3, 78.8)
=X WaEA =S W2 $xle] v &t
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9] 315t Q
oF+3] 51 8 W (N=533) (N = 530)
XA AR =S T2 A F 469 441
g)ﬁlﬁ WA A< HE, % (95% 88.0 (84.9, 90.6) 83.2 (79.7, 86.3)
g
2 =H] (95% CD" 1.48 (1.05, 2.10)
oF= -z} 0.0265
X3 WRAAES w1 B=x3 7]F 27(adjuvant baseline scan)& A A g
3xte] FHAET] ZHDES)
A AL 42.n(%) 78/352 (22.2) 102/337 (30.3)
DFESZ %43 Oh¥) (95% CDP NR_(NR, NR) NR (51.3, NR)
A&H] (95% CD° 0.69 (0.51, 0.93)
¥= p-g¥ 0.0143
£ o] A &7] ZHMFS)?
A AL 42.n(%) 152 (28.5) 201 (37.9)
MFS &%z o19) (95% CD° NR (NR, NR) NR (NR, NR)
231 (95% CD° 0.67 (0.54, 0.83)
U= p-gt% 0.0002
24789 ¥ MFS (%) (95% CD° 75.1 (71.0, 78.8) | 65.1 (60.6, 69.3)

A A T 63D T A A

o

¥ ZF EADCO: 20243 42 299)

P Kaplan-Meier 7]'H-& AF&3lo] A4E Ao
¢ FF WZIT2NO of >T2N0l, 217 715[84d3 tf FAA]L PD-L1 ZEl=+
w5815 ASE 8Rle g = ASEE Cox vE Ad 2REdS 7]‘ﬂ o7
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o
ox
i

of
EEURNS
i
o
<
wn
o
o
_>1:
-
U
r‘
}_l
E
HH
o
<
wn
NE

1: [e}
ISR AT 8o R st ﬂlvﬁ‘rﬂ 23 —r«l qAde 7 ]H}OE gt
e 12k §&84 HrAES pCR WS, EFS 2@ o 234 §84 BrAEe 08
3 BAZ foAe AAsr] 93 AAE alpha-exhaustive recycling strategy
AHERE O AR AAE T8 2R S &4 olA EFSeF OSoll &dd dute
O'Brien Fleming H<HS A}83% Lan-DeMets &3 2|& 35 7|Htoz 3o}
(pCR = 0.001, EFS = 0.0412, OS = 0.0154, %=).
12§84 H7AAEC Ui duolER 71€7 248 7oz 3t o] ol A}
A AA"E FHF pCR EA((DCO: 2022 1€ 14Y)odl A o] <k + 53 gHTA 3}
g a®tol Hlsj pCR Hl&o] FAH R FFHUY. W& = 33.8% (95% CL:
29.8, 38.0)] [WF8-& = 25.8% (95% CI: 22.2, 29.8)] [2%H] 1.49 (95% CI: 1.14, 1.96),
p = 0.0038].
¢ CI= Clopper Pearson W& Al-g3}e] A4k}
" AS3 QAAVRSel mE A71E[HAEE vs AAL FF DAIT2N0 vs >T2N0]
PD-L1 JEilE5 vs Y5/ Del s 2HE EEX =Y IJAE AHESIY AAUTH
" p-#e HEgkel.
| p-ge UF A Ao &3 AH7L TEHA PouF mEGol,

o &
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Cl = 4Al8] 7%, HR = 91§ ¥l&, NR = A=

a9 13. FAAAEEFS)Y 71E w0 o(Kaplan-Meier) A

1.0 ol e +atsfed ——
0.8
il
06
wl
L
L
0.4 +
EFS SYgh ) (95% LETFTH
o et+ats oty NR (NR, NR)
7
0 ssrow 46.1 (322, NR)
Q=] (95% fETTH
0.0 T D.l c"‘hhﬁi'.;"rQr':'g.""Ss.ﬁ'é'r.'g“"':‘:=|1 10'6.8 T {Q'Ea.' U“$2:'. ——r— T ——
(L] 2 4 1] 5 12 M 6 & XN 22 M M OM W 2 M W W &) 42 44 40 48 W R MW M OB o 2
SEbe| viE = 7ITHIAE
b=
OI iﬂﬂﬂﬂﬂ 1] e 47 AW 4 & e L I LTI E] oy Al 1 M 2] H4 X L £ 196 ¥ L 1 L3 1
ﬂ'ﬁfﬂﬁ Ml 408 4% 4in B OME MY KM ) W0 M MR Jdu ) N4 B0 KR X9 IM 1T 1% oD X 4 oW A M i® £
I8 14 AA XS ¢ 7+E% v o] oj(Kaplan-Meier) =4
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"ﬁh’! 0.6+
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04 - 05 EH7HE) (95% Ll=T
0| kSR NR (NR, NR)
siztow NR (NR, NR)
8 oliH| (95% MRTTH
0 BT o s SN 075 (059, 0.93)
0.0 = — — Tt —t  — Tt — — — —t T — p— T
i r J ] i L] 12 14 16 8 20 22 M 20 28 W0 12 H 3 M 40 42 4 4 48 % 52 H 5 58 o0 o2 4 ob
2x2| HiE & 7|ZHIHE)
2Rt
0| ehest et o 10 S GIT S5 U2 ATR 4R ST 46 480 AN 43 420 KIE S0 MM 400 WS MR W3 NS XM Im N0 I8 15 125 W s M N 7 1 0
ey 0 516 W7 0 487 430 4 AB 410 DD WG D XIS WL MA ) NSRS ML BI M9 3 OMA M I3 ML D W e W N @ o

AA7HsSE 9 == AT HEE A9 - MATTERHORN A+

MATTERHORNS ZA7153 9 B A4AE HEHF AY 3227 ~ 4A71[AICC, 8
BDAH G4 AR o& F REAYOR o o3} FLOT dohade $8T F 8
BrhstEs AAE RSN, ol Fwrtd,

P

oAz, oo, A AT

, 19 UH7H ﬁ‘ﬂ"ﬂ ﬂﬁf} ol k&l &
=]
n

=8 A= oA xli%— 2] %
, WHO/ECOG Td 54 JH7t 0
A BT A PD-L1 2d ¢
Ventana PD-L1 (SP263) ¥4 A+g3}
F PD- L1 %ﬁﬂ JEHZE A=A 8 Ee ol ZAMSE AL
F Rl & U ool AqAAE 83 &

T 7171

0
r2
-
o
o o

Qirﬂ_&HNPHH
o
N
32

T2 A S x)g]sk2] A (o} A]o} vs. ofAlol 9)), AA A AFef(UA vs. &
) @ PD-L1 &3 AEl(TAP < 1% vs. TAP = 1%)ol| wg} =35t}

BE Z sl L1 Me® PALuMgEt A8 o] A%e 385
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Al T2 457] 5% AFAS 1D of oF 1500 mg + 183k @ 15U te]
FLOT 343} a(F719 o] o 13 §% 2 FLOT 28] §% %% 4 Bxay
277] + #% F BEAY 257D ¥, F 1257 ¢ 5& F A 37}
F7174A) 47Fokek 1954e] o] oF 1500 mg(F71% 18] &)

o Al 27 477 B 4T 19346 Siok + 193 8 150 3pe] FLOT &
SLaM(F71F 9ok 18] % @ FLOT 28] §% 5% @ Bzay 277] +
e F nzay 277 ¥, F 1257 5% FE F A F7 054K

4okt 13kl K719 13 &%)

4% JY == A 9 AFE Jd] FLOT g8taHes U3t ¢+ A% Hx 9
H A #A= AR Al wEl, o AWE o] of 4R8N ARE AED F
%At

o] 22kl RECIST 1.1 &% -137]-‘— Fed HEQ

B 2 AT AHLH Kol F 4T o £ ol ool Heh, nzam vl
olnmhel 2Ae s 4% Fol 1oy mERWe A% Mol FAHAL. £ B
7he 23 T 25 uieHE e ol =gkl 27 7]1F), ol%F RECIST 1.1 A9

= HC}A]_/K ‘_'1-751 3_6(])4 9 d3 == AMU7LR 24Fvt; S8 E YT

=9 ¢ HEGBICR) H7tel mE FARd A E(EFS)
AT 2139- 017_‘]' 537]'%/‘1—13 ”3 T4 ¥ AEd mE A AE0S 2 #HeEgsd
A ¥-&(CR) Bl &o|th TH-& o)zt F&EA HriHTd = S Hr A3(PRO)7E

W AR Aol FAHAR, F4

8

Ol FATRMA 13+ A 4749 H A 27 A 4749). AA BRG] Hjo]x
N7 AER= oo 23t - FAE(71.9%), = 654 d8A1.4%), 9% T
& 62HICH]: 26 ~ 84), WI(67.8%), °oFA1°FR1(20.4%), 51 E= otz 7HA m =<l
(1 1%), otdlg]7t AR Ee 27t AF74.0%), 718 AFA7%), 31239 =
= ZEA £(80.0%), WHO/ECOG PS 0(74.2%) vs PS 1(25.8%). AW B4 t=3
*th - 271(29.4%), 371(61.7%), 4A71(8.8%), $1(67.5%), A= HHF(32.5%), A
E 1¥10.4%), ANHE 238(14.8%), NHFE 3¥((7.3%), & +3(0.9%), 7vHd 73

(26.3%), 4 +¥22.8%), & A He FAH(70.4%), ¥ Hzd AH &
(29.2%), PD-L1 & el TAP = 1%(90.0%), PD-L1 & e TAP < 1%(10.0%).
A7 B £48 AEF A= A 17 A7} 4318(90.9%)019 1 A 27 A
7} 4287(90.3%)°1 . A ® HZHo Feg 4RI A= A 17 SATF 4127
(86.9%)°1 AL Al 27 A7} 4007 (84.4%)°] AT

A AARE T E400AM, 7= o e FARE AZEFSONAM HFT thH]

=2

7217 An 9 Wolszel AW BAE e AT el AAHos A
S =]

o]

m m}i rlr
_(

ok off

_96_




A_
rﬂ
o N
2
mlo

FAACE Footal JFHoE Fo % E‘r[HR 0.71(95% CI: 0.58,
0.86), p = <0.001]. A& YFT[RHSE, 7.2%(95% CI: 5.0, 9.9]7 HIZFHE W o
ok [WH-S&, 19.2%(95% CI: 15.7, 23.00]2] Westa < %(pCR) Bl &M E B
Hoz fod NALS Y2 HE AA YEOS) BAHA, AFE o] okrel
AA AZ(OS)NA ok the] FAACE Fostan YFHoE Fond MAES

A=t [HR = 0.78(95% CL 0.63, 0.96), p = 0.021]. =% 23, 7¥ 15 ¥ 18 16<&
3}
¥ 23: MATTERHORN @+9 S84 A=
o] oF + FLOT <SF + FLOT
318t a 318t a
(N=474) (N=474)
A A =(EFS)?
Al <E, n (%) 167 (35.2%) 218 (46.0%)
EFS =93k (95% CD On8)P NR (40.7, NR) 32.8 (27.9, NR)
HR (95% CI° 0.71 (0.58, 0.86)
= p-@te < 0.001
247H% aﬁ EFS, % (95% CIP° 67.4 (62.9, 71.6) | 58.5 (53.8, 63.0)
A *g Z(0S)

ALt —? (%) 160 (33.8%) 192 (40.5%)
0S =<3k (95% CD (1 g&)P NR (NR, NR) NR (NR, NR)
HR_ (95% CD° 0.78 (0.63, 0.96)
k= p-zkie 0.021
2471 0S, % (95% CIP 75.5 (71.3, 79.1) 70.4 (66.0, 74.3)
36712 OS, % (95% CI)P 68.6 (64.2, 72.6) 61.9 (57.3, 66.2)

H g 5} 4] %ﬁt&o(ocm“
]ﬂ'o :¢:]—X]— T 91 34
HS-& % (95% CI' 19.2 (15.7, 23.0) 7.2 (5.0, 9.9)
< =n]. % (95% CD) 3.08 (2.0, 4.7)
o= p-gth ~ <0.001

¢ A= /\]'7‘4 A HE EFS 538 E4(DCO: 20243 124 209)9| 7]wksio}
b Kaplan-Meier 7|"H& Ab8-3te] A4S

¢ AT Ay, 9 3z 29 vl AlF el PD-L1 & Aejol]
g HR < 12 Ao FAHo|t. Cl

_‘:"_
714
| 23t
) 29l v Al el PD-L1 2 el o
A HAH T3 2O Z 2],

© DCO Ao AA A &5 AF83te] Al4FsE O'Brien Fleming SHAI S
Lan-DeMets &3} Euj] g0l 7|9tglS uf, EFSe] A4 fod-& AAsr] fI
A= 5% AA| L (F=)ol A 0.0239% T

" ASE A XWH 0S H& E4(DCO: 20259 9¥ 1) 7]ukgic},

¢ 0S9 HF B4 ¥FZ 4.99%9 &9yt FIFEHAL, o= 0.04999] TAH F94
< A3 %%J A ol ‘d-S-ghet.

N

o[o
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" Axt= Abd A E pCR HF B4
' CI&= Clopper Pearson W< Ab-g3le] A4kal

10.1%¢ 13 %4(0‘“)7} pCR Hl&¢ &40 &= AL
oS skl A7 p-gk A ol =2

K z1g18td Ao, dA Pxd A F2k9 w8 Al e
A BAH =3} Cochran-Mantel-Haenszel A&l 7wk},
Cl=Confidence Interval, 41% <7t HR=Hazard Ratio, ¢]%& 4l
sHA| %+
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1.6 AE|H
T B FEHASIL Y- FEY B s | fEEEEAE 3 AR
AR LA} 2025.09.01. 2025.09.01. 2025.09.01.
B LA} 2025.09.12. 2025.09.08. -
Hebgaedat 2026.02.03. 2026.02.04. -
FFA LA 2026.03.23. 2026.02.11. 2025.09.09.
[EY 1] 13- F828AR AAF A3
[ 2] 1A &2 AY 89
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(29 1] A4 $E4 2 F1E R AR A4En

[MEXE 2=2)

O A : AETHAAN 5o FH7FAATAR FFFAA A [E3EL] > A2FE > 1. ZallF5
FH71AA > 1 NES 8% - 837, 2. N2 8 - 8
2 8 W 3
. JE=A 5 2 3 4 5 6 .
o 1 7t s 7} 5 718
BB BRBDREDBEDD 2 E D 2 E ] T j‘
X‘"%—Z‘—_‘E_,_ 1. O |x [x |x |x |[x |x [x |x |x [x [x [x [x |x [x [x X X X X X X |x |x o [x |x |x X A | x O [x
Z—"%Z]—g_ 2. O |x X X X X X X | x X X X X X X X X X X X X X X X X X X VANI WiN X X O [x
Z‘"%C’q—“i—— O X X X X X X X X X X X X X X X X X X X X X X X X X X X X X X X X
H A A 5. k&gl 3t A= - 7] 7F Al AlEE ARE ZAE TFs

O AEAE 5=
1. 719 =5 3d 9 AEAEsel 33 A8
6. YAAHEGH A B AR

7. FU-SelAe] Ag B AT ol BE AR
8. 718 1 JkEY B4 BE AR
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[&] AL XE B gtel 4]
o &% 2749 EIA
- FLOTE= 489 < A Bxey 25 F7]9 4xE9 ¢ § Bx84 257 F7]2 o/ FoAH
5-FU 2600 mg/m? F=2& 200 mg/m? SA4He]&etel 85 mg/m? =AHEH 50 mg/m’E 4%

- DR 1500 mge 7187F 89w ey s AFol < 30 kgw wad A
Ste] OWE 29S (20 mgkg 0%) 2ANEE ARF A% H71E AW 2o
o BATe) A ATEA, DY Sl wmd e MAHYS
o FEAS B4

35 AFol

- 1% HrpasE

]tl

[

A T FAABEZIZHEFS)ol® HR2 0.71(0.58, 0.86, p<0.00D=E thza" the] Folsk 74

< yehy

- selE B4 A, ) sl A AdTol fE@ Aol teskon] PD-LL wdel ) 7
Al e ARE YL

- 39 27 WS E Welstd SRWLECORT WA E0)0] S

- 05 FEAY ARt HASEE UG AR B He] NPTl fUT AFL Hyo

™ HR 0.75(0.62, 0.97, p=0.025)°] A&
- pCRE NPT 19.2%, 2T 7.2%%2 2247} 3.08°) U<
- o2 23k H7PASOFS, MFSE d#=A Algwel e 477 Yebd

o g By
- WY BEER PP oy

o, AEEETLA L} B

=

tlo o

AR B, FUE oA B
g3k AN TS

g, A
of AuwAoE A Ushtor wE a5

BEQWHANAE BAL Aol HolA U3k

- Ay mi7f o] F A= Ui S5E7F woen AEA THE oldAtEle RiEA fgkensw
F7HA Held ATz T HA B
- AL dE Hxo] vE A4 TSROV oFEd, FEA, A HAE dFE &
AstAS W, Fr FFES VAA g AR A7E
[of0] % Fel]
oFo] /54 8o Ao
FLOT fluorouracil + leucovorin + oxaliplatin + docetaxel
GC gastric cancer
GEJC gastroesophagel junction adenocarcinoma
1. 713 == 2A 2 JfUALo &S K=
11 AFRE
¢ International Nonproprietary Name:
o Ajt AFF 9 Ee A= HIEF A
- AAVbsE 9 B AAE @%L$ At & A52A e A 2 e F BRxawWog FLOT
st aa B8y $, dojo] HxaWomA o] of Td=ay
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1.2,

- A e -;Hﬂ 7} 7}

28717 - AIE g AFA-E]F=-1 (programmed cell death-ligand-1, PD-L1; =& B7-H1, CD274¢]2
1% ol SolHew AF

714 2 ALAY

o

- AlZ A8 7r=-1 (programmed cell death-ligand-1, PD-L1; ¥+ B7-H1, CD274¢|2}ai% 3
of Eoldo=w Al Izt IgGlx TH & FA

- PD-L1& PD-1(CD279=2}1.%= 3 % CD80 (B7-1olgtaix 3§ FE/AE B3] T Al A ANEE
AGgozy A o8 FooA WY igS 2HE 55 488 g

AR FHeF A8 R AR

A A

zaq #@ e =
OlD% AX g BEEZ e AmM A5
S F Aol o) Wi A SHe Folw B4 HEE
TR AAES PAYshe] HAR(EY A

Basts oF e gayel AgHE

R
o
o
1y
)

fr
N o
m (f
B

s

rr

i
T
:\_1‘
i;__:

- QAo w dA| e GC/GEICO did & XN EWS FHH Hu =71 2 ofAJo} x7FE il

zZkol7b ok frE I SulddA e, HAZE 7hed IB7] oo GCLlordick et al 2022, NCCN
Guidelines 2025a) ¥ AA|7} 7bsd =4 84 GEJCINCCN Guidelines 2025b, Obermannova et
al 2022) AN A =& dA} 4 & A B 2 REZAN(F, & Ao =Z FLOT 3}
WS Wasts Zlo] % X8 didrh FLOT W2 5-FU, F3Rd, S4eZ8td, A
A g TAE 2F 1149 AP 4579 BEQY 4F7]E o] Fo] W hLlordick et al 2022,
NCCN Guidelines 2025a, NCCN Guidelines 2025b, Obermannova et al 2022). < A% FLOT 8&¥
o ¢ H A5 7] EHJANCCN 24 55 D T4, A7 7Hsd o] gle GC =+ GEIC
FAE Fo R 3 FLOT4-AIO 2/3% 73AIEINCT0121664)0 41 Bld T A AFRE ZAR
o] FojH . o] AP 24 FE A3, FLOT &¥2 98 ALHE epirub1c1n—c1splat1n—fluorouracﬂ
I = epirubicin-cisplatin-capecitabine #}%} Q@ FH(ECF/ECX )l Hl&] pCRE A4Sk 3z} vl &o] &
o) 3tAl EUTHPCR Bl&: Z+2F 16% vs 6%, p = 0.02)(Al-Batran et al 2016). ©] A& 34 ntEo|
A&, FLOT & #&AE0°] ECF/ECX ol vl3] AA Aol SAZHSZE FosA /MAdE Aoz
IO (dA e TSk 5070E vs 35709 ¥l 0.77 [95% CL 0.63, 094 p =
0.012)(Al-Batran et al 2019). & SA o= <ld), FLOT 8L 50| Ja3 Add Al
Aqt A i Lordick et al 2022, NCCN Guidelines 2025a, NCCN Guidelines 2025b, Obermannova
et al 2022).

