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AT A = 94 60 W & 76 45 W% & 91 49
A5 SHAI (39.5%) (25.2%) 3}A (32.3%) (19.1%) 3}A (38.6%) (20.8%)
gdad Ao & 71 14 w$- & 66 16 "W = 52 11
235 SHA (29.8%) (5.9%) &} (28.1%) (6.8%) 3}A (22.0%) (4.7%)
Wyt o9 & 48 16 w9 & 40 11 w$ & 45 13
235 SHA (20.2%) (6.7%) &HA (17.0%) (4.7%) 3+A (19.1%) (5.5%)

x4 2 E3EA 17 (T%) 5 2%) E3tA 17 (T%) 7 (3%) Z3FA 17 (T%) 6 (3%)

230

WA A F B 8 8 &3/ 7 6 =34 10 9

AT A (3.4%) (3.4%) (3.0%) (2.6%) (4.2%) (3.8%)

= 44 E5H 3 3 0 0 0 0

T 34 (1.3%) (1.3%)

HY A 7+ E51A] 2 1 Z31# 1 1

=S % (0.8%) (0.4%) 7 (0.4%) (0.4%)

WY P4 0 0 =314 1 1 0 0

*+ as oA (0.4%) (0.4%)

Fuighe 2aA 11 5% 2 34 6 (3%) 1 ZE8A4A 6 (3%) 1
(0.8%) (0.4%) (0.4%)

Au A EsA 20 (8%) 8 (3%) EdHA 19 (8%) 6 (3%) E3lAl 18 (8%) 7 (3%)

AMAZ AL

Zﬂb’d

A 7w & 37 0 e & 39 0 3l 11 0

s Asts sHAl (15.5%) SHAI (16.6%) (4.7%)

B 7] Z38HA 16 0 3l 18 0 3l 4 0

T A5 (6.7%) (7.7%) (1.7%)

f

g de Skl 6 0 S35l 4 0 0 0

(2.5%) (1.7%)

KA 7% 0 0 3514 1 O 0 0

4 A (0.4%)

A1E 9 0 0 =314 1 1 0 0

=4 A (0.4%) (0.4%)

el &1 1 0 314 2 0 0 0
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(0.4%)

130 7

(54.6%) (2.9%) &

78 0
(32.8%)

67 3

(28.2%) (1.3%) 3

61 1

(25.6%) (0.4%) &

56 3

(23.5%) (1.3%) &

27 0
(11.3%)

22 (9%) 0

4 2
(1.7%) (0.8%)

129 13
(54.2%) (5.5%)

39 1

(16.4%) (0.4%) 3

24 0
(10.1%)

35 7
(14.7%) (2.9%)

2 1
(0.8%) (0.4%)

(ot

ot

ot

ot

ot

ot

ot

ot

(0.9%)

96 1
(40.9%) (0.4%)

64 2

(27.2%) (0.9%) 3

74 4
(31.5%) (1.7%)

49 4

(20.9%) (1.7%) 3

59 1
(25.1%) (0.4%)

21 O
(8.9%)

12 (5%)0

5 2
(2.1%) (0.9%)

101 8

(43.0%) (3.4%) &

36 2
(15.3%) (0.9%)

21 1
(8.9%) (0.4%)

31 4

(13.2%) (1.7%) &

2 1
(0.9%) (0.4%)

21 0
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105 3
(44.5%) (1.3%)

81 5
(34.3%) (2.1%)

66 6
(28.0%) (2.5%)

43 3
(18.2%) (1.3%)

59 3
(25.0%) (1.3%)

23 0
(9.7%)

18 (8%)0

1 0
(0.4%)

105 7
(44.5%) (3.0%)

27 1
(11.4%) (0.4%)

18 1
(7.6%) (0.4%)

26 3
(11.0%) (1.3%)

1 0
(0.4%)
24 0
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SHAI (10.1%) (8.9%) SHAI (10.2%)

=31 7 3 E3A 2 2 &3 1 1
(2.9%) (1.3%) &A (0.9%) (0.9%) A (0.4%) (0.4%)
=31 4 0 314 1 0 0 0
(1.7%) A (0.4%)
3l 6 1 E3HA 9 1 E3HA 4 0
(2.5%) (0.4%) (3.8%) (0.4%) (1.7%)
&34 1 0 =3l 3 0 351 1 0
A (0.4%) (1.3%) A (0.4%)
=31 14 2  Z3HA 15 0 - & 24 3
(5.9%) (0.8%) (6.4%) SHAI (10.2%) (1.3%)
9 & 55 3 w$ & 42 0 e & 46 0
SHAI (23.1%) (1.3%) sHA (17.9%) SHAI (19.5%)
e & 30 O e & 32 0 - & 44 1
SHA| (12.6%) SHAI (13.6%) SHAI (18.6%) (0.4%)
=314 1 0 3l 6 1 &34 0 0
A (0.4%) (2.6%) (0.4%) A
0 0 351 1 0 0 0
oA (0.4%)
g & 123 6 wW$ & 126 3 w$ & 138 7

i (51.7%) (2.5%) st (563.6%) (1.3%) st (58.5%) (3.0%)

- & 40 1 wW$ &= 32 0 - & 31 O
SHAI (17%) (0.4%) 3s}A (14%) SHAI (13%)
e & 39 0 e & 30 O 3l 35 0
SHAI (16%) SHAI (13%) (15%)
w9 & 30 0 g & 26 0 e &= 31 0
SHA (13%) SHA (11%) SHA (13%)

0 0 351 2 0 0 0

A (0.9%)
dF Adg e = 24 0 RS 10 0 RS 13 1




Hl 2 7] & ol Z &1 (10.1%) (4.3%) (5.5%) (0.4%)
o] 7t ] ] ]
v & 551 10 0 Z35H 10 0 Z35H 12 0
(4.2%) (4.3%) (5.1%)
A geds 0 0 0 0 53517 1 0
oA (0.4%)
&7, NHA /59 E 33 0 - & 37 0 - & 29 0
F5E 2 A4 713 s (13.9%) SHAI (15.7%) SHAI (12.3%)
=73 Aol
TEETE w34 2 "% & 33 2 "s & 32 1
bt 3| (14%) (0.8%) 3}A (14%) (0.9%) 3+A (14%) (0.4%)
HAs E3HA 10 3 E&H 3 1 E3A 1 0
(4.2%) (1.3%) (1.3%) (0.4%) %A (0.4%)
WA Aof] B3 4 0 314 2 0 3 3 0
(1.7%) oA (0.9%) (1.3%)
a4 H E8A 2 1 Ea 1 1 0 0
2 3k A (0.8%) (0.4%) %A (0.4%) (0.4%)
a5 8 "Rt v & 121 0 - & 118 0 - & 118 0
sl x% HAI (50.8%) SHAI (50.2%) SHAI (50.0%)
7<]—0H
ghxan w9 & 56 2 "s T 62 4 Tl = 48 3
SHA| (23.5%) (0.8%) 3}A (26.4%) (1.7%) 3HA (20.3%) (1.3%)
29 W& 37 2 "W & 36 0 g & 29 0
SHAI (15.5%) (0.8%) &+ (15.3%) SHAI (12.3%)
g E-day 531 4 0 3l 8 2  Z3HA 1 0
(1.7%) (3.4%) (0.9%) (0.4%)
oF7tF 13l 55} 2 0 314 1 0 314 2 0
A (0.8%) %A (0.4%) A (0.8%)
fFAF AT 0 0 53817 1 0 3817 1 0
2 A (0.4%) A (0.4%)
* o] okzt WF-rluk setade WEd 21Y Frlo A 657 B FE Am
T o] ¢ I HS HE3d /X Xz U AA A]F.
o] obwl WlF-r|uk Bee WS WEF 21U Fr19] A 657 U f= A=
S o] oF d=Z oS AR X X g5 Uig JAA AlF.
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AT 5 3.9 1.7

A eotEd F7t 1.7 0.4 1.7

ALT &7} 3.8 3.5 1.3

AST =7} 3.4 3.0 0.4

GGT =7} 4.2 4.7 2.9

Rl = R N R o e o e 0.4 0.4 0.4

2 37t

g A3}

FRAT AT 28 22 23

MY AT 21 15 16

I3 41T 24 11 16

nE 25 17 14

2% gas 7 9 6

HE AT ol AagRIeZRE Y 55 WAS 7Eo 2 stk

TNCI CTCAE WA 5.00] wet 55 H7T

F ZF AAF FAES do] 2kl W s o] AF F ARAE SAHTS AR
F A A ol ZEnk Setay + o] o + St HS: 215 - 238), 319}
8 o] k(< 202 - 231), st Q H(H S 205 - 23D).

L5}
3t el dF FArRe Fxdoh
£ 10. o) of3} Ftaygel Hegagor Nud 2§ AEH WY B FEol
sy
7127 oLz o] LS. o] %ﬂrf}?&% -8 (533%> 3}61;&%(526%) ~
n= 2E 9 3-4s% EE 59 3-45w
o B AT AT o &8k 214 113 - &8k 237 123
HEA A | (40.4%) (21.3%) Al (45.1%) (23.4%)
o) Wy u] - &3} 205 73 ]9 B3 213 79
A (38.7%) (13.8%) Al (40.5%)  (15.0%)
dAhd AT ¢ &3} 91 25 - &3} 91 31
| (17.2%) (4.7%) | (17.3%) (5.9%)
My A uj$- &3} 58 11 - &3F 71 11
A (10.9%) (2.1%) A (13.5%) (2.1%)
HAdAd FAT ga E3HA 11 (2.1%) 10 (1.9%) &3}A 11 (2.1%) 11 (2.1%)
Z
WYL Aars E3kA] & 3 (0.6%) 2 (0.4%) Z3FA & 2 (0.4%) 2 (0.4%)
Al Al
3 AR Aed B34 & 1 (0.2%) 0 AERETAS PN 0
el A &S
571, F 71H/EE 1A Z31HA 43 (8.1%) O Z 31 30 (5.7%) O
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9 (1.7%)

8 (1.5%)

1 (0.2%)

55
(10.4%)

4 (0.8%)

284

(53.6%)
205

(38.7%)
109

(20.6%)
107

(20.2%)
102

(19.2%)

34 (6.4%)

7 (1.3%)

2 (0.4%)

67
(12.6%)

33 (6.2%)

3 (0.6%)

2 (0.4%)

2 (0.4%)

66
(12.5%)
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8 (1.5%) O

48 (9.1%) 6 (1.1%)

4 (0.8%) O

255 5 (1.0%)
(48.5%)

203 4 (0.8%)
(38.6%)

74 2 (0.4%)
(14.1%)

71 5 (1.0%)
(13.5%)

97 1 (0.2%)
(18.4%)

30 (56.7%) O

1 (0.2%) 0

1 (0.2%) 0

12 (2.3%) 0

12 (2.3%) 0

0 0

0 0

0 0

59 0
(11.2%)
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T 2% FEs EaA & 102% 1(0.2% HiwA 0 0
Al e
g% Adoted 5 vie- &35k 98 12 wj- &3k 77 4
7 Al (18.5%) (2.3%) 7 (14.6%)  (0.8%)
Wy 2 Z31HA 28 (5.3%) 0 E3HA 19 (3.6%) 0
Al 7eh B34 6 (1.1%) 2 (0.4%) Z&# % 2 (0.4%) O
A
EIER ]9 &3k 111 5.9 &34 51 (9.7%) 3 (0.6%)
Al (20.9%)
2UF uj$- &3} 80 0 S35 38 (7.2%) O
Al (15.1%)
g Z31HA 49 (9.2%) 2 (0.4%) w9 =3} 57 0
Al (10.8%)
54 s34 & 5 (0.9%) 0 s34 & 3 (0.6%) O
A Al
oFzt sk A & 3 (0.6%) 0 x4 & 4 (0.8%) O
Al Al
FAF AEA s34 & 1(0.2%) 0 s34 & 1 (0.2%) 0
Al A
v 2 u$- &3 273 12 (2.3%) "%~ &3} 257 16 (3.0%)
Al (51.5%) Al (48.9%)
1| w9 &3 110 1 (0.2%) vj§- &3} 87 0
Al (20.8%) Al (16.5%)
o Rk &34 47 (8.9%) 1 (0.2%) Z3&}A 52 (9.9%) 0
A7 7! B34 28 (5.3%) 0 E3HA 27 (5.1%) 1 (0.2%)
o EaA 22 (4.2%) 8 (1.5%) &tA 13 (2.5%) 6 (1.1%)
Ao} W F7; Ax2] B} 6 (1.1%) O 54 & 3 (0.6%) 1 (0.2%)
e A
ol & FllA} E351A & 4 (0.8%) 1 (0.2%) E3tA & 4 (0.8%) O
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dEtd opni=Hola 53.4 2.3 54.0 4.0
2(ALT) &7}

AN dagds 51.8 1.3 42.7 1.2
ﬁf*%%‘z 50.8 4.2 49.2 4.4
AolaFEld dola s 46.7 4.1 43.8 3.8

(GGT) =7}

olATEEA olu| - 42.0 1.5 38.8 2.1

Aol a4 (AST) =7}

2| ylolA] Z7} 39.8 13.9 40.0 13.1

Ant v e S 37.7 1.9 36.6 2.3

ol gfolA| 7} 35.9 7.5 33.4 3.4
L e B e R 25.7 0.8 24.9 0.4

dai 7t

3 o 5}

Hl g 88.1 13.4 87.3 13.4

Wy A 81.8 10.8 82.1 12.3
TS 75.9 31.3 74.0 33.8

R FAE 52.1 6.1 49.5 6.7
UL 44.0 10 2 40.0 7.5

*HIE AT VEHOZREHY 55 HEE JEoE 3k

T NCI CTCAE ®H# 5.0 whz}t ‘::Lol Hﬁ%‘:

T ZF A HAELS 7EAT HA Ul AT T A8 SHo BF vhes &
2 FE |EeFE g o] <o + 3}t QHH(OHY: 482~528) W s QHH(HY:
467~521).

2) -7 o] FALE

O |y w7 HES

ol of TrEeel e B A AR (30067, TF FF FDAA A )
HEE2 929 GB1%elM dAstgen, o] F 3 SF& 25% (0.8%), 4552 2%
(K0.1%), 55HF< 69 (0.2%)°]Jtt. HAAAZ Z=4FES 559 (HY: 2-785¥)o] T}
g2 929 F 692 18 FEZEIHZOIE (H4A ¥ 40mgel THE=EULE =
B SMHE RN, 29 IR ABIAYPL, 19 FE Ao|FRaE
Wg Fof wodth 89| o] ok FHIACH 53We HEHAG. A vl HY
=2 B3 kA A5 tgE IAA(.8%)EHT}, PACIFIC 7oA Ald Az A 1Y
- 429 ol FLHIYAM AnE FEAY B4 Q9%0A o W A
o},

PACIFIC 917ollA, A@ Azt A 19 ~ 429 ool FLesAN ARE 4R
AA B F4 APA v LA ZH o] oF B n=475 L $JoF FoJF n=234)
#2 F, W vl AT o] e Fof W HAT F ATH 0.9%) L 9 F
oA T 149 (6.0%)°A FASH oW, o= o] & Fo whe Az F 99 (1.7%)
0 Sk Fo e B F 61 (26%°) 35T o] kg Fol we A F 4
o (0.8%) W YIS Fo e sz £ 39 (1.3%)9 b3S X33t o] oF &
of 7o Wb A7 294ZES 469 (B9 2-342¢¥)0| o o] Bls] ke 57U

_85_




CH9I: 26-253%) olAth. o] oF ool 3099 AL ngF LEEl=
o= (& AY 40mge ZESUL T S/ Folg » =
=

T Fof wopth fekrolA, 1299 s 18 ZEZE|FH RO
40mge) =YL B 571 B9 w1, 19e FUIE AFEE 2]
EBIAZ e F 25 Fougith o] & Fo & 3x F 299 3] Fo] e}

™, o]o] HI3| kA= 6 olUTH

A A5 AE A1 - 429 ool A A 5E 4R AR B &AM EZE
oF Bkak(o] oF o n=262, X 9ok n=265% TS = ¥ ADRIATIC AFoA, A
7] HH=o] o] oF BT F 319 (11.8%) A L ok = 8% (3%) Ao A
gl o, o]= o] ¢F X" 5%(1.9%), YT 19H(0.4%) A A2 35HF, ©]
oF X857 19H(0.4%) AA e 5535 XS o] ¢ X5 DAL T
55U 9): 1-375)0) 41 ekl AE 6550089 24-124)0]T}. o oF
o A 257 o] AV} & FERE|FZAHEOE AR(YY Ha 40 mg =
S7FHE Wty 195 AT AZHAHS Fof wgit), 9 kol A
A7t 18 F2E I AHZ| T X 8(YY HA 40 mg THSULE
s7HH)E wkh o] ¢k X mT F 189, AT T 3¥W AL I EHIUT
cHEYHY T HE&AWe H T¥ FF A=

oS EYEIFHY HEFEAS Ao AY wis] HH@So] 869 (3.8%)0 A
DAY oM, T F 35T IAE 0WA3%), 45T FAE 19K0.1%), 555 e

£

ﬁtl
R r\o

of, b HJ
o

oo [ T Ty
Ir
N
lo
r&gt [‘Il‘

o)

780.3%) 01 Atk T FGaE STLR S 8~912)o| At} 86789 A F 79
B 18" ZEFIHEOE(HA EY 40mge ZHEYE B SUHHE F
okttt 7THel A= I & AYYAAE Tk, 39‘1‘01 A8E T3t

AT 51W - I EHHAT

HIMALAYA (Eg 2] 75 300mg +°] <)

