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1 (0.1%) FET; B 6 %1 (0.3%), Hr 3/4 24 445 (0.2%), 14 (0.1%)
FET . Fa/BEH R AR 30 1 (1.7%), FEH I 11 6 (0.6%), 528 1/2 4.

RMLE &R R P B e WA RN, & T ek 5 R A 1005
% (56.2%) ik, Horb3/4 % 245 B (13.7%). SfLUEERZE 2 JH AN HIL,
NS AT 15— 2B

O PLERIM T AR AR 29 1) (1.6%) (LLBRIL, Hodr 1 2% 27 1,
225 2 5l BFESR MO ULER L . SR LR AR SR O U S O EFE LI
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107 151 (6.0%), HA1 3/4 2% 3 %5 (0.2%); MafiifH 26 1 (1.5%), HH3/4 4 20
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BETUHERE M & 5 /45 1E =2 B B R ihy7 . M FORIRME T & 541 6 (30.3%), H
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HE TR 249 4] (13.9%), Horb3/4 2810 1 (0.6%).
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655 K LA NEEXLL, #2eP B Rinrmaett. AR THERER. AR
WA B AERY (652 DL ) A&,

(4 EAER ]

25 B R AR R IER 2 YA BEAE BT T

CYP1A2HICYP3A4/585 357 K MHIFIN 2% 8 Je K m

2% &% R EEHCYPIA2FICYP3A4/51R

CYP3A4/51% 351 (FIAET. FlAEAT T FIAEWE T HZEKES . RZo, &
L PER %), RMICYPIA2E S/ (L& aRE. BEfME, T
) WREIE 22 T B JE I ACH, IR T SR MR .
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RILHD, wIREIRIE 2% B e, 8NP & e LRI IE .

R % 5 CYP1A2FICYP3 A4 IHIHIF1) K i S 75 &

ZE B e HAZG My IR

25 B EXFCYP3A4. CYP2B6. CYP2C8. CYP2CORICYP2C194 45,
FERFMHIPER (ICsofE 1~10uMYEH ), XFCYP1A2. CYP2B6FICYP3A4TCHA
RIESER . PG D B e 5 4 emg A0 A2 07 3G FE 10 25420 [ B o
H, & CYP3AARBI IR S5 RJEMZ ML, A CYP2COU RS

[(ZPdE]
JCE X 2% e R 2. nPRBEAR I &, U BT RIS 24 50 /A ik
AT AR S RE SCHFFIRTT o

[ RS ]

JRy R HA e R Atk /N B

FE P AL BRI PRAR S T oA 122 % 85 JE 524 F T ) B e S0/ R Al /)
240 ff it s 10 A

ALTERO0303 /2 T2 Hla s BEHL XUE « BT X R TITHAIG AR 5,
AN T 437 Bl =R R GAIT R R (EGFR RAEANT ALK FHPE Y B ik
5 B 52 A LI BRI 25T JE D IR I/ AL MR AR /N M e R . 3R
WL AU R (0S), REL SR TR (PFS) FI% MR 2%
(ORR). 4% 2:1 BENLA AL : RIS TP E e 12mg, BH—IK, %
MR 2 FfEZ5 1 (n=294); XHRRAZ T2 /B (n=143),

437 BI3Z A E T, 55.6% M 60 Z LA 65.2% K5 20.1%4 ECOG ¥4 0
5%, 79.3%M 1 45; 5.0% N TIB #, 94.5% K IV ¥; 76.9% NARE, 19.7% NEkE
BIR R, 3.4% I E A 31.6% 1) B3 B EGFR R4, 1.6%Jy ALK FHPE,
96.4% ¥ 5 R FRAS A SR 432 T AHRRE VAT s 52.9% 5% T Wit RG0IT 7
FIRIT, 43.0%F5%2 T =R S UL ERGATT T RIGIT: 41.9% BT T80T .
SHINERZIE . 0. Zr . ECOG PHor. HZVRA . BRI RACRES . BRAA
ST S ATt . 28 R AL Ar i T i R A 6 AN, 2 BRI 4L A i T I )
N2 A
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WFRAERAE T 292 BIEAAFMH (66.8%) ISt 3 B kT 1B 24T .
2 & R A AR AN 9.5 H (95%CI N 8.1~10.5), B FIZH N 6.4 H (95%CI
N 4.9~8.0), %% E e AL A B B A S, R (HR) 75 0.70,
95%CI 79 0.55~0.89, p=0.002, XJLLZR&FH, 22 & JEFEIK T 30%MIFET R
P2 BB JRIRTT B | SRR N 39.5%, R Y 27.8%. EEAH M
Bl W& 5.