- JEy HE Had 34 TOPGEAR AlF(NCT01924819)e A=, AAI7F 7H5d GC/GEIC #HA}oll A

& A% st aWM(ECF =& FLOT, ¢ A% #H{)d F& d Bz 3shaAxd a HOTA 45
Gy, 253 && x4 9 EFE29d4 F7hS Hals, sistary @50 vl AAYE AL 53
7F 1S Fogogzn WAARTY Hdo) o ES A7 ckLeong et al 2024). ESOPEC A&
(NCT02509286)> HA7} 7ted A= ALToA, +€ A% FLOT oyt +&=& By 4
27t % A Bz 3ehAR @ HOTALA 414 Gy 2 7R Zge+aZg gy £5S Hyd 4
ol Blaf AAYEC] O NAdEES Bugo =N, GEIC A zolA FLOT 7|9k < H%F 318ty
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o] FF AEEAY $9E TA g ¥ S HHoeppner et al 2025).

ofAlot A EHES tiFe® 3 2dgde]l dy AgEHI 9o, fHely Hule] uls
GC/GEJC A7} O o]& W7|elA dE+= A-57F Boh tiF&9] ofrlol o]mr|doAE, A
Ao g AA7t 7bs3 GC/GEIC #AtelAl D2 o]de] Js d=d dAes srkd o dA
=g A & Bx el s FUIE AASE Aol dutFolti(Japanese Gastric Cancer
Associa 2023, Kim et al 2023). &A=, I7] == [I7] GC/GEIC &AjolA Rz st gHo=
-1 @=9Y EE JHAER(EE S-DI S Egd ¥E&aye] dadd. 34 JACCRO
GC-07 A glA S-1 58l HI3] S-1+=AEADS) Bzawo] 7] GC FAdA AL gle
AEES FosA AT EH: 0.632; 99.99% CL: 0.400, 0.998; p < 0.001) (Yoshida et al 2019)
o] geldo] wa}, 7] GC FAoAIE DS Bz 3}ste¥o] A1 ¢thJapanese Gastric
Cancer Association 2023). PRODIGY A@elA& & A Bx =AgA, S4e&8td, S-1 338
H(DOS) & Bz S-1 318t S Algd 49, Bx S-1 dE ey nls 738 A&7 2L A
A Wz Aol Felx ] om(Kang et al 2021, Kang et al 2024a), RESOLVE Aldo|A&= F&
AS SAYEFHES-1 3gtao] Bz FHHAERI+SAE SR Hls] HAYSAA ThA
o]Fo] A< RYPtHZhang et al 2021, Zhang et al 2023). =3+ dEJHE, &< A Bx 38}
SH C-I+A=ZH8EDS EF o F7i8te Wete] FEAS x4 o7t e oA A
2 1E I emw(Tsuburaya et al 2014), ¥ X8 7po]=g}d(apanese Gastric Cancer
Association 2023, Tokunaga et al 2020)9 A= F7}2Q X8 Sz AuFH At A &
NXE Fe A Bx el S-1+SaeEgtde] i 34 ddAIdel I8 FoltHUCOG1509
[NAGISA A &D(Tokunaga et al 2017).

=z >~

o HFFH F8

A B A A
-

F& A% TR AF W] HA 7153 GC/GEIC &AL A& A3E MAANFH SN EF
3} 31(Al-Batran et al 2019, Bang et al 2012, Cunningham et al 2006, Sasako et al 2011, Smalley et
al 2012, Ychou et al 201D, o2& &5 AF= 3] F&EshA &tk GC/GEICY ¢A &<
F 40% 2 A3 e £ HEH JOom(Smyth et al 2020), L3 Ao PRES F& T
3d ool AEst= A= HiuxEI Ith(Al-Batran et al 2019, Giommoni et al 2021, Mohring
et al 2023). & AF A8 o|Fd= A FHARE F7I= ¥A 1, AW Sl HEUAY
ofsle wj7bx] Fr|FH oz RUEHE AASY. gy Sxte] Aslo] M=o /Mol T
of o]2d, A4l FAXNEE FFoA FALd BHST ATHA AW AF AATHE AT
(Lordick et al 2022, NCCN Guidelines 2025a, NCCN Guidelines 2025b, Obermannova et al 2022).
AAA o= fleke] 5d AEEL A e FFol #HEH Jdon(= 31% A AAHORE
25%)INCI SEER 2023, Sexton et al 2020), ¢l Bt B3 X5 e oS AAMSH

PD-1/PD-L1 G S EIA = O5 =& ey
o] IFEHYeH, dA Evted 4 %3
52 A%, x=3 A 7Hs3 GEIC
AREE AL STt
KEYNOTE-585: F29lul 4, olFw7kd, $9F tix 34 KEYNOTE-585 Al @ (NCT03221426)2] 2 ¥}
o ma2H, ABEHFH + AFAU(FL ZTE: AxFeRA JHHAER == 5-FU F sk
FLOT ZZE: FLODS £¢ A Bxay 9 HzxoHo® B3 & AT 459 S A
g3t A9, 919F + spsta o vls] YA HrpAFl FA AEEFS)O] MM EHATE v AR
of AZE A 4o waw, o] AFY A BAH F94d =2 RIHFTY FAA
AE: AR EF+3tst e ol 44.4714, A oF+3tst e ol 25370 f1@nl: 0.81 [95% A1+

12

£3}e] GC/GEIC X 2ol AA2 SoA

Aol Ao HAl AgolH &BE X

3
= e A Bz Al ol Hxanow

=

o2
S ox
2
i
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0.67, 0.99]; pat = 0.0198 [WQl TS EANA oA 7|+ o

IHACE HAEHA Utk oA A AFd F3F &4 Oﬂf‘i
el pCRoA 7ES FFstd o, AR EFH+31t e
oA EAFCE F93F M-S B HShitara et al 2024). B =
frelatA ergkont, KEYNOTE-585 A @ A8E 4 A% A8 #7004 ststags Bod

=2
A AEAAA e 4 EEE ST

14 AAFER 249 $23 dAH B
[e=]

15 ARE2Y #7443 A DAolHo] #F A%
(o2
BA

61 AHNAARY AHHGCP &%)
e TOC A&7 = : vl=)

62. YIANAAEH L

e A4 34 1A A=
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64. 43 E

64.1. A YFAN P th3t 29

MATTERHORN Al@ 9] A5+ FLOT 3sta w3 &3t Fof Al T PKVF dEQRog
T Rl g A@elA ofde Bud PK zAtmet dX e BT

ZAgAe] PK= FLOT Al € (Clarke and Rivory 1999, Shitara et al 2024, Tamegai et al 2013)ol A
ojdo] Hid PK Azol 7|Wkeh o3 LA skdar mEbs ab-fatrate] Wgo] ZAgAd o] PKo
BEFS A A FgkSo] AALE AT

MATTERHORN AJ@olA =29 o@dF45 ADAC] tig Azl Aae odfte] 48z "ed
d Z29dy A|SHATE ADA A EWNH S BE35ta ADA 44

3 gake] Bl&)3 ADA A E(ADAC thsl H7h7h 7hsskal TE-ADA 44l #xke) Hlg) mF v
Skt

ool thgk ADA Whg-& £S48 thi® dAIF oA ADA 9717 wkorm =3 49 ADA
3 SA7F nAbell ¥ES YERTH

Table 6 MATTERHORN Aol Al A7, Fo 84, dFy dddA Ao gt 7ie

Study identifier Study design Dosage regimen Durvalumab Durvalumab
sampling IADA results
timepoints

Pivotal study

D910GC00001 Randomized, Treatment Arm A PK Treatment Arm A

(MATTERHORN) double-blind, (D + FLOT): Prﬁ-d?sg samples ADD /;r FLOT): |

) collected in prevalence
placebo-controlled, [Durvalumab Cycles 1, 2, 4, was 13.2% (58 of

DCO: 20 Dec 2024 Phase Il study 1500 mg on Day 1 [gnd 9 441 patients).

+ FLOT on L.
Post-dose Cycle 1 |ADA incidence was

Days 1 and 15 and 3 months [9.1% (40 of 441
Q4W for 4 cycles |post the last |patients).
(2 cycles dose A total of 2 of
neoadjuvant + ADA 441 patients
2 cycles adjuvant) |pre-dose samples  [(0-5%) ¢ tEStﬁd
Olowed by follectea o postive for, the
durvalumab Cygle; 124 '
1500 mg on Day 1 an
Q4W for and 3  months

. post  the last
10 additional dose
cycles

ADA9] A7} tirFte] PK, &4 T Ao FRS FFS vAA ZUdn

oFg ol gk tkgnt W] J3F
OaF5 @4 %71 ADA &4 A9 ADA 24 A bl Mzt ADA ZEi7h o #uke] PKel
FFE MA &

Figure 2 ADA e 7)

o~

CEEs 84 s5-A%F Z29d(ADA B4 7)

- 106 -



10000 =

1000 o

100 -

0.1
LLOQ

001 7} T T T T T T T T T T T T T T
0 50 100 150 200 250 300 350 400 450 500 550 600 650 700
Time after first dose (days)
[ADA Category:  ® ADA-(n=383) ® TE-ADA- (u=40) ® ADA+(u=18)
fEdol i cluEst wejuygel g
Ao ub2® MATTERHORN A&o|A ADA Et nAbe] A7} or2gte] fado] J&e nHee
=9t 43 771 EAEA FethFigure 3). EFS KM 3418 ADA &FA &9 2 ADA 24 3t
#1254 Pbo + FLOT ™l D + FLOTw ol 23 #2]& HolW F ADA ZH el =59
A EFS KM =/o] At} ol2igt Aa= tEFat ADAS EA7F fFaAd FRE 4FS vAA &
ko< Yehdoh(Figure 3).
1.04 g
0.9+
0.8
0.7
& & ——-00--——-0
;’ 06 Cpomn----- o
= 054
2
2 04
&
0.3+
0.2+
Number of Subjects
014 Placebo + FLOT (N=474)
————— ADA+ Durva+FLOT (N=58)
004~ ADA- Durva+FLOT (N=382)
T T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time from randomization (months)
Number of Number of randomized
subjects at risk subjects/ number
Month 000 003 006 009 012 015 018 021 024 027 030 033 036 039 042 045 048 051 ofevents
Placebo + FLOT 474 429 392 360 329 302 278 264 249 202 160 89 63 26 21 2 1 0 4747218
ADA+ Durva+FLOT 58 53 52 48 47 E=3 41 39 37 36 29 15 12 4 3 1 1 0 58720
ADA- Durva+FLOT 382 359 329 312 285 272 262 254 239 188 151 89 73 29 17 1 0 0 382127

OFA A o o o EdF oA o] &JBF

MATTERHORN Aol A t£5F ADA & Yebdl Aol ojsf 2ae W3 AEZ o225 ADA
42 UEhd &bl ofs) Bid HFE AESE tiefd oz missgti(Table 8). 355 ©ld<] AE =
SAE7} ADA %74 #2445 84.5%, ADA 74 &4 F 78.6%14 22t BiE )t

HdER HESF FolAe HLTY ADA 44 AelA Hid AES] HAE 8 FFo] tEFH ADA
&4 BAolA BHad AES] BAE B &3 Hlszstiti(Table 8). 355 ©l%d9] AE E& SAE7F ADA
Fd A F 54.7%, ADA 4 A F 45.5% A Z+zF RuE YTk

Table 8 ADA “JBi® RE W39 o] (%A £4+, DCO2)

rfr o

‘AE category ° ‘ ADA to durvalumab / Number (%) of patients

- 107 -



MATTERHORN

D pan-tumor pool

D + FLOT 1500 mg Q4W

D

(N = 475) 1500 mg Q4W, 20 mg/kg Q4W, and
10 mg/kg Q2W
(N = 4642)
TE-ADA+ " nAb+ ADA+ ¢ | ADA- ¢ | TE-ADA+ nAb+ ADA+ ADA-
Number of ADA-evaluable patients in the 40 2 58 383 93 19 212 3299
category
Any AE 40 (100) | 2 (100) | 58 (100) 380 89 (95.7)|17 (89.5)| 204 3168
(99.2) (96.2) (96.0)
Any AE possibly related to any study 39 (97.5)| 2 (100) |56 (96.6) 368 61 (65.6)| 9 (47.4) 136 2090
treatment © (96.1) (64.2) (63.4)
Any AE possibly related to durvalumab © 24 (60.0)| 1 (50.0) |38 (65.5) 229 61 (65.6)| 9 (47.4) 136 2090
(59.8) (64.2) (63.4)
Any AE of CTCAE Grade 3 or Grade 4 33 (82.5)| 2 (100) |47 (81.0) 283 43 (46.2)|12 (63.2)] 101 1314
(73.9) (47.6) (39.8)
IAny AE of CTCAE Grade 3 or Grade 4, 27 (67.5)| 1 (50.0) |40 (69.0)] 226 |17 (18.3)| 8 (42.1) |31 (14.6) 392
possibly related to any study treatment (59.0) (11.9)
e
IAny AE of CTCAE Grade 3 or Grade 4, 6 (15.0) 0 |12 (20.7)| 51 (13.3)| 17 (18.3)| 8 (42.1) |31 (14.6)] 392
possibly related to durvalumab © (11.9)
Any AE of maximum CTCAE Grade 3 or Grade|32 (80.0)| 2 (100) |46 (79.3)] 270 |40 (43.0)|12 (63.2)|97 (45.8) 1224
4 (70.5) (37.1)
IAny AE of maximum CTCAE Grade 3 or 26 (65.0)| 1 (50.0) |39 (67.2)] 224 |17 (18.3)| 8 (42.1) |31 (14.6) 384
Grade 4, possibly related to any study (58.5) (11.6)
treatment °
Any AE of maximum CTCAE Grade 3 or 5 (12.5) 0 11 (19.0)| 51 (13.3)|17 (18.3)| 8 (42.1) |31 (14.6)| 384
Grade 4, possibly related to durvalumab © (11.6)
Any AE with outcome of death 1 (2.5) 0 1(1.7) | 21 (5.5 | 3 (3.2) | 1 (5.3) | 8 (3.8) |125 (3.8)
Any AE with outcome of death, possibly 1 (2.5) 0 1(1.7) | 5(1.3) 0 0 0 14 (0.4)
related to any study treatment °
Any AE with outcome of death, possibly related 1 (2.5) 0 1(1.7) | 2 (0.5) 0 0 0 14 (0.4)
to durvalumab ©
Any SAE (including events with outcome of 14 (35.0)| 1 (50.0) |23 (39.7) 191 40 (43.0)|10 (52.6)|85 (40.1)| 1058
death) © (49.9) (32.1)
Any SAE (including events with outcome of 6 (15.0) 0 11 (19.0)| 91 (23.8)| 10 (10.8)| 3 (15.8) |22 (10.4)[236 (7.2)
death), possibly related to any study
treatment °
Any SAE (including events with outcome of 3 (7.5) 0 6 (10.3) | 33 (8.6) | 10 (10.8)| 3 (15.8) |22 (10.4)|236 (7.2)
death), possibly related to durvalumab ©
Any AE leading to discontinuation of any 17 (42.5)| 1 (50.0) |24 (41.4) 112 13 (14.0)| 7 (36.8) |25 (11.8)281 (8.5)
study treatment (29.2)
Any AE leading to discontinuation of 5 (12.5) | 1 (50.0) | 8 (13.8) | 36 (9.4) |13 (14.0)| 7 (36.8) |25 (11.8)|281 (8.5)
durvalumab
Any AE leading to discontinuation of any 17 (42.5)| 1 (50.0) |23 (39.7)| 95 (24.8)| 13 (14.0)| 6 (31.6) | 18 (8.5) |143 (4.3)
study treatment, possibly related to any study
treatment ©
Any AE leading to discontinuation of 4 (10.0) | 1 (50.0) | 6 (10.3) | 21 (5.5) |13 (14.0)| 6 (31.6) | 18 (8.5) |143 (4.3)
durvalumab, possibly related to durvalumab ©
Any AE leading to dose modification 32 (80.0)| 2 (100) |48 (82.8)] 298 |23 (24.7)| 6 (31.6) |51 (24.1)] 1018
of study treatment (77.8) (30.9)
Any AE leading to dose delay or interruption |27 (67.5)| 2 (100) |41 (70.7) 268 23 (24.7)| 6 (31.6) |50 (23.6)] 1012
of any study treatment (70.0) (30.7)
Any AE leading to dose delay or interruption |23 (57.5)| 2 (100) |34 (58.6) 222 23 (24.7)| 6 (31.6) |50 (23.6)] 1012
of durvalumab (58.0) (30.7)
AESI 35 (87.5)| 1 (50.0) |48 (82.8)] 293 |48 (51.6)| 8 (42.1)| 102 1505
(76.5) (48.1) (45.6)
IAESI, possibly related to treatment © 32 (80.0)| 1 (50.0) |43 (74.1) 268 36 (38.7)| 7 (36.8) |80 (37.7)] 1096
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644. AT FFIANY
D &FEAHEA
MATTERHORN Alg& 93] A& € D + FLOTS &% 2 QWL ol AlgelA H7td /ME AA <
£ 9 aye 7Nte = FHT
= 2 fyelA FLOTE AA 7Hsd ¢ =& %l
EFXR gstanioltt o] WL 419 & A BxaW 2F F7|9 439 & F REaW
2F F7)1& o]FojA 1 5-FU 2600 mg/m? FIZE & 200 mg/m?, <4 Zetel 85 mg/m? =A e 50
mg/m*’Z TAET A8 89 FEAS FXs tdEre] IPD-L1 Fe7)| A ] A E A |
£ FHdslslr] 918ted FLOT ststamiel +0d A &3FS A3t
2) AFol wE =4
37te] AFo] < 30 kg2 AT A AFol kst odEY 888 (20 mgkg ©2) 4]
Ab‘} 2% o] MATTERHORN A& o] AlgztollAl Al F= At A" EF Fo Qo] LA, A5