EAaFg 300mga o] of HE&as FAE St WY miy HAS(F
stel &o)o] 5813w AolA B o, 7 F CTCAE 3‘5% E= 459
A= BaE A eskal, CTCAE 555 &4 19(0.3%)01 A= 58 (1.3%)°] A= #
Al ZEEIAHEOEE qum}}_ﬂ 478(1.0%)2 A7} 18 Z=E A X2HZO
THA 9Y 40mgY ZHEYE B S7FHE FAEUT 1980.3%)0] =3 o
€ HIAAAE FoEdtt 190.3%)°] AEE TEsAT. EAALE SIS
42.04CH 2 5~774d)o) At 39(0.8%)2 3] H= A0

rl
rigt

—_—

(op)

o] ¢ EEaWd tig TF M AR G006l H wiz) tEL 677
° < 35" (1.2%), 455 6% (0.2%), 5552 4
8

6 (H9: 3~333)olAtt. A} 678 F 44
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YA
2 J—%%‘E qaﬂiéﬂliolE(Z‘ﬂi %‘E 40mg«l *Lﬁﬂ 14 —t— 7+
o Rkgkth 8W o dateE = JAAAE Fougdt), 27Ho] N8 E FH}
At 4792 I EFH A
HIMALAYA (E#]% 2] %5} 300mg +o] °p)
EYde 75 300mgd o] oF HEAWES Foe 3ol A
AHb-g-o] 299 (7.5%)8] FAlo|A A om, 1 F CTCAE 3
167 (4.1%)3} 555 A7F 3H0.8%) 0l At} 294 (7.5%) A= A4l i?—ﬂi_’:ﬂli
olEE Foul %ﬁ 209 (7.5%)8 18 FZEI2HZo|=(HA ]
Aoy E B S7FHE FARYT 8HEC1wY A= =T o
Fokokth 99 (2.3%)°] AEE FHEATE FAAZL FFaL 29YU(
dolAutt. 1294(3.1%)2 3] &5 At}
@ | w7 A<

b
o
rf
rﬂ,

ot g
EH 18
:l:‘a
=
r_}}_l
&)

o] of @Fa e TF IAAG AF G006%)oNA WS wiy) 2RFA == A
AL7E 587 (1.9%)oll A A st o, o] & 3552 9% (0 34) 4552 2% (K0.1%)
olAth A AZF T 709 (H9: 1-394)0| Tt 3 58 F BHS &
F IEEHIAXHEOE (H4A Y 40mge ZHEYE B %7}%)% Fo gttt
F7t2 A EdelE e JdESYAHEE Tt A7 44 194 Ay 938
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Y& EE S = A%
T YgHos Wad g2 SR gALPS oo

5)
of o mi o] ofx} EdW T FEAYL T
sHzo 20 Agol Wastn W oAl ¥l gl
A Azkdo]l WS B olkAE L 2) Wel-u))
A 3., AL o] G Fol W] A Y Fol wi
% ANE BUEY doF shel g8 e
o A¢ IEHIAZHEO|EE 1-2 mg/kg/€de =4
NS F SFS AN 2P Ak,
6) W] w7 w
of o mi o] o} EdW T FEAYL T
zEzo| o] Ago] Wasty WaE oAl Welo] ¢l
A R EE R RAREF TPl BASHA

)

(o=}
o] ¢ EE o] ¢z E{
UE 1Y wjA AZE o]
UEE efoF st &¥-&
I2HZolEE 2~4 mglkg/¥e ZHE=YE =
< AA3 HEEor Stk ZE2E A =
Aol figkd, 2143 F71
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T #d w3 ASAB 2}
AM TFo F4 BE Wgo] RAuFHAT @]k, 2) Mg-ui7f o)A, @
T4 #d ®E Fx). 155 EE 2589 T35 A5 5 FA e ds
Al A = BAE 18T F Jdvh 358 EE 4589 A5, 7189 JE F
A3 o s AR Q/Ee A A Tlolegild wEt 5 FY #™ v &
i
10) A& 5ol oA =X
=ehutE I} o] ofe] W&

A 719k ssta iy o] ok W8 B3 T FALW dACA SHudE o
ok W& RS W AT FIFAHSPRCAG. o)A Fx)o] BiE gl
PRCA7} &RI=H, o] ok Sgtuty FoAE FHsloF 3ot
= 7R ﬂ@‘ﬁlﬁéﬂr o] k& W& FAZ T FALY DANA SHutHE o]
°Fyt W& FAs w Artdgd &34 NFEAHAC RuFEAT. AHAZE &<
HH, o] ¢ Sty FAE F
11) MMR o] Are] AAF
8P e AL AgHEY X EAEA o] oFo] AMES IHT W, o] k] X
=] S AEstr] HaiAe BEA] B A f5ol i xdo] dast
o YA HF AFAMMR) Asliegt = BYX HEF AdEo] gle=(MMR) A
3l7]1 $1sl, DUO-E <UdAIgelA= Ventana MMR [HC =g
(MLH1,MSH2,MSH6,PMS2)&- A}-&3l FFPE £ Z2& AlZo] FF AEoA MMR
FEE HIFetd T2 vi8 Aol AR EHAh

i
i
o
riot

HEERe AYFEEUCE F &4 AR B WA w= £3 o) BHE

3 WAE obE-obE JEAGol AdHA gom,
gebd SRRl hd FAM oE FHSH FE-E FEAG ATE 9
HA ST CASPIAN @714 9ke A3 iUt sad ¢ agdes
JgUIQlE oFE FEISA obB-oFE JEAGS 3UHA ektrh HMALAYA &7
A W A% onsgs sdw & Al % oF Aole] ROz o
L= oFE FHSHH oFE-ofE FEAEE HUHA Witk EF, DUO-E ATl
= gusgn gony el QAo ofn = PK kB3 Asatgo] B

SO
52
30 g
o 4
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11 %] A e 43
O BFEeA FYR Asyel glon, FFReiAe F4e
itk FFESl A AP, AE Lurae

g A3 Bt

12. &2 2 A 2% 5o nAE 3P
o] ko] efEara EA , 2
M gtk U, $47 AFET 0 Sel 9P WAL efEol g

gl =
S APAAL A% 24 L A 27 A 7 L =F sk Tk

13. HAFZ FYAE
D o] o2 @3] Fo g vlo|d=E AFHY HEAE X334 Fed, Fo
metol gtk o AFE AE AYS & A okEH EHsiAE
) olEd 9 WAL FRlsty] &l Al okES SHoE AARRT o] of2 F
W WA s Y, FA-E| Aol oot} §9o] BIAALY WA e S
o2 IRIEE olF9] %%}H‘—;— 735 vlo|ds #H 7%t vlo|dE & 2
3) o] ¢fef npoldoA HagFS wo] 0.9% FIIUEF FAY =
FAY o] EoId+= A FAF (intravenous, V) ol & 1E‘r AslE 2|
g A VS AREste 0.9% FSIUYEF —’F EE 5% EE%
7 o] kg EFSIAS W HAS HolA Lt J**Q |Hs 7HHA W
Atk Y HFE T 1-15 mg/mLolt) 34 E g9S FAFAY

oy
T

D 2AE e REAE AN Aal T sgelor Ak
5) o] ok wpolUlA AT Folt thA WA Witk wlolY F 189 Tl

A &
=
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S~
=

FH
rlr
1 g ot

3|
oS

e
rov 2 X
QL
2

il

A

6) vlol <ol e ) o #7130
N ZAY S0 FA EoARolol @ 2A F FA FAHA 2o §AL B
*o‘HOk e AT sl 2AE SelAE A 287 oA A 2T W

14. AE7HE 9% AR

D) okalela x4

PD-L1 (programmed cell death ligand-1) w2 o] wt& o
Z5 o] AAFHE 7% e E Fv A8 WY ¥hgolth
[EN-Zepel ojafl fdd 4 o, TY vA 84 TS AE 9 T #4d d

_50_




o M mFoA EdE 4 9t PD-L12 PD-1 % CD80 (B7.D)e}e] A&2t8&
s T-Axe 7l 2 A4S Adsth o9 F&A %Y AdS T, PD-L1+
, T2 2 ALl BT A S ZHAAIRIT

o9 PD-1/PD-L2 45382 233 dAF+= w4, PD-L1¢} PD-1 2 CD80
B7.De #548&s A9 om ATdA7E, ST Az, 1A, WY E2EY
IgG1 7}3} (immunoglobulin G1 kappa, 1gGl ») ©@¥ & ghAolth pEFe 3
oj& ME w7} ME S (antibody dependent cell-mediated cytotoxicity, ADCC)<
sl A] =t} PD-L1/PD-1 ¥ PD-L1/CD80 =282 Add At &FF H
Aur-3S SV o] FFY WSS T AAR ojofF F UTh

198 Aol A, PD-L1 ztdo] T-Al2 84 571 9 TF Z7] 4= olojH T

oo of&E FEHiste Td=awy 9 sstae] HE A, EdUEyTHgd HE
T o] k¥ ZEtuty ®WE Ao s =5 B AT

5 SHgo] 2, 3 BE 4F 1A 2 F (0.1-20 mg/kg B9 &HS T
Els & AN ATFHAT. B mg/kgd] &FNA o= FHPK =2 &
F lEE 235t F7F (A E PSR o™, =3 mg/kgol A= & BleE (A3
TEHDSIAS oF 1657 & A e ==ttt 10 mg/kg 25 13], 15 mg/kg 35
13] 9 20mg/kg 45 13] Fo &3 HYA I PK EXo| ZASIA, 713t B,
A4 A Ex AAF (V)2 5.65LA o oS3 H4& & (clearance, CL)-& Al7to]
Aol wel Zaste] 365U Aol 8.16 mL/hel 715t Ha A FE A4S (CLO

sty CLo Zae dddo= 997t e Aoz FHA guth 714
7] (e oF 18¥olddth. g8y, starde Wi A
& A, WE7IE 38t a Wy o|F o] ofy Sehuty W& A
o Ao E {3 Aol= UM

y

N

CLAl &A% HF wF
e EYETe
HEFeel o= S
4 A

d® (T 19-96A4), A5 (31~149 kg), 4, S+ F-<k& A (anti-drug antibody,
ADA) Zg®i, &FR1 =X, LDH <3|, A& oteld ], 7}84 PD-L1, ¥4 #3%, <

& o

=, A= AAo) (m#Eoleld HAE (creatinine clearance, CRCL) 60~89 mL/min),
F5 59 AlA] (g otgd HAS (CRCL) 30~59 mL/mm) A= A (g =ul
<AHAAFSEX] 9 AST >AAASER] =& d

p

4% O%J*l 1.5—31ﬂH 2 AST F#) ==

R ofE FHstel] thdt F5 A&} (CRCL 15~29 mL/min) &£+ $59 3t
o) (BTN > FdEH 36 % AST F¥e JFe & 5 gk




zol @ Had

EgHEey T HE3 qEFgY ofEFE s A+ D419EC00001 A 1~17A4] 4
of g} 50 WA E  HUiEIAY. FAEL 4F7] < 4Frig oaEg
20mg/kg¥ EHHEEFT Imglkg == HEF7 30mgkgyt EdRZFH Img/kgs
Ao FARES o] % 4Fuith oIEY T ﬁﬂé% Fof wotth e PK &4 9

W2, 4Fen QRRY 0mghkge Folli kg ol AFS /HA a0 B4
o Y AN =ES 4Fvit OBTY Nmghkge Folw: Yoo w=EW f
ABAR, HEFE 30mglkg e 4FETH Folis ko #4Bkg ol wE L O
MR 20mglkge 4FFITH Folw: 4ele wmEuch o 15w Eth AFo] 35kg

HREQl Aof Ezpo Al 4Fritt o dE 30mg/kgs FHste A WA =& 4
nio} o 20me/kgS FolwrE AU Hal =& v*}%t}

A=A

o] ¢S Fof e HAEIEI w4 AFA HIAAZHYG g 4767 (13 K&
A ZF, 21578 0] vk 654 o]/dolUdth. ®F 654 o] Ak}t FHE A I ¢k
Ao ddHoRE FYIF Aol ANEAH O R HuEA gttt

AEGEAN Aol A ststa st o] oFS W &3t X 53k AA| 753 NSCLC €=t
4018 5 2099 (G2%)°] A= Wk 654 ool 498 (12%)8] &A= 7 754 ]
oItk MRkA o7 vk 654 o fHAet e $AF 3 kA Aoy faAdel 3o
Aoz 7T Aol= AU

o] efo g XTWkE A7 W] LA S 26278 S 1039(39.3%)°] T 654
01*0‘010:14 s 65/‘1] 1*0 shatol o e S 1 bRAolY FaEAL AHRkH o=
HgH L = g

o] k& i}ih‘l‘?éﬂr B3 S B AAMEHS S 2667 S 1019 (38%)°] Rt
654 o] o]t HukA o7 w654 o]ite] Bt} FHE A b ekAA e JAHH
OS2 Fog Aol= fAATH

o] oF& 3}ty e = 3z 338% F 1589 (46.7%)°] T 654 o]l
AT AREF o2 9k 654 o] 3] fAtet FS A I A Y AR R {3
Aol AT

EYEe i 300mgd o of HE&aWs Fo v dx| EVled AxY A
46278 F, 173%(37.4%)°] ®F 654 ©| ¥ 754 wRko]lar, 637 (13.6%)°]

ool ATt T 654 o]Fe] fAtet 2> A 3 kA =

T3 ztol= HARtH o= HuFEA] ot

A 719k 3stay + o] oS FANLERE 529 wiAd" Al A 2389
Z 11678(48.7%)°] Tt 654 ool 29%(12.2%)°] ®FF 75A o]/l ¥l 7]
3o + o] oF + Seiud S BANEE A9 Wi H A-guutd A} 239

N

l"_l_, oX,

rE
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H 5 104‘1‘(43 5%)°o] Tk 65A] o] Aol 199(7. 9%)01 TF 754 o] ol At 654
ol At ¥ 2 A ol oY rEAY dHeE 7R Aol= 8l

Atk
o] ke sEtawzm e Nmd 2% e VY B 5389 F 2759
(516%)°] T 6541 ool ALk, B 654 o] FAbsh Fe B zhol k@Al F

FAO oA ddF R ou Sle Aole MbH oz I
k8 Fozg AT

o7y gtet ¥ 3k} ofE FEEA ofE-ofE AJE%go] CASPIAN <ol 4
BRI FFHez 7o FE FHEH F=-odE F22E2 FAHA &3

o

P

H A ZH < 32} 71398 S Aoz 3
F A]g 9l PACIFIC oo H7E AT A= AlE 2o A2 A 1~429 U9 2

T & of WA S ARSI ¢t
i}@ﬂc}*}ﬁ&‘ﬂé A5 & Aol 13gd A, &4 e AP AF 29 e o] Hd
7158 A7 1Y A3 9y A5 ¥Y; T35 A9 il o)Ak Ay &
Fol AA ZE2EF2EHZO|EE A7 AL WY AATE HaF ostA gH; &
A Ad == BY =& CH 1Y = HIV 4ol Jde 84 =& o] of9 F4
AEE 5 30 ool of=3E A HEe T 5& A= o] Al ellA xﬂ-ﬂo}‘}i
o} #x= o] oF 10 mg/kg (n=476) 1ok 10

EE
FEdon, Ay 1249 == 2T &
A 250 & WA A
o) w654 o) B
48 waE ve

AT %74]51751 2 71A AW EAS AP Lol #F3S ol AT HA AR AT
o 71A 7 BAE th=3 2ok &4 (70%), ®F 654 ol (45%), W<l (69%), OP
Aokl 27%), 718k (4%), AA FAA (16%), #AH FAA (5% &4 dFol §l

A+ (9%), WHO/ECOG PS 0 (49%), WHO/ECOG PS 1 (51%). AW 54L& E}%ﬂr 45
o [MAZ] (53%), MIB7] (45%), VHTF x2e+# k9 (46%), AP sHA &2 st
(54%), &% Al PD-L1 THE 25% ©I’& (22%), TF A2 PD-L1 &dE 25% v
9k (41%) (PD-L1 e+ FIsIetAd R ol AFH st A E7F Holdd 451
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gl gate] thal FEFH o R FASHATH.

o] AT <A HryF WEy F UHAE % vndg o] ok Ry AE
(progression-free survival, ©]s} PFS) % A A<= (overall survival, OS)e|t}. o]z}
B7l HdeE ARZA w-$-E (Objective Response Rate, ©]3} ORR), ¥k 7]zt
(Duration of Response, ©]3} DoR) ¥ €A o] =& AM7FA 9 7|ZF (Time to
Death or Distant Metastasis, ©]&} TTDM)e] X% 1t} PFS, ORR, DoR % TTDM
& RECIST 110l w2t =8z =<9 =719 #H7} Blinded Independent Central
Review, BICR)ol|l o}sfl B 71= AT,

o] AdFe AT Hlwdte] o] o FoFoA BAZHOE f{ostH YFHSE
olul = PFS 7/|A-& yeldth [91¥n] (hazard ratio, HR) = 0.52 (95% CI. 0.42,
0.65), p < 0.0001]. PFS %3k o] ofF T4 16.8 /H€(95% Cl: 13.0, 18.1), ¥
ko A 5.6 NE95% Cl: 4.6, 7.8)e1t}. 5@z F2 7] B4 A, EX7 T
e 342 /MEo|a o] ek feF oiH] OSe} PFSE A|&A<Ql /A& Yehith
o] A7 A FXF B = FAZRCE fFosH dFHo=E on Qe OS
NS YeEY S [HR = 0.68 (95% CI: 0.53, 0.87), p = 0.00251]. OS TL¢ak2 o] <F
FoTod A of2 TaEA Zgpom fekTollA 287/l (F 12, OH 1 ¥
a9g 2 FZa).

