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-111B

21 L858R
EGFR 19
EGFR
EGFR T790M
EGFR 19

55mg C30H3sN702

EGFR

110 mg

EGFR 19
NSCLC
EGFR
Il NSCLC
21 L858R
TKI
NSCLC
21 L858R
EGFR

2125

21 L858R

NSCLC

NSCLC



50 mL

15mL 15
mL 30 mL
30
110mg
55 mg
1
1
/ /

1 / /
2 / /

. 2 =2

. 3 >2
>3 / /

3 *
QT QTc . 480ms 3 QTc

500 ms 60 ms 55mg

. <480ms 3 QTc

<480ms

110mg
55mg

QTc
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50%

LVEF
10%

110mg
55mg

LVEF

CK

CK 10

# >3

CK

110mg
55mg

3 *
110mg
55mg

55mg

4725

5.0

NCI-CTCAES.0

#




HS-10296-304

> 10%
10.8%
4.5%
> 10%

/1

HS-10296-302

110 mg

14.3%
> 1%

5/25

HS-10296-03-01

HS-10296-306

21.6%

HS-10296-12-01
N=1013

11.1%



EGFR NSCLC

MedDRA

(SOC)

6/25

2ARTS POLESTAR AENEAS AENEAS2 APOLLO
110 mg N=1013 &
MedDRA SOC MedDRA CTCAE 3 3
CTCAE
a 21.6% 0.6%
b 10.8% 0.2%
9.2% 0.2%
3.0% 0.1%
2.3% 0
2.1% 0
¢ 14.3% 0.2%
11.1% 0.3%
d 4.6% 0.1%
e 3.1% 0.4%
f 2.7% 0
0.6% 0.2%
39.1% 7.4%
g 34.2% 2.5%
17.0% 0.4%
12.0% 0.6%
10.8% 0.7%
QT 9.3% 1.9%
&
a.
b.




110 mg 1013 396 39.1%
1 204 20.1% 2 117 11.6% 3 57

4 18 1.8% 5 55  5.4%
2.5% 1 01% 3 03%
64.0
44.0
2 2 1
QT
110mg 1013 94 9.3%

1 58  57% 2 17 17% 3 19  1.9%
5 13 1.3% 2 02%
QT 44.5 QT
26.5

7125

5.6%

QT

25



110mg
10%

110mg
0.1% 2 3

110mg
1 31 3.0% 2
1%

43.0
110mg
10.8%

1~-2 3
1%

EGFR

T790M

1013

1013

0.3%

1013
12

1013

DNA
CtDNA

8 LVEF
50% 3 2 2 1
6 1
3 2 0.2%
44 4.3%
1.2% 3 1 0.1%
124.0
17.0% 12.0%
3.8%
1%
EGFR
DNA CctDNA
EGFR 19 L858R
CtDNA
CTCAE= 3
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CYP3A4
QT
QTc >470
ms QT
QT
QTc 500 ms 60 ms
1 QT
LVEF
LVEF
LVEF
ARTS POLESTAR AENEAS AENEAS2 APOLLO 110mg
1013 9 0.9% ILD
ILD 6 0.6% 1 1 3 2 2 3

3 0.3% 1 1 2 2
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POLESTAR 147 1 0.7%

CTCAE1 53
1 1.1% CTCAE 1
ILD
2
3 HS-10296-304
147 7 4.8%
1~-2 6 6.4% 1 1.1%
/ 3

18
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110mg 1013 319 31.5%

> 65 84.0% 3
21.0%
CYP3A4
CYP3A4 CYP3A4
AUC 3.1~4.0 CYP3A4
CYP3A4
CYP3A4 AUC
92.2% CYP3A4
P-gp
P-gp Cmax
85.7% AUC 67.3% P-gp
BCRP P- P-gp
BCRP  P-gp
BCRP
BCRP BCRP