< 30 kg9l Ao A9 A7 F AHE BEESA(A: & A BRxoy PEE £ F Bx 73t
oA FLOT slgta iy} HE A =5 Bz 9589 7|3dA g5a8 A& A oa25 20 mg/kg
I} T AT 7T EFS A=, Ext Zﬂvol > 30 kg2 F7IE Al-ol s o
21 1500 mg Q4W 1A £ ANsE Aol 3&HT
30 kg o3t FAE tFoE 3 AF 7| §7F BAAHLE WEA 58 7]Fdd 7Hs Aol 2015
d 69 o] R0 HZ IND A|Zo] U3 HE A FDA 2o wet Ys2 38 7|FS& W43 &
Ha A AT 30kge AASAG oy WAL vAT FEd Ui A Fke/AZtE 5 EUS U5
& 4ee # 83 vzl Chapter 85 Mot US54 AIME 55387 91¢ Zolth &x e B
Ast7] st R Ao ekFe] Es4A FA4ES< 0090 EUmg @ A= WAt oA
Hotol AuE]l Qo)A USP 712< #5317 98] 1500 mg 4 £ tis) A= 30 kg 7152 A9
31 TH1500 mg/30 kg x 0.09 EU/mg x 1 Azt = Az+3 4.5 EU/Kg).
MATTERHORN Al &@ol A 22t 1% o] AFo] < 30 kg & 743ty wetA sy 7 o2yt
o AF 7Wk &S Foukgktk(Patient E0707006). a9 &A= mAut Bz X8 F7|(A] 14F7))
HAE o2y &3 20 mgkgl 2 AP Eo oI 500 mgS Foiwgitt
3) EQ7)zte tiF 24
MATTERHORN AlgolA & A & gaFy 1500 mg UAWE 259 BHE gA A A 2
F712 ko] FoIstar olo FLOT sletary S Westdomde syt 579 FLOT $stay 23] &
QW) o]F At 10F7] w¢F Rxayoz o9 1500 mg UWE @5 oz Agsgon
et A REQgHoRA HiFEd Fos Hd 12719 sEs AT
MATTERHORN Al &0 Bz tjutss a¥eo] 717+S 1do @ Aote olft 44 & nx
Al PD-1/PD-L1 Z9] A &2l AAE BAsIe] &FF THE 7% st PD-L1 w7
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P71 flsted FLOT #tetay § tisd aye 9d AARAM ASsan. odsye
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15 713kl sl 717t 7heshe.
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ofAjotell A S| Al 344 AP AE7F AAE GC/GEIC EAoA EF A8 FHOZA] 127129
BZ S-1 31t ao] AgS Skt tHKodera et al 2018, Sasako et al 2011). B = 3}3F 8
i3k opAlote] FoA= AAl® GC/GEIC &A7F (AH8-9 ststar e Wby 2 73 SAo weh
127189 Rz A5 7Es 58 7 Jdon Bn #e Bx A5 7|ke] AW AL dide A fE
3HA] Zgk gle® A8% F ke Mo #EHAHEuUn et al 2015, Kang et al 2024, Wang et al
2018).

FLOT4-AIO A @ol A FAWAE7Ie] KM 3

aXe FUHE B3 AW IY/AL AFEEs FUHE
A, 2NEE 233t Bz WAy s AL H
& 4= QIThHAI Batran et al 2019).

Al 3% PACIFIC Ao Ass 2A4 F2 9 sstAd ey & Adetr ¢4 371 dA EVbs
NSCLC #Ato A 1dzte] o e 89S SoCE sttt PACIFIC A &olA 1d 3He] ods4
Age a3 ZAor AFHJILS S thr] TP AE7|HF 059 SHolA YFHoE on
AT olFE FHI Hofdol ¥adta #e Ve A ZE9YS ®H G tHAntonia et al 2017).
AN A FA Wd FolAd Al 34 CHECKMATE-577, KEYNOTE-585, ATTRACTION-5 A]& ol A
Bz dWdey A A v 19 719 71He AFE3stoHKelly et al 2021, Bang et al 2019,
Shitara et al 2024, Kang et al 2024).

64.5. FHFAIF(PD) (Aot 81T

. IS
65. %54 % A

65.1. 84 - GAXHANE AL

5]

)4 ] _ _ e s
e AHAE A= B A Eogy R Byt e
A aw)

A 7158 9 =W A% AHxEF AD + FLOD:

DI10GC| & HGCIGEIC) #HAtollA F&/4F7] Bt Al 199 HdFvk 1500 mg
00001 A REeW 9 F£& 3 Bzgl+ A 193 A 15¢¢) FLOTG-FU 2600 |13+ : EFS
(MATTE| ™ o= FLOT Id¢slsta¥s Wimg/m2, F3ZE e 200 mg/m? $A4el 223 : pCR, 0S
RHORN)| €8% & dojo] HzaWHo=|E 85 mg/m?, =AEA 50 mg/m?) Q4W
A o] oFe] s g g F|(Z #7179 odE5 13]# 3 FLOT 23]
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= A BRxay 9A9 277 + F
Bz 9A9 257]) 281 o] %
F7IE 1057] B2t Al 19 oaF5
1500 mg QAW (571 13]+&)

x| =7 B(Pbo + FLOT):

477 B¢k Al 1Ll 9doF + A 193
Al 1549 FLOT Q4W(Z =712 91¢F 1
3] &3 FLOT 23] < A 2xaW
gAe 27 + & F HE TA9 2
F7) 28 o] ¥ F7tE 1057] F<t
A 1ol ek UW(F713 131 7)

L
Rl

A9, olFwtd, Slokiz,
A 3% A

6.5.2. A YU4A F Pivotal studies)

D @3AEAA

(1) YREALS
MATTERHORN @A 218 F<Ql F2ulA, olFw7td, gz, o7, 2294 A 34 Ag2
2, AA7bsd GC/GEIC &aK(e: X3 < g A8 AJCC wE 174 IVAZD A FLOT
slsta iy} HEd 4 A RE-5E T HEUUFH 9y 9 olF Bz GuEy g5ayY
54 9 dAEE Wristh. MATTERHORNS] ARk R1 Ald AAE Figure 1o A AlSt3 T
A oF 900 & theo] 7 A s 11 vl &R TR 2 ATt

¢ X357 AD + FLOD): 457 &< 4571402 193] o] ¢F 1500 mg + 1€xF & 159} FLOT
sstaf(F71" o] oF 13] &3 % FLOT 23] &3 < d B2y 257 + 4 & HxaW 2
F7D) &, F 12 FFE T HA FUF 1057174 45wtk 19 Ak o] ¢F 1500 mg(F71% 1
3 &%)

¢ X8 B(Pbo + FLOT): 457] B 45370402 143t HeF + 194 2 159 %}9)] FLOT 3staw
F713 1eF 138 &3F 2 FLOT 23] €3 & A Bxay 257 + £ & HxaW 257) 3,
T 1277] & = F AW F7F 105717HA 450t 193] 9ok (F713 13] &)

N
N
off
c

Figure 1 MATTERHORN A& A7)

Double-blind Neoadjuvant Adjuvant (i-year duration) Endpaints
Study Population Arm A Arm A

; d : Durvalumab
+Gastric or GEl adenocarcinoma g Direumeb+FLOT Durvalumab + FLOT QAW x Primary Endpoint:
Stage Il Ill, and IVA QAW x Q4W x 2 cycl

ycles 10 cycles
(> T2 NO-3 MO or T0-4 N1-3 MO0) | 2 cycles EFS (BICR and/or local pathology)
*No evidence of metastasis / R \\
— ) N =1900(948 actual)

*No prior therapy \ 1:1/
*ECOGPS 0 or 1 [~

Key Secondary Endpoints:

CR (central pathology review
ArmB gs ( P gy )

Placebo
Q4W x
10 cycles

<XTmME DCwWw

Placebo + FLOT
QAW x
P

Placebo + FLOT —_—
Q4W x 2 cycles

Stratification factors

*Geographic region:
(Asia vs non-Asia)

FLOT: 53-FU 2600 mg/m?, oxaliplatin 85 mg/m?, docetaxel 50 mg/m?, leucovorin 200 mg/m? on
Cyrle Days 1 and 15, Q4W

s Clinical lymph node status
(positive vs negative)
«PD-L1 expression status Durvaiumab: 1500 mg on Cycle Day 1, 04W

(TAP <1% vs TAP 21%) Durvalumab {or placebo) could be continued as monotherapy if FLOT had to be discontinued

due totoxicity befare the Z-cycle completion in the i} phase or the adj t phase

of treatment.
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Figure 2 MATTERHORN A& ¢] Fof 4 2 Al 7|3t

Adjuvant Overall

i
{ 1
Neoadjuvant Surgical Adjuvant Adjuvant
Combination urgica Combination Monotherapy
D+FLOT Q4W x2 D+FLOT Q4Wx2 D mona Q4Wx10

|
M L]

[ il i
8] Durvalumab H H

>
: : 5 : : : : Overall adiuvant treatment for
& FLOT ' ' 9 ' ! ! I upio 12 months from ths frst
| | S | ' I i dose of adjuvant freatment
wv
| Placebo B B G M E GlE & —
! 1 1 1 1 1
1 1 1 1 1 !
' ' '
[ <2 Surgary <3 a3 c5 (v

R PR B PR N e
ooy e

b1 bis Dl [5) bDi Dis b1 Dis Di o1s

et

A A AG(bAo} vs mobAoh, UgA AZA HE(FA vs &4, PD-LL ME FETAP = 1%
vs TAP < 1%)°] wet &35 F3}et3d .

A A 712 dAZ7Fed GC/GEIC ghatekes H#3 i JdS vbgsidnh. @4 A4 9 A
9] 71¥S &3 GC/GEIC7} 71AE wvF Q3 A7 AR A8 AJCCo| w2 TI7|AA IVAZ])
ol Y& A BAHHZE 184)F M 4+ AU AT GEIC A= AYE 23 8 38 F4L
SHHAG. B AAE 28 90 38 o BUL WAoE ARE We Aol wal AIE 13
FHE APel APF Ao BFHA

238y Aol gstAl Hrlel wel ¥t GC/GEIC F42] e 97 AAr @4 7153 AL
2 FE oo Aot @ o-w ol el olxe) @k ARTk HEEHA Fgkriel: Heran, WA
_g_lﬁ = 3;].?5’]—1:1]—/\].}\ _9_

FALug A TS AF Eoﬂ °|g PD-L1 & & FHLS 93 ZE SArt 2a8d Aol $%
HAAE AFdol doiaTed T M2 TF AP =5 55 A 1€ o AFAS ol & 7153
ZoF AAD. PD-L1 23S VENTANA PD-L1 (SP263) CDx &AW S AH&3 U4 AAlel o8] A
o2 Z2ZAFAT. T4 L WY Azl PD-L1 Fdo| thd A4 FHS ALgstE Agdholdd
A48 TAP A4 AA WS ALLste B8 4328 HUst9thLiu et al 2023). PD-L1 23 4
ol #AIglel BAE Al FTEIATH

oo EETe ) B AT TP EE Y

o (s}
TPty ol FASA W 2UHA 2t W AP =
Fol Y= Fal= AlE Foo A ATk

Qle WAV, v-"ol4 GC Ei GEIC 848 gaom @ A 23
=EL 71%3& sk Ao Al 24 whEY Aste] wzd, 9
Eomeed me oy Rula-AsZeE-ss A Hekay

PN
T
A

< 2% FLOT 8ol g
} F

A<
o U
LOT4-AIO0 Alge] FAZA<Q
ALEE = o 9 FH]) A -A| A~ 2kEl -

o
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(ECFIECX+)¥ Hlawste FLOT7F pCRe 243 dASA o & &4 vl&3 #A JAAHPCR
H-&: 15% vs 6%; p = 0.02)(Al-Batran et al 2016). A1&@¢] Al 34 uEO|AE= FLOTTS A7t
ECF/ECXZ tiH] 0Se] BEAHoZ Folg /AHdS RYHOS F4ak: 5071Y vs 3570€; HR: 0.77
[95% CI: 0.63, 0.94]; p = 0.012)(Al-Batran et al 2019).

MATTERHORN Alg AA(CSP WA 1.0, 20209 6€¥ 19¥) B4, &€ d BE-% & Bz FLOT 3§
e o] FLOT4-AIO Al@e] FAZRA AHE AR vl 2 FdA & AT A% 35l
HA HA /s GC/GEIC gt Al2d EE X2 2A, olzle] AHgHY ECF/ECX 33a¥&
A At et 4 A Bx-£% ¥ Bz FLOT 3323 o] MATTERHORN Al@o|A o2yt
I &3t7lel 7 HAds st e o R FE AT

2 TAZA U
xE® 97 A4
2 AJoAeE A AAHCE a4 oF 1125%S 55 %9 238 ds
FLOT) =+ B (Pbo + FLOD)| 1.1 v &2 FZLuAs7 =2 A
46171 2] EFS AR(~51%2] A &Z)o] FAol AF= A, AT vs Beo dak A5 vlaoA 78 A
A & &7} HR 0.7500] i A5 2 Aol 4.20%
gk zfolE YUERE F e oF 85%° AAHES Bt
o]= EFSe A+ BXE 7F-HT v B (Pbo + FLOD O oisl 71d ¥ EFS %4t 307123} vl nl sl
AT=(D + FLOT)9] EFS £%43ke] ¢F 10 /MAeZE =

it
o

of,
>
i
R
&2
rr
i
o
-

ot
o~

st AR 2 wloj~gkel EA Qo 1 2ol FASE AL&
3 DFS9F #dd AL Atk FASE 729w wet X swo] &9 FejolA a4
A2 R 5 o A mE e FALA SAE 2T F-29 68
Koy o]F XNEE A &2 IAE FASo| E3HE ST
RO AAl E47(R0 Resected Analysis Set)& DFS #2 o] AL&3F L o e
of whel RO =& AAE wgkon (Bx XFE A2 2) & F wolxghel Bx A7iel|A RECIST
11e] M2 Az s 2AZ Ay SA7 el 238 3 H] 3 A
) BEE #AE =3I

A
1
=
flo
el
Y

B vk

42 HrhES EFSE 538 211 &9 AR S AR&ste £438t3a, pik(FS) B8-S dsl S35 W
1 AYH AH(eFAlo} vs HlofAoh), UG FZA FEl(FE vs &4), PD-L1 #d FF(TAP =
1% vs TAP < 1%)o] tiall BAgg AA AT A A 5
std S22 dle oY ¥ o=2RE HR 2 o die CE FAs

s3e =20 =9 A4, S3d F2= e AE 2Y, ARL 2
EFSol A Adrdet At s WHE Agste] 4 o]z BFrbis 05 4kt
Sote Zag-Mmd-dAd HAHES AHgsta EFS 3OS B4 AH83 AR LT 53 dFE AHE
sto] (CAP <4 Ryan £ B3 Hpol W) T F7holl 7Ivkste] A4 o)z 7} &
< 43T e2H 2 o et 95% Cl % pits AHESte A& a3E :

AA AlF L7& SWFHS A FAst7] A8 A Agd MTP7F =)= Avk(Figure 3).
DCO1, DCO2, FA HutellAl Z& FA= DCOllA pCR ®lE& £4& 98 0.1%(FH)e 148 &as
gdstar, DCO29F FAol A= He 4.9%(F3)9 ¢35 EFSS OS &40 A& ozxn AA 5% &
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) A 84tk DCOlel A pCRo] EAH o2 §od 7
0Soll A Bulake] DCO2st FACIA #l% HrbASS AA

L
aRE

DCO2¢t FA Atole] EFSel thgh ¢}
HIHE SABEA AL

T2 AA3sAT. DCO24A OS AAHE=

Figure 3 % A AA}

DCO1 DCO2and FA
pCR: Arm A vs Arm B —_— EFS = Arm Avs Arm B
a=0.1% W=

}

DCO2 and FA
OS b Arm Avs Arm B

Exact significance levels to be used at DCO?2 and FA was to be determined based on the information fraction atthe analvsis imepointand
DCO1 outcome. Since pCR. was statistically significant at DCO1, the alpha of 0.1%5 for pCR was recvcled totest EFS and OS at DCO2
and FA with an overall 5% alpha

OSwastobetested only if EFS was statistically significant. At DCO2, afixed alpha of 0.01% was allocatedto OS_ At FA, OS alpha
allocati on will be 4.99%.