3 12. PACIFIC 79 34 2%

A3} 7k B 51 34 F RAP
o5 7 TN g =2 TN T =230
e 476) N 476) N
HR8 AE (PFS)
a AbE 5 (%) 914 (45.0%) 157 (66.2%) 268 (56.3%) 175 (73.8%)
16.8 (13.0, 16.9 5.6
PFS 2kt (M<Y) (95% CI) 56 (4.6, 7.8)
sk 1) 95% 18.1) ( (13.0, 23.9) (4.8, 7.7)
HR (95% CI) 0.52 (0.42, 0.65) 0.55 (0.45, 0.68)
p—#k p<0.0001
Lo % PES () 50 C) 95 (51.0.35.3 (29.0,55.7% 34.5%
=T 0 0 60.4) 41.7) (51.0%, 60.2%) (28.3%, 40.8%)
e % PES (@ 5% cn 142 (37.7.27.0 (19.9,49.1% 97.5%
=T 0 0 50.5) 34.5) (44.2%, 53.8%) (21.6%, 33.6%)
6071€ & PFS (%) (95% CD NA NA 53 1% 19.0%
= 0 ’ (28.0%, 38.2%) (13.6%, 25.2%)
AAAAE (0S)
A AbEl S (%) 183 (38.4%) 116 (48.9%) 264 (55.5%) 155 (65.4%)
928.7 (22.9.47.5 29.1
0S =9}z () (95% CI NR (34.7. NR
Tk U1 95% CD ( ) \R) (38.1, 52.9)  (22.1, 35.1)
HR (95% CI) 0.68 (0.53. 0.87) 0.72 (0.59, 0.89)
bk p-gk 0.00251
o 5 08 (1) 55 cp 06 (61.7.55.6 (48.9,66.3% 55.3%
=T 0 v 70.4) 61.8) (61.8%, 70.4%) (48.6%, 61.4%)
p-%k 0.005
48709 F 0S (%) (95% CI)  NA 49.7% 36.3%
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(45.0%, 54.2%) (30.1%, 42.6%)
42.9% 33.4%

60712 = 0S (%) (95% CI)  NA
1 % OS (%) (95% CD (38.2%, 47.4%) (27.3%, 39.6%)

974 Aol = Ag7A 9 7|17F (TTDMS)

ukAl Abe 5 (%) 182 (38.2%) 126 (53.2%) NA NA
28.3 (24.0,16.2 (12.5,
TTDM =zt OR¥) (95% CI NA NA
Tk ON) 5% CD ) o) 21.1)
HR (95% CI) 0.53 (0.41, 0.68) NA
p—#k p<0.0001 NA
F& A8 AlF EmE AFE7EA o) 717 (TFSTY)
b AL (%) 267 (56.1%) 169 (71.3%) Hiu¥HA &S HBHuxx &S
21.0 (16.6,10.4 (8.3,
TFST =<7k (1Y) (95% CI NA NA
T OV 5% CD - o 12.5)
HR (95% CI) 0.58 (0.47, 0.72) NA
p—#k p<0.0001 NA
A#AA w3 (ORR®) Al 47133 (30.0%) 38 (17.8%)
(%) (25.79% ,(012.95% ,NA NA
(95% CI) 34.53%) 23.65%)
p-#t° p<0.001 NA
4A v AH 5 (%) 8 (1.8%) 1 (0.5%) NA NA
BE ukg A 4 (%) 125 (28.2%) 37 (17.4%) NA NA
ws 717 (D =t 7N 18.4 6.7,
& 718 (DoR) L3k HD) b 974 NR) 6.7 v NA
(95% CI) 24.5)
oz} F ?M A& (PFS2YH)
ukAl Abe 4 (%) 217 (45.6%) 144 (60.8%) NA NA
28.3 (25.1,17.1 (14.5,
PFS2 Zozk <€) (95% CI) NA NA
sk U1 (95% 34.7) 20.7)
HR (95% CI) 0.58 (0.46, 0.73) NA
p—#k P<0.0001 NA

°0S, PFS29] ¥z} &zt ¥4 g TTDM, TFST, ORR, DoR9] 7} &4 A& 2018
d 39 22|tk PFSe] 4k F3b B4 2017'd 2€ 13Yolth
 F 73k 0S B PFS £4 AF& 2021d 1€ 11delth

TIDME R2k5) w4 QAZTE 47 ok AT A & w= 97 Aol o]
Mg AA7AS] A1Zkes Helhrh. A7 Aol RECST vllel me WA
g w9 ol YHow B3 ARe WHow Youh

TESTE $A91 WA UAENE ARE RRn A $& AZE A48 U4 £t

AP L A7EA S 7o = A ojH T

gAY A F 0 - 29 o '34 AT oFE Tl @rshed
RECIST v1.1oll we} 714 AejellA 54 7hsdr d¥o] AAG ITT Jdo skl
of thgk A3} o] oF o o 44349, 9of F o v—j 139.
" PFS2&= 729 mid IAZREH FHA F3 13 (I FFo Fod nlel w
t}) T AAELA7EA Y] T3t ®m A ojHT.

NR: =&3}#] ke

29 1. FAYPAAEPFS)S] 7= vlo]o] (Kaplan-Meier) =4 (PACIFIC ) (A&
upzdk 20219 1€ 1199)

_55_




Frs E2g ra5e AERTH
of 2F 16.5 (1580, 23.9)
2l 6848 7.7
2=h| (a5% CIx: 01.56 (046, 0.88)
e
W Ay .
ol
= A
B T}
na a =1 a a2 12 16 15 fra 24 27 30 33 38 &2 45 2 51 s &7 L] 83 B8 88 72
L | * 28 L1E 18 18 1= 1 12 11 11 113 @2 & & & - 2 1. o
& 7 7 z 8 ]
R £3 18 £ - 8 . 2l =) 28 £ -] Za £z 2 £1 18 ] 1 L] - 1 0

a3 2. AAYE0S)e] 7FET wolo] A (PACIFIC 99 (R=svpgd: 20219 1€
1)

05 TSI ss% HEFIIH

ol o 475 (38.1, 52.9)
ek 291 (22.1, 35.1)
HH ol (95 CI: 0.72 {0.59, 0.89)

........

Ex

7F ] 3 ] ] 12 16 18 21 24 27 30 33 36 3% 42 46 4B &1 64 &7 60 62 66 6% 72 VB
of 476 £E4 431 494 35 3E4 345 319 288 282 273 284 2E2 241 235 2ET 298 207 186 183 134 91 4 1B 2 Q
e 237 220 189 1M 171 {E6 145 135 123 196 10 9% 4oy 93 491 32 VB V7 74 V2 8 332 B 7 2 a

A Aol | skeol A, flefe Fol B2 kAt Hls| o] ofs Fof W S}
I PES9} OS 7HAde] LdaHA #ZH AT, PFSet 0Se] Wft= &4 2 dA}

HAoA BEE A d#H X8 a34E YeERiTh
EORTC QLQ-C30 ¥ #H ¢+ =& (EORTC QLQ-LC13)E Arg3te] &2 B 1

A7, 7]
5 2 A7 B9 4o 2 (health-related quality of life, HRQOL)% FHsAT 714
H, 7] 8FX 4Fwit), o] & 8Fuwink Fo Z|3HY 95 Ee 54 Ee ZFH
o] w2 Ao Fo Fo AZEA] LC13 ¥ C308 H7Istth o] <k 9k
EAT ] &85+ E3o mlg {FAEIH.
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1A Aol A, o] oF 9 fjof Ztoll &x} B A3 7 2 H QoL/] zto] =
1 flof ol &4 By
A Ut 104 o]

A s vae 2dE 9 AlEYolde 2A
5 H b 1500mge Fo3st=
2 bAoA A dE = dGHE FYT ko= gith

_\3
W~
4N
o

AEGEANE Ak @ WAz A7-99s 357 [AICC, 8"dition]) 7kl
N 5e A nzad Hays YEEde 5 £ ¥ gEayon A%
gAlE FAguA, o F w71, 9

A T3k o] °fo RS B %’46‘11
°F tix, trd, A3 ddAFeIth dFAES
MatE HPAE =5 BHFAE Hlﬁxﬂzﬂl%‘ AL 2 A,
Aol @1, 0 & 1¢] WHO/ECOG &3 83 o= 3t 7}%1 °]/g2] RECIST 11
2 "o 9= s =2 FZYulA 7, Ventana PD-L1 (SP263) A&
Ag3ke] Bxte]l FoF PD-L1 2d A S &3

WIAGA BEH EE oldd] FASRE At WY Ao UAL HEF e
A Fol T 14Y olufe] AHAA FES AET BAE AYHUL. FEY BHL
A% AP ABAFE AR FHmITTDIA Lefzl EGFR wo] E: ALK )7}

2 :

FAe g 2 AW Wr127] vs 37D 2 PD-L1 BA(TCL% vs. TC=1%) “defel <
s S5k A

AEGEAN A @elA 80259 327k 1.19] g2 FAuAH +& d Bz 33
e HEor & A dAAAILTD) Ev AYHLZD)S FARUT Ade
o na7b s&HA &t FEL Tl mITT FHeolA 74099 SAE nige
=2 TR

Al < A 3Fod Hd 457] 59t o] oF 1500 mg + &5ta8H, < F 45
mhoh Fd 1257] <k o] oF 1500 mg ol

A2 & A 3Fug Aol 4F7] T 91k + FeH, FE F 4Fvg Ao
1257] <k $let Fol.

RECIST 11 %% %7b7} wlo| gkl Ad7 $%7 Bzeygol Hadie bGs
A AAFHJS A 1A e F FF R 55E AA S
270w F S5 x25 A AHC Hxz 8 71%]@ 3“41‘41%& o

-




F o7k 2] 485 witHrEd 7<) TR EHUTH

1V 4hd A AR F3EHALL, T UA 12
de & idrit S HAT

718 = =9 Helst AEq <3 gt 9};@3%
EBICR) F7tell o7t F-Ad AZEFS)OI AT @

A ol uéﬂkﬂ#—t— YR 9 9t HEe @ Fa WA W3R,
BICRel| &% DFS 2 OS 9o}, 71Ef olx 84 &E# & EFS (PD-L1-TC =1% 4
), pCR (PD—L -TC =1% &47) 2 &4 B3 A3 (PRO)E 33t

J

AgH pCR T3+ 4 AR, Alde]l pCR & MPRol| w3t $AH #FoJA &
A8l Aol BAIE ZlEs AT ololA, A WA AFE EFS F3 &4 4
o, Yol EFSell tha TAH oA LS fAsl Aol "HAE JEs 55
Aot

AT BASA B 71A A SAol F AFT AolollA #FS Z o] FAmITT
o] Al 3667 B A2l 374%). FEA E4S A% JHmITDY 714 <
T SASH g A EA4L2 vy 2tk FAT1.6%), 144(28.4%), A% 654 ©]
3(1.6%), 98 Tt 654(EH: 30~8841), WHO/ECOG PS 0 (68.4%), WHO/ECOG
PS 1 (31.6), M <I(53.6%), oFAlot1(41.5%), =<1 E+= ofzg]7tAl m=121(0.9%), ©}w
ZZF YA =E gkt 4F04%), 718 AEFQ.6%), 3|2 YA == gSEA

o
AN o

.

d

(16.1%), 18] 239 m=E vl-2}A)(83.9%), fﬂXH = 77 FAAEE5%), NFD

ZH14.5%), HHAEZ Z215H48.6%) = 314443/‘%]4 17515—‘1( 0.7%), 271(28.4%), 371
(71.6%), PD-L1 & el TC =1% (66.6%), PD e AE] TC <1% (33.4%) .
mITT Aol oj@ A7 EASHE 2 7A4 =4 gaﬂa EGFR E¢o] E: ALK

S
ITT T3 FASIT

A7 e A7 gle A9E AQdstais
miTT A, & 5Ho] o5 e sxe Al 2959 (80.6%)°] AAA

A W AZEA H02HE0THO ARG, WA BAS FEE FED BAL Al
ol A 2849 (77.6%)°] AU © vl A27ANA 287H(76.7%)°] JAT . FES
SRS, mITT A ol A AZAD AEAIE vs. A2

RO (FH7 % 81 94.7% vs. 91.3%.

R1 (AW 43 &7 F9): 42% vs. 7.7%

R2 (¢ &7 %) 0.7% vs. 0.7%.

o] AL glekzol Hla) o] of TolA BAHOR folstn YAkA
EFS 7§d[HR = 0.68 (95% CI: 0.53, 0.88), p = 0.003902]& =3t} 01 A
=G okl W) o o 2o FAHOE fofstu %w,zi 712 pCR i
AlB1& =ke], 12.96% (95% Cl: 8.67, 17.57]& ¢

B ARl 3&EA gtk ¥ 1339 1Y 32 %u—r_%m.
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¥ 13. AEGEAN Ao t3t

FARA A E(EFS)

w2l A 42 n (%)

EFS 9395% CI) (1<)
12704 A EFS, % (95% CI)
247047 EFS, % (95% CI)

aA A

of o + Fta
(N=366)

98 (26.8)

NR (31.9, NR)

73.4 (67.9, 78.1)
63.3 (56.1, 69.6)

3 A3 mITT)

sfef + shsray
(N=374)

138 (36.9)

25.9 (18.9, NR)
64.5 (58.8, 69.6)
52.4 (45.4, 59.0)

2181 (95% CI) 0.68 (0.53, 0.88)

4= p-@ 0.003902

DCRa,b,d

Hk-g-o] Qli= FAp &= 63 16

W5 9% (95% CI) 17.21 (13.49, 21.48) 4.28 (2.46, 6.85)
H) & x}dl % (95% CI) 12.96 (8.67, 17.57)

122 46
33.33 (28.52, 38.42) 12.30 (9.15, 16.06)
21.03 (15.14, 26.93)

" Azl A8 " EFS 7+ B4 2 AT A T 46.3/ LA ways pCR/MPR &
Z B EvzE 202243 119 109)S 7|02 3t}

n =4029] gk AbA HAIE pCR 3 B Faupzk: 202293 01€ 1496 w =
, PCR HI&S 0.0082%°] <2 Hage o EAHCR Fodtp -
0.000036).

‘n =402 g Aol WAlE MPR F3F £4 (Km0t
™, MPR H]&2 0.0082%<2 2 H] 1 5} o]
0.000002).

PCR 2 MPRej thdh <
g &= p-ae 3
Ay ¥r1E £33
Z a2 Wriege] did BA4 948 B8 AT AAe LBl &9
(O’ Brien Fleming) AW S ol@3 & tul(Lan-DeMets) &3} 4B 5o <))
AR = AJTHEFS = 0.9899%, pCR = 0.0082%, MPR = 0.0082%, %=).

1% 3. EFS9] 71&= o] of(Kaplan-Meier) =4

M l‘-\N

=)
o R

Pt
T

0 2022d 01€ 149) mw=
FAZoE FoATHp -

2|

2~ ==
T

-Zke =3l® CMH AA wel A=t EFSH o
1A o] wel A H Y. F3 QA= PD-L1 ¥
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EFS Tefat(35% HETih

: ol o MR {31.3, NR)

N E-13 252 (13.9, NR)
ST ymH|(E5% G 0.68(0.53. D.38)
" My "
s A o

N PR

Event-free survival &

g
L]

SEQ wH & FiThIIEN
xTLE
oje+ESRE 36 2 #[§ 71 184 10 0@ T8 B 4 31 W 14 1 3 1 1
Y+EERE I B BT 14 13 WO\ W 3 B 16 I3 1

A ZH ¢ - ADRIATIC A
ADRIATICE Eddelreis W8 Ee WEsHA &2 o] %o f34L F7s]
sl arek®l AP o]tk ADRIATICS FA J
Sta = Alxshzroz s5d AT ¥
A4 730" ez T FEALMA, oIS E/HE, A d=x ﬂrﬂ% Aol At
] == 7] 8= AdA Bl met sz o s 0] 7ok Atk 84
129 3 FoF A 1429 olulel, 65 <+ YY 13)(QD) 60-66 Gy =&
357 59 94 23|(BID) 45 Gyo HZE W7l 3hALA 4F7)E dE5FT 9
SA 2=AKPCDZE tehgAbd 2 & AIE A1=9 A FoF A 1-42

WA FE o

A oo AL AA upe} AlPE S AU

o] AFE AF A & 54d ojujo] FFA T ol EAFH ArpHY A3
54 Al Addge ¥y, 253 o) #HH A8 = ©

) w437 B 4% v o) @4: 1500 mg + Qb mel % 4% vhh ol o 1500
mg

2 3 4F7) B 4F vhg 9loF + £ wlA) g0k B & 4F vi B gjek

-3 7 47 B9F 4F vigh o] ¢F 1500 mg + E#EYFH 75 mg Fo F 45 0}

o} o] ¢F 1500 mg
I = AA A 600 o] FHATE T2 g HE, ol F A= 1w Ee 27 11
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2 PRI E AL, 45 vt} o] ¢F 1500 mg == 45 vtk fokS Fo] gkt
Are AR Aoy 8T = Qe FAo TAY o 744, == Ao 2004 &
¢ ALHJH TF FUle Aw 725 T 8F mith, o] Fol= 96F7HA 125 nt
th, 1 o] Fol= 245 mith s HATH

JAT-FAS B wojzeie]l A EA4L2 A o 3ol &S ol FAT o] oF 9§
ofwo] HlolzE]l AFEAT B A E4L oeH EL?}E‘r FA3069.1%), 9
= 6541(39.2%), "M<1(50.4%), =<1 & otz 7HAl "] =<%1(0.8%), oFA oFQI(47.5%),
71eH1.3%), 3l2=3q = 2EAA.2%), A FAAH22.3%), IH FAAH68.5%), H
FAAH9.2%), WHO/ECOG PS 0(48.7%), WHO/ECOG PS 1(51.3%), 171(3.6%), 17|
(9.1%), 1I71(87.4%).