%5 ALTERO0303 B FEE A AL F (FAS)

o ZBERA TR
(n=294) (n=143)
OS
mOS(H,95% CI) 9.5 (8.1~10.5) 6.4 (4.9-8.0)
HR (95% CID 0.70 (0.55~0.89, p=0.002)
PFS
mPFS(H ,95% CI) 5.4 (4.4~5.6) 1.4 (1.1~1.5)
HR (95% CID 0.25 (0.19~0.31, p<0.0001)
ORR% (CR+PR) 9.2% -
DCR%
(CR+PR+SD) 81.0% 37.1%

E: B 304 Kits
FAS: 2448; mOS: Al 7, mPFS: i Bt @ EfE; CR: 5B4%%#; PR:
EROYEf#; SD: FifasE; ORR: BMEZEMEZ, DCR: HEHKIEHIZE,

1.0

v i 2
0.8
0.6
4t
flua
#
0.4
02
0.0
HEBEE| 204 256 1a7 134 85 50 21 1 o
LR F 143 109 71 43 27 18 7 0
0 3 & k| 12 15 18 21 24
H
Azl ZEEE el

K1 ALTER0303 PRZHZETER (OS, HA) BTttt (FAS )
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3T EGFR J: R RADIRZS 04 73 By
£ ALTER0303 #7L 1, 31.6% (138/437) 14 N EGFR RAFFHME, PHE
B B MEER] T OS 3kai. £ ALTER0302 ff 78 - EGFR AR FH Pk
(21 B> FIBAME SRS (96 B MR T —Bukaas, & 6 Fih
T ALTERO0303 1% EGFR 58748 &35 I 20 7 Hr 5 d%
# 6 ALTERO0303 W7t EGFR RASAH (197 3 ss R

EFRE ik @f)i ’;‘g § p it HR (95% CI)
EGFR  %ZH)e 201 8.8 0,009 0.73

) SR 98 6.4 P (0.55~0.97)
EGFR ¥ HJE 93 10.6 —0.004 0.59

+ R 45 62 T (0.37~0.93)

I B H% 304 Kit.

FE ALTER0303 #F 78 H1 A% EGFR 5848 [ 1 6 3 432 52 BEAT B8 [m) 25 036 97 i 1
JRI R, A T790M fif 255845, %F%F T790M BH M B8 I3k 38 W e itk — B 7t
UESE. 222 B Je st Rz NFE AR 58 IEAEE T

e S0 Sk 4H 25 P e

FEPIIUIE PRI VPN T 22 % B Je I B iR T I A% 1M S AL 43 AR (1 it

ALTERO0203 #F70 & — T2 Hts s BEHLIUE « 22 BRI BRI e PR I R,
ZHN 233 I EA AT E R kL BRAE D2 0 B IR AT O RIBYT Rt R B
KBR35IN PR BR AN IR MR 2L (5 . R ToU
FANTE IR S I LR IR 2R | R 2k 22 TV AR s 1 21 4

HZANMOE . NI AR . AF4EPNE . BN . BRI AL 8 N,

Hi 158 B, MARP &R 12mg, EH JAEA—EIRIT, ST 75 1.

MR B RAR MR NE 7. K8 FHE 2,

#* 7 ALTER0203 WHFiARMESE R (FAS 52

BT S E VPA BT RARPEAL
fatr BB R ZBBE 2
(n=158) (n=75) (n=148) (n=66)
PFS(H*)*
mPFS(.95% CI) 6.2 1.5 6.2 1.6
(4.2-8.3) (1.4,1.5) (5.0-7.3) (1.4-2.7)
HR(95% CI) 0.33 (0.23,0.47, p<<0.0001) 0.40 (0.27-0.59, p<<0.0001)
ORR% (CR+PR) & 10.1% 1.3% 13.5% 0%
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DCR% (CR+PR+SD) & 55.7% 22.7% 52.0% 16.7%
OS(A*)*

15.2 12.6

0S(H,95% ClI
mOS(H88%CN | 123200 (93,27.2)
HR(95% CI) 0.88 (0.62,1.26, p=0.4972)

* H¥% 304 K/HE; &: #R1E 201744 H 30 H; #: #1520184E 4 A 30 H.
FAS: 4#i%E; mPFS: WALt EfA I, CR: 5CE&L%M; PR: H02#; SD: &R
fasE; ORR: WM, DCR: JRIHFEHIZE,

% 8 ALTER0203 Hff 7% & BE WP B % 2R % (%, FAS )

i BB VPG MSTFAR AL
R R _ _
%1% ORR(%)  DCR(%) | #il¥t  ORR(%) DCR(%)