Note: Arm A=D + FLOT armm (necadjuvant-adjuvant durvalumab + FLOT chemotherapy followed by adjuvant durvalumab monotherapy):
and Arm B = Pbo +FLOT arm (neoadjuvant-adjuvant placebo + FLOT chemotherapv followed by adjuvant placebo monotherapy).

Table 2 &Ake] A @3] el thet 7He: =s $AHDCO2)

3<%, pCRel &4 0.1%
5% ATHFZE AL

£ A3

shack

¢35 EFS
YT

Al

Lan-DeMets 4% ¥4E 83} O’ Brien-Fleming
(Lan and DeMets 1983) #41 AlollAl A HREF) 7|0kt A &gt
A= Ha 0.01%Y 148 ¢35 &5

el

Study period Number (%) of patients
D + FLOT Pbo + FLOT Total
Pre-treatment | Enrolled * NA NA 1258
Randomized ° NA NA 949 °
Overall Patient randomized (FAS) ><9 474 ° 474 ° 948 ®
Patients who received treatment >° 474 ° 470 ° 944 °
Patients who did not receive treatment ¢ 0 4 (0.8) 4 (0.4)
Neoadjuvant Patients who received treatment in the neoadjuvant period ™ 474 (100) ° 470 (99.2) ® 944 (99.6) °
Patients who received any neoadjuvant durvalumab/placebo © 474 (100) ® 470 (100) ® 944 (100)
Patlientg who received/completed all neoadjuvant durvalumab/placebo 458 (96.6) 449 (95.5) 907 (96.1)
cycles
Patients who discontinued neoadjuvant durvalumab/placebo © 16 (3.4) 21 (4.5) 37 (3.9)
Patients who received any neoadjuvant FLOT "¢ 474 (100) ® 470 (100) ® 944 (100)
Patients who received/completed 4 neoadjuvant doses of any FLOT °© 455 (96.0) 447 (95.1) 902 (95.6)
Pati.egtse who discontinued at least 1 FLOT component in neoadjuvant 26 (5.5) 33 (7.0) 59 (6.3)
period *
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I:fatients who discontinued all FLOT components in neoadjuvant period 17 (3.6) 19 (4.0) 36 (3.8)
Patients who discontinued durvalumab/placebo and all FLOT 11 (2.3) 15 (3.2) 26 (2.8)
components in neoadjuvant period ©
Surgery Patients who attempted on-study surgery ° 431 (90.9) 428 (90.3) 859 (90.6)
Patients who did not undergo on-study surgery ° 43 (9.1) 46 (9.7) 89 (9.4)
Patients who completed on-study surgery ° 412 (86.9) 400 (84.4) 812 (85.7)
Patients who did not complete on-study surgery %8 19 (4.0) 28 (5.9) 47 (5.0)
Patients who completed on-study surgery but did not receive adjuvant 48 (10.1) 48 (10.1) 9 (10.1)
treatment
Adjuvant Patients who received treatment in the adjuvant period ° 364 (76.8) 352 (74.3) 716 (75.5)
Patients who received any adjuvant durvalumab/placebo © 360 (98.9) 350 (99.4) 710 (99.2)
Patients ongoing adjuvant durvalumab/placebo at DCO °© 0 0 0
Patlientghwho received/completed all adjuvant durvalumab/placebo 248 (68.1) 245 (69.6) 493 (68.9)
(F:’\;iig:\ts who discontinued adjuvant durvalumab/placebo © 112 (30.8) 105 (29.8) 217 (30.3)
Patients who received any adjuvant FLOT © 353 (97.0) 346 (98.3) 699 (97.6)
Patients ongoing adjuvant FLOT at DCO °© 0 0 0
Patients who received/completed all 4 adjuvant doses of any FLOT © 291 (61.4) 303 (64.5) 594 (62.9)
Patients who discontinued at least 1 FLOT component in the adjuvant 124 (34.1) 101 (28.7) 225 (31.4)
period ©
Patients who discontinued all FLOT components in adjuvant period 62 (17.0) 43 (12.2) 105 (14.7)
Patients who _discontinued durvalumab/placebo and all FLOT 31 (8.5) 20 (5.7) 51 (7.1)
components in adjuvant period
Eatients who received any adjuvant monotherapy durvalumab/placebo 344 (100) 332 (100) 676 (100)
E?tients who discontinued adjuvant monotherapy durvalumab/placebo 96 (27.9) 87 (26.2) 183 (27.1)
Overall iPatients who have completed all durvalumab/placebo and all FLOT cycles 165 (34.7) 181 (38.5) 346 (36.7)
treatment
Follow-up Patients continuing study off-treatment at DCO % 320 (67.5) 281 (59.3) 601 (63.4)

Informed consent received.

A patient was randomized twice in error under 2 different e-codes: E7820001, randomized in error receiving no study treatment,

and E7820002, proceeding to receive study treatment (confirmed by site). The exclusion of E7820001 has been performed at the
level of the FAS. One participant (E7606006) was randomized to the Pbo + FLOT arm and included in the FAS, but received

both placebo and durvalumab and therefore was included in the D + FLOT arm for the purpose of the Safety Analysis Set,

which includes 475 patients in the D + FLOT arm and 469 patients in the Pbo
+ FLOT arm.

FAS: all randomized patients.
Percentages are calculated from number of patients in the FAS.

Percentages are calculated from the number of patients who received any treatment in that treatment period.
Reasons are not mutually exclusive for patients with multiple reasons, although counted only once per category.

g Refer to Table 14.3.1.5, MATTERHORN CSR, Module 5.3.5.1.

Due to language in the CSP that has since been updated, 14 patients discontinued adjuvant durvalumab/placebo
monotherapy treatment prematurely, 48 weeks after the start of adjuvant therapy rather than 52 weeks; these were
recorded as non-important protocol deviations.

Percentages are calculated from number of patients who received any study treatment.
May include
patients

H SoCEoA FEAQ E40 AHE’E 24 & ofgl] Table 30 & oFsdtt.

Table 3 MATTERHORN®| &4 Aol A& #4+(DCO2)




Number of patients
D + FLOT Pbo + FLOT Total
Patients randomized ° NA NA 949
Patients included in FAS *° 474 474 948
Patients included in RO Resected Analysis Set ° 339 323 662
Patients included in PRO Analysis Set 467 459 926

A patient was randomized twice in error under 2 different e-codes: E7820001, randomized in error receiving no study
treatment, and E7820002, proceeding to receive study treatment (confirmed by site). The exclusion of E7820001 has been
performed at the level of the FAS. One participant (E7606006) was randomized to the Pbo + FLOT arm and included in the
FAS, but received both placebo and durvalumab and therefore was included in the D + FLOT arm for the purpose of the
Safety Analysis Set, which includes 475 patients in the D + FLOT arm and 469 patients in the Pbo + FLOT arm.

FAS: all randomized patients.

RO Resected Analysis Set: all patients in FAS who had a surgical resection defined as RO resection based on local pathology
assessments and no evidence of disease at the post-surgery baseline adjuvant scan.

D AFEA

AdrA o 2 wojx~gkql A7 Fr P 3z 54
2 749 53 TS dEsAT A Y

4ol g oFst St}

ArA o2 FASS & ditkss FA3(71.9%), MA(67.8%), HlokAloF A& A F41(81%) el AT

AE FTYRS 62H ATHE 9 264 ol A 84A)).

o] ~2}el ¢lstA Hr 9 sz EAHLS D + FLOT#3 Pbo + FLOTT 7ol Huldow #3835
olFon, AW(Z XNETvith oA 31.2% vs 24.9%)3F dH(Z A EFvitk K 504 18.1%
12.0%)2] ZHolA <kzhe] BEFFG%oA < 10%2] =bo]o] #EE Yo} o= DCO2A Az &4
2 FEAL AE dFES VAA Ze AR FFHIA

Table 4 wWlo]2=g}gl Q1F3+A A B (FAS)

ICategory Statistics D + FLOT (N = Pbo + FLOT (N = Total (N
474) 474) = 948)

S

o) =, =
huy o h
oake] Q1EstA g R 4 ol

4

id

lAge (years)

Mean (StDev) 59.9 (11.53) 61.6 (10.14) 60.8 (10.89)

Median (min, max) 62.0 (26, 84) 63.0 (28, 83) 62.0 (26, 84)

IAge group (years), n (%)

< 50 86 (18.1) 57 (12.0) 143 (15.1)
> 50 - < 65 205 (43.2) 208 (43.9) 413 (43.6)
> 65-< 75 146 (30.8) 166 (35.0) 312 (32.9)
> 75 37 (7.8) 43 (9.1) 80 (8.4)

Sex, n (%)

Male 326 (68.8) 356 (75.1) 682 (71.9)

Female 148 (31.2) 118 (24.9) 266 (28.1)

Race, n (%)

Black or African American 7 (1.5) 3 (0.6) 10 (1.1)
American Indian or Alaska 18 (3.8) 20 (4.2) 38 (4.0)
Native

Asian 96 (20.3) 97 (20.5) 193 (20.4)
White 321 (67.7) 322 (67.9) 643 (67.8)
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Other 8 (1.7) 8 (1.7) 16 (1.7)

Not reported 24 (5.1) 24 (5.1) 48 (5.1)
Ethnic group, n (%)

Hispanic or Latino 89 (18.8) 101 (21.3) 190 (20.0)

Not Hispanic or Latino 385 (81.2) 373 (78.7) 758 (80.0)
Geographic region (eCRF) *, n (%)

Asia 90 (19.0) 90 (19.0) 180 (19.0)

Non-Asia 384 (81.0) 384 (81.0) 768 (81.0)

(2 2 EA4
4l wo] ekl AW 542 D + FLOT+3% Pbo + FLOT# ztell AWt oz #3& & o] FUx
ECOG PS(PS 1: 28.9% vs 22.8%)¢] Z® A fzte] 2@ G%ANA < 10%2] zpoeo] FZAH Ao o]
= 23 o4 g ARk Fa4d A8l TS VAA fe Aoz IFFHAKTable 5). AE A2
SA AGAE T1Eo] wep wlojzgkld A RE fATE 84 GC/GEIC S tidk &3 ¢34
Aol 2 gstaAnt.

Table 5 wWlo]=tel AW SA(FAS)

Parameter Category Number (%) of patients
D + FLOT (N = Pbo + FLOT (N = Total (N
474) 474) = 948)
ECOG performance status
(0) Normal activity 337 (71.1) 366 (77.2) 703 (74.2)
(1) Restricted activity 137 (28.9) 108 (22.8) 245 (25.8)
(2) In bed = 50% of the time 0 0 0
(3) In bed > 50% of the time 0 0 0
(4) 100% bedridden 0 0 0
Clinical lymph node status (eCRF) ?, n (%)
Positive 334 (70.5) 333 (70.3) 667 (70.4)
Negative 137 (28.9) 140 (29.5) 277 (29.2)
Missing 3 (0.6) 1 (0.2) 4 (0.4)
Microsatellite instability status, n (%)
High 25 (5.3) 24 (5.1) 49 (5.2)
Not-high 301 (63.5) 310 (65.4) 611 (64.5)
Not evaluable 69 (14.6) 52 (11.0) 121 (12.8)
Missing 79 (16.7) 88 (18.6) 167 (17.6)
PD-L1 expression level (eCRF) ¥, n (%)
TAP > 1% 426 (89.9) 427 (90.1) 853 (90.0)
TAP < 1% 48 (10.1) 47 (9.9) 95 (10.0)
TAP = 5% 238 (50.2) 244 (51.5) 482 (50.8)
TAP < 5% 236 (49.8) 230 (48.5) 466 (49.2)
TAP = 10% 102 (21.5) 101 (21.3) 203 (21.4)
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TAP < 10% 372 (78.5) 373 (78.7) 745 (78.6)

Primary tumor location

Gastric 324 (68.4) 316 (66.7) 640 (67.5)
Gastric cardia 65 (13.7) 69 (14.6) 134 (14.1)
Fundus of the stomach 13 (2.7) 15 (3.2) 28 (3.0)
Body of stomach 162 (34.2) 164 (34.6) 326 (34.4)
Antrum pylori 84 (17.7) 68 (14.3) 152 (16.0)

Gastroesophageal junction 150 (31.6) 158 (33.3) 308 (32.5)
Siewert type 1 44 (9.3) 55 (11.6) 99 (10.4)
Siewert type 2 72 (15.2) 68 (14.3) 140 (14.8)
Siewert type 3 34 (7.2) 35 (7.4) 69 (7.3)

Histology type °

Intestinal type 245 (51.7) 238 (50.2) 483 (50.9)
Diffuse type 130 (27.4) 119 (25.1) 249 (26.3)
Indeterminate type 99 (20.9) 117 (24.7) 216 (22.8)

Primary tumor stage

T0 1 (0.2) 0 1(0.1)

Tis 1(0.2) 0 1 (0.1)

T1 7 (1.5) 4 (0.8) 11 (1.2)
T2 41 (8.6) 32 (6.8) 73 (7.7)
3 307 (64.8) 321 (67.7) 628 (66.2)
T4a 101 (21.3) 103 (21.7) 204 (21.5)
Tab 16 (3.4) 14 (3.0) 30 (3.2)

IAJCC staging ©

Stage IIA 37 (7.8) 25 (5.3) 62 (6.5)

Stage IIB 109 (23.0) 108 (22.8) 217 (22.9)

Stage Il 287 (60.5) 298 (62.9) 585 (61.7)

Stage IVA 41 (8.6) 42 (8.9) 83 (8.8)

Missing 0 1 (0.2) 1 (0.1)
3 By

ArA o g o33 e Fdse] 7pd A RaEJAHEA g2 F > 10%): (D + FLOTT 3 Pbo
+ FLOToll A 2h2h) a8 4(39.2% vs 42.0%), ¥ A= 97/ 2213.9% vs 10.8%), F3st 2&(12.0%
vs 11.8%), M1&(11.4% vs 9.7%).
AA &2 F F 46.8%7F HA F& oldS Higdn ted Z& Also] AL £ o]y A v}
Z 2 RO FEJHFAS AA 84 5 > 5%): (D + FLOT#3 Pbo + FLOTZANA Z42h) B2 AA
(8.0% vs 8.9%), = HA&(5.9% vs 5.5%), B DA &.
3 a4 A%
D FAAAY Z(EFS)
A=t EFS EX9] sk DCO €xHDCO2: 20243 12€ 209)E 7)1+ 2 & FASolA 27] A=l ZAA
% 385719 EFS Abdo] A&t th40.6% A4 %). MATTERHORN Al@S Uzt B28& =353 D
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+ FLOT A &4 Pbo + FLOT X% ti®] EFSS] BAIH SR {osta A o= ofn] e 7ol
ZHE AT HRS 0.710]9131(95% CI: 0.58, 0.86; %= pak < 0.001), ©]&= Pbo + FLOT tiH] D +
FLOToll Al EFS A& A@T 9189 29% A4S YEUTHTable 6).

D + FLOT ol A EFS F¥atel gt KM FA4X = =2HA £3H3(95% CI: 40.74, NC) 19} vl
3le] Pbo + FLOTZ ol A& 32.827] Lol A tH95% Cl: 27.86, NC)XTable 6 @ Figure 4). #% 849 3
Aol Al EFSoll thit FH 3 7)13re] F4ge D + FLOTT oA 3L647HLCES: 0.03 ~ 48.10709),
Pbo + FLOT< ol Al 3144704 (H$]: 0.03 ~ 48.0771€)eldth. D + FLOTZ oA =& St FH3#
717ve] F9zke 26.7971 9013 Pbo + FLOT ol A& 25.8270 Lol th

Pbo + FLOTT oA #Z9d EFS 43S FLOT 33tey w=o gk A 2/34 FLOT4-AI0 A& (30
714g; Al-Batran et al 20193 KEYNOTE-585 Al@¢] FLOT ZE E($1¢F + FLOT 9| EFS Fd4tol
30.970€Y; Al-Batran et al 2024)5 7]wto g & o, oAz} it

EFS KM =40l F29ujd & oF 3701 AA7HA ZHow o|Fole= FHAF 73t vwA 7|3t
742 D + FLOT# o 483 H&8stn A&A< 287 A ckFigure 4). D + FLOT# 9] EFS 49| o]
Ao Aztel wel ALEHJAL olE= 12709(78.18% vs 74.01%), 187H¥(73.21% vs 63.62%), 247H<Y
(67.44% vs 58.54%)oll A1 ] KM FA Aol ZAS w, AE Fejolw Aol gle & Hl&o] D +
FLOTZ oA o Eohe Hol| s A -dnt 24/MLS 2338t 32 289 AE7 0% L
% 3070€(64.10% vs 52.48%) 2 3670-L(61.99% vs 47.24%)ll A EFSell thdk KM FAH 2= F2 @29
U2 712k7kA) D + FLOTw el #8ls EFS 34 9] A& #e& Szl ti(Table 6).

o

Table 6 A A E7]1ZHFAS, DCO2)

D + FLOT (N = Pbo + FLOT (N =

474) 474)
Median EFS (months) ° NC 32.82
95% Cl for median EFS ° 40.74 - NC 27.86 - NC
EFS rate at 12 months (%) ° 78.18 74.01
95% CI for EFS at 12 months ° 74.11 - 81.70 69.71 - 77.80
EFS rate at 18 months (%) ° 73.21 63.62
95% CI for EFS at 18 months ° 68.88 - 77.04 58.98 - 67.88
EFS rate at 24 months (%) " 67.44 58.54
95% CI for EFS at 24 months ° 62.90 - 71.57 53.82 - 62.96
EFS rate at 30 months (%) ° 64.10 52.48
95% Cl for EFS at 30 months ° 59.42 - 68.40 47.61 - 57.12
EFS rate at 36 months (%) " 61.99 47.24
95% Cl for EFS at 36 months ° 56.95 - 66.61 41.80 - 52.49
HR ¢ 0.71
97.61% Cl for HR © ¢ 0.56 - 0.89
95% Cl for HR °© 0.58 - 0.86
2-sided p-value © < 0.001
Median (range) duration of follow-up in censored patients (months) 31.64 (0.03 - 48.10) 31.44 (0.03 - 48.07)
Median (range) duration of follow-up in all patients (months) 26.79 (0.03 - 48.10) 25.82 (0.03 - 48.07)

! The EFS endpoint is defined in Table 1.
b Calculated using the KM technique.
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Estimated from a stratified Cox proportional hazards model stratified by geographic region, clinical lymph node status, and
PD-L1 expression level at randomization. An HR < | favors the D + FLOT arm. The corresponding CI was calculated
using the profile likelihood approach.