FALAMA A 2 @A fa-7)dh 35 am(66.2% A ST R EZAE,
33.8% IR EGER-EXAT)S wtty 72.1% A7 RT QCE #gka(e] =
92.4%7F = 60 - < 66 Gy QDE Wtth), 27.9%+= RT BIDE gtom(o] F 96.6%
7} 45 Gy BIDE #®tth 53.8% A7} PCIE wetth. RTo| digh w82 o33 2
Utk A ¥ES(12.3%), F-& ¥HS(73.8%), + W (14.0%).

o] ANEE olF LAt HIIHFE Sk HiwE o] °Fo] OS B PFSH. o|xF &
4 FrhAsE A viad o] 99 ORRE =ZFsTh. PFS W ORR-2 RECIST
vl.1lel wz} BICRO o9&l 715 AT

AZE T FAHNA, o] AP Ak HlaLste] o] ofo tis] TA X = Fols)
o Ao w oEgle OS ZAde YWERITHHR = 0.73 (95% CI: 0.569, 0.928), p =
0.01042]. =3k o] A2 Hefy} Hlarste] o] ofof ths] TAHCZ Folstar A4
Aoz oude PFS MAdS Y= HHR = 0.76 (95% Cl: 0.606, 0.950), p =
0.01608]. & 14 5 1Y 49} 58 H=3o}.

3% 14. ADRIATIC Ng¢ a4 A3

1 o] ¢F (n=264) 27 9eF (n=266)
A A AE0S)
AP AR 5 (%) 115 (43.6) 146 (54.9)
0S 4z hY) (95% CD®  55.9 (37.3, NR) 33.4 (25.5, 39.9)
HR (95% CI)* 0.73 (0.569, 0.928)
p—#k 0.01042
247149 F0S (%) (95% CD°  68.0 (61.9, 73.3) 58.5 (52.3, 64.3)
36709 ¥ 0S (%) (95% CD" 56.5 (50.0, 62.5) 47.6 (41.3, 53.7)
218 BE(PFS)©
AR (%) 139 (52.7) 169 (63.5)
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ozt PFS (19) (95% CD®  16.6 (10.2, 28.2)
HR (95% CI)f 0.76 (0.606, 0.950)
p-#t¢ 0.01608

187 ZFPFS (%) (95% CD® 48.8 (42.2, 55.0)
2470 FPFS (%) (95% CD" 46.2 (39.6, 52.5)
A4 WE-S-(ORR)®

ORR® A+l = (%) 53/175 (30.3)
4 wkg Akl (%) 5 (2.9)

Fit kg Abd 5 (%) 48 (27.4)

2 =¥](95% CI) -1.2 (-11.0, 8.5)
kgt DoR™*(71€) 33.0 (22.4, NR)
(95% CI)

1270 Aol wgS YERAT73.7 (59.0, 83.8)
gxpo] vl& "4(%) (95% CI)

1870 Al ol HP%% e 71.5 (56.6, 82.0)
skate] H)& "¢(%) (95% CI)

9.2 (7.4, 12.9)

36.1 (29.9, 42.2)
34.2 (28.2, 40.3)

54/169 (32.0)
4 (2.4)
50 (29.6)

27.7 (9.6, NR)

60.3 (44.5, 72.9)

55.2 (39.4, 68.5)

AR FAA OS FHBE 73] TS o] of AFTelA37.19 JHdola

ekl A 37.24 7)ol AT

PKaplan Meier 71¥& Ab&3te] A4k Brookmeyer-Crowley WS 7|Hlo g =%

FY kel v CL
“HRol W@ M F3 Cox Wel 9Y mde
53 2a-9 44

o
CALd A”E F37F B4 Ao 71%3 p-ztk. Lan-DeMets &3} X]"‘ Ein O’Brlen

>
>
e
-
i
N

X
Fleming 3 44 2 #zZd AA

< Addste AA= 4.5% AA &ubol s 0.01679% 3L PESAl tisiAl= 5% XA
o

2kytof] thall 0.02805%3 tHLan o and o DeMets 1983).
¢ RECIST vl.1e] w2} BICRe| H7}.
'HRell gk #Ale =3} Cox Hld 3

53 2a-8 AAS 7Nt R o, F 7}Xl =25 TNM #7] 51 PCL A3l 3

z5 €.

fRECIST v1.1el uwe} o]zl S47bs dWe 7H1 A 84 e st

; o] °F (n = 175), 91¢F (n = 169)
4. o] ¢F vs #eFo ol 0S¢ Kaplan-Meier

71
i

o AN

24
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e o=
S e
.
= Mo
Yy, L
“ t I "\_1_,1_,_“__,_.1-"- -
i 5.4 .
4]
o
3 s 1z oam 1 240 7 3 1 9 42 45 Az 81 s 0 6
s SE U F 7ITHHE)
0 3 E ] 12 15 1B i | 24 T 30 23 38 38 42 45 48 51 S 5T ED ER
ol 264 261 248 236 223 20T 189 483 172 162 1441 110 S0 EE 51 W 23T 19 11 B 1 a
Ry e 260 247 23 14 185 ATE 184 151 143 122 BT BD &2 M M 2 19 8 5 1 1}
% 5. o] ¢F vs. 919k tigt PFS¢| Kaplan-Meier <41
*.‘_\-
" | 1
1
| %
1".
: ™
% Mg
o T Wy 3
T T——, . .
ol o
L F'lq‘.'l T T T T T T T 1 T T 1 T T T T T T
Ens T Ui E ZITHANE
) E_ 3_ _E_ 8 12 _‘.5 _13_ i 2‘:1- 2_]'__3{]- 53 3B 38 ;2 _-I;_ 48 51 M 5-?'_ ED _E-!
ol 264 22 18 135 113 105 11 388 B4 T8 3 31 33 A 19 10 10 4 4 0 o o
-!|i
e 2EE 20BE 148 122 100 B8 8 TE T1 E8 47 47 M 23 22 15 14 5§ 5 1] L1} D
Aeks Fof e g uHls o] oS Fof w2 o] {3 OS L PFSe| 7|
Aol &A4H Ak AHod sheldolA dRtAH o ®E X
AAEH S - CASPIAN ¢+
CASPIAN @0l A ool X 5REA] k2 A 7] LA ZH S SR A o EXA]
t 9 7R EYE e A2EGEY HEEAZ o] ¢k fFEAHo] HIIHUGY.




CASPIAN A5 49 014, 371, tH]
sAEAge] U ARLW O NG 7]

T =4 WHO/ECOG PS 0 %=+ 10]aL

o
r2

e A A Ao dchel] el AAEHAD, F2Y wAZ S A 15700 A
AgHE Az 7d 8 FIEEGY = Al2ZER)dd me A

G W7 SAEZHGAA o] Y FEAH Bre v F o Hlue] mET

- o] ofF + 3}gtay W& o ¢ 1500 mg + 21¥ FIvtth 14t 7HH S8
(AUC 5 =+ 6 mg/mL/min) =+ Al~Z8+8l (75~80 mg/m2)3} 1, 2, 3L A}l o EE
A= (80~100 mg/mHE A9 Tosts 457 QW olF AWo] WIPHAY & &

7t B4 HA H7EA] o] 9F 1500 mge 4Fvith T Fo,

- 38te Y gEF: 219 Fr)uith 19t 7FRZEE (AUC 5 =+ 6 mg/mL/min)
FE A2ZgdE (75-80 mg/m2)3 1, 2, 3Y A} AEEAE= (80~100 mg/mHE A
Fosh= 4~6577] ¥, E5ta] 98 F AFAe Fdd wE od 4 W
A Z=AF (PCD7F o] Toll ATt &84,

AW 78 Tz 3 Aoz kA dHola 94 folde] Aty A
TA7F & G o] o @= Fo7}t FEHAT

@3t 7

SEY %17}@4_‘_1:_ 3t o= din] o] <k + ssta el AA A= (0S)o]Uth o
2} FrHSs 2218 A= (PFS) 2 A#A ¥I2E (ORR)|Q.oH, RECIST 1.19
wet AR BIEEA BIHE A

AT TATH Z 7|4 AW EAL F & ol #3E ol FAoh HAA A JEY
714 01% A 2 A EAe ogd 2ok A (69.6%). 7 6541 ol (39.6%),
A2 Zdgh 634 (H9: 28~824), WM<l (83.8%), oFrlokel (14.5%), Tl Ei= ofx
Z7HA v=d (0.9%), 2 9 AF 0.6%), vl-3| =3 9A == vl-2teA (96.1%), &
o A (931%), FA WA BA (6.9%), WHOECOG PS 1 (64.8%), V7] (90.3%)°]
A Ao 24.6%7F A2EFERIS74.1%7F PR EGEH S FeRodt). 81t a o
=7 829 56.8%+ 6571 7HA 3t e A m5E wkon 7.8%+ PCIE w3ttt
A7 A Fstay @E5T thy] o] o + Iista Ry WET S SAHCE {5
AdHeE on & 0S /M-S WeErit [HR=0.73 (95% Cl: 0.59, 0.91), p=0.0047]
(3 15 O9 6, O" 7 ). A7 A7 EX(FSE 39.3 M) A, o] o+

31
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EZIANE LU WL 7]l ¢FE F O o EXAT+EIZ Juk kR F fH] 2| &£FH Q)
0s /4e molx Yk
3% 15. CASPIAN 79 384 A3}
Az} Fk BA? 37 A 2
of oF + oEEA o o + oEEA
NEFAE D Fha T G EZAE 2 ghe
O = Al ﬁj‘l/}_ = g—l 7}3%&]—%;%]3 ]:l:}:_ }\]/]--‘_3_5 g—l 7}3%&]—%;3}_& ]:E.L:_ }\]/]-E
. = A=& %‘EE}HL( ¢L269)MEEEE =g %‘;FAL( #L269;E
H (N = =] (N =
(N = 268) (N = 268)
AAABE (0S)
A AbE S (%) 155 (57.8%) 181 (67.3%) 221 (82.5) 248 (92.2)
0S %%t 1Y) 13.0 10.3 12.9 10.5
(95% CI) (11.5, 14.8) (9.3, 11.2) (11.3, 14.7) (9.3, 11.2)
HR (95% CI)° 0.73 (0.59, 0.91) 0.71 (0.595, 0.858)
p-#t¢ 0.0047
12719 & 0S (%)53.7 39.8 52.8 39.3
(95% CI) (47.4, 59.5) (33.7. 45.8) (46.6, 58.5) (33.4, 45.1)
18719 = 0S (%)33.9 24.7 32.0 24.8
(95% CI) (26.9, 41.0) (18.4, 31.6) (26.5, 37.7) (19.7, 30.1)
24NY = 0S (% 22.9 13.9
HE 5 (O)NA NA
(95% CI) (18.1, 28.2) (10.1, 18.4)
3672 & 0S (%) 17.6 5.8
NA NA
(95% CI) (13.3, 22.4) (3.4, 9.1)
HR8 AE (PFS)
ah AbEl 5 (%) 226 (84.3%) 233 (86.6%) NA NA
PFS <9} 7N <
eeEk U s 6o 54 (4.8, 6.2) NA NA
(95% CI)
HR (95% CI)¢ 0.78 (0.65, 0.94) NA
6719 = PFS (%) 45. .
e % (%) 45.4 45.6 NA NA
(95% CI) (39.3, 51.3) (39.3, 51.7)
1219 % PFS (%)17. 4,
(= (%)17.5 7 A A
(95% CI) (13.1, 22.5) (2.4, 8.0)
MBA w8 (ORR®)
" 182 (67.9%) 155 (57.6%) NA NA
AbE g%)
4 Hkg A -
& A (2.2%) 2 (0.7%) NA NA
(%)
(;) & AT e (65.7%) 153 (56.9%) NA NA
0
a gzl =7+ B49 0OS, PFS, ORR, DoR #A1e] =& wnl7H(data cut-off)2 2019 3
4 11 o)},
b A7 AE B9 AErzdd(data cut-off)2 2021 3¥ 22¥ 0]t} RECIST #F
SE o] FA 7o Agutgt Ao BAHA ket
Co] B A 17719 Algd HF-7Hk 318t a W] FIESEE == Al 2ZEHE)9
sl 2ASE 3 2059 AAHOZ FIHAT, AT Y2 SAHAHES ol &
kAt

Wz AEs g

O’ Brien-Fleming & A&

3l Lan-DeMets A1Z & &
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Foll ZAS, BAASE

Fol

71

Z2 (.0178(Lan o and o DeMets 1983)°]

oy B s
a9 6. AAYE09)Y 7+=2 wo]ol(Kaplan-Meier) =4 (CASPIAN €1 (A& m}
720213 39 22¢)
4 Os T 95%
~IFFIH 1, cietemugw
— e BUE R
0| S+l pe 129 (113, 147) ¢ cersoeed
sugw 10593, 11.2)
E:J SI%H (95% CI) 0.71 (0.595, 0.858)
g, ]
e
4 .HL_H
c 5 & & 1z 15 1§ M 2 2 o 3 36 . a8 s
FELHIH & 7I7HIIE)
B 1] 3 (5] o 12 15 18 21 24 27 30 33 36 39 42 45 48 51
0| e+ st 268 244 214 177 140 109 B85 V0 60 54 50 46 29 256 13 3 0 O
sEoH 260 243 212 156 104 82 64 51 36 24 19 17 13 10 2 0 0O ©

O 7. FRPYE(PFS)
Supzk 2020 1€ 27¢)

7+&e wolo] (Kaplan-Meier) =4l

(CASPIAN &+ (=

"7 e 0 Uemwog
pm - BEIE
¥ oersoesd
oA
ad PFS S4I (95%, Cn
0] Sazheg e 51 (47, B2
b Eeto 6.4 (48 62
w47 Az (95% C 0.50 (0.665, 0.959)
wr
W 249
LL
o
LEL
oz
IR o T
apd I el T e e e — -— e 8 I
H 3 H H e " " 3 M M M =
FEY HE F 7R
Lo (e 0 3 [ 9 12 15 18 7 24 21w B3
0| efeateree 268 220 119 45 40 35 24 18 g 0
#HEoy 269 194 110 a3 12 9 T T [ 1
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G5 - TOPAZ-1 A+

TOPAZ-1& ANER 2 AxZehelst §8 A o] oo 242 BISHES A
A A7, 2ARHoE FAd Fo AWY == Aoy BEo] YI ECOG &

@ weo] 0 E: 1

C o1l B4 68592 IAOR ® FAg WA, olF wrhd, 91
Oz, o8 QAAFIY % WEE Bz aWe AT AL ol F ARA
Agto] WAH BAE TFHAT. BAEL RECIST vile] @E & 7R o) 4o
w7 Wylo] QL Jl# @ 24 7)ol SRk Ak

AT oHE, BEAH EE ojde] VBE AV mE B4 o), HV e =
B4 7Y (29 == CY 19 o] JE B, B A4 AGlAAE
of FolAU o] k2ol Rof A& A 1Y oy FJF DAL YA HA A9
H9ith Ta9 WA AF Fu D FFe 9] wek FHHUTh L1E A

A wiAE FAE OLS Fofuigith

- o] oF + 3} QW WL 3Fuit; 1¥xd o] ¢F 1500 mg + 1¥xl, 8Y o] A
AEFEL 1000mg/m?e} Al ~ZEhel 25mg/m’E Ao 8F7]%¢H AW U Eo T A
Hol Y= AY &8 EVbss 54 WA A7MA o] ¢F 1500mgs 4Fvith ©=
T

- 9ok + FtaW W 3Fuith 1¥xtel] 9oF + 1¥xak, 8Yxate] A A EH]
1000mg/m*s} Al 2~Zete 25mg/m*E Al 85715t AW g Fo F Awoe] R
FHAY g B/ 54 DA H7MA 9ekS 4Fnih g E £

F29l mj A o]F XS 24FHE 6F v, 1 o3 A#E AW o] A= u

7hA 8Fuith 4 H7HE AA ST

AT dak FHrhHTE HAA AE OS] F8 oz HU7IHTE 73138 A&

(PES)elAt. 1 9 ol Hris+ A4 ¥-3& (ORR), ¥+& 717+ (DoR) 2

2+ B3 A4t} PFS, ORR, DoR-& RECIST v1.1¢] wte} A=/} 3 7bet o,

AT BATA D 71x AY EAL F 7 (o] & FoAF 419, A FoAT 344

B) ol FFE ol FAT HA AF AT VA AT BATH HEE g ¢

ok 94 (50.4%), 654 WITE (53.3%), M (37.2%), oFAlolQl (56.4%), &<l H=i& of

ZE A v=<l 2.0%), 718t (4.2%), ¥l-3]2=3Y =& 25l A (93.1%), ECOG PS 0

(49.1%), PS 1 (50.9%), L&A FoF A &+ Wl FF &5 55.9%, 1+ 9 HF 45

19.1% 2 23 25.0%), AW e (A (19.1% o Hx= A E7Fs 80.7%), Zo]

A (86.0%) o =4 XA (13.9%)].