I 220mg 39 260

mg 6 260mg 1
11/25



220mg 110mg
NSCLC 110 mg tmax
4.0 h Cmax 318.5 ng/mL AUCo.-..
13210.7 ng/mL-h  N- HAS-719 tmax
17.6h  Cmax 36.5ng/mL AUCo... 3756.5ng/mL-h
110 mg Rac(auc) 14
HAS-719 4.1
HAS-719
110 mg HAS-719
HAS-719
NSCLC NSCLC PK
HAS-719 >99.5%
NSCLC 110mg VdlF 554.2 L
CYP3A4 CYP3A5 CYP1A2 CYP2A6

HAS-719

12125



110 mg

84.8% 5.4% HS-10296 HAS-719
306h 554h
HS-10296-106
HS-10296 HAS-719
HS-10296 HAS-719
HAS-719
<10%
CLcr= 90 mL/min 60< CLcr 90 mL/min
30< CLcr 60 mL/min HAS-
719 <10%
1.5xULN Cockcroft-Gault CLcr 50 mL/min
. EGFR I-11IB NSCLC-III
HS-10296-302
HS-10296-302 1
EGFR [-111B AJCC 8
NSCLC 110 mg 110 mg
EGFR 19 L858R
1| A N2- 1lIA/B N2+
IRC DFS
DFS IRC 2 DFS 3 DFS 5 DFS 0S 5 O0S
214 11
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107 107
27.6
59.2 30~75
24.1 kg/m? 15.8~37.3 kg/m? 44.9% 55.1% 97.2% 72.0%
28.0% 100.0% 1B 09% Il 449% IIIA 495% IlIB
4.7% 19 47.7% L858R 523% 1 T790M 1
EGFR 20 ECOG PS
1 636% 0 364% 94.4% 6.9%IB-11A 93.1%IIB-111B
EGFR [I-111IB NSCLC
106 104
83% mDFS mDFS
194 HR0.166 95% Cl 0.094,0.294 p 0.0001 IRC
3 DFS Kaplan-Meier 1 OS
DFS
EGFR ECOG PS
CNS
6 5.7% 17 16.3%
3 i HS-10296-302 IRC
(N=106) (N=104)
(DFS)
n (%) 15 (14.2) 62 (59.6)
(95% CI) [ ] NR (29.1, NA) 19.4 (11.2, 26.2)
1 (95% CI) 95.1 (88.6, 97.9) 55.9 (45.7, 64.9)
2 (95% CI) 88.2 (80.2,93.1) 40.6 (30.7,50.3)
HR (95% ClI) 0.166 (0.094, 0.294)
p <0.0001
HR= Cl= NR= NA= IRC
mDFS NR (29.1, NA) 22.1(13.9, 27.8) (HR=0.166
95% CI 0.091,0.304 p 0.0001) IRC

14 /25




NSCLC-111

HS-10296-304

A

110mg
EGFR
VS. 1B

BIRC
ORR

nc

HS-10296-302

HS-10296-304

DoR

IRC

DFS Kaplan-Meier

EGFR

EGFR

19

PFS

15/25

VS. L858R

1.1

DCR

NSCLC
2 1

VS.
RECIST v1.1

OS
CNS



3.8 BIRC 4 PFS Kaplan-Meier 2
oS OS mOS 12.7%
12.0% 14.0% mOS
mOS  37.0 HR=0.797 95%CIl 0.306 2.074
PFS
TNM A 1B lnc
EGFR Ex19del
L858R <65 = 65 ECOG PS 0 1
4 i HS-10296-304 BIRC
N=92 N=50
PFS
n % 30 (32.6) 32 (64.0)
95% Cl [ 30.4 (17.2, NA) 3.8(3.7,5.6)
HR 95% ClI 0.200 (0.114, 0.352)
p <0.0001
ORR
% 95% CI 56.5 (46.4, 66.7) ‘ 22.0 (10.5, 33.5)
95% CI 4.583 (2.071, 10.144)
p <0.0001
DCR
% 95%ClI 95.7 (91.5, 99.8) ‘ 74.0 (61.8, 86.2)
95% ClI 8.533 (2.540, 28.664)
p 0.0001
HR= Cl= NA= BIRC RECIST v1.1
mPFS
30.4 3.8 HR=0.150 95%Cl 0.080 0.284 p 0.0001 BIRC