BRUIREK AR | 38 23.7 86.8 34 32.4 88.2
T TS PRI 98 38 7.9 50.0 37 10.8 432
RRELIAAE 27 0.0 59.3 24 4.2 58.3
g s PA) R 16 0.0 43.8 14 0.0 42.9
R Z TN IR 15 0.0 20.0 15 0.0 13.3
214k YR 13 0.0 46.2 13 7.7 30.8
b R IR 7 42.9 429 7 429 57.1
175 PR 20 L R 4 25.0 25.0 4 0.0 25.0

ORR: EMZEME; DCR: ZRhizH%E,

100 + Censored
0.75

0.50

025

0.00

HEE| 75 14 5 2 1 0
wuggE | 158 89 49 29 18 13 6 1 1]
0 3 6 9 12 15 18 21 24
PFS
ik ATTEE B idtiaE

& 2 ALTER0203 # 5% it Je £ 77 Kaplan-Meier BiZk (PFS, H) (FAS)

/N PO
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5 — TR AT JEUIR PRS0 VPO T 22 2 5 J8 B 23R 9T /N A i it 14 R

ALTER1202 J&—TiZ e FEHL XUE « Z2RGHFAT 0 R T RS
N 119 LB A T kL REAE 2 /bR S22 Bl O RiaT S ik R B K
N R, oz B e 4 81 il

119 #lE#EH, ECOG ¥F4r 0 4315 5.9%, 85.7% 14, 8.4% 2 4%; 10.9% A
IR, 89.1% M) V2. Horh 25.2% 1) B LA AR 72 . 76.5% B BEAL 2
T 2R RGAITITRIGTT, 23.5% 2@ 2 Fh, T1.4% AR I T8UT . AL
F I ELI BT L 2 B B R AL LB T T I IR 4.6 AN JE T, el FnIA 1.6 AN .

#i1b 2018 4F 6 H 30 H, %% & e Aot e 44730 4.1 7 (95% ClI: 2.8-
4.2) , #EFM 0.7 A (95%Cl: 0.7-0.8) , MK MK (HR) FE1EK 80.8%,
ERERFS ¥ Y (HR=0.192, 95% ClI: 0.117-0.315, p<0.0001) .

2% 5 e AR R AL ) AL AR 3 0 7.3 F (95% CI: 6.5-10.5) Al
4.9 H (95%CI:2.6-6.7), FET- X (HR) F&IK 47.2%, ZERAESiT2E L (HR
=0.528, 95% CI } 0.304-0.918, p=0.0210). FEEHRMELERIEK 9. K 3.

# 9 ALTERI1202 H)FEAHMMELR (FAS)

sk B BH RRIFIH
(n=81) (n=38)
PFS
mPFS(H, 95% ClI) 4.1 (2.79-4.24) 0.7 (0.69-0.82)
HR(95% ClI) 0.192 (0.117-0.315, p<0.0001)
oS
mOS(H, 95% Cl) 7.3 (6.50-10.51) 49 (2.56-6.67)
HR(95% ClI) 0.528 (0.304-0.918, p=0.0210)
ORR% (CR+PR) 4.9% -
DCR% (CR+PR+SD) 71.6% 13.2%

e A% 304 K/
FAS: &r#r#E; mPFS: WA kA FN: mOS: i F M CR: 524 % f#: PR:
TRy 2Ef#; SD: FEFEfasE; ORR: HMEZEMZE; DCR: K IEHIZE,
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+ Censored
Logrank p <.0001

0.8+

0.6 -

04 4

0.2 4

0.0 1

(_1‘)

8

6
o <40 O

w

o

%) EPHE -t

3 ALTERI1202 #ff 70 ok e 4= 77 Kaplan-Meier #12E (PFS, H) (FAS)
LB AR A /INH B e R A A I 1 e TR AR AT

[Z3ERHE]

ZEAEH

2B e e M2 HE I SRS RS (RTKO #0155 o i ] i 4
REIR, 2% % R Tt VEGFR1 (ICso 24 26.9 nM)+ VEGFR2 (ICso /9 0.2 nM)-
VEGFR3 (ICso 4 0.7nM). c-Kit (ICso A 14.8nM). PDGFRB (ICso A 115 nM)
I v 1