Az} F3F B4 Az, OS [HR = 0.80 (95% CI 0.66, 0.97), p=0.021]13 PFS [HR=0.75,

(95% CI 0.63, 0.89), p=0.001lolA BAAH FI8< Sttt (& 14, 29 8, 17

d

=z

N

9
Tt 249 65701 F OS As=E 76.9%4 F7F OS 4o =3t 3 &+
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& of d¥H A5 AAR7 AU 05 HRE 0.76 (95% CI 0.64, 0.9, 4
713t S48 129702 (95% CI 11.6, 14.Do]| At o] &4 el OS A¥+= & 16
19" 8

o) Ueht Ytk
% 16. TOPAZ-1 9] w84 23
Axp T+ HAe 7] 2 2P
o] o + AAEFSE + FAERHI o] oF + AMAIEFSISF + AAEF
a4 43 H 9 A ~Zglel g ANaZgedl 9 AjxZeie g AN ~ZekE
(n=341) (n=344) (n=341) (n=344)
AAAYE (0S) Kpavpz: 20219 8¢ 11¢Y)
Ab AbE S (%) 198 (58.1) 226 (65.7)
0S Zak U19) 12.8 11.5
(95% CDc (11.1, 14) (10.1, 12.5)
HR (95% CD¢ 0.80 (0.66, 0.97)
p-%k ¢ 0.021
AANPE (0S)
AR A S (%) 198 (58.1) 226 (65.7) 248 (72.7) 279 (81.1)
0S Fak U1€) 12.8 11.5 12.9 11.3
(95% CD* (11.1, 14) (10.1, 12.5) (11.6, 14.1) (10.1, 12.5)
HR (95% CI)¢ 0.80 (0.66, 0.97) 0.76 (0.64, 0.91)
p-gket 0.021
FR8 AE (PFS)
o AL 5 (%) 276 (80.9) 297 (86.3) NA NA
PFS Z=ok3t (1€ 7.2 5.7
5 o %}: ( H"’é) NA NA
(95% CD* (6.7, 7.4) (5.6, 6.7)
HR (95% CI)¢ 0.75 (0.63, 0.89) NA
p— &t 0.001 NA

@ = 0S, PFS, ORR ¥ DoR #2jo] ztgulztd(data cut-off)S 20213 8¢ 11¥ 9]
=3

b A 0SE-A e zmulztd(data cut-off)2 20221 2 25% o)t}

‘Kaplan-Meier 7S & &3l A4HAT. T4k Cl= Brookmeyer-Crowley ~
ZIHo 2 FEEAT

HR E4& =3} Cox HlE 9F =2dS H&sle FPsPa FIF pare
2I+9 AAYS 7R R st om, 25 AW dH 2 A8 T A
BAEAT

‘HR+= <=3}¥ Cox proportional hazards model % 3% log-rank test ~]dF
2-sided p-valueE Argste EAFEACH, T WH =5 AW el i ¢
of wg} BA = AT

PHe Al AYE U F3 B Az EAH. 0Sel o O'Brien
Fleming® & # &3 Lan-DeMets Al 1& oF Eul& 34 9 A= A4S 27
sted, AA ALFE 2F 4.9%004 FAA

DeMets 1983)]t}.

13 8. AAYE099] 7+=e wo)o] (Kaplan-Meier) =4 (TOPAZ-1 A7) (A& v}
7 202249 249 259)

&

= ol
2w

o

A]
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i 1.*“'{:“
0 = A
4 g -3 o= &It (85% CI
0g \ Ol ¥+ Eiay 12.9 (116, 14.1)
A
| g g oo 11.3 {104, 12.5)
W "‘.'\\ e (95% o 0] 9 + Slerew of e 0.78 (0.64,
¥ sl o
-] =
o -
15 i
L
Y
b4 1-.\‘
0% - \‘\ “"l.‘
[ —— ;
il 'I..-‘\ m-ﬂ..,.__‘ .
ﬂ“"‘-. -'Ir1 :
i = T . — — ‘-'-i—'!"“
ol 2+ Bead (3413 .
pg o = = st (344 )
L] (] 9 12 15 12 4 | 4 i i 15
SEro wEHE £ TR,
EI = 340 331 324 MR 94 27 DK 25T 0 22T DR 19 1B IeR 152134 11T 96 BE T4 6l 52 4T 44 36 33 2 1 17 108 & 3 1 0
Of B+ BRrQ R 344 337 320316 6 I 200 24 2221 IETITS IS 138 125 104 92 T 65 53 47 3T I 2 1411 9 5 3 ] 1 o 0
-2 L]

a9 9. FRAPAEPFS)Y 7HEH Wolo] (Kaplan-Meier) = (TOPAZ-1 A7) (*F
grok7k 202149 8¢ 11¢)

T
N “,b‘
8~ \1 PFS &It [(95% CI)
o o]+ slHay 7.2 (67,74
m Augw 57 (56, 6T
7 R 2iHul (95% Cl) 0] ¥ + 3} of 3= 2 - 0.75, (0.63, 0.89)
RS ‘*‘\\_
P .,
I 14 %
o L
\' - )
IR
- 1}_
1 L .
01 ol 2+ mErn e (341 B) ‘.__' T———,,
SO (34 ) —----_-__“__"—"—'"—'—'___.
A T by ¥ T i T T ¥ T b T ¥ ¥ T ¥ T ¥ T Y T
L} [ g 12 15 Ix | |
7% a2 7|7
Mo+ HaoE 3l 326 29 28 245 221 I8P 174 106 100 &2 M - | r 4l 25 3 1 13 . ¥ 5 1 1
- a-d ] A4 337 R0 2585 137 197 142 13T B O @ A 17 14 1 7 7 5 1 3 ] 0 i

r_\|]_‘

Al 32 ¢H(Hepatocellular carcinoma, HCC) - HIMALAYA <+
7 300mg} o] ¢F WA AL HCCol tigh Al 285 HkA

=
T

A5

Aot AFoE nfzA 2y d 7+ (Barcelona Clinic Liver Cancer, BCLC) C&HA
T BEA (HFA&AEE BWE & gle &4 g% 2 Child-Pugh Score Class Al
x5 3t

ATl volg 24 B U 2 CH X199 34 £ 12704 ool &34 &=




Ned 94F 29 67149 oluo] HloFEaA
A 12709 ool 1Hy HF; B EE /)=

ks

AE FAE ALt

Azl HuFrt e FAE AT AR A 1270€ oluol 54 =& ol 7]
E9 A3 2ol v FAE At 2IFHAUTH

F2k9) wid & tid3d A W(macrovascular invasion, MVD(l& E& 1), 1HA 3o
Bl (Fld B 04 = #dd C¥ 449 =< 21 @) % ECOG 3 30

s Dol wet S35k Ao

HIMALAYAS 7= 1,171 9] 3AE 1112 F29] ajAste oS3 2o F431A

o}

o] oF Eojt: ¢HEt 1500 mg 45 4o

gy 7ot 300mga o] oF He W EFWy Ty 300 mg + o] ¢F 1500mg &

o], o]ojA o] oF 1500mg<S 45 (tF o7 &

A g A2 400 mg 1Y 23] Fof

Agto] PHAY, 3§ EVFs 54 2 AR AEse AFHJG A7 &
Z

5
dxt HriHss AAA 5717P(OS)0114 F8 OlXP g7t AT }7} RECIST
vl.1e] wel H7pet T8 A E(progression-free surv1va1, PFS), A#4 Hg&
(ORR) ¥ Hk-& 7]7H(Duration of Response, DoR)e|t}.

AA A JAEe A+ FASHE 2 7A AHEALS b33 2ok dA AE A
o 71A QA+ SAE v=H 2ok FA B3.7%), T 654 mRE (50.4%), <l
(44.6%), kAot (50.7%), &2 =& o= g7 A uw=2 (1.7%), 71EF AF (2.3%),
ECOG PS 0 (62.6%); Child-Pugh Class score A (99.5%), th&d¥& A (25.2%), 7t
o] (63.4%), vlol#) 2~ ¥Rl BY 1+ (30.6%), CE FH (27.2%), V< (42.2%).
o] A7+ AT Hlusty EddFT 300mgH o] ofF W& 8T AA F
ARz Fosty dAHoz oun = 0SS /HAS YeERITH S & vl(hazard ratio,
HR)=0.78 [95% CI 0.66, 0.92]; p=0.0035] (& 17, 1¥ 10 Fa1).

¥ 17. HMALAYA 979 §&84 A¥ va: Egda] 9 300mgd} o] oF HE88H
vs AghEY

=

A5 300mg¥ o] of W&

_L_:E_ [e) .
o Bt e
(n=393) (n=389)
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F24 71 T4 OhE) 33.2 32.2
He (31.7-34.5) (30.4-33.7)
A AEOS)

AR A 4= (%) 262 (66.7) 293 (75.3)
0S Zak U19) 16.4 13.8

(95% CI) (14.2-19.6) (12.3-16.1)
HR (95% CI) 0.78 (0.66, 0.92)

p-#t? 0.0035

T8 AE(PFS)

9kl AL S (%) 335 (85.2) 327 (84.1)
PFS T4 01g) 3.78 4.07

(95% CI) (3.68-5.32) (3.75-5.49)
HR (95% CI) 0.90 (0.77 - 1.05)

N334 9-3-(ORR)

ORR AHdl 4& (%) 79 (20.1) 20 (5.1)
b wkg Akl ¢ (%) 12 (3.1) 0

F& Rk AH & (%) 67 (17.0) 20 (5.1
<=4l (95% CD 4.69 (2.85, 8.04)

H-3- 71 7HDoR)P

DoR %3k (U1€) 22.3 18.4

= 71EL8 AutA = 4.9%<) s 0.0398¢] th(Lan o and

)
2 o
(o
ut
Jo
1o
ox
flo
P

o DeMets 1983).

bgloly obH Wk

NR==93}7 &<, Cl=Ag 33t

29 10. AA A=09)9] 7+Z wo]o] (Kaplan-Meier) =4

OSEBEL [9E% CI)
=zlsw 300mE § 164 (14.2-10.8) SAPIRT W0ME
0@ Es0n Qoo Esoy
AEtE 135 (236 000000 = £ 2E
o Cenzored
2H] {95% Cf) .73 (0.6, 0.32)

LR

S 6 TES N DT 0k THT VE G IED U 1T TRt R R TIN rtE B B DN 4R B M I B MW bt P o1 o8
2 T T TR M T SR B A S R R MW R XN BT TR R A

-?—EHH 25 = 71T THED

A3 eret - DUO-E A8

DUO-Et a4 mi AL AFRNe A o okat 13 MF 7]t st
H & oo, S HA WESsIAY WESHA X2 FEA o] °Fe] fALH
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b
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f
=
ol
Au
N,
rd
2

Z w19, SI°F O A3F AdoIAT. ALA
[l

| = BAe] AS, old HetaMe nE BN TR npxe et
W EUNE olF AWAZA Ha 12790l AF Aelw HEHUh o o
Tolt FgES TPW BE 2AGY Aoy AFUe B ZFAUG. AT
Wt §% S A9

2o ge o e BAA BTMMR) AR vs. AFD), AW el A
vs. A7 AT, APl vs. I Ayl whe FHEAT. BAE T Folw
% sl 1112 kgl WA=k

N N ssta): W i S ayciEYea 9 snEee)e 3%}
o3 Aol 657] B Fofstn HEEW Sloke 3Fvith 18] Tl sty Fo
b ghmE F A" Ay o] gl BAE Awe] WAL WA fHafes

CE2R foF 4Frit) 13)9} Setaty foF FA 1d 23 & Ttk
27 7IHE 3 + o] of): Wig ik gsta H(AEEgA 8l 7R EEE)
% 3FFIHLE] Hd 657] T Tt o] oF 1120 mge 3Fviet 13 Fof. 3tg)
Fo7F g5d F AR AW o] gle A= AHel IAY wA #
X]J‘l‘ﬂq o2 HiFY 1500 mg 45vitt 13 9} %E}‘J‘Jr% AeF A 1 2318 Fofrt
AT
-3 (e 719k Btk a s o+ o oF + ZEhuE): Wg 7| ststa (S g 3l
7k EFRDS 3Frels] AW 6577] s Tt o] ¢F 1120 mge 35wt 13]
Fo. 3gtay vl gsd F AdF AW o] gle SAs AW I
7R FAQH o R odFR 1500 mg 4Fvitt 13]9F S2tatd 300 mg HA 1Y
285 Tt

Ay WY o]9e] o] FE F AFCLTWSIGF T SeuHY/5I S FUF B4
B4 2AGT AQAY Al met AP A GE AFOE FoIB A%
g 5 Ak

RECIST v1.1elA Aeldt AW X8 =& 58T o gle 40 AT w7hA
A5 AFIAH. T BH Bris FAWA 71 A 1BF T2 9T 13,
o] Fol= 125wt} 13 A= AT

42k 7= RECIST L1e AR&ste]l Ak grtel] s 244 PESH. o=t
8284 H7HRgols OS, PFS2, TEST, TDT, TSST, ORR % DoRe] =& it

Li%m

o] AFellA Ma 7|gk 318t 9 + o] oF + SN YO R R AT WE
719k 88 @ div] [TT FJdodA FTAFHSE /23 PFS /A& dFs3
[HR=0.55(95% CI: 0.43, 0.69), p=£0.0001] ®W 5 ~]dt 3}8F Q¥ + o] oS Fojuke
Sz e wMZ 7)uk 318 oW v [TT JAaoA EAHoE 493 PFS /RAL
USSR THHR=0.71095% CI: 0.57, 0.89), p=0.003]. PFS ¥4 ©A] I OS A&5+=
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71878 o] &A T 1997 oA AR o] EAS 28%9] HA=wEE EAH. EYLA
(MMR) d8l= MMR < x2318t sjd Ao AFEste] TdolA &t &
FAE viAE F 718%W Y A F 5758 B0%)e] TA7F pMMR T AEIE
I 1439 20%)e] A7 AMMR F%F GElE BT

LA BT AF0o] A=(dMMR) A-g ket &2t

dMMR £ FHIE 71 &2 5 A7 A4 5 e S42 dibdoR AL
Lol & d@e o FAT Al & EF9 ozl AT FASH 542 o=
2. T A% 624139 34~85A)]), 654 ©]4 41%, 75A o4& 1.5%, WL 62%, ©F
Aokl 29%, &Rl T otz 7HA wl=<l 2% AW 54 te3 2t ECOG PS
068%) == 1(42%), M= dH 46%, A'Ld A 54%. =253 39 Fd& A
T WHeEFB3%), T3 (%), ZAEB%), &FF(3B%), VE3H2%), 71EH3%) AT
dMMR F<& delo &AoA da= % 183 17 11 gofH o] k. dMMR F
Feiel Add SAlA PESe T3 F3 7t W5 76k 3tk @ + o] o &
o] 2% 155704, W 7%k 38t ¥ o -5 10270 oAt PES £4 AlF ol
s 0S AR HAume 26% A3 s 7)H 38 a¥ + o] ofy Mg 7 3}
ao® Aguh2 957 A T 25l A ARl A,

18. DUO-E Alde] &4 Z3HdMMR T S8 Ak)

W Jlu sstagecl  oFuF sy 51819 (n=49)

1
]

& oE gy K

Beo Lo

(n=46)
T8 AE(PFS)*P
A Ak S (%) 15 (32.6) 25 (51.0)
PFS Z4#P(149) (95% CDC NR (NR, NR) 7.0 (6.7, 14.8)
HR (95% CI) 0.42 (0.22, 0.80) -
A AEOS)P
AR A S (%) 7 (15.2) 18 (36.7)
0S 9ozt 1Y) (95% CDe  NR (NR, NR) 23.7 (16.9, NR)
HR (95% CI) 0.34 (0.13, 0.79) -
A3 98- (ORR)P
ORR A 4= (%) 30 (71.4) 17 (40.5)
w3~ 717HDoR)P
DoR &%k (19) (95% CD° NR (NR, NR) 10.5 (4.3, NR)

‘AFA L.

PAFE A WA F3 EA(DCO: 20239 4€ 129)< 7Ero =z 3
¢ Kaplan-Meier 71§ &

Wk ghold oA Whg EE R
A 24 7 o] e AR £

+ o] oF o] N=42, W3 7|8t 538 Q2] N=42). Cl=2l
NR==¢ < 4

13 11. DUO-E9| A PFSel] tf3l Kaplan-Meier =rA(dMMR FF Al $HA}+)
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101 Ol e SR

37| ey i

LIS B
0B
0.7 1 i o n
"] ] |. - -
ar 06 1
& .
"i:: 051 l| —_— =
E ———l—-—i-h-'
T 044 "'|
E 03 Lo o o e e e g o -
el
o PRE % Ty
0.2 O] = S R KR (NE-NE)
HEaE 70 (6.7-14.9)
0.1 | Flu T L}
o] Y+ 2R YR [T (01 080
0.0 |
0 3 3] g 12 15 18 5} 21 24 7 30
P AP B F ZIZHAAE)
g aleay - o) 6
5] 7 35 31 20 19 11 9 Kl F 0
wETe ey
49 41 28 17 13 8 5 2 2 o 0
BYx B Adgo] l=(pMMR) Azt 3z}
PMMR F< elel 84 % 7 SAS 2 /1% 54 Yoz A8T 1o
Z #4EE o] FUY Al & EFY VE ATEATE EAL e 2o 9% F

Az 64AIB Y 22~864)]), 6541 oA 48%, 7541 o] 8

30%, 39l e olzgFtA =2l 6% AW EAL tSi %E} ECOG PS 0(69%)
= 131%), MZ Aed 47%, QLA 23 53%. 23

U (54%), FAXR26%), H&F08%), TF HU%), T4 AZ(3%), UHE}(Z%) %W
34(K1%), 71EH3%) ATt

PMMR Z¢k Aejeo] Sxptol g Aa= % 199 19 129 Q9F5o] th pMMR
T4 dEe AEE A9 F3F |7t FSHS WF Uk 38 9 + o] o + &
gty oA 15.270 Dol a, Wg 7k 318 9 Toll A= 12.87] € ol At

PFS #4 Ade] T3k 0S A5 A=+ olAa, WM 7|gk 33k QW + o]
oF + Zetutyy) Wiz 7|dk 518 9o g X gsukd 383 A F 110H A Ab
740] g;qgéut}

¥ 19. DUO-E Algel 24 ZIpPMMR FF AE A7)
W 7 sk W+ o] o+ Ekulg 7]k 318k e H(n=192)
g9 (n=191)
T8 AE(PFS)*P
g A = (%) 108 (56.5) 148 (77.1)
PFS &t 19) (95% CD° 15.0 (12.4, 18.0) 9.7 (9.2, 10.1)
HR (95% CI) 0.57 (0.44, 0.73) -

AA AEOS)P
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Ab AbE S (%) 46 (24.1)

0S =o+zk (Uh¥Y) (95% CD® NR (NR, NR)
HR (95% CI) 0.69 (0.47, 1.00)
274 WS- (ORR)P
ORRAME = (%)
"S- 7] 7HDoR)®
DoR %7k (1Y) (95% CI)¢ 18.7 (10.5, NR)
A E L

90 (61.2)

"AdE A MA T3 BA40DCO: 20239 49 129)& 7Wre 2 F

¢ Kaplan-Meier 71'{& A}g3te] A Aks),
MEg ElE g W EE R E

A F4 7hsd Aeol = AR
+ o] of+ eIty o N=147,
HR=91g¥], NR==¢ < 3

1% 12. DUO-Ee°ll A PFSell tjgl Kaplan-Meier =F41

64 (33.3)
25.9 (25.1, NR)

92 (59.0)

7.6 (7.1, 10.2)

.