Derived based upon the exact number of EFS events using the Lan-DeMets spending function.

Derived using a stratified log-rank test adjusted for geographic region, clinical lymph node status, and PD-L1 expression

level at randomization. Based on a Lan-DeMets alpha spending function with

O'Brien-Fleming boundary calculated using the actual number of events at DCO2, the p-value boundary for declaring statistical
significance of EFS was p < 0.0239.

Figure 4 EFSel o 7}&&-vje]o] &5(FAS, DCO2)

10 S0
084
084
074
53 08
|55}
w—
=]
i N
& 05
=
=
g
) 044
034
0z 9
Median EFS i months (95% CI)
Durva +FLOT H (4074, HCY
i Placeho + FLOT 32,82 (27 86, HE)
HE (93% CT): 071 (052, 0.86)
00 - Log-rank p-value: <0001
’ T T T T T T T T T T T T T T T T T
0 3 8 a 12 135 12 2l 24 v a0 33 36 39 42 45 42 51
Time from randomization (months)
Number of Number of randomized
subjects at risk subjecis/ number
Month 000 003 006 WOOf 012 015 013 021 024 027 030 0FF 03 03¢ 042 045 048 051 ofevenis
Duwva + FLOT 414 436 404 321 351 334 320 307 288 234 187 107 &R 33 20 2 1 0 474167
Placeho + FLOT 474 429 392 360 320 302 273 264 249 202 1a0 89 &5 26 21 2 1 0 474218
1=}
N7E BA

EFSell g dap EA4olx ke wvhe} o] DCO2 YAHE 7]F 22 Pbo + FLOTw ti¥] D + FLOT
ol A AR HIhel o’k EFSe| FiAdol AT A@A Bkl 2AE w) D + FLOTZ 9 &4 &
177%9(37.3%)3 Pbo + FLOTw<] &2k & 2329W(48.9%)°] EFS A& AE@sAth. Al@a H7tel 9
gk EFS¢] HR 0.71(95% CI: 0.58, 0.86)2 Lzt &4 d2d 2ok 433 ATt

= B7Fsk7] 98 EFSel dis) 71 = E4s stk Fr-ARt vEY; 55 FAA =
A2t A viAle RECIST ®& WIRECIST B7bellA el @3 $5; Ha 239 d&d A 37t
E FEd F Y #F TS ARG EFS HRel tigk Fwlel &# eCRFel 7|whgh &3

ol
COVID-192 <13 Apwe] 93k RECIST 1.1 BICR %7} 2 &= Walst AApdut 7ukgt Ad e
Abh; RECIST 1.1 BICR H7bollul 7]dkak Al mi= Aba),

Figure 5 EFS ¥17t= £49] xH~E ZEX(FAS, DCO2)
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Number of events/N(%)

Durva + Placebo + Hazard Ratio
FLOT FLOT (95% CI)

Primary analysis |——.—| 167/474 (35.2) 218/474 (46.0) 0.71 (0,58, 0.86)
Ascertainment bias I-—.—| 177/474 (37.3) 232/474 (48.9) 0.71 (0.58, 0.86)
Evaluation-time bias }—.—{ 167/474 (35.2) 218474 (46.0) 0.70 (0.57, 0.86)
Subsequent non-protocol therapy censoring |—.—| 142/474 (30.0) 191/474 (40.3) 0.69 (0.55, 0.85)
Censoring events occurring after two missed RECIST visits l—‘.—‘i 145/474 (30.6) 199/474 (42.0) 0.67 (0.54, 0.83)
Effect of covariates on the HR estimate l—.—l 167/474 (35.2) 218/474 (46.0) 0.70 (0.57, 0.86)
Stratification according to eCRF |—.—| 167/474 (35.2) 218/474 (46.0) 0.71 (0.58, 0.87)
COVID-19 impact assessment E—.—| 164/474 (34.6) 218/474 (46.0) 0.69 (0.57, 0.85)
RECIST 1.1 BICR, local pathology tests, or deaths only I—.—| 167/474 (35.2) 215474 (454) 0.72(0.59, 0.88)

RECIST 1.1 BICR or deaths only )—.—| 155/474 (32.7) 206/474(43.5) 0.69 (0.56, 0.85)

T T T
0.50 0.75 1.00 1

Hazard Ratio

[T
(%)}

The analysis was performed using a Cox proportional hazards model with treatment as the only covariate. An HR < 1 favors the D +
FLOT arm.

The CI was calculated using a profile likelihood approach. The size of the circle is proportional to the number of events. The gray
band represents the 95% CI for the primary analysis hazard ratio for EFS. EFS events are defined as the earliest of the categories of
events included in each sensitivity analysis or deaths of any cause, as defined in the SAP.

DCO2: 20 December 2024

S EA
D + FLOTZol feld EFSe 4ol AW, A3, Agd Ay, ddA T4 A vs 4= HE
), 442 d=4d Ae, ECOG PS, PD-L1 2& $Z(TAP = 1% vs TAP < 1%)& Z &3k AL -A
e 2E sl AA dB_FHA FEEHATHA: HR H FAHX D(Figure 6). PD-L1 &d %+
(TAP = 1% 2 TAP
< 1% W& EFS KM F4d& F 97 BFolA =837 73714 D + FLOTw el &3 %He
3 A2 222 2ol
TAP HAL3x 1%E A& Abd A= PD-L1 &4 ¢jof, PD-L1 TAP HL3x 5% (TAP = 5% vs
TAP < 5%) 2 10% (TAP = 10% vs TAP < 10%)E Ar&3le] ®HAz 9T B48 a3t o)y
g g3 ‘:‘“4 A= PD-L1 &8 $3o #AGe] D + FLOT7} Pbo + FLOT t®] EFS 49 o]
A AZHASS et om, Abd AAHA TAP 1% A Z o} &1z TAP A QX 5% 2 10%0) 4
HR A FAA < 101 skl atoll 23 25 A ckFigure 8).
=3 D + FLOT# 83 EFS 49 olH(e]: HR A FA X < Do] H] MSI-H eje] =9} MSI
e HE A re/retE 32 A" gAY E B2 9 chFigure 9). MSI-H AFE)
E Holy 34 Ty A, A2 B A7 AES AP FAY A T2 Ad Aol A
oFo] At
ARtz oz 397 BAL D + FLOTY d#d A5 &35 suxsiy, ol FASolA ##= EFS
feol o]™o] AW st 93 o] ol PD-L1 & 4Fo] MATTERHORN 34} 23 tho| A D
+ FLOT®] EFS o]&dl tidt o=/t ofUa BA5 =E PD-L1 8¢ 3o] Pbo + FLOTS} @
3ted D + FLOT A R5E o]Fd& EUsS AAIATh Zelv ald Aol 78 a9l vl dis)
AREA %3 thFd BAo] FPHA kol FolsioF st AT EAAA d4TE F UAx
o], ol A= WEAel BE ol AH #FEYeH 53 &z 7t ¢ HL T Ko

ot

3}
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Mo o EFS Alzlo] B2 shelzolA ue sttt

Figure 6 EFS &h¢lt 49 Zd|2~E ZXZ(FAS, DCO2)
Number of events/N(%)

Durva + Placebo + Hazard Ratio
FLOT FLOT (95% Cl)

All subjects |—.—| 167/474 (35.2) 218/474 (46.0) 0.71 (0.58, 0.86)
Sex: Male — [11/326 (34.0) 168356 (472) 0.65 (0.51.0.83)
Sex: Female : L { 56/148 (37.8)  S0/118(42.4)  0.84 (0.58.1.24)
Age at randomization: <65 years —@— 104/201 (35.7) 123/265 (46.4) 0.71 (0.54,0.92)
Age at randomization: >=63 years —@— 63/183 (344) 95209 (45.5) 0.70(0.51,0.97)
Geographic region: Asia , . J 2090 (28.9) 3590 (38.9) (.74 (044, 1.22)
Geographic region: Non-Asia I—.—1 141/384 (306.7) 183/384 (47.7) 0,70 (0.56.0.87)

Clinical lymph node status: Positive P—.—| 121/334 (36.2) 165/333 (49.5) (.67 (0.53, 0.84)

Clinical lymph node stats: Negative F . 1 45/137(32.8)  52/140(37.1) 0.85(0.57,1.27)
PD-LI expression status: TAP >=1% f'_._' 150426 (35.2) 197/427 (46.1) 0.70 (0.57. (L87)
PD-L1 expression status: TAP <1% I . i 17148 (35.4) 2147 (44.7) (.77 (0,40, 1.46)
Primary tumor location: Gastric I—.—l 114/324 (35.2) 139316 (44.0) 0.76 (0.59. 0.97)
Primary tumor focation: GEJ l—.—l 33/150(353)  TH158(50.0)  0.61 (0,43, 0.86)

ECOG performance status: () l'—.—i T18/337 (35.0) 169366 (46.2) (.72 (0.57,0.91)

ECOG performance status: 49/137(358) 49/108(454) 06%(046,102)

Hazard Ratio

The analysis was performed using a Cox proportional hazards model with treatment as the only covariate. An HR

< 1 favors the D + FLOT arm. The corresponding CI was calculated using a profile likelihood approach. The size of the circle is
proportion to

the number of events. Gray band represents the 95% CI for the all-patients HR.

Events are defined as the earliest of RECIST 1.1 events, non-RECIST 1.1 events, or deaths of any cause as defined in the SAP.
Patients provide a tumor tissue sample at screening to determine PD-L1 expression level using the VENTANA PD-L1 (SP263) CDx
Assay and the TAP scoring method.

Analysis is based on BICR assessments and/or locally by pathology testing if clinically required. DCO2: 20 December 2024.

Figure 7 |
L

PD-L1 expression level TAP < 1% subgroup PD-L1 expression level TAP = 1% subgroup

* HEEEEEE 210 27 weh i W82 nle7l A2guch

Figure 8 PD-L1 & 43¢ w2 EFS 89+ 249 g 2~E ZZ(FAS, DCO2)

p
1
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Number of events/N(%)

Durva + Placebo + Hazard Ratio
FLOT FLOT (95% CI)

All subjects (N=948) .

167/474 (35.2) 218/474(46.0) 0.71 (0.58, 0.86)

|
|
|
|
PD-L1 expression status: TAP >=1% (N=853) |—.—| | 150/426 (35.2) 197/427 (46.1) 0.70 (0.57, 0.87)
|
|
|

PD-L1 expression status: TAP <1% (N=95) I . { 17/48 (35.4)  21/47 (44.7)  0.77 (040, 1.46)

76/238(31.9) 106/244 (43.4) 0.69 (0.51, 0.92)

PD-L1 expression status: TAP >=5% (N=482) )—.—|

51/236 (38.6) 112/230(48.7) 0.72(0.54, 0.95)

PD-L1 expression status: TAP <5% (N=466) [—.—|

27/102(26.5) 42/101 (41.6) 0.57 (0.35, 0.92)

PD-L1 expression status: TAP >=10% (N=203) l—.—{

140/372 (37.6) 176/373(47.2) 0.75(0.60, 0.93)

PD-L1 expression status: TAP <10% (N=745) I—.—I

0.0 0.5 1.0 195 2.0

Hazard Ratio

The analysis was performed using a Cox proportional hazards model with treatment as the only covariate. An HR

< 1 favors the D + FLOT arm. The CI was calculated using a profile likelihood approach. The size of the circle is proportional to the
number of

events. Gray band represents the 95% CI for the all-patients HR.

Events are defined as the earliest of RECIST 1.1 events, non-RECIST 1.1 events, or deaths of any cause as defined in the SAP.

Patients provided a tumor tissue sample at screening to determine PD-L1 expression level using the Ventana PD-L1 (SP263) CDx Assay
nd

the TAP scoring method.
Analysis is based on BICR assessments and/or locally by pathology testing if clinically required. DCO2: 20 December 2024.

)
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* HEEEEERE 10 27 we i W82 nlg7l A=guch

A ES S o
TES 45T SAA HA HA(A: RO, R1, R2)d| 7|¥tsle] EFS A#E H7islr] Al &4 &
He FaAsign. A a9l T8 EFS A7le] ERE Table 7o) 2okalith.

Table 7 HHENEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEN

* HEEEEERE 210 278 we i W82 nlg7l A=guch

(2 o]a+ BrpAS

@ 0s
=} EFS 2419 DCO Y2HDCO2: 2024 12 20 A& AA Axto] wrel 0S 2z il
AASIAT T AHLS 0Soll tis) Abd AgH 272 B4 F AWMA B4 AHol sigstgon o
ANAA F2+ 0S A7t AAH O R 339%] HAEEE BTt
DCO2 YAS 71Z0 2 D + FLOTZNA Ak 145%(30.6%)°] ol F= BEs 1 AF43tR o™ Pho +
FLOTZoAE 2813 3x71 176%(37.1%)°] 9 tH(Table 8). OS F43#-& D + FLOTZoIA =25 A
259 31(95% CL: NC, NC) 19} ®lmsle] Pbo + FLOTZ ol A= 47.2170 €01 tH95% Cl: 45.08, NC).
F2r91eld & oF 1370 Aol OSol gk KM F4do] Pbo + FLOTw ti¥] D + FLOT#ol 2%
Haala A&Ae 2EgE el tHFigure 12). D + FLOTT o f8l3F 0S5 27 FAlE= A7te] w
g A&HYoH, D + FLOT &3 Pbo + FLOT < Hw3S u) 1870 L€@B1.1% vs 77.1%) = 2471 <
(75.7% vs 70.4%)A1 A ) A KM(Kaplan-Meier) A XS 7|uto 2 AE3 3k} v &9 FX7 FHo=
o] 3 AL Fold 4 ArHTable 8). 247N Y o]F HPo] ¢ Bo] WA ST BF5 1, 30/1L
(72.0% vs 64.5%) 2 36704(68.9% vs 62.2%) A% OSoll thgk KM F+782= D + FLOT el &gk
0S A9 A&7 & st gtti(Table 8).
F Xs57 AH <F 51%2 EFS A8 A=t @AFHE Ald =& npA ) Sxr) B9 E &
ofF 3d FHIF T A F WA =Y3te AR HEF OS S FAE AgH A

Table 8 A AE7]7HFAS, DCO2)

D + FLOT (N = Pbo + FLOT (N =
474) 474)
Death, n (%) 145 (30.6) 176 (37.1)
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ICensored patients, n (%) 329 (69.4) 298 (62.9)
Still in survival follow-up *° 320 (67.5) 281 (59.3)
Terminated prior to death ° 9 (1.9) 17 (3.6)

Voluntary discontinuation by patient 9 (1.9) 16 (3.4)
Other 0 1 (0.2)

Median OS (months) © NC 47.21

95% CI for median OS ° NC - NC 45.08 - NC

Survival rate at 12 months (%) ¢ 85.8 85.6

95% CI for survival rate at 12 months © 82.31 - 88.64 82.06 - 88.48

Survival rate at 18 months (%) © 81.1 77.1

95% CI for survival rate at 18 months © 77.25 - 84.35 73.01 - 80.68

Survival rate at 24 months (%) € 75.7 70.4

95% CI for survival rate at 24 months © 71.56 - 79.33 65.97 - 74.30

Survival rate at 30 months (%) © 72.0 64.5

95% CI for survival rate at 30 months © 67.65 - 75.81 59.95 - 68.71

Survival rate at 36 months (%) © 68.9 62.2

95% CI for survival rate at 36 months © 64.31 - 73.08 57.50 - 66.60

HR, comparing durvalumab vs placebo d

0.78

95% Cl for HR ° 0.62 - 0.97

2-sided p-value © 0.025

Figure 12 A AE713te] Wit 7hE=-vto]o] FX(FAS, DCO2)

1.0+
0.8+
0.8+
0.7+
7]
o 0.6
S
£ 05 !
E 04 ko
E i
03+
Median OS in months (95% CI)
02 Durva+FLOT NC (NC. NC)
—— — Placebo+FLOT 4721 (45.08. NC)
0.1+
HR (95% CT): 0.78 (0.62. 0.87)
0.0 log-rank p-value: 0.025
T T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time from randomization (months)
Number of Number of randomized
subjects at risk. subjects' number
Month 000 003 006 009 012 ©15 OIS 021 04 027 030 033 036 039 042 048 048 051 ofevents
Durva = FLOT 473 468 438 422 403 389 376 367 351 338 293 205 183 s0 38 8 2 0 474145
Placebo - FLOT 474 457 439 414 305 374 354 337 3\ 30 2 197 I 73 33 1 2 0 474176
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PD-L1 &+&d 2(TAP = 1% % TAP < 1% @& 0OS KM A2 F 397 EFoA FFHAZ 7]
74A D + FLOToll #eld A&H<Q E2& QHﬁﬂ@gmal)E§1%0+HDT?HW]D+
FLOTZol 83 4320 0OS A7} AL AAE TAP 1% HLxeol 8alx TAP A QX 7% %
10%5 E33}e] PD-L1 o4& 43 #A Qo] &&= AthFigure 15).