16 /25




1.0+ mPFS (95% CI)
; Hs—é&fﬁ 30.4 (17.2, NR)
I ----- RRF 3.8 (37, 5.6)
0584 tﬁ Log-rank p-value: <0.0001
3
- 1
g 0.6 %
s |
H |
" *‘!I pr 4= =2
. 77‘:1‘__ _______
- 9.2- e
[
{ o 52k
4 9!/ ":‘ ; el s; 1 ‘z 1 Ir, 1 I! 7‘1
TitREFRE (A)
7 5 4 a1 50 51 42 29 19 12
I 0 k7 10 ( 6 1 3 1
2 i HS-10296-304 PFS-Kaplan Meier
. EGFR NSCLC-I11
HS-10296-03-01
HS-10296-03-01 "I
EGFR NSCLC
110mg 250mg 1
1 EGFR 19 L858R
1.1 RECIST v1.1 PFS
(O8N ORR DoR DCR
DepOR 429 214
215 20.5 20.7
58.1 32~78
23.1 kg/m? 16.0~37.0 kg/m? 37.4% 62.6% 96.7% 72.9%
27.1% 98.1% IV 94.4% IlIB 5.6% 19 65.4%
L858R 34.6% ECOG PS 1 74.8% O
23.8% 26.2%
PFS
PFS mPFS 19.3 9.9 HR=0.463 95% CI

17125

0.359



0.596 P 0.0001 5 PFS Kaplan-Meier
3 oS O0S mOS 24
70.4% vs. 58.8%
PFS
EGFR 19 L858R
65 > 65 ECOGPS 0 1
EGFR 19
mPFS 20.8 12.3 HR=0.389 p 0.0001 L858R
mPFS 13.4 8.3 HR=0.599 p=0.0102
mPFS 15.3 8.2 HR=0.376 p 0.0001
mPFS 19.3 12.6 HR=0.507 p 0.0001
5 i HS-10296-03-01
N=214 N=215
PFS
n % 105 (49.1) 158 (73.5)
95% Cl | ] 19.3(17.8,20.8) 9.9 (8.3,12.6)
HR 95% CI 0.463 (0.359,0.596)
D <0.0001
DoR
95% Cl [ ] 18.1 (15.2,NA) ‘ 8.3(6.9,11.1)
HR 95% CI 0.376 (0.277,0.509)
p <0.0001
ORR
% 95% ClI 73.8 (67.4,79.6) \ 72.1 (65.6,78.0)
95% ClI 1.092 (0.704,1.693)
p 0.6939
HR= Cl= NA= RECIST v1.1
BIRC
mMPFS 17.9 9.7 HR=0.500 95%Cl 0.390 0.641 p 0.0001
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TitRERTE

mPFS (95% Cl)

02 T BEME maa oy
Log-rank p-value: <.0001 B
0.0 ‘ | ‘ ‘ ‘ : ‘ ‘ ‘
0 3 6 9 12 15 18 21 24
ZtRERFNE (B)
ﬂﬁgzgg 214 187 173 156 135 17 7 6 0
HEBR 215 186 146 107 84 58 39 6 0
3 i HS-10296-03-01 PFS-Kaplan Meier
. EGFR
NSCLC Il HS-10296-306
HS-10296-306 i
EGFR Ex19del  L858R
NSCLC
EGFR Ex19del  L858R
11
IRC PFS
624 310
314
58.4 30~84 <65
69.7% 100.0% 96.1%
44.5% vs 55.5% 71.9%
58.2 31~81 <65
72.3% 100.0% 96.8% 47.5% vs
52.5% 70.7%
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IRC PFS HR 0471 95%CIl 0.371 0.598

p 0.0001 52.9%
PFS 289 95%Cl 263,NA 189 95%Cl 17.8, 211
PFS
PFS
2025 08 14 216 0s 34.6%
81  261% 135  43.0% 0s

20/25



1-0‘| 4 ..