(PMMR F<F &8 SA)

10 O Mgt HESW-REEE
T aeey — =
0.9
0.8 PREEBER 95% CT)
of HhpEie E. gt 150 (12 4-18
07 pEgE oy #2-10.1)
i CT
iR 1‘., ol YR TR YAy ?Iﬁfl .r:-n u,’.ﬂ
& 06 L : (044, 073
L) =
£
w 05
B
2
- 04
£ L
& 03 -
¥
0.2 \‘ e |
1‘——-1-
01 T T e o e
o
0 3 & 9 12 15 15 24 27 30 k]
B S H#E R 7R
O Hema Y S e B R L
191 168 157 132 107 72 35 12 5 2 [
BErE ey
192 172 156 108 73 37 21 1 1 1 [

PMMR F¢ ZHE 7 &2 & PFS ¢/dul= PD-L1 &d 44

e (236/383;

62%) ATl A 0.44(95% CI 0.31, 0.6 PD-L1 &H&d 4 Z3el(140/383;
37%)2) BATAA 087095% CL 059, L28)olonl, ol Mg 7wk skat 2w +
of o + Stk e A% WF 1w 3 &% P} v Zlolvh PD-LL W

e TF WA FHTAP) = 1%2 Hol =3
%4 W3 - NIAGARA 97

O

il i

[e]
=
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=
= AAE 729, IR, o1 3 Aotk o] AT

C
F2> 1,063 9] &=

vs 4 Sk B Q 24y 23
Y, 2AE 22 9 249 i Hg(d: e, 8% == A9 o, 24
T oldd EAstE AtHe A, 84 2 w+ BY T CY UHd =& HIV
44, B AP ¥R B IAA deR AEEHE A4 ZEHIAHRE
S A3ty A HA fEEYT 5o & 149 ojgidd Wd JAAE AL A=

Ao FFe ddA Wr] T2NO vs > T2NO(T2N1, T3, T4a 3E3H), A& 7]

(AA3 214 715 ZEoteld S8 -2[CrCl] =60mL/min vs AA A% 7|5
CrCl = 40mL/min ~ < 60mL/min), PD-L1 #d(Eg vs $/24) Feiol wet A%
3= A

AAEe 42 A F afel 424 REaWoR of o ey WEaPe T
(A 17) B F44 RELWOE HFAPY Fol(d 2DHEE ofefst 2ol

112 729 wjA = Ao

o Al 1] oF + 3saW): o] < 1500mg + HAEF 1000mg/m*g Al
0mg/m’E F& A 4F7] 5% 3F HFom B gL, £ F HY 8
F0oF o] ¢F 1500mge 45 (A7 Fo =

o Al 273 aR): AAE 1000mg/m?E Al2ZEE 70mg/m*E F&E A 457
5ot 3F [HF o8 BEAda & & .

BAAAR AF N15E M B 4 F719 1¢93 8Yol 35mg/me] BF B8 A

2EGEES Tt

RECIST 1.1 & B7te= wlol=eRla £+ d BX8H &5 AFE o AldF

RsUT % F RECIST 1.1 4 H7les e 241€ 53 12F %

/MY Bt 245 HACE, O o|FEE Y, AF TR T AAR7IA H2F

(!

el

Ao Z ANYEIH

G2 HrhHes B $ Hdy AR o3 Hesd o vk (pCR)F# BH =
H ¢ AEBICR) H7IE =33 FAR AEEEFS)CIAT. 2 ola HI7MH<
© AAZ 209 AT, T ol wEA H7HHsds =4 Y AE wet P2
T 24T @A vlE, XA O dAles e &4 HE, 7ol AE VI
(MES), 24712 EFS, ¥® A& 7IZ0OFS) 31 729 wjgoA oz £33 AE

(PFS2)0] = AT,
Q1T A % wlol kel

ok

542 A 1779 5339 Ak} A 2749 530% A




Atolofl A ARt or & FFS oA JIE AT SAE e 2o 94
(81.8%), Rt 65A mIRH46.9%), W<Q1(67%), ok okR1(27.9%), 5] E=x= otz 7A w
=2100.9%), 71BH0.8%), 3l=3Y = =Z&AB.0%), ECOG PS 0(78.4%) W PS
121.6%). AW EA4L o3 ZUAth T2NO0 (40.3%), > T2N0a(59.7%), =2z
NO0(94.5%) 2 N1(.5%), -3 A% 7150611% 2 AA A4 715(18.9%), PD-L1
B A =5031% 2 Ee/54826.9%). 225 sH9 FECde =249
(84.5%), HHA L 315 W3 Q240 B.2%), ¥l =Zsts FWe 224y
H(5.0%), AAME 35 FH3 Q2449 H2.4%)°] 3= AT
AR ARR S BAHNA o] dFte ety I3 Puds W o] of +
W oollA EFS7E SAA ez frolsta ddAer ofun A MAENEE
THHR = 0.68(95% CI: 0.56, 0.82), p = <0.0001l. ©] A7+ =3 3}ty H
= W o] oF + sty TolA OS7F FAACE Fofsta YFHL
MAE N5 ASAHHR=0.7595% CI: 0.59, 0.93), p=0.0106]. ©] ¢ + 3}8tQ W +
(985 = 37.3%(95% CI: 33.2, 41.6)] oA 3ste¥ I[W8&E = 27.5%95% Cl: 23.8,
31.6)] ti¥l pCR ®Wl&o] FxF oz /e Aoz AZHYJHY. % 20, 13 13 &
14 F=

3% 20. NIAGARA 79 84 23

et
% lo
i)
30

ok+ 3 ‘]—_Q_HJ 5}@;8‘%
o + &} 3 =
| oF+ 5}t 8 (N=533) (N = 530)
FAFA A E(EFS)?
A Akl 42 n(%) 187 (35.1) 246 (46.4)
EFS %% (95% CD® (0 €) NR (NR, NR) 46.1 (32.2, NR)
A& (95% CD° 0.68 (0.56, 0.82)
*>= p—%kdve <0.0001
24ML A EFS,% (95% CI)° 67.8 (63.6, 71.7) 59.8 (55.4, 64.0)
By ehbdukg (pCR)f
HkS-o] Q& A 4 199 146
W35 % (95% CDE 37.3 (33.2, 41.6) 27.5 (23.8, 31.6)
2 =9] (95% CD" 1.60 (1.23, 2.09)
D 0.0005
A2 AYE(0S)?
A AL Tn(%) 136 (25.5) 169 (31.9)
0STA4#k hg) (95% CDP NR (NR, NR) NR (NR, NR)
$13n) (95% CI)° 0.75 (0.59, 0.93)
A*= p—%kdve 0.0106
247194 5 0S (%) (95% CI)P 82.2 (78.7, 85.2) 75.2 (71.3, 78.8)
:.;q ) HJ—JJ-ZJ ;ﬂ/\ o % ﬂx}/l H]
:Lx] S| H]-Jé};d xﬂ"‘ Kok HLO g].;q. I 469 441
%ﬂ/’ﬂ WA A & ng % (95% 88.0 (84.9, 90.6) 83.2 (79.7, 86.3)
CDg
Q24| (95% CD" 1.48 (1.05, 2.10)
F= p-wt™ 0.0265

SX A WA AeS W BERAH 7]E ~7(adjuvant baseline scan)S A A3 3kxlo] H
3 E7]17HDFS) °
A AL = n(%) 78/352 (22.2) 102/337 (30.3)
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DFSZ 4zt (1Y) (95% CIP NR (NR, NR) NR (51.3, NR)
$18m] (95% CI)° 0.69 (0.51, 0.93)
%5 p-#Y 0.0143
-4 o] &7 HMES)?
uk Ay A} 2| “l“rl(%) 152 (28.5) 201 (37.9)
MFS 93t O1¥) (95% CIP NR (NR, NR) NR (NR, NR)
%@.Hl (95% CI)° 0.67 (0.54, 0.83)
*= p-gkd 0.0002
24711% 3 MFS(%) (95% CI)P 75.1 (71.0, 65.1 (60.6, 69.3)
78.8)

9 A= AT AEF = 6871d & AR A AZEH S EA4DCO: 20249 4€ 29¢)
2 g}

o
N,
N
[ o

Kaplan-Meier 718 & Ab&3le] A4k= A Th

¢ T WIIT2NO o) >T2N0], 217 715843 of AAA]L PD-L1 dellEs o &
FIE5R1E AT 82002 st ASsE Cox vl Hg 2dS 7Rte = it

¢ ZoF WZI[T2NO vs >T2N0], A& 7152 2de vs AAA], PD-L1 AEllES vs &
ISR 1E AT 8o E ste ASIE 2O &5 AR S 7N R I

©1a §E8A4 H7FAEQ pCR HIE, EFS 9 8 23 f34 H7FREA 0Sell
gt SAA o8-S HAdstrl ¥ AA= alpha-exhaustive recycling strategy <
AHeE oF AA A T8l 2AAT 3 B4 44 EFS9F OSell &9 &=

O’Brien Fleming HZH<S A}83% Lan-DeMets &3 x|& =2 7|Hto gz 3o}
(pCR = 0.001, EFS = 0.0412, OS = 0.0154, &=).
2 954 Hr7IxEol| tat Auo|EX 7|22 BAMS suloz stk oMo AF
A AAHE HF pCR E4(DCO: 20223 1€ 14Y)oA o] 94: + 3}8F QoA 3}
g @] Hls] pCR vl&o] FXHORE FFHAT. [HHEE = 33.8% (95% CL
29.8, 38.0)] [WF-&& = 25.8% (95% CI: 22.2, 29.8)] [ ZH] 1.49 (95% CI: 1.14, 1.96),
p = 0.0038].
¢Cl= Clopper Pearson Wi & AR83le] A4
b AZ3 QQI(VRSY W& A7)S[HAEE vs AAL £ GAIT2NO vs >T2N0] 2
PD L1 ZHlES vs E3/=24Dl sl =39 2R =Y 3AE AHEst] dATh
p-#t2 WEgto|th
jp-%k% 0% A4 Axbell &3 Ax7F 2FHA For=E HEgholt
= A8 #2F HR = 91g H]1&, NR = uj=g
9 13. FAEAEERFS) ] 7HE 7 ¥ o] o(Kaplan-Meier) =4l
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73] L l“h}- el
m T
0.4
EFS S2zh7iE) (95% 477
o ekediEra e NR (NR, NR)
B 46.1 (322 NR)
LI (95% MBTEH
(1 1H] ——v—[)|| —Q;QT'_ Q_'__u_r\l'é g-:rgaﬁa 68 {Q.ESI. ng}l T T T T T T T T T T
[H] ! 4 i - I 12 H 6% I8 XN 2 M XN M W 2 M W W O40 42 44 40 48 W 52 W W O o 2
Dol BT E J|7HIHE
A e
OI 'ﬂ"“'ﬂ‘-“g—'ﬁ ¥l A% 4Th 4% 4 & e m ¥ HA L L] 1 15 11 M L " 14 M2 M B 1% 1% L A1 L ] n 1
ﬁ'ﬁfﬂﬁ PNl 408 437 4l B MR MY KM WM W0 Me MR- dn T3 M4 B0 ES I Ja it W10 1M W o Ay M OF e 3
9 14, AA AE0S) o 7H=T w o] o(Kaplan-Meier) =41
0 0| eheglEr QY ——
seew "
0.8
i N e g i .
1] 4y g4
ﬁ—-ﬂ.tr'
o
Q
04 - 0S SYZHIE) (95% MFFH
0| ehegEra NR (MR, NR}
ote ot NR (NR, NR)
&4 2J3H| (5% MRTTH
0| ehegtEt oy FETOH 075 (0.59, 0.93)
i 4 i ] I 12 14 16 14 20 22 M4 26 28 W0 10 H W MW 40 42 44 4 48 50 52 4 56 W o) 62 &4 Ob
St Him & 7|ZHINE
7t
0| okyeietoe VOB SIT W06 41 AT 468 45T 446 490 A 43 430 415 S0 404 4D WIS MO W 35 XN XE ORI 083 052 025 w68 W N 1oon
H—ﬂ'ﬂﬂ W NG W17 A 457 450 4% &% 410 W W W1 Ye W1OME WD R OSH ML 3129 W NS 1M 1T L (1} w [ " N (1] | n
o} 8 Had
AGA I Study D419EC00001S AHo] XAHAL FFXE7F fle W oA
IYZTHREAR FFAAA ALDe]l A= Aot A A o] ofx EfHFRY
aaRel ol o oke] BEanel ehHA, ol %M 2 k5 Brshe o
718, 3, £FEN 9 &FAH APl AR E A T BT
Q AHEAEE 1REY 9 5| Ui W LA%E B 1T Aele] 5050l Lol




2 S2HAY. A= o] oF 20 mg/kg EFP YT 1 mgkgd HEQWH &
= o] ¢F 30 mg/kg¥ EdRFEY 1 mg/kgel HELHS AW YWE 4Fnith 13
A, 4F7] B FARE T 43 vith o] ofg W QW o T Fougity §FEAl
dAN A, o] oF} EfH T B8 A Y F7]9 o] ofe] TdxaWSs Wy
ot 22y, o] GAlA 8W e Ayl EEIERS Foduty] Mo X85 Fo
A=

4) W13 AE Sof

ok 2 Hol YA

okl wokby 9l WHol YA JHsAS HILE A et

14 A N3] AR A (st B9

15 AAAE @Ests 49
O s (s : A 2ol oF 16322, 2025.04.24)
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Hy H88H L dojo] XA WF AAlE & HEQWHOoZA o] %9 Tdxgy
2+g 714 2 Al G A2t =-1(programmed cell death-ligand-1, PD-L1; T+ B7-H1, CD274¢]2}

A= el FolHew A

12. 714 & AR

o CIUFRY

- AlE o H A8t =-1(programmed cell death-ligand-1, PD-L1; =+ B7-Hl, CD274¢]8}a1% $h)ol
Eolx oz Ajsts Uzt [gGlx Y 2 A

- PD-L1& PD-1(CD2798}a = 3hH % CD80 (B7-1¢lztix &) F8AE E3] T AXd 9A| Az E
AEFo =z A oA FoolA Ay ¥gs 2HS 5+ 48&& 3

13. 4% A55 He 2 A8

o AHZEQW

- ANz=EgE 78 NACeF I % 22X #3 AAlsL o] ARE s & IS WF 83 04
MIBC #&x}ell A 12 %] & o]t (NCCN Guidelines 2024). &% %% dAAl< TG54 vns] NACS &
2 g AAlEo H8e MBC $xlolA PFS @ 0S¢ =7} 7154 S B oJFAtHGrossman et al
2003, Sonpavde et al 2009). Grossman &-& W3 HAl& @5 thy] NACe 1 % w33 HA&S
ko Bxto A 5y del OS S7H57% vs 43%; p = 0.060)2F 22t 77718 (95% CI: 55 — 104) 2 467
4(95% CL: 25 — 6008 AE7IN TY#he BAFUAHGrossman et al 2003). A L3k =E}
4 Z#H(Advanced Bladder Cancer Meta-analysis Collaboration)e =4 X3 ©% tiH] ARz
BE Bstay + w4 AB(F, € Ev YA a9 #dHEE fod AEVT FdEE B
3+ THOS HR 0.86 [95% CI 0.77 — 0.95], p = 0.003, °]+= 5@ 0S¢ 5% [95% CI: 2% — 9%] &
o AT ZL) (Vale 2005). @A, F 71A Al=Z2E 7]9F 89, GC9 ddMVACZE NACEZA &
At (NCCN Guidelines 2024). 3%+ VESPER Al@ 9] A= 747 GC ¥ ddMVACe] izl 57% %
66%2] 0S5 Hl&S HAsAThH o83 AFE MBCAAH NAC AES F7l2 31833 THINCCN
Guidelines 2024, Pfister et al 2024).

e HXQoW

- NCCN¢} EAU 7hel=ghele 25 NACE A &tar oA 333 dA<e & 199 #Hes 540

e FAANA Bz A=Zgel 7Rk 35 ayo] neEd & vhal AFITHEAU Guidelines 2024,
NCCN Guidelines 2024). =4, Ho X Z 344 YEFTHnivolumab)
CheckMate-274 A @A DES 7H4dell A3t < & A Pl =2 At dial 5715 o
QTHOPDIVO US PI 2024). HR AN E, o @A UYBFTY 77} %] PD-LIE 2d
3t=(TC PD-L1 &d = 1%) #AZ AFHHOPDIVO EU SmPC 2024). AX571A], W 8w 8
F UERY == ABEYFHS Bx SAHA FAHCE Fo3 OS S HolA| &gt

(Apolo et al 2024, Galsky et al 2024).

e NEERFL

- NACE ALSSIE 3% dA% ¥ 29 ALES o 48 ul$ For, 33 ool Bxe] oF 40% -~

45%9 A A Sch(Pfister et al 2022). =3k, 19¢ 3AHOA RE UEFHOZ XgHte 3xz}9
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64. 43N

64.1. A7 AF(H /e FA)ANAY FFAANFPK)T H2 HFAY (Aok 39
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642 UAA AAtel| g PK (At g
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oo