D + FLOT ol g &2l OS A3 HR A FA X% < D7} ¥ MSI-H gefe] gapet MSI %
El7} 7tE A e #AE FAAE 2dAF sk 1‘: A& = 9 oHFigure 16). MSI-H A=
Hol= $kx k9] A9, A2 BE A7 ARS APT A AR F=2 s sl Aof

o]

Figure 13 AA AWA=713F 19+ 4

lo
H

TP 2~E F5(FAS, DCO2)

Number of  events/N(%s)
Durva + Placebo + Hazard Ratio
FLOT FLOT (93% CT)

All subjects |—.—| 145474 (30.6)  176/474 (37.1) 0.78 (0.62, 0.97)
Sex: Male |—.—| | 04/326 (28.8) 1341356 (37.6) 0.73 (0.56, 0.94)

Sex: Female I @ : 51/148 (34.5)  42/118(35.6)  D.97 (0.64, 1.46)

Age at randomization: <635 years 86/291 (29.6) 997265 (37.4)  0.76 (0.57, 1.01)

——
Age at randomization: >=63 years I—"—‘—{ 39/183 (32.2) 772209 (36.8) (.85 (0.60. 1.20)
Geographic region: Asia k ‘ T i 22/90 (24,4 26/90(28.9)  0.85(0.48, 1.50)
Geographic region: Non-Asia I—.‘—!! 123/384 (32.0)  150/384 (39.1) 0.78 (0.61, 0.98)
Clinical lymph node status: Positive )—.—| | 1037334 (30.8) 333 0.74 (0.57. 0.95)

Clinical lymph node status: Negative F . { 42/137 (30.7) 44140 (31.4) 098 (0,64, 1.50)

|
TAP >=1% r—.—! 130/426 (30.5) 159427 (37.2) 0,79 (0.62, 0.99)

PD-L1 expression stau

PD-L1 expression status: TAP <1% I @ — { 1548 (31.3)  1747(362)  0.83 (041, 1.66)
|
Primary wmor location: Gastric l—.—| 1037324 (31.8) 112/316 (35.4) 0.88(0.67.1.15)
Primary wmor location: GEJ b @& | | 42/150 (28.0)  64/138 (40.5)  0.63 (0.42,0.92)
ECOG performance status: 0 1—.—; 1000337 (29.7)  136/366 (37.2) 0.78 (0.60, 1.01)
ECOG performance status: 1 l——.—-l—i 45/137 (32.8) 40/108 (37.00  0.79(0.52, 1.22)
T T T T
0.25 0.5 | 2

Hazard Ratio

The analysis was performed using a Cox proportional hazards model with treatment as the only covariate. An HR < 1 favors the D + FLOT arm. The CI
was calculated using a profile likelihood approach. The size of circle is proportion to the number of events. Gray band represents the 95% CI for the
all-patients HR.

Patients provided a tumor tissue sample at screening to determine PD-L1 expression level using the Ventana PD-L1 (SP263) CDx Assay and the TAP
scoring method. DCO2: 20 December 2024.
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@ pCR
DCOI(DCO 2023\ d 24 1<)l MATTERHORN Algdo] (CAP <4 Ryan ¢ HI H<ol wg)
BEe HE Htete] 34 17‘4 H7hAs pCR Hlgd dis) $AA Folde A ]
AARE AAS %ﬁé‘kﬁ, < Z D + FLOT A&& Pbo + FLOT ti®] pCR H] &2 A 7o
ki3 7H” o ANE=

4 HElg HEA U‘]-f pCR Hl&o] D + FLOTwolA 19.2% (95% CI: 15.75 ~ 23.04)% 3L Pbo +
FLOT—EOﬂ/ﬂ 72% (95% Cl: 5.02 ~ 9.88)% 2™ o]= pCR HI&9 A&7 A zto] 12.0% ZIJIE(L
ZH]: 3.08 [95% CI:2.03, 4.67]; p < 0.00Del 3l &&F3A tH(Table 10).

%o 3 oy
2
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AmrA o2 AlPA Hrlo 2 pCR AFE 9 FAE @2 pCR A7 Yx8-4th. DCO2(2024d
12¢ 2099 AT A8E AL u, D + FLOTTA Al@x H7le] w& pCR Hl&o] 21.7%
(95% CI: 18.10 ~ 25.72) 1 1¢} Hlwsle] Pbo + FLOTTo A& 8.6% (95% Cl: 6.28 ~ 11.55)% o1
ol= A BT 3 AA 13.1%(L=1]: 2.95 [95% CI: 2.00 ~ 4.35D°l 23} o
DCO1(2023\d 2€ 1Y)l AAE A5E AL o), (CAP 4 Ryan % H3 HFo w2)
23 AEo g pCR st EX oA &4 tiide]l | AP AHold shelwel 24 dud
H7t FHEAL A4 A8 stelEeith D + FLOTw ol 2§ pCR HI &2 7o)l =AU
A F4A > 1. PD-L19] 7, TAP < 1%E &d3 FFS 717 9ol g sj4o] 2
7] @ pCRE R A9 AFA 2 <ls] AtS WwettkFigure 19). FE Ho=z F
HAE] 93 MPRo| ti3h 3l F #4o] PD-L1 TAP < 1% 3&t9laoll tis] ®Boh & 88 =7
R D + FLOT| #eEld 4#d o|dS AlASATH
ga1 2 PD-L1 TAP AL Z 5% @ 10%0] ©& (F% tﬂafﬂ AEol| 23 pCR 412 Pbo + FLOT<}
Hlwate] D + FLOT°ﬂ 9]3] pCR Hlgo] MAFUSS UEFIT &A1 TAP ZAQZ 5% = 10% A
st Az Q=H] A FAX > 19] ﬂﬂﬂ@u}(ﬂgme 20).
=3 Pbo + FLOT# tiH] D + FLOT¢] pCR ®l& 7/AA(d: 2=2H] A FAHX > Do] BE BAF
MSI e} 8F9)7+(H] MSI-H, MSI-H, MSI A ef7} 715 A &/ F25)ol = #E A HFigure

N, o8 W

- WS oy
xE R E
off 1% U Z o of

Oll

i)
2
i

2D).
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(Y Bty #dEe| s]uksted) DCO12023E 22 1) 7] a xh%%z:— A48 o, % A D +

} Bg)st AEo wE) MPR H]go] 7§45 A3 Pbo + FLOT#(14.3%) tiuv] D +
FLOT(26.8%)91 A Rt} @2 Hl&<] 3x-7} MPR(4: CAP 4 Rya %%k B3 Hao e 9A
= 2 g #IADS DA EH tHTable 11).

Table 11 HNEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEE
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@ FAYAE

D + FLOT#¢] %A & 339W 3%} Pbo + FLOTT9] &=} % 3239%0] Bz wlo]~egkclo] RO HEAES B
A A 715s AW Holzx @gtom HE 7)7ke] DES £4< 93] RO A B3] x3s
ME}(Table 3).

DCO2(2024:d 12€¢ 20¥)ell DFS #A&7F 31.6%° AA HA<=F EJ D + FLOTTS &4 907
(26.5%)3 Pbo + FLOT*¢] 2ha 11978(36.8%)°] DFS AbHdS R $tHTable 12 2 Figure 22). A=
Pbo + FLOT* th®l D + FLOT#olA DFSY /Aol UAS<S veER I HRol 0.70095% CI: 0.53,
0.93)0]9e o= D + FLOTZolA X A = o] fE BT A% Hde] 30% Zads
LERATH

DFS KM =42 Bz wojzgiel & oF 1/l AA7A FHow o] D + FLOT| &3 Bgs
T A&EH Byt Ydon o= 1ML 79.1%, 72.8%), 24ML(ZZ 75.2%, 66.2%), 36704 (4
7} 65.8%, 58.1%) A&l Pbo + FLOT th®] D + FLOTT oA &8 glom Aro] WAtz e

32 mlo

rulm

-

-~
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Figure 22 F2¥ 4E&9] 7HE-mtolo] ZXR0 #A &4, DCO2)
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1.0 -
094 s
-
08 %_“@ S
i s Hﬁm ¥
a7+ Bl N
b@,-, g, el—e—.;—@
@ g oo
= -0
ot @
& 05+ 1
= |
2 !
~ 04 }
034
024 3 4
Median DFS in months (95% CI)
Durva+FLOT NCHC, HC)
14 Placebo +FLOT 3975 (33.67, Q)
HE (954 CI): 0.70 (053, 0.93)
Log-rank pvalie:  0.012
00
T T T T T T T T T T T T T T T T
0 3 & 9 12 15 12 21 24 27 30 33 36 39 42 45
Time from first post-surgery scan (months)
Number of Number of RO resected
subjects at risk subjects/ numher
Month ooo 003 006 009 012 015 018 021 024 027 030 033 036 039 042 045 ofevents
Durva+ FLOT 339 327 305 283 7l 165 158 244 184 168 &1 4 19 3 2 i} 339/90
Flacebo + FLOT 323 315 Pk 75 262 245 30 17 157 142 72 56 23 4 2 0 323119

® FHo] AE

DCO2(2024'd 12¢ 209l D + FLOTw*¢] A 171%8(36.1%)% Pbo + FLOTw9] A} 22475(47.3%)°]
AN @A H7tel & MFS A& B tHTable 13 ¥ Figure 23). HR2 0.72(95% CI: 0.59, 0.88)% 2.
°]= Pbo + FLOT& tir] ¥4 Ho] &= o|fE EET AP o] 28% Fad+<s Hedth D
+ FLOTe] MFS ool Alztel wel A&HAow, o]= Pbo + FLOT & &#¢} Wlaste] D +
FLOTZoll F2relef g fhaboll A F2hefulg 5 12, 18, 24, 30, 3670€ Aol KM FA ]l 7]its}
of AEsom Mot gle &4 Hlgo] B =t= Aol o sidi dri(Table 13).

Table 13 HNEEEEEEEEEEEEEEEEEEEEEEEEEN
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® FARTAI}
Awrza o2 EORTC QLQ-C30 @ EORTC QLQ-STO22 + IL38 A&+ D + FLOT 3stey X =7} Pho
+ FLOT div] &2 7|5 9 34 Feol f3leh e vAA &%kal A4 7]5(Emotional Function)
o 9u A AFE AAANHSS YERATE H7ES PRO 59 SHolA wojxgkd tiv] YA
o5 ou e AEIF F ABTAA LdEtHow F& HZ Fro] TASAIL o|F Bz 7|t
Wol2ghel iyl om7t §le FFoE HEoigith AWy o' PRO-CTCAE &S Rug $xto]
Hlgo] X5 3ol HIESIAIL ol F X E57F A9 #AHANA AME BIESA Wkl ¢33
== AMAFSEA T

AA ANFolA, A Jol e =& 7|7t TIHS ASF ol AL, D + FLOTZl A 56.057(H



?: 14 ~ 77.D, 28

Pbo + FLOTZ o4 56.05FC81: 1.9 ~ 70.6)1 vH(Table 2).

A A FA o9 vs Yeke] AA =& 7ZHS A == ASHE 12 i e
2 D + FLOT+# ¥ Pbo + FLOTZ A SAFAH.(12.68712[H$: 0.3 ~ 13.4] vs 124878 L[H$: 04 ~
13.2D)
FLOT 318} @Al AEolS)d digt AA =& 7| S9aS 4 TolA 3.687MEela, He=
D + FLOT#oll Al 0.3~4.070 <, Pbo + FLOToll A 0.4 ~ 4.071 o] AT}
Bz gxaWy 7|, gEET vs ek tist =& 7 SIS A 5T ol FAELeH, D o+
FLOT<oll A 40.007(8¢: 4.0 ~ 57.7),Pbo + FLOT oA 40.00(H¥: 2.9 ~ 50.9) 54 tHTable 2).
CEE9 vs f1¢kol] g AA =& 7|t TS, Fo Ad v dATEE 183 P A8
Zroll frARBITE (9.2070 €[ 9: 0.9 ~ 11.2] vs 9.20704[¥ $: 0.7 ~ 11.2].
Table 2 A1d X5 &9 LFCHHA E4T)
MATTERHORN D HEY E
A AE - HX CHEQH 7|7t
D + FLOT| Pbo + D + FLOT| Pbo + D
ofj 7] e 2~
H7H 5 2= (N = FLOT (N = FLOT (N = 4642)
475) (N = 469) 345) (N = 331)
3 T 3¢ N 475 469 345 331 4642
H(SD) 9.64 9.52 8.65 8.75 11.17
(5.243) (5.321) (2.727) (2.590) (11.139)
ZAZE (KA, 14.0 (1.0, | 14.0 (1.0, | 10.0 (1.0, | 10.0 (1.0, 6.0 (1.0,
AH) 14.0) 14.0) 12.0) 12.0) 76.0)
= K2 7|1ZKF) ® N 475 469 345 331 4642
E (SD) 40.72 40.10 35.59 36.03 32.79
(22.048) (22.468) (11.236) (10.644) (39.096)
AL (XA, 56.0 (1.4, | 56.0 (1.9, | 40.0 (4.0, | 40.0 (2.9, 18.0 (0.4,
x/TH) 77.1) 70.6) 57.7) 50.9) 300.0)
SIXbEH = ¢ | 3707 360.4 235.3 228.5 2917.5
@ AA A golle 5= A, 5% 2 (FF 5) BX AA 7|3to] ¥ gdHT B %%ﬁ‘ﬂé 7P Al Bz
A 7|Zbel XM, obAA F4] B S 93] of 7ol AAFETE X5 7]7He] A o] Section 9.8.1.4,
MATTERHORN CSR, Module 5.3.5.15 =3t} 24 7]17F B9 A8 A8+ ?0%5:] =] gkt
b F AR 7= (AT o + XY = AR EE DCO o= Aol E WA WAy A - A
H 5 To%cﬂ + 1)/7 Xe A Fof Wz &9l - 12 ZoHT Q4w 49, X = 27|t}
QW] A, X = 13°]t},
¢ FAd ‘“E = & A8 7|3t x 736525, A7 7|3 = (pA Y Fold + XY E= AP B DCO T of =
Hol & WA HEL AEE - -3 WA Tl + 1)y7. XE ARE Fo] win(d w9l - 12 AoHr)
Q4w4 -, X = 27°]th Q2W9] 4%, X = 139t}
@ oA
AA A
AA ANHAA, EE FAgA HA2 1719 AEZF BaE YD + FLOTEAA 99.2% vs Pbo +

FLOT< ol A 98.7%)(Table 4). D + FLOT ¥ Pbo + FLOT oA AFg vl&2] 27} Ao CTCAE 3

=
=]

N @A A

A S A ATHT1.6% vs 71.2%).

s 45

[e)

.

AEE 433 &9 nlE

56.4%, Pbo + FLOToll A 51.4% %A T}
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=9 #d JhsAdel e Aoz @R AES
+ FLOTZ kol A FAFITH95.4% vs 94.7%). U1}/ 9] <
2 g7l A 59.4% vs 52.0% % Th
o9/ 9loke] 5o Ad EE AFTHORE ool AEE A9

!

A=

3k

pul
_,
1l

) 5

pul

$2te] vl &2 D + FLOT ¥ Pbo

#Hd Thsdel e AR Hrid

gzte] W& D + FLOTEolA




Z3k o] Al#lE D + FLOTT $AH9] 48.2%9F Pbo + FLOT 419 44.1%014 Ru=dch &
22.7% 2 16.8%°] #2471 247+ D + FLOT 2 Pbo + FLOT#olA Al@A7F 21859 #4 7bsAdo] 9
t 2o HU1g SAEE AEAY. 24 NESTEZ F 84% E 5.3% AU AFA7F HEE9/9
ofxt A4 JHsAdel dE ASRE HUiE SAEE A @It

Aol Ay e X8 F o] 4ureS D + FLOTT S 34 24%(5.1%)% Pbo + FLOTT9 4 20
H4.3%)A EAYI, e A YA A5G AAHA G ACRE FrEEATKHTable 4).
olE A F 112 D + FLOT#9 AH4e A#rt de AEEEAR 4ae] PDE 2@ A

0

(E070400) N A A1, AL X5 & WA 7|3ke] BolE FF3te ACSE EEAGT. o] AE
t 5e Azl AREAT ARAE Sew B bsdel i o HEAT of Age @A
BaE Agdol AR F w4 FolA MeluAw Agel Anst i Y AES AFdo] A=

w4y 9 Agos EFH| YUk D

& A el EE7] wZell, @A dlolguHo]l 2o A=
+ FLOT 9] o] F7H8Qd A& F 2 AARS 1S w, Aol 237t = AE= A AlE 9
24%4(5.1%) Aol A H xS

AN@A7E A =9t #E JHsAdel e Ao=m Hrida Aol AUt e AR & WA AE= D o+
FLOT 9] 6%(1.3%) $x}9} Pbo + FLOTw 9] 29H(0.4%) A4 BRu=EQth 2t X 5dEHE A FA
7} garEub/ooky we slsAo] 9= Ao w WiH T AR Adrs 9= TEAEE % 39(0.6%)

2 190.2%)2] BANA T
g FEo=R oo AEE A A9 vHlE&S D + FLOTTAA 29.9% vs Pbo + FLOTTll A
22.8%% T TIRER/SIoke] FTHO R ojojzl AEE ﬂfaz& fxel vlge Avg o YL T
A + FLOT+ 10.1% vs Pbo + FLOTT 6.4%). A 17§ FLOT A& TToZ o]ojz AEE
7433 329 Hl&L2 D + FLOTZA A 25.5% vs Pbo + FLOTZ oA 20.3% %}