0.8+
ﬁ 064
i
B
4]
R 0.4 -
mPFS (B)
ooy o2+
T I I T T T T Oc_g T T T T T T
5 18 21 24 27 30 33 36 0 3 6 9 12 1
THRERY (A)
4 i HS-10296-
306 PFS-Kaplan Meier
HS-10296-306
PFS 190 93
97 HR  0.555 PFS 26.3 95% CI 20.9
28.9 18.0 95%Cl 15.0 20.7
PFS PFS Kaplan-Meier
5
IRC 14 9
5 IRC 3 iCR 6
iPR 5 4 iPR  CNSPFS
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104 e 2N kA ARG H
%@—QEHV 7\ ’
sd 7 ‘ RAAAW
& 064 Ty o
1 ‘
#
3
R 0.4
mPFS (B) B _o
0.2 — FXMBRAEHMAGWLST  26.3(209, 289) :
---- FIEHKREYA 1800150, 20.7) &---0
O.O— T T T T I 1 T T T T T T T
0 = 6 9 12 15 18 21 24 27 30 33 36
THREFYS (B)
HM AL
k% EERAIAWNALIT 93 85 83 79 75 67 54 36 25 15 2 0
foE#Zedzy o7 93 89 80 73 56 41 24 17 13 1 0
5 i HS-10296-306
IRC PFS Kaplan-Meier
. EGFR TKI EGFR T790M NSCLC-
11 HS-10296-12-01
HS-10296-12-01 I
244 / EGFR TKI EGFR T790M
NSCLC 110mg
RECIST v1.1 IRC ORR DCR PFS DoR DepOR OS
11.8
244 60.8 27~87 23.1
kg/m2 15.23~33.66 kg/m2 41.8% 58.2% 73.0%
1.6% 25.4% 99.2% 0.8% T790M
63.5% 19 34.8% L858R 1.6%
34.8% ECOG PS 0 65.2% 1 37.3%
| IRC 7 ORR DCR mPFS
mDoR mOS
7 11 IRC

22125



(N=244)

n (%)
ORR (95% Cl) 68.9 (62.6,74.6)
DCR (95% CI) 93.4 (89.6,96.2)
MPFS (95% CI) () 12.3(9.6,13.8)
mDOR (95% CI) ()2 12.4 (11.3,NA)
IRC  RECISTvL1
PR SD 5 1
48.0% 2
1 HS-10296-12-01
4
CNS 1 91
23 9.4% IRC IRC
RECISTv1.1 CNSORR  60.9% (95%CI 38.5% 80.3%)
4.3% CR CNSDCR  91.3% (95%CI 72.0% 98.9%)
CNSmPFS  10.8 47.8% CNS mDoR  11.3
EGFR EGFR T790M L858R
19 IC50 10
EGFR T790M L858R
19 NSCLC EGFR
13 26
60mg/kg 30 mg/kg
110 mg 0.4~1.9 13 39

10 mg/kg 110mg 4.5
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Ames

100 mg/kg 110 mg 6.6
30
mg/kg 110mg 2
6~16
100 mg/kg 110mg 3 -
6~19
30 mg/kg > 15mg/kg 110 mg
0.1
6 21 10
30 100mg/kg 100 mg/kg 110 mg 2.3
FO
F1
30 mg/kg 110mg 0.8
rasH2 26 6 15 45 150
mg/kg 150 mg/kg 110mg 8.8
>15 mg/kg 110 mg 0.7
150 mg/kg >45 mg/kg
110mg 2.4
/ 150 mg/kg

30

24125
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