643. AR AAkel| g PK (A s

T
.« PG QS

644. AT FFIAIR (Mgt §)

D <53t

F9 F AlFelCycle 1, Day 1o #2358 7stE o HEFH $55 NIAGARA 2B = 1500 mg Q3W &=
o893 D H-F9 1500 mg 1383 20 mgkg QAW FoJ & thafl fAMEc @29 Ctrough 7]
StET HiFd v5= D H-TF 5o 243 FA8H(Cycle 2 2 4 F4 A AF)F viws] 28
NIAGARA ®.%2(1500 mg Q4W) FoJ&% (Cycle 2 % A A&7} Hlws] NIAGARA ARz Fo] g
i) o =4Th NIAGARA AR % 7]7F #<9H500 mg Q3W &2 9 A =7} 1500 mg Q4W (D 3
-%% 5% 2 NIAGARA Q4W Bz Eog¥)3} mluws) ozt ¥ £& Aoz YelgAw, gueg &
F AR AuA Fvie gdEe] AR AdE §£% FEAM =E-GHA #AVE BHI L
PK malgox] o] Fo &) tel oFE & IFH2Z Fou|d Aol7t gle Ao 2 Uewths
Aol o3 s

2) v A
EFS 1A2014 NIAGARA A &olA, Hd9A AEE 4539 2] ADA H7l 7Hsd Shatel tis] £33kt
(&, 530131-(% A} Foll 453" o] ADA EAMUidwrol] EFEUS). ADA FHE(= wo]E 44 ADA
% (4539 % 379) k. ADA A E(TE-ADAC] %A
Q1 ADA #H7} 7153 & H W g)o 18% (453 = 8wHE ity trFvle] tidk ADAo
N %%QOj\_L 41:::]0 Od_‘[L;H o7 o]:/l-l o7 T,l:_‘__ﬁ_ Oj\]:} 41:!5]
| b= wpAer ADA H7b7) g olr] wiEe] 4
Begke] ik Aol ADA 97 F4# 19 H4x 8
%L«Woﬂ 7}77% 8.0 [H9l: 2 ~ 128]c]3Ath. ADAC w3l 7t 7Hsdt & 453w 9 A F 68 (1.3%)-2
nAbell Aot
NIAGARACI A A ¥EZQl Y4 3 (F, TE-ADAC] &A1 $zte] vid wiig o ADA 97}
2 A5 nAb YA ol AHAFY Aot dA P ADAS EAE ojdFERte] PK = bdA
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FUW FFL 1AA gk, o

H BAe] f7) Holq A% Aee

NIAGARA A @A, L7 7e] ADA SAEE wokeh o itol e -2 FA) WM ALY o
W AN HoIT ADA 7} shgkth %e] ADA %4 ¥A7) nAbel FAelth chEEwrel
Aste ORRge 9uz Aguy ZEsds Ao

o7 AEL sl AAE ol WU PK B4 ADA Aelst Ceite] PKol Qeke viA s
AL 4Fs) ok kAol MAE ADAY FUF dge Gtk Ao, ogd Aut Hus
ol vre meldd glsde Rwddn

3 BREHF B3
CEE9e Q3W 2 Q4W Fo dA4S o] &3k 1500 mg g8 ARgo tisll 37tE o] k. NIAGARA
Al olgd nHg&EH LWL ES-SCLC (7] &t OHEE/\]E (etoposide) % IR ZH
(carboplatin) == Al 3} ¥ 835lo] 1500 mg Q3Wel 7 & 1500 mg Q4\X/ =a®), YA BTC
Hd 8F7] & AAER/A 2~E" ey W8t 1500 mg Q3WeF 1 ¥ 1500 mg Q4W o=
ax) ¥ Ho]Ad NSCLC dF7] &<t Egde 7o 75 mg ¥ ¥ 7|9 gstary Q3Wel ¥ &-3te] 1500
mgd 1 F dEQHoZ 1500 mg Q4W = Z2 st 7k Ao EY A =(pemetrexed) 2] 2 Q4W)oll A
s7he Ry R8I dA 3
NIAGARA Al@dolA o] &8 Q3W Fof dAHEA 477 SHIZA B3 HAls Aol Q3W Fof tA4o=w
o5 1500 mg< e AP ARz 7|3tel] Q3W 3] dAHS syl 2l A= E
Fe ¥, OEFHY —r@] 42 1500 mg QAWSATE ol B9 TF TR/RE o= & 9 A
of AX Al@AW AE, vldd 4, 4 PK/FE s, AEEAA, a4 AP Wk A=
of o SWHE FF 1AHLEF FoE&Ho|th
AN2=Zg® 7Rk 8kst g g 22 g dAAled I 2 4 X8R E5kaL, MIBC A Hol o
2 MIBC &zt= 4l 7150 E4HAAY BAAA L] A7l W&l Al=&2}
= b 7bsAde] JerE AR A #ete ARE +£x JvkDash et al
2008). A 7% 0] AAXGN AAY HA 7% Folrt e Aol vished, 1000 mg/m® IV Q3W A A E}
W o+ Day 1 9 Day 89 Q3W Al=Z2tel 35 mg/m® [Ve] £ &3 8We 2 Arx sgaWs g

et

)
o
N
o -\E
it

A AT 02 X5 FA4o] e FAdA FFe FHoE FFHUG o] FHH SHLES Al 75
A e FAL g2 A5 A4 g¥] Wekd e Ve, B DS I8 e Ve,
EA4 a9 Al 7)o 83 A A EFE GHC T FAE FYAE BoFtHAbdelhafez and

Williams 2017, Hussain et al 2012).

NIAGARA Al@olA & AFo] < 30 kg2 2" A$ AF 719 &3 =420 mg/kgo =) 2 &
gk A Z o] NIAGARA Aol A@AelAl AFHJIL, o] AP WxL 88 7| 7vks Fi
th o] AR olHe A H& PK &4 9 AEHoHE HEOE HE 1

Poll Al EFsLE o] AUk NIAGARA A EolA, BE 249 A& B7He =e Al 30 kg o<
AstR o, meka HFo] 53 F(< 30 kg) SAolA e AT 7N FALH Y ZERI S
Hrtd & gtk 8o x B98ta, stE 2F R &R A dAske vkek o], AlFel 30 kg olst

O
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A BAE AFol 30 kg oo w 2/ WA sstamy P& CRg 20 mgked 1 F OE
aWo=A U=t 20 mgkg QWS 57491 AE AN §F Eone AL ARG,

64.5. FHFAIF(PD) (Aot 81T
o« ATAG

65. rEA 2 A4

65.1. 84 - GAHANE AL

A
?:])\ Al &
e AIAE A= P T TgF Y 2oyt ol
A=/
AdH)
&8 BFY FAE e E A
3 B gl Arm 1: Neoadjuvant durva 1500 mg Q3W +

ZOHOEA AANERI+A =FT}
D933R00 |gA4 Durvalumab &% Z2W|G+C Q3W for 4 cycles, then adjuvant durva|lz} : EFS, pCR
001 |©ZA DurvalumabsS T 3= *1|1500 mg Q4W for 8 cycles post-cystectomy |22} : OS, MFS,
(NJAGAR [¥re] #aAd3} dAdS Hrbskr] 91$HArm 2: Neoadjuvant G+C Q3W for 4 cycles|DFS &
A) A7, F299d, 7012k, ©r]3#,|then no adjuvant therapy post-cystectomy

e Rk

6.5.2. 343 8 (Pivotal studies)

D QFNEAEA

D IrrALE;

25 el dAAA oz 10639 Sx7F ZA g dAs del ARz see 457] ¢ D +

G+C HEa¥ Q3W =t G+C HE2eH QWE Fofur HAde 22 w3 A
& & D+ G+C 9 &3 A= BHE QHOZAN F7} 8F7] 5 HEFH 458 UWE F4

ek, ko] G+C ol &3 &A= Hx X85 WA Furh

AAIFEIA ool wet, 22 g dAle FHEHARL MIBC A5E A& A3 Al 3stay] ==

A Foita e A ow ke AETHORE FAstd a7 AVGle 2 o A

A 77 MIBC (5, T2NO/IMO-T4aN0/IMO) 2 o8 Al k(o3 A 5 TG o]d)/n]o]g A=

NGl 55T Aol Utk

bt
dh
—
—
R
o
it
—d
2
fo
=
ol

d < A s AAA 24 o] o 40%= A
9T A5 BE5e tial); € 40% A =2etd, T2-4aNIM0 2 T3-4aNOMO Shapah A[ & of
= Zo] AHHAT. A 7Isol AL G As A 2R AAA &4 HAde Ao 20%=
A

FAM AL 72 A% W] 1 vs llag vEFste A T 7] T2NO vs > T2NO (T2N1, T3 % Tda
23 A 7@l 7lsel SR vs Al Tlsol AAAAGA A= A 71+ 7 =) 3 PD-LL ZdH
_]

(VENTANA PD-L1 [SP263] &4 ol A3l =2 vs @&/ A)dd wat S3EHAT &A= S8 g



g PD-L1 BelE ZAs7] sl 2389 Aol % =3 AAE AEsAth

F AEF, D+ GC #+ T GHCFol FALuA R A= 4l 75 wel AEE 2tk 4l 7150
AARAR Ye(Z, AYotEd HAE& =40 mL/min ~ < 60 mL/min) A= 2 &F AAZgES
Fojktth

o XNETodAE WF HAES WE AMSHT ¢d I e AT A= FHAFE
iAol H-g dAlE A% DAl S0 5 AT B HAle A% dAlddl 013k D + G+C
ol 559 s Ho 83 &FA2NE AU =Zo FEde)7bA 28Ynitt GE QMO EA TRR
51500 mge T 4 AU

Figure 1A AA9] 38%

ELIGIBILITY at Neoadjuvant Adjuvant Stratification Factors

Randomization

[ SNl Arm 1: Durvalumab + G+C Q3W cli Sl Arm 1: Durvalumab Q4W x 8 Clinical tumor stage
MIBC sl (full or split dose) X 4 cycles® v 3 cycles T2NO versus >T2NO
cT2-T4aN0/1 s (including T2N1, T3
Bladder Cancer® = and T4a) to reflect
i R E prognostic stage |

lia,
>60 ml/min for ¢ ::sr;:i!iv:w
adequate renal S ; b
function > 7 > Renal Function
V
- adequate vs

<60 to >40 ml/min ¥ E)ordgrline)

for borderline
renal function

PD-L1 status (high vs
low/negative, based
on Ventana assay)

* Enrollment of patients with T2NO disease was limited to approximately 40% of the targeted global

population (for both treatment arms).

* Patients with borderline renal function received split-dose G+C and were limited to up to 20% of the

targeted global population.

R = Randomization.

AES AAZE FAlol, MIBC #&29] & #ge A2EFde-7W S aey 0 & 22X 43 dA<
2 =Nk Fxd ARE 2SR T oA AldEe] A B3R dAs

Sge-7I9F HE sgane Fgor FYPA
2 FAA Age MBC 829 & Hs &
2ZgE-7|9r W& ey SFeE AEIT MAE dF5SAtHGrossman et al 2003,
International Collaboration of Trialists 2011).

200030, Mol W3 Ao A EFE MVACS G+CE H
ATHvon der Maase et al 2000). G+CE MVACS} wlms] A3 fEAHS &

ZolA, Aol Aol = fAtolA 7HE E5A ARREHE WA Am Foll o] &¥Hol AMYEHIH. o]
Ao dae o] SAoA HAFH T2 AR FFolr ET3aL, ARE GHCo I3 AR 2
®FE NE JholEaiRldY TS FEEste tl AREEHATHINCEN 2019). NIAGARAZE Al#E Ao,

Bl
o
1
B
B
pus)
==
o
w
0%

NGl AR B

o %ol

Eo];qu Z] 9l A
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ARz A A G+C MVACE H|usteE 5 1 A5E BAg Ade ga, 333 B4 F A
g 7rol pCR © 0Se] 23k #ol7F oS R u3tg ot (Abdelhafez and Williams 2017, Galsky et al
2015).

ANPS Al M ﬂfihl‘ﬂ% Fobx] ¢r& MIBC &AtellAl G+C tiH] D + G+Ce] pCR HI& 2 EFS
o

G+C iLoﬂ %3k Z}((ITT EAOF tigk pCRE 35% Ao = 7Fg =tk (Grossman et al 2003).
pCRE D + G+C ol thal 50%<% Ao = }qﬂ%‘lﬁ}. Z} ol A 5257 9] SR, AP 0.1%9 ¥
Gt FEANA SAHCE Fo7 AolE UFE F A= Holx: 5% AAHES 71 Zolth
thA 7HA stel 7E8 | EFS A& &3+= D + G+C vs G+Coll tig s+ HRo] 0.7330]Ath. 45111 ¢] EFS
Ao R, NP 490%2 FF A &t sl TAHLE FoT AolE JFTE F A= Holx
90% AARH= 7H Zolth. F T £42 F3E AL oF 67% B 9% AYJHAT. TAHLE F

% 0.82

AT & e AL AR Aol

, ARTE A o dEel Hel A AT

% 533% % 530%W 9] #AF A7 D + G+C  E G+C ol FARAYMAEHAT. ol Foll, THOD +
G+C TollA 393} G+C TollA 4%) ALjst 25 AY AsE UG ARE TS A Fol| 44
1798(78.7%) % 3899 (74.0%)°] AR = A 85E 4FSATH

ghzte] F 85.6%7F oA WE HAES WUHD + G+C F H G+C oA 469 [88.0%] B 4419
[83.2%). D + G+C TollA W dAlES L7|E ALAUL A I wee 43T 68 (1L1%e A=
H-g dAle A% A6 SRS, 271 4 719 AEx HEER + 35 a¥ F 857 ¢ ¢
LR Fogith.

it

e

D + G+C TolA % 383M(72.3%)2 A7l Bz fagw d5ay X85 AZAY (23 “o%f A=
S whe b 4699 9] 81.7%). D + G+C TolA F 2879(G38%)e FAHZH WF AL e A
46979 61.1%)7} 85719 Bz Cjutent dEadS eI 95%5(17.9% (4699 9 20.3%De) FAE
T HE A5E ¢4537] Ao gaFHe 99tk DCO BAd, Bz qiFis Foita 9l 4
= gk

[A-2001A, <45 viel Zo], PK B4t 3 ADA BEXATS A9ty F Xa5Fe Eudol

43k $ato] 471 FAFSITHTable 1).
Table 1 A4+

Number (%) of patients
D + G+C G+C Total
Full analysis set * 533 530 1063
Cystectomy population " 352 337 689
PD-L1 high analysis set ° 389 388 777
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a

All randomized patients. Patients who were randomized but did not subsequently receive treatment were
included in the FAS. The analysis of data using the FAS followed the principles of ITT.

> All patients in FAS who underwent radical cystectomy and were disease free at adjuvant baseline.

Treatment arms were compared on the basis of randomized study treatment, regardless of the treatment

actually received.

¢ The subset of patients in the FAS whose PD-L1 status was PD-L1 high as defined by Ventana PD-LI
(SP263) Assay at baseline by ITVRS.

2 A EA

[A-201A4, 58 AW 54 9 ECOG PSt =% 3z HJog tuwgda, F A5Fd 24 dA=Z {4
ot ECOG PS 0 (&, A &%) (78.4%), T 7] > T2NO (59.7%), NO A (94.5%) L <=4 82 4
vl(o]3 Mz) ¢F 232 %%k(84.5%)01 AE A7 o MM, 73.0%= =Y AFA A5 wat
PD-L1 £ $2KTC/AC = 25%)Fth. L4 F4 7] T2NOS AAAIFAZ Ao wet 40%= A 3= Aot
= Aol froj g

oF

ok

AAH o=, JA-201A, G+C 7(17.5%)H ¥ Y-S W D + G+C T0.9%) A o & nl&o] A7t Al g
Ag 9 F Hox 13 &g ae TNyt 7HE RIS AHEE 5 3 S dY9ay
(D + G+C oA 3.4% vs G+C oA 11.7%), ME=A 85 aW 7|9 QH(6.4% vs 8.3%) L WAAQ
H(4.9% vs 5.8%)°] A th.
3 HEH A9
D) F2 faid Frhase] ook
Table 2 8 Fa4 Ao th3t 8o - AE Hr7Iws (NIAGARA)
D + G+C G+C
Dual Primary endpoint: EFS per BICR or central pathology — FAS, TA-2 (see also Section 3.2.1.3)
(N = 533) (N = 530)
Total EFS events, n (%) 187 (35.1) 246 (46.4)
Median EFS (months) * NR 46.1
EFS rate at 24 months (95% CI) * 67.8 (63.6 - 71.7) 59.8 (55.4 - 64.0)
Hazard ratio (D + G+C vs G+C) ¢ 0.68
95% CI for hazard ratio 0.558 - 0.817
2-sided p-value ° < 0.0001°
Secondary endpoint: Overall survival - FAS, TA-2 (see also Section 3.2.2.1)
(N = 533) (N = 530)
Death, n (%) 136 (25.5) 169 (31.9)
Median OS (months) * °© NR NR
Hazard ratio (D + G+C vs G+C) "¢ 0.75
95% CI for hazard ratio 0.594 - 0.934
2-sided p-value ¢ 0.0106 "

Calculated using the Kaplan-Meier technique.



Based on stratified Cox proportional hazard model; the stratification factors are tumor stage [T2NO vs >
T2NO], renal function [adequate vs borderline] and PD-L1 status [high vs low/negative] per IVRS, with
ties handled by the Efron approach.

¢ A hazard ratio < 1 favors D + G+C to be associated with a longer EFS/OS/DFS/PFS2 than G+C.

P-value is calculated using a stratified log-rank test, and the stratification factors are the same as the ones

indicated in °.

Includes patients with unknown survival status or patients who were lost to follow-up.

Threshold for statistical significance was p = 0.0154.

Table 3 8 &4 Ao tig 8o - ¥ H7PHS (NIAGARA)
D + G+C G+C
Dual Primary endpoint pCR based on central pathology — FAS, Updated Analysis (DCO: 29 April 2024) (see
also Section 3.2.1.1
(N = 533) (N = 530)
Patients with pCR, n (%) 199 (37.3) 146 (27.5)
95% CI (%) * 33.2 - 41.6 23.8 - 31.6
Odds ratio (D + G+C vs G+C) " 1.60
95% CI for odds ratio " 1.227 - 2.084
2-sided p-value ™© 0.0005

95% CI calculated using the Clopper Pearson method.