A BRzEQW 77t

A Bzay 7 Sk dFEE A AL 179 AEZE BaEATHD + FLOT# A 96.4%
vs Pbo + FLOT ol A 95.3%)(Table 4). D + FLOT % Pbo + FLOTZ oA fASE H]E-29 217} A
CTCAE 3 =+ 45+ AHHE 23 H46.9% vs 48.2%).
AN@27E A8 st @™ 7HsAel de AR HUke AE7F Rud #49] Hl&& D + FLOT ¥
Pbo + FLOT Awkell Al FAFITHI1.6% vs 91.0%). o251/ 9 ekat 8 754 o) 9}% Hno=w By}
H AEE A A9 vE&E FARATHE6.4% vs 35.2%).
Z3 o)A AlglE D + FLOTT 49 20.8%9F Pbo + FLOT 44| 18.3%0A HuHdct &
11.2% 2 10.2%¢] &7} D + FLOT € Pbo + FLOTZ ol A ztzt A @ A7 79 #4d 7hsAdo] Q)
E Ao H73 SAES AdAY. F 23% L 1.9%9 A7 4 A5FEE AFA7F LR/
ofxt #¥ JhsAdel de ASE HUHE SAEE A @t
Aol Ayl e A® ¥ @A) AEE D + FLOT9 9%(1.9%) 329} Pbo + FLOT#¢] 8%(1.7%)
ghatoll Al A, T AFEATE AE A5 AAHA 42 Ao =2 HIHETHTable 4).
A7 A1 Ams #4 7hsAdel e Ao HUA AR AUt e AR F 2 AEE
D + FLOTT¢ 49(0.8%) ¥} Pbo + FLOT¢ 19(0.2%) &AolA BuE At D + FLOTT9 1
5(0.2%) 29} Pbo + FLOT#9] 09 FAs AldA7E o a/9ts 33 7hsAol e 3oz
B Aol A3 9l TEAEE 2@ AT
Alg A7 STHOZ ooz AEE HE3 3A12] H|&L2 D + FLOTTlA] 7.6% vs Pbo + FLOTT ol
A 81%ATh F 25% B 2.1%° FAVF 7 ARTER UIFH/9fe] FHo R o]ojzl AEE A F
ATk F 6.5% 5% 77%9) A7 2+ AndEE H4& NS FLOT A7 @2 & oozl AEE 4
k=

O



AN F < vFP2E oozl o) At RIWetA| %3 D + FLOT ¥ Pbo + FLOTT oA
ALgE v &o] SRt A] BRIEATHZAZE 0.6% vs 0.4%). A F F&2 AAS=E oozl AEE AT
S2pe] vl&S A5 At A FAATHD + FLOTT A 2.3% vs Pbo + FLOToll A 2.6%)

d

of

¢

o]
=

(= %) B2xad AA 7]ZHAdjuvant Overall Period)

Bzaw A 7|z, & SxolA Ha& 19 AEZF R JAHD + FLOTw o4 96.7% vs Pbo
+ FLOTT ol Al 96.3%)Table 4). D + FLOTT 2| % 53.4% #4}2} Pbo + FLOT+9] 59.0% A7} Hd
CTCAE 3 =+ 45+ AtdlE 23

@A A58 B ThsAol v AR HUISH AEE AdS @49 W& D + FLOT ¥ Pbo
+ FLOT Aubell A FAFITHI1.0% vs 86.3%). W25/ 9okat @4 7hsAo] e Aoz Hrtd
AES A3 &40 Hl&& 4 A EBFERE 53.7% vs 41.3% AL, o3k Aol= td-Fahe] 287 H,
a8 BxE 77 e FEolA Pbo + FLOTT o &47F 91oF d5S& FoAdlgitts H& 1
Hls o ddd Aol

T o] A= D + FLOTw #hA+9] 28.8%0ll 4, 12]aL Pbo + FLOTT A+¢] 25.9%0) A K ilH]
ATt F 14.2% D 9.7%9] AV 242 D + FLOT ¥ Pbo + FLOTZolA ARV AlE A5 #AHAH
7FeAdel e AR HIIS SAEE AP F 58% H 4.6%2 FAUF 4 ASFEE AFAF
oEat/9 ks B4 7hsAdol e Ao R HUe SAEE st

Aol A7) e X5 & A AE= D + FLOT#S 7H(1.9%) 3442} Pbo + FLOT#¢] 89 (2.3%)
gt A Ao, s AT AP A5 #EEHA g 202 HIgtHTable 4).
A2z A get #4 JhsAel e Aew U AR AUt e Am & LA AE= D o+
FLOTT9 29H(0.5%) 2Ae}k Pbo + FLOTE 1%H(0.3%) A A RuHAnt =F oIF9/9 o3
W™ 7hsAdol e AoE HUbEATH

A 5o F@o R o|ofxl AEZ} WA $hxte] vl &2 D + FLOTw oA 26.6% vs Pbo + FLOT ol A
182%Ath. & 7.1% R 4.6%° A7 7 N ETHEE L FH/ke] FToE oozl AEE A3
ot

BN BN

Bz gEey /3

HZ 9589 7|7, te RoA Ha 172 AEZF R FHJAGD + FLOTF A 79.4% vs Pbo
+ FLOT ol Al 78.5%)(Table 4). F A ZolA e AE+= ol CTCAE 1 == 25F°lH. D +
FLOT % Pbo + FLOTZoNA F#ARgE BI&9 @27F Hol CTCAE 3 =& 4535 AHHE 23S
(21.2% vs 20.5%).

FLOT#oll A 49.9%% 3L Pbo + FLOTw ol Al 36.3%%th. D + FLOTw 9] &A7} odFifo] =49 Rt
® Pbo + FLOTZS] A of & 713 ek SIoF ©5e Fojugs 4¢ nede o, ol%
2o T e ues dadE Aot A AzTaz HRRWsld #d shsdel = o=
H7td AEE AT @A vl&2 39.7% vs 25.1%A

FUT ol Adle T 29 145% BN BuHUch F 38% 2 18%9] #47k 242 D + FLOT
5 Pbo + FLOTZlA A@A7k A&k #d 7bs4ol i 2o B7hs SAEE A9t % 3.2%
9 18%9 B4t 2 ABFEE AGATE DETWe kT B A54ol U O B SAE
g @Ak

Ao At e AE & ¥4 AE= D + FLOT+9] 5% (1.4%) ¥#Fe} Pbo + FLOTw <] 79H(2.1%)
BolA] B, s APAE AP NS BARA e R0 BIIYrHTable 4.
A@ATE AP MBS B bsAel JE Ao BAYW Age A3l = A F B4 AEE
D + FLOTZ9| 19(03%) 4Kl AEE @A/l Haeg/giert 4 7hsdol A 2oz 37t
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3he} Pbo + FLOTT 9 0% 3kajol A B ).

A x 7o THoR o]ojx AEZF TS o] H| &2 D + FLOTZolA 5.8% vs Pbo + FLOTH
ol A 3.0%49th F 5.8% L 2.7%2] A7} 74 A BTEE HIEFEH/$fe] FHo R ojoj AEE H
A=

Table 4 W58 o4 Al#le] A aQbdd £42)
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* HNEEEEE 7119 2o we} sie W82 vls7i Ae2jgduyrh
(3 &3tA LT o] FAHE

AA A4

AA ANFelA, D + FLOT 2 Pbo + FLOTZ A 714 RIASHA Bud AE(Cl= A sTolME &4
o] > 20%)= FLOT 3}t ¥ o] &4 ADRS 79, AT #4%5, 25, 4% 44, 9=, :rL Cll
g, AT 7 A4 % T2 44 A4 ¥, 2da uERy 8 FLOT st 2o &3l ?_l

AA g BFo]AtkTable 5).

PT s=FollAl, D + FLOT vs Pbo + FLOTelA © ®IWalA Bid AEE $E(20.0% vs 15.1%), 3
(13.7% vs 7.2%) ¥ A2%FF(10.7% vs 5.3%)°1} 1, 25 HadF5 2 FLOT 348 9o 4# % ADR
oo, 7 2 559 FFEXH FLOT 33 e <&z ADR? #¥35%= D + FLOTY
A1 Pbo + FLOTE S ¢ WIWH3A R 1EJH20.0% vs 15.1%).

e AN RzaW 73t
T A BxaeX 7|3te(D + FLOT+ N = 4759 vs Pbo + FLOT+ N = 469%), 7} ¥I¥stA B
il

AE(A= X ZFZANAE 322 > 20%)= HAHA7.2% vs 43.9%), T9(39.6% vs 39.7%), ©%(27.4%
vs 30.9%), FdT Li%( 2.7% vs 24.5%), I 2(20.6% vs 23.2%), =T F 7T420.0% vs 24.1%) =
A8 ZF4 (17.1% vs 20.9%)9Gtr. AAs giE5 2 FLOT 318 @9 ¢& 2 ADRolth yH A A}
d= FLOT s}gt 3%9] &%l ADRo|t}h. o] & Atelle] WlE+ o AdtelA AAH = FA.

(£ %) »z3W¥ A 7]7HAdjuvant Overall Period)

HzowW A 717D + FLOT+ N = 3659 vs Pbo + FLOT+ N = 351%), 7} WHElA BRad
AE|= A5 FANAE A9 > 20%)= AAH41.1% vs 38.2%), T-9(35.3% vs 30.2%), AT Tax
(23.3% vs27.1%), »1& 7+2(21.4% vs 16.8%) R FAT T T4a17.3% vs 24.8%)Ath oA Adg5H
Hho} o], MAE fubEgt 9@ FLOT 848 &We] &ed ADRo|x, Um x| A#lE FLOT 3+ 8

o] @izl ADROIT}. ol5 Abele] WMEE 7 AutelA AAF o R FAHEICH
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PT s=FolA, D + FLOT&Z A4 Pbo + FLOTZ Xt} © HIMsA Hid AE= 79(35.3% vs 30.2%),
LA(16.4% vs 9.1%), £FS(11.0% vs 4.6%) F EX(10.1% vs 4.3%)°1AT. 792 FLOT 343 29
o] <4 ADRelH, yw A Atels o5 3 FLOT 348t 8o <2zl ADRo|t

Bz @599 7|3
Bx @599 7]7Hl(D + FLOT+ N = 3459 vs Pbo + FLOT+ N = 331%), 7} HIWisAl ®ad

AEE Table 50| Z3txo] u}. 714 wiWslA R1® AEE= M AK12.8% vs 11.5%), COVID-19(9.9%
vs 9.7%), 2%=9.9% vs 3.3%) =D Wd®.1% vs 10.0%)0)Utt A2%¥=& D + FLOTZoNA Pbo +
FLOTZET ¢ 2 Wz B35 01(0.9% vs 3.3%), o]= ojutE£vte] &elzl ADRo|T}.

Table 5 HEHENNEEEEEEEEEEEEEEEEEEEEEEEEEEEEE
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Table 6 HENEAEEEEEEEEEEEESEEEEEEEEEEEEEEEEEEEEEEEEERE
EEEEEEEEEEEEEEEEEEEEEEEEEEEE

* HNEEEEE 7119 e we} sie W82 Hls7i Azguych

@) =3 o)At
AA A
AA AP, AES] FF%+= MATTERHORN®| F+ A molA A tHTable 7). D + FLOT %
Pbo + FLOTZ oA §Ae Hl&9 27} Ao CTCAE 3 =& 453(71.6% vs 71.2%), Hth CTCAE
53(49.7% vs 44.8%), HH CTCAE 453(1.9% vs 26.4%) 2 Ht) CTCAE 558(5.1% vs 4.3%)9]
AEE Z ¥t
PT &4, Hh CTCAE 3
WA HiE AE= 48T
(Table 8). A= ¢ ‘%}—‘Er‘%} 2 F T 3}gk
o# % ADRo| T},

54 2 AELS AR AutelA FA A, 73
T s, AL B8 ¢ a3 HEE FAENG
Hel & ADRola ym A A= FLOT 28 849

NERT A8 A2 BE o] 9= Aoz ng}sy Ao CTCAE 3 = AEE 23¥3%
Sape] B8-S D + FLOT 2 Pho + FLOTZNA A 1(59.6% vs 59.1%), :Lvoﬂ/ﬂ 7H& RIMEHA
HyE AL = 4; 72+ 23(20.4% vs 21.7%)°] A Th.

D + FLOT#9] % 14.1% $#ks} Pbo + FLOTw9] 12.4% 27k Al@A7} viregy/9jetst 34 b
Aol e Ao® Hrek A CTCAE 3 & 4579 AES Ad3on, I5dA 78 RusiA »
18 AL AT FAF2.3% vs 3.4%)°) ATt

T A Bxal 77k

% 7 Bzay 7|7kl D + FLOT 2 Pbo + FLOTZIA A wl&e @471 Ho) CTCAE 3
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EE 4539 AES A THUL6.9% vs 48.2%). PT F3F0Al, o]5 AEe] EA wYEL N85+ A
kol Al FAITE, 71 HIRSHAl BRad AEE AT & 24&05.2% vs 16.8%) 2 FAHAT AT
(14.3% vs 15.8%)°1 o™, o]= FLOT 3}8 Qo] &4& 3z ADRo|O.

A@A7E B9k B Jhsdel e Ao R e Ad CTCAE 3 =+ 4539 AES
33t Ak vl&& D + FLOT 2 Pbo + FLOTZ A A 3.(6.3% vs 5.3%), 7} HIH

AEE "AY9-m7] 7FEolem(0.4% vs 0%), I ¢ ZE PTH AEE o XETNAE 1%H(0.2%)9]
Slato A B E AT

(£ %) BxeW HA 7|7

Hzaw A 7|z, AW CTCAE 3 =& 4559 AES 283 349 vl&2 D + FLOTw°] Pbo
+ FLOTZ R+ B $4hth53.4% vs 59.0%). PT 3ol A, o] & EA 9 2YELS BT A
Al AAHoZ FATE FLOT 88t a¥e] ¢#x ADRSY A48T 4 #4E A3t + FLOTE

il
lo
o
o
i

A FA7E AR/ Fd s ol e Ae=m He Aol CTCAE 3 =& 4%
@ #Ae] vE&2 D + FLOT % Pbo + FLOTw ol A #AFTH8.5% vs 10.8%). 7173 RIRSHA H
H AEE AT Z430.5% vs 0.6%), 2FH0.5% vs 0.3%), 54 A &4, F4 4 9 Zv-=
Bt Mol ma F7H0.5% vs 0%), b 2 &dEbd ofrie Aol g4 F7H0.3% vs 0.6%),0=v 2
A oprlie Aol ma F7H0% vs 11%), el AEES0% vs 0.6%)°1At. 8T Z4aF2 FLOT
stst @] & ADRoltt. AR<, FA 74, 4, debd ofrje Ho] a4 FUF 9 ofag=E
Egt obn)iz o] &4 k= T % FLOT 25t 899} <4l ADRe|t

=aW 73

589 7|3, AEY F35 %+ MATTERHORNS] F A s 3ollA fFAFtH(Table 7). D + FLOT
2 Pbo + FLOTT A AR W&ol &47F Mo} CTCAE 3 =+ 45H9 AES A AH21.2% vs
20.5%). PT &4, o] AES 543 TAEL A5 AutaA FARAT. 71 RIHsA ®Bad
AEE FA8T F Z4&Q.0% vs 1.8%), 8T HAaF1.2% vs 3.0%), &ebd ofrl o] &4 F7}
0.6% vs 1.2%), A3t +&H0.3% vs 1.5%),%8 #H(0.3% vs 1.2%) B o222 ELL ojm|le o] &4
S7HO vs L5%WA. AT & &4 9@ AT 445 FLOT 3tst a9 &3zl ADRolt. et
d oofmie o] Ea FUF F olAgEERL ofrji: Ho] g4 Frbe HEFR 9 FLOT st 24
&2zl ADReIt. v 2] Abel(dst 2 3 & Hd)= 24t A8 Ao Ao
2, Bz d59¥ 7IZHEATF gERRt 9 9o gns Fojita)o] yEhd FLOT9 e =
pAet Bz FLOT 318F 8 Fojoh Hx TxaW Al Alo]e] dijdos g2 7IHES
A w ggE Aot
27 Al A mek #™E ThsAel e AR WUk Ho CTCAE 3 =& 459 AEE 73
hzte] Hl&2 D + FLOT 3! Pbo + FLOTT A FAFTH9.0% vs 9.1%). PT FEolA, ol& A
A3 BAELS A5 AdbelA FARRIG 7HE WISl Bud AEE AT ¢ 42Q.0% vs
1.8%) B T4 ZaS50.2% vs 24%°10 2™, o= FLOT &3t 2o dezxl ADRolt.
AN@AZE AR/ ek B Vel e ALr HURE AW CTCAE 3 == 45+ AES 743
& &Ae) W& D + FLOT 3 Pbo + FLOTZOlA #ARITHE.5% vs 5.7%). PT =04, o] AE
o] B BAEL AST AwtollA FARS 7P WMeA RiE AEE $47 2450.6% vs
0.6%), 54 Al &4 3 Ar-2Fed o] &a& F7H0.6% vs 0%), &2hd ofvlz o] a4 F7}
0.3% vs 0.6%), o}xut2EAL olu|x Zo] &a F7H0% vs 1.2%), 28]l AEFS0 vs 0.6%)°1 %
1=

X
H

(U V)

BN BN

—

Do

o o

Lml

jul
i
jul

o«
&)
Lo o

—

Aot > AN ox b lo

d
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Table 7 HEHENNNNEEEEEEEEEEEEEE

* INEEEEE V14?10 27 we} ofd W82 Hle7l AzEyth

5 A
MATTERHORNe® A, Ao H]&& D + FLOTw©] Pbo + FLOTZXET ©f YA Hilﬂ 2A31(30.5% Vs
37.1%), 7 ToNA MF A T Thre AFEA A wel 2A i AsA #HE AR g
= A
A AE
AA Aol A, AAe] A3V 9J= TEAE= D + FLOT#9 249 (5.1%) A vs Pbo + FLOT#¢] 20
H(4.3%) A A BuEAHTable 9). o] A% 5 11& D + FLOTT Y AHd ZA37F = AE
g4 &F9 PDE 23T SAHE0704004)00 A AT, AARA- A5 & B 73] BYE FF
st A2 FRIEIT o] AEE % 7|1t AAHAL AR T3 #H 7tsAol Ae
OS2 FIT. o] AAEE A BRuE Aol A5 F A FA BlojuA|qE Aol A wrt
Ue AT AES] Aol A5 & WA Pk x3EHT] wZol, @A vlolg o] X8 F I
9 Aoz x&Eo k. D + FLOTT o] F7FFQ X5 T A AgS 73S u, ALdo
A7t = AE= A Alde 249 (5.1%) FAA A HaE S
Aol AR e ilﬁ T 3 AEE 2 2 78 F e SOColA 71 RIWsHA Bi= A
(D + FLOT# ]/‘1 H[2.3%] vs Pbo + FLOTT oA 8WH[1.7%), 71 ¥WsIA Raid AE= #&8A4
£3(7 A 5T 5”3[1 1%] vs 29[0.4%) 2 IHHZ0H vs 3H[0.6%DolH o, TodFgt/9 <k
#48 JlsAol M‘— Aoe® HFE o SOC W Abdle glithTable 2.7.4.3.2.2. Pooled Safety
Outputs, Module 5.3.5.3 Z=).