Odds ratio and the corresponding CI, and p-value are obtained using logistic regression adjusted for the
stratification factors (renal function [adequate vs borderline], tumor stage [T2NO vs > T2NO] and PD-L1

status [high vs low/negative] per IVRS).
Threshold for significance, p = 0.001.

P-value is nominal as this endpoint is not included in the MTP.

=4 B s AES 7193 pCR

pCRe] HF EA(DCO 2022 1¥ 14)ol A FASolM, H% pCR £49] 0.1% %
o G+C 3 vlws] D + G+C oA pCR H&(TY W st HE wE) (3 £4)
o8 zpol= QUUTHOR 1.49 [95% CL 1.138 - 1.958], p = 0.0038) (%A 214 A= p
o] EAMo] BAHCE FostA= FUAT, D + G+Coll FElg FX49 Mol #&EEUTH D + G+C
FolA, BA2] 33.8% (95% CI 29.8 - 38.0)7F pCRS 7ZA&sG T olo] Hla) G+CrolAE 25.8% (95%
CL 22.2 - 29.8)7} pCRE 7 &3} % tHTable 5).

2% pCR B4 FAl, 5919 B7 7Hsd pCR B7He] A7) dolguo] 2ol YA T, T2
g 2F wE DCO €7 £edA2022d 1€ 149 )7t old 4 H7FYA(2022d 1€ 14¢
el ALHAT. I A, ol & 5919 FUt FAE BT AFAEAGA BAE EXoA pCR A4t
&l vl-ukexlZ FFE AT UFol] pCR &+ 5979 pCR H7} AA| A5 £3ste] A=A =

i JIN'
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288 o] pCR=Z Ent=7 AAHJH. HdHolE" &4 G+C T3 Blus) D + G+C oA °F 10% 5
7H37.3% vs 27.5%, OR 1.60 [95% CI: 1.227 - 2.084], "% p = 0.0005)= pCR Hl &9 WEFoE Fo|gt
NAEs BoFTh
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BICR =+ T4 #Hes A Ed ©E EFS (FAS)

NIAGARA Alge- EFSe] 2 B4 S5, 40.7% A5=(F ol 24 433/1063712] EFS A, 96% AXH £8)
of 7§k, [A-2 BA GHC 3 Bl D + GHC oA BAIFCE folatal A2 Fou|3h A 9
S3FATE FASAA, 1A-2914 G+C 3 Blns] D + G+C 7ol tisl] EFS ARARECIST L1o] & BICR = Y
W HEE o|8slo)s AFY AP 32% 747 AEEJATHKHR 0.68 [95% Cl: 0.558 - 0.817], p < 0.0001 [F
Al o3l A= p = 0.0412%) (Table 2). EFS %%k D + GHC wollA] =25A] 4gkar olol] vlsj| G+C o
o A= 46. 171 Lo At

—

Figure 2 BICROll W& == T BEstll 23 EFS 71=d-rlolo] &5 (FAS, 1A-2)

10 ol o +atsay

ey
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& w4 o
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ik
044
EFS EQOIE)  (95% &IFTH
O] ef+afsto o NR (NR, NR)
02 —
. #3tow 46.1 (322, NR)
Agdl (95% AETTH
o0 Ole+HERT vs HERT 068 (0.56,082) T S e
4 [ ] 10 12 14 16 18 XN 2 M » X W 2 M L™ WO 42 MW oW . M 52 W s Mo a2
22| uiE F 7|ZHIHD)
g
Df%‘ﬁﬂﬁsﬂ 31 e 4 LES N S ) - ¥ s s N4 m 1% 8 " 11 = w» N N4 02 L " 14 | ~, L] 1 4 x b
13- =1] 0 4 41T AR M MA M) RS M0 M0 MM SR SN X N M4 DN MY M4 I 0T 1M 10 1 S M & N I o

@ o)A+ H7hAF

A AE72

IA-20]14, 30571¢] Ab Abrlo] ST AA A 02 OSoll thall 28.7% A<, 71% AR B8). G+C T3} Hlwa)
D + G+C ol thall OS] BAIA o= Folatar Ao s Fou|gh sido]l BEEHAIMHR: 0.75 [95% Cl: 0.594 -
0.934], p = 0.0106 [BA 242 AL p = 0.015493D, ol AP 9&9 25% AA 7HAE YehdtkTable 2).
0S T o= A 57l Heixe =2EA] &gt

OS 7FES-vtelo] H4& of a7IL7kA FARIA, 1§ EWska ALAR Ej7F AickFgure 3). SAPo| uwlef,
OS5 wpAEt #A7E Aol F2ReulgE $ oF 5dol] Al HF XA FAH o2 AgE Zlo|tKMIPo
w2},

Figure 3 AAYE717 712-vlolo] Z5 (FAS, 1A-2)
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4 AHP A

D =2A=

ZA 717kl ti3ted, D + G+C wollA] Tl ok F =273 3 MO0F(RES: 1 ~ 8Dk A7} 45
719] HEgete T2 ARz 7|t tiste], HEesel et ¥ =273 SR 12170891 1 ~ 8430
(Table 4. D + G+C oll &3 g7} Ao 85719] HdFike T2 Bz 7|3t thste], ti-Fitel] g &
=Z7I%F TS 32070891 2 ~ 5003 tHTable 4). CSPell ofsl| 3{=tsl violl o], 6%9] A7} Hl-=3 dA&
A% DAl Soizkt= Aol FRIKS, T G WS 28T F BAE AR S Wold 24 g A
Aaes WIE AR S 27 47719 iz oEey 3 957 &< AlSsiA oieae Foits Aol
SHHAD. oI5 FA= AF7IE ool wEh AEz 7|30l ot ATy THER, Az 7|7eA HY =F

712 2 A 7] = ol e WEYth

Table 4  NIAGARA A9 9 D H-FF F9tollA it =573 QB B4

Number (%) of patients
NIAGARA
Neoadjuvant Adjuvant period | Overall period
neriod D Pan-tumor pool
(N = 530) (N = 383) (N = 530)
Parameter
Total number of infusions
Number of patients 530 383 530 4045
Mean (StD) 3.85 (1.081) 6.90 (2.150) 8.84 (3.835) 10.73 (10.307)
Median (Min, Max) 4.00 (1.0, 12.0) 8.00 (1.0, 8.0) 12.00 (1.0, 6.00 (1.0, 70.0)
12.0)
Total treatment duration (weeks) *
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Table 4  NIAGARA AJg 5! D W-F¢F F3tollM s} eS7|kF (B a0

Number (%) of patients
NIAGARA
Neoadjuvant Adjuvant period | Overall period
period D Pan-tumor pool
D + G+C D + G+C D + G+C (N = 4045
(N = 530) (N = 383) (N = 530)
Parameter
Number of patients 530 383 530 4045
Mean (StD) 12.58 (6.182) 28.90 (9.303) 33.47 (16.329) 28.90 (32.179)
Median (Min, Max) 12.14 (1.1, 83.6) | 32.00 (2.4, 50.1) 44.00 (1.1, 16.14 (0.4, 220.0)
83.6)
Patient-years exposure ° 127.8 212.1 340.0 2240.4

a

Total treatment duration of D in neoadjuvant = (earliest (last dose date where dose > 0 + XX, death date,
DCO) - first dose date + 1) /7. XX = 20 if last dose is in neoadjuvant phase, XX = 27 if last dose is
in non-cystectomy extension phase. Total treatment duration of D in adjuvant = (earliest (last dose date

where dose > 0 + 27, death date, DCO) - first dose date + 1) /7.

Patient-years exposure = Total treatment duration (years) summed across all patients within a group, where
treatment duration (years) = (last dose date + X days or death date or DCO whichever occurs earlier -

first dose date +1)/365.25.

X is defined as the planned frequency in dosing (in days) - 1. For Q4W, X = 27. For Q3W, X = 20. For
Q2wW, X = 13.

(@) oA

AAHoRE, D + GHC oA B AES] £/, W=
U3} Y| g,

titigee] 7t AAl 7)7e) tisle] Holm 1742 AES AESHID + GHC FollA 99.4% vs G+C ol A 99.8%),
ol CTCAE 3 T 4559 AES A% 319 Hl&-2 T FollA fAITH66.6% 2 63.9%).

o AF AFo|E &% AR o]ojx AEE D + G+C oA SAke] 57.7% 2 GHC oAl ERke] 47.1%00A4 2
Ak R Fol 29 e DAFAE o]ojzl AEE D + G+C oA Exke] 36.2%004 skt

A Asts 28§ AEE D + GHC ollA 2795(.1%)2] 3xke} G+C ol Al 2978(5.5%)2] FrAtoll A ¥y, o
ol ditkrs Algalel 28 ojH Ald X859k= #d fls 2oz FrEAL AFgeR olojzl tlREe] AE:
FE F 7t Fetol HaH Ak

SAEE G+C #HT}H D + GHC ol B & vlgo] SAol o8 HausAti61.5% vs 54.6%); 1| Ag X|Fol&
THOZ o]ojr AES Age 3xle] Blg= GC T tiHl D + G+C oA o =UTH211% vs 15.2%).

NS

FEEs OUey 2 sitadel e o Zew

Q) E3kA LT o) AL

R gl BSta R A 84l Rl A ZEalddt JAsH, AEE A4 A Aol + GC % GC
oA fke] 8L7% vs 75.7%) B AR Aol 51 Fo] F-9f WE (71.3% vs 67.3%) SOCellA 71 WIishA] Hars
At

)
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= 2% AT Aol 81.7% vs 75.7%), A B 71AF 2 (59.6% vs 51.0%), 94 AL (53.4% vs 45.6%), THAF
2 FF Aol G1L1% vs 45.8%), FHF B 5} 22 Aol (44.7% vs 29.8%), T571, & L T4 Aol (35.7% vs
21.6%), =2 2 Azt =2 Aol (33.0% vs 27.4%), 2% & Aol (32.6% vs 26.8%), <7, 5= LD A& FHS
(30.8% vs 25.7%) % 2+ W&EH] Aol (16.4% vs 4.2%) SOCANA G+C FET D + G+C oA o HIHEA Has
AT 5%2] RI= Zpo]&2. AEZF D + GHC o3 s G+C wollA > 5%2] W= xfo]2 B e SOCE |t
o= o g E ATTD + GHC vs GO Ftoll > 5% Afol7t e PTE AEw= 79 (63.6% vs 48.5%), S4T 4
Z (25.8% vs 31.4%), A} (20.6% vs 14.1%), 2%% (15.1% vs 7.2%), T (12.6% vs 5.7%), B% (12.5% vs 7.8%),
A AskE (115% vs 2.1%) 2 T8 2 (9.6% vs 3.8%)°] Tk
AEol tigh 100 A =3-BAg AR vl 975 D + GHC ) 2 95.2 (GHC AT A} FFollA 9] AE
Bael X3, Ha =E2-2A3 AR H]ED + GC vs GO AE= 79 (100 3A-d3 52.6 vs 46.2), ¥1&
(100 A4 37.9 vs 38.6) H WHH] (100 FA-AE 37.9 vs 36.8)ATh

@) =9 oAt

AES] T55= 7 ol tsll FARItE D + G+C 3 GC oA FARE HIE9] $x7} 14 ool o CTCAE 3
Su (63.0% vs 52.9%), CTCAE 45+ (13.6% vs 11.0%) 2 CTCAE 555 (6.1% vs 5.5%) AEE 7 @3tk

H) CTCAE 3 = 4532 7P €3 PT (o= TolME = 5% Wm)e ST 24T, 82 449, WE 2 &
AT AT T Tbell > 5% ztelE BaE PT $iRich

(5) A

APHEE Q1) AAE Zed ol dAHlE GHC w3 Blasl D + GHC oA fARE HIEE BaE ATzt

2778(5.1%] 2 297[5.5%).

A AFE 28 AEE 7 2 71AE 7 D + GHC ol A 10%[1.9%] vs G+C ol 4] 798[1.3%]) SOCel|l Al 7}

A WskAl RaE ok PTEE AP A9E 2% 71 —‘@—é}ﬂl B1E AE (= 2%)E D + GHIC oA HE=

(@), A# A=A 3H), A (34), COVID-19 21) Z # AMAZF 2B, GHC FollA AFHEH), H¥Y 23

Gw), APdF W) & A A7) 7E B S5 QW)elAch

A AE ZH% AES e ;1}91 H]&-2 D W-2% £33 vlws] NIAGARA D + G+C FollA ATk z
2 DE-FY 53T NIAGARACIA B YIek5.0 vs 10.3) (Table

8); ol o] AL udez g ‘efb% NgEe] 23+ D M- 53l vs) NIAGARAIA O o] W¥7]E ut

3 AlgAbel oJa oty B shsAol e Zo® ke o dAkElE D

=

ek A Bk A ADE ze)e
SGHC oA BAke] 02% B D H-Fok SatolA Fake] 0.7%0] the) BuElc,

Ag+ g2k HIES GHC (16%[3.0%)ETE D + G+C (1119[20.9%DA o &3k
oo e BAES F2 A Ast Aol ols) FRHACKI04% vs 10%. D + GHC ZolA L1 imAEe]
FF U ODHES UUTH) SYE Y ZEus XYk

£
ﬁ
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=3
r
.
o
i
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imAE®] ththr= $557F CTCAE 1 = 2530103, TR imAEE 5 A8 B5FollA w2 uE2e] SxjolA
HAEATHD + G+C oAl 34% H G+C TollA] 0.2%). D + G+C oA 0% H G+C wollA 15H0.2%)2] A7}
AW ARHAGDE 2 ImAEE APtk Bard imAEE 54 ¥ Zholsajle] wet B 7hsdith ol
© A 713t tiste] vk HEe] AP A& FEe® o]0l imAE] REFHAT D + G+C ZollA 4.3% vs G+C
oA 0%).

D + G+C ollA 5798(10.8%)8] &4t vs G+C oA TH(L3I% S A7 24l AZE I EH Zo|E Fofiigitt. o]&
Zoll, 35%(6.6%) vs 278(0.4%)2> 22t D + GHC B G+C oA 118&&2e] 2H|Eo|EF Foiigith. D + G+C ]
A 657(12.3%) 2] A= WEn] 8¥-& Fogtar ool nis) GHCollA= 998(1.7%)°] Fof gt

Abr oz A8 F #FHE 7F AESE HAF ol GHC ol &3 $AH68.3%) thEl D + GHColl &3 3}
(69.3% thall fFARITE 7 o BFellA 3 AESISE AL o) A o= ALT E= ASToll ol = 3 x ~
<5 x ULN =& >5 X ~ < 8 x ULN9| ¥ <k Ql3ich

ZAH0 Hyel §2 Fdle = 2 X ULN9| ¥2l£4] F7keh SAlo] =& ofo] 9 AST == ALT = 3 X ULN
He)o] Agal 7)Fe) 7ksled, D + GHC FollA 7H(1.3%) B GHC oA 5H(L0%)2] ShAatoll thish gl= At

\%

6.5.3. H1& 4 944 & (Non-pivotal studies) (213t 3 =)

o I fl=

6.5.4. 7| E}/3A & (Supportive studies) (212F3t 313

.« PG Qe

655. 1/ 0|38 N@eA d& A8EY BIA (At §7)
o HIAE e
65.6. NBZE Ao B3 BIA(CID 53.6) (A3t 3
o AIAT fE
657. TEA ATo] i 2% ¢ AE
 NIAGARA FASellA, Ash= 40.7% A<=ol 71wkste] D + G+C X157} G+Co} vlmasl 12+ EFS 37hASBICR)
oghe] BAZ R Fojsta PH o folmd JHAMHR 0.68 [95% Cl: 0558 - 0.817], p < 0.000D& 7H4gk
e AS Y58l T3k EFS Aol AA| 919-S GColl o4t 7= 32% 7H4E A=, o= MBC &
Fo] A e® FouE /S vehdth EFS S4#2 D + GHC ol Z25A] &3t o] nlsl G+C
ToNAE 46.170L0IUTE EFS frojAde 247090 G+C ol &3k $Ajol] HIg| D + G+C TollAl o] & Hlg
o] AL AEY Z0= [FE npe} o] Ate] UL FAEATHE7.8% vs 59.8%). KM 41 Algto] A
of we} FH ¥ EelHEAa, e ALHe S f4S dSl Fth ZE kol ik BFS 2327

FTUHE D + GHC TollA 34770489 0.03 ~ 60.68)°1AL G+C el 27.778L(8): 0.03 ~ 61.27)°]

N

ot

N
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o, Whe] FdhE Aol 242 4227140891 0.03 ~ 60.68) H 4247041 0.03 ~ 61.27)°]U ek

658 ¢AY Ao dF 2 4 AE

o 23 W A% A D+ GCS 71 T HE UEn gEQHS Eouke MBC oA BEE obHA =
92 Hopdol a #e 7Fesdlen, D ¥ GHC /N8 7840 el A R JAFHh D
+ GC Mg 48x G B C¥¥E SAo|u D ¥ HA9 HE = 5 E
ok D 2= vlwsl st W3 Dol tis) A2 ¢ S Eeld v fiich

h

659. 98-8 H7HCTD 25.6) (At )

o 3| FALSE Q1S

6.6. 7} AL S

o NG e

67. Aol e AAA 2
o« AAA oA 2

7. 92| ArgE ol B
e 2025.03.28. T]=r

1.6 Bladder Cancer
IMFINZI in combination with gemcitabine and cisplatin as neoadjuvant treatment, followed by single

A=z

o

agent IMFINZI as adjuvant treatment following radical cystectomy, is indicated for the treatment of

adult patients with muscle invasive bladder cancer (MIBC).
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