PN

AA AN@AA, Aol Anrt Y= oo TEAEE A@Ael sy Ad 59 #dhA ge

- 144 -



o2 FHILEATH1.3% vs 0.4%7F B-dE Ao =2 H7he; [Table 4]).

AARle] ME FHE AEYS WHE 71708 AMEe 23Ut e TEAE, Exd PT, o] ¢ o
ozE 1HE), AHe AFr) e tge TEAEE F oA Ad X859 BHEER L& Ao
P E QD A2 A FHANSS S8 uA] ikt

D + FLOTw oA, 3% (0.6%) SAtollA odFrt/9eka #-d 7ol e A= Hrigh Abd9
A7E x3st= TEAE, & @i AEAZ(E1204008), #HZ(E1003001) = % H2(E1204001)0] 1
gt

Pbo + FLOT# ol A= 198(0.2%)2] SAtoA BEdFH/a #d 7ol de A
o] AE s AW A Z(E4306015)2] TEAE7} A3 siTh,

o

o

=

)

e A

AbRe] At e A B 7|3t BAR X8 F 3 AE= D + FLOTT ¢ 998(1.9%) vs Pbo
.?_

+ FLOT 9] 8% (1.7%) 3Alol A R aE A
PTHE 714 &34 Rud AEE= 84 &£agoi(zbzr 39800.6%]) vs 0%). A7) d59 oad39t/9
3 B4 JtsAo] A& D + FLOT# 9 @A AEASE Atgls o] 713 B9 ‘%“@ Py

(& 5 HxaW A4 73t

Aol AT e & Bx AA 7% A A5 & BA AE= D + FLOTT 9| 798(1.9%) vs
Pbo + FLOTI 9] 8%(2.3%) &AtollA HuHnt. o= ARTAMNE > 19| FAtolA Hiud ARG
ol A¥7k = PTe stk 471 A58 vEFH/9y #4d 7HsAol e & A5 & HAdE<S0
+ FLOTw oA Zb2b 1) Z8jar 9143 H3( Pbo + FLOTT Ol A 1) Atgle o] 7|3t &<t B
= A,

Rz d=g9w 77t
Bz BEaw 717t 59 Ame] An} 9l TEAEE D + FLOT# 9] 5%(1.4%) vs Pbo + FLOT#e]
79Q21%) BANN BRRHYHTable 9. ol ARFAME > 18] BxdH RuE Ao AnHE
ZP¥stE PTE QT ohdeg/glokst @9 shs40l 9= D + FLOT#e 4 AF AlelE o 717
F HHh

Table 9 H NN EEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEN
ENEEEEEEEEEEEEEEEEEEEEEEEEE
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* INEEEEE U210 27 we} sid W82 Hle7l Aegyth

6) 53 BAWF ol
O HS-mi7d ol dAk
A AgelA, oEFre] 2871 B I ddAd Z2ad JdaFHA, imAEYE = $Ake

H&e D+ FLOT%IOI Pbo + FLOTZef o %8keh23.2% vs 7.2%)(Table 12). B¢] imAE:

CTCAE 1 ®& 25FoIth % 7.2% 2 36%° &7} D + FLOT ¥ Pbo + FLOTZelA 247k A1)
CTCAE 3 =& —534 1mAE% AN, o]} & D + FLOTE imAE &74be] H& W& 73
AsEe TPSE WEu Ao A F2 F=HATHD + FLOTE #49] 8.2%). 2 imAE W3
o 2%, 24 2 Aol tid AFAFE Table 139 1he} Utk D + FLOTE 2 Pbo + FLOT:Zof
A AE A5 FEoE oozl imAES] RlIEE WA A5 T 51% vs 3.0% HEFH/9
oro] T 4.4% vs 2.8%).

Table 12 NN NNNEEEEEEEEEEEEEN

FE
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* INEEEEE U210 27 we} sid W82 Hle7l Aegyth
@ 750l

t

MATTERHORNOI A, 7t 7% W3l= Rud AE Z23d3 dAazoz dx 3t MATTERHORNS]
D + FLOT ¥ Pbo + FLOT® &=} ztell b 7]559] 714X thu] Wste A {Fou|gk xo]le o,
e D HEF 29 % 7% AR dAlE FARTY D + FLOTT 2 D ®EY = o] Zol7t
Jde wAHF] A, WlEE MATTERHORN Wl A& 7ol AA A o2 AT

D + FLOT % Pbo + FLOT* @ D W& ZolA, AST =+ ALT = 3 x ULN & & ®Hglgd >
2 x ULNe9| A4 7]&e 719kl w) FARSE ¥€9 3x7F A2 Hy W2 Hy' s lawAkeE <

71Ee TFAKAZ 2.5%, 1.7% 2 3.0%).
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Q@ A%
AZ OE A= &4 v&2 MATTERHORNS X5 ZAdteA dAHSZ 435 o]FAL D
HEYE Z3 FARSHTable 3). < 6541 % = 654 k¢l kol D + FLOT ¢t Z29d2 &
o gk ztol7b ok > 7oAl A® fAe] A ARE o] RG] Wi AES =3l A+
A 7Aook
MATTERHORN®| D + FLOTw % D ®HE & 319 IR & #d3 E4F S <504 IdF

ghAfol A = AT
< 504 AE oA ElEFR/9 ek B JhsAdol v AEE AT $AY ¥lE&2 MATTERHORNS]
D + FLOT&#ol D ¥Z% ZRt}t ¥ =9th67.4% vs 52.5%). MATTERHORN®] Bz ©t=a W 7|7t
o2 ub/ ek BE JhsAdo] e AEE A EE <504 dET FAe Hl&e 35.2%% AT
< 50A AE oA T/ ek #d 7bsAdol e AW CTCAE 3 =& 4559 AEE Z3e &
7kl ©]&& MATTERHORNS D + FLOT#¢] D ®WEY¥ FXRT © =Uch22.1% vs 8.0%).
MATTERHORN?] Rz 9=9W 77to], gutzul/9lekst #e 71540 9 A CTCAE 353 ==
453 AEE 3 <504 AFT A v &S 9.9%= HATH
/9o oz ooy udR/Yka B4 JMsdol Ae AEE AT < 504 AHT
3zte] ®]&2 MATTERHORNS D + FLOT#©¢] D WZE¥F FEUT o =JUTHO.3% vs 2.2%).
MATTERHORNS| Bz @5 oW 7|3t odFut/9oke] 0o 2 olojx 1 v/ ¢eka &4 75
ol = AEE AT < 504 AFF $hAte] vl &S 42%2 ZAaFTh

6.5.3. Hl &4 A (Non-pivotal studies)

SEETE

6.5.4. 7| E}Y/3A & (Supportive studies) (2123t 313

o Gl

ol

6.55. 17} o4 ANgAA EdL& A5EH HuA (Aot

o A=

113)

65.6. AHF Ao td RIA(CTD 53.6) (Afut a1

. IR

=4

657. &4 Ao i 2o & 2E

e MATTERHORN A9 ZAI= AA 7Hedk AL/H4E AdF A 49 25 A5= gy <
A% FLOT 3stays %9 od X8 sjzdde 7woz 7259t MATTERHORNS X &2
ol & A - % GANA FLOT 3stewel Alx=4d ayet Hiege &3S vy A5 3=
A3l oloX= & & HIEH 59 9A A PD-1/PD-L1 H =29 9AE A&E3=S A

AU AE A=, o] ASoA tiEurS 3713t Zo] Pbo + FLOT thy] 327} 3 X8
¢l FLOT #gtan aWs we sEolv 24 54 &8 We s8d IS vAA IS
HolEoh, =3, I JrA ] AR AE, F8 o)Ak JriAIE] AA A&} pCRE, B
34 HIHAREANA 4 BEE AEE T, i &4 FJdelA D + FLOT A A5 8¥ Y /9
4E dastA S48 & ATk
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658. AAA Ao i 2 4 AE
e FE M HEXoW % & F HxoWow FLOT 33ays ¥
2HES AP A, U BTl odEwe] ohdA 2 ek
2 JriEch AkE A5 A ey ddd N2 &
FLOT 89l Rud 43 fsid-e HA7F /b3 GC/GEIC $hxte] X5
Ao g HrtATh

oL oo
4t
2
e
flo ot

)
>

Table A2 ADR SOC, ADR &o] 2 CIOMS Il H5E x| oF&E oA wha(tdA Ead)

MATTERHORN D HEY &
Ao A1 -
D + FLOT (N = Pbo + FLOT (N D
ADR 5SOC/ A75) = 469) (N = 4642)
ADR 20 BHX} 3~ (%) cioms i | BHXF coms I | X} CIOMS iI
b HEF HEF HE
(%) (%)
b b
ADRO| Q= =X} 459 (96.6) - 447 - 3279 -
(95.3) (70.6)
gof ol 2o A Zof
SHT UaF 263 (55.4) 0 E5t7 283 (60.3) |Of =3HA siE els |-
e 119 (25.1)  [O§2 =31 147 (31.3) |01 =31 e e |-
BRS L ZFAS 72 (15.2) 0| S5HA 92 (19.6) |01 =3 S s |-
gdan 445 61 (12.8) 042 S5t 52 (11.1) (O E5HA st gls |-
gdgd 7 dLT 17 (3.6) =t 17 (36) |Z5H7 sig ols |-
HA HAI Z4HAS d 0 NR 0 NR 3(01) ¢ |E2H
ZE A% Eof
NET 1(02) SOER| @Al |1 (0.2)  |2SHRI M |8 (02)  |2OHR| @A
ZE LW2H| ol
ZHAEM XSS d 39 (8.2) =51 9 (1.9) =l 540 (11.6) |02 S5
ZHAEM BRI d 22 (4.6) =51 9 (1.9) =l 261 (5.6) | =5
A2 7 (1.5) =5k 1(0.2) SHX| %A 28 (0.6) |ZSHA| %A
ZEARM O 5 (1.1) S5t 2 (0.4) S| &UA 38 (0.8) |=HX| A
| S| 4 (0.8) S| %A 0 NR 6 (0.1) SHX| %A
XMotE/=otH
18 Gt d 4 (0.8) SoX| A 0 NR 401 ° |E2
85 0 NR 0 NR 1(<0.1) |EEA
43 = Fof
Loy d 0 NR 1 (0.2) SIX| %A 1(<01) |E24
243 & Hoj
HA} 4 296 (62.3) oj2 S35t 270 (57.6) |04 514 701 (15.1) |01 Z5HA|




A

= Y Ly Ly Y
10 ol |oR o) o) o
o % |7 = = A = == |7 == =
oF o |10 OF |76 oF o |0 10 o o | o |OH | Ot
ol =L ] [l [l L 1 = /1 | ol ol . ol [ul |l |2 (ul |y 1
o folo feo o foln | | __ on |0 | . ) | _ ol sl | olo o e s
3|83 |9 |53 |38 | | N 719 | - = < | ™ 0 3 < o | ¥ 3 == o
N R e O R (= N =) S |= = — — - |- - N = |2 |o N - —
U0 |10 [e |WO (W0 [~ H.\ U0 (o0 | on H.\ o = | g L0 ~ |2 | Lo e le 0
TITIDTITS |S o R 0 ‘A 8 |3 R © Sle |8 © o | o a
TIEIRIRIR Y T Y = =
o |10 o |10 ot o |10 ol o) o)
ol ol {1 [Hold |40l < = fol1 {10l = = = g |= = ol = ol =
ok |oF |oF |oF [oF | |% ok [oF | o o % o ot o - Oty e |a ol
T |T T |T |F [ [l = |Z |l ol 11 | ol ol = ol = EERERE ol | =
A A N A e SN s @ S |9 - al o ul @
~ lo s [T 7 12 |2 m || = 4 S |4 e - = © al
o o~ i [(e) — — i (o] o] [ee] < [20] ™~
o — i [(e] [oe] (o)} o~ o ~ [e0] [e0] ()] [e0] [Fp] — — — — o ~
TIRIRIRIR T s Y = Yy TR
o |10 o |10 o |10 ol o) ol o |of
TREN o [l |—= |—= ol [} | = — - |— — ol — — ol | — = |=
i1 {40l fol1 {40l < | ols {40l = = < |= = 0l = g 0l = T
o- |ok o [oF |70 | o |oF |76 1 o |10 e oF e 1 oF e | e {0 |40
=T = = = ol [ = = |l ol oy | 4ol ol = ol ol = g o | ol
NSNS N | & =
eRiEEg @ FI82 @ | s Kl =] 2| |2 sF 5 |2 SR EREE
ol o [T 12122 s |2 |= = T = dle e = i NCEE w | S 212 |
< o~ o < ~ Vo] o~ wn wn < o — < < [e)] [e)]
N [+ |H o I~ |H ~ i D | on < — fae) o) <t <t o0 — — |- — — | - o 0 [ <
i -
50 & Klo -
I\ -
— o mo ~
1+ K 10 ° ° Klo
= ! du | ° Klo T
8. — | oo KIo | 1oF mr -
- | < | w
- AN - | T 0 (Klo oF S
K|k ok | 0 | e =}
i Ko | wr |2 L o RoE O i)
Fali| B0 - |IF ) - oK Kio N ! o < T rd m
ar |y I |3 KO LIRS il | S L. |oT ar ofr K| Klo 3
|+ |3 RE ERELREL =) ol | K 20 [Kk r afl all Klo B
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27|, 8% % 54 Fof
218/5d 71- ¢ 47 (9.9) SHA 46 (9.8) |z} 838 (18.1) |OjQ =3}A
LS ¢ 15 (3.2) SoHA 5 (1) S5HA 183 (3.9) |=gtA
HEAL EFOR d 13 (2.7) S5 6 (1.3) S8 108 (2.3) |z}
ZHAIN T &3t 3 (0.6) SSER| A 3 (0.6) SR LA 33 (0.7) |=&IR| A
o5 ol st =X Hof
EE 145 (30.5) 02 S5tA | 149 (31.8) |01 54 aig s |-
TRE 95 (200) O Esp7 |56 (119) [0jQ =8 [ 695 (15.0) [of 2 57
PTER 51 (10.7) e =8tAH |25 (53) [z 513 (11.1) [Oj2 =3}A|
ri=Ke: I 9 (1.9) S1A 8 (1.7) S5 37 (0.8) |ZBHX| %A
OfzZh 23k ¢ 2 (04) SR o7 |3 (06)  |ZOHR %A |60 (13) |ESM
SA} MIA d 1 (0.2) SR %A | o NR 6 (0.1) SHA| A
a AA Aol = 5% d Bx oW, < 4 Bz JA 7[3ro] ¥3rEt) Bz 9= QW 73R A3l B AA 717F ol
23 22 7)7he] A= Séction 9.8.1. 4, MATTERHORN CSR, Module 5.3.5.1 z3ht}
b ADR SOC™ ¢33l =42 712€]3L ADR PT Wko] WHazo2 JHE ADR FE A 42(%)(MATTERHORN D + FLOT
Holl u}E).
¢ CIOMS III 7F¢Fe] g ef: (1) w-¢- E3tA(= 1/10), (2) S3HAI= 17100 ~ < 1/10), (3) =31A] A= 1/1000 ~ < 1/100), (4)
B> 1710000 ~ < 1/1000), (5) 19~ =A< 1/10000), 123l (6) NR(EILEA] ¢35 - o] &3 = iz Azl M F4 5
).
d oty 9 FLOT 348t 2ye] ezl
e YEge ‘?_%%]E]ME}(CIOMS HEE 2 zﬂ W-gol 7|gkeh), e 54
6. 7t A5
%5l %
67. Ul that AR A
o AR FHA AEA B2
7. 2l =2 AlE2EEol T XK=
o U= (FDA) : 2017.05.01. HZ3|7} / 202511.25. &A% F7}
o §H(EMA) :2018.09.20. H %37} / -
8. ZUIRAH Zote| H|DHE % Haf o tZSo| EMo| T3 XtE

o 7]

AMER(FAER) T HAG va
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[ 2] s & AY 8oF

O F#5 M8
I Sk ol 2 E A Y| 7H(F) 571 2026.03.23.
A RAT( R et oy | it
A
42 9 ¢

1 ¥eld 24 mL) 5, CEFRF 120 22 19
1 vto]et (10 mL) 5, H¢F5 500 2o 19

H] A A 32 5| F

=
ZA 9

W 7ak 3ShabAA @ Y(CRT) ©] % ZHo] 13E A ke A
3 W7 &AM ZHL(LS-SCLC) #Ate] A&

G4 W7 2AZHAYG A0 13 A F5EA dEEZAE B JtE
SR B=E Az=Zetd e ¥E 8

o
=

g EE Hold BEY A 13 NREA AAEh

weo Hl ot
B~
S

>
[>
i o2t
i)
au)
_\7;1
lo

HE 8
LA 2
AP == AA 27T TS A SAe 13 A 52 A
Efda TRt B8 oy
A et

AP == AR Aslieet Sxe 13 X852 7R ZeE
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