WAMRIG S R BoR, 2% Je rT I 22 AR 40 Bk (786-0+ A375. A549.
Caki-1. U87MG. MDA-MB-231, HT-29. NCI-H526. HMC-1) 3854, 1Cso fE
3.0~12.5uM Z[8]; £ HUVECs 40 Al B3] VEGFR2 HIBERRI/KF &
TR EI I BERR A, 7E Mo7e AR P B4 o-Kit MIBERR 10 /KT & T i AH
R A MBERRAL, 76 USTMG 4l - o] S35 4% PDGFR HIBERR fb /K1 22 il AH
REARIBERRA; 7 BEHH] VEGF-A BT ¥ HUVECs [M35E . 1T, /NE
TR T DR B 0 SOk AL A 45 4 PR TR o

BEMR

— . SD KREL: 26 A NE TP HJE 0.2, 0.8 f13.0 mgkg, 15
kE 6 B, RWARKMHFE (NOAEL) 4 0.8mg/kg, AR, 4
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RIGRHZFIE (12mg/ \) 19 0.65 fi5; 7F 3.0 mg/kg HILBH R 8RN, #iH
HERRE N T AN I . Beagle RIESE 39 AL 4T %% &8 0.02. 0.08 F10.32
mg/kg, 152K E 6 i, NOAEL<0.02 mg/kg, ZAREAH, LUNIGKHAZ
FIE (12mg/ N 1 0.05 5, FZFNER A/ NSHIKARBHIKBIK 98 K 4k K

AR P8 Ames ik50 . T EA RGN (CHL) ik
M A DA R /) B AR U 45 SR 3 B

A A FH R R R B R, KRE DS TP )8 0.25,
1.0+ 4.0mg/kg,, 7 B AT 0L By S2 ARG/ N (1/24) L B3~ B2 i 21 IR 22 45 (10/24)
B~ BERE BE R AT (13/24); MER AT WK, BIRRE. MiRA. 2%,
Afit. TE. R EERREMEK, FER. EIRTRZES RN, Wi
B BIRHG B EREF G, ERBPEK. Zik% NOAEL i Img/kg (314
HATEEL, 200K 257505 12mg/ A\ 0.8 ).

WERG-REAF & B BRI, IR KA D45 T %% # 6 0.3.0.6 Fil 1.8mg/kg,
ALV AR R i R, FHARSIGIG N, B IR RN, SRR AR
MR B /N, MR A R AR G B B8 U R 1 0 (179/200 R, 22/22 &),
FEMTERDKM ., FRBLRE. BR: B EY K REZREM: kiR
M BEAR. SI58. FErinis G BEth s, BRFEEIIL. Vg, fi
B TEHERIIME R & A4 R AR 23 I, i BT (0 R A 3R 3 0« 1345 NOAEL
<0.3mg/kg MR, LAIERFZ7)E 12mg/ A1 0.25 £5).

TIRRA ST LB )R 0.15. 03, 0.9mg/kg, A WIHTIRTE. BETE.
JERLE RN T8 OIS R RS, SRS BRI WEIRERRAC, A
WG 28 S 4 T, IS ARG, WG E . BT, InfF R Bik%E (&
G R E I EURRE R, AW AN E AR R R R T R T . 1R
55 NOAEL <0.15mg/kg(FAAR AR THA. , £ 8 IR H 257515 12mg/ A1 0.25 %)

= A B A T, RR& N4 T2 2 )2 0.3, 0.6 1 1.8mg/kg, UL
SRACBERZET:, W%, JERGE. AU A Tt m, REGERE. I
URFPEAC: AR HAAER ., WHEBIEE, HERK. BB K& F1 AKX
fLH NOAEL A 0.6mg/kg (GEMRMAIIE, LINIRKRHZ7E 12mg/ A1 0.5
). RH R P WENTLIT, HAEFLH T IR EE L9 25 R FE 1) 30~50% .
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BomtE: 2P e MR BT EUB LT

[ #3071

LThe

12451 B 52 2 R 1 IR %2 2 8 SR I B Smg, 2% B e LSk B~ 3 ik i
I IR) 993 /N, AR YRR, P I BRI N 113/ o i IR IR AT PRI
IR D B R RBEN DR E, 5 SR e WIRI I 22 % 8 e ik i
BT RN TR 2 80% . AR R T XA il B A2 P ) FH R S R

1944 SARIRT HR b AR A3 1B IR 10, 12 % 16mg 22 % 8 JE iR e ), R 25 W10
HMR L3 IR WIS [A] 299 6~11h; ~F307H B2 BON95~116h; ££10~16mgjfl & i
N, 228 ek N 2K 5825508 R IEAG, HEMKRAE. RI
R ZE . 1548 SRR SR 12me Rl B R A LR, 8 2528 15 2401
A R— NG G RIRAT 4 25 )5, SRR N SRR 2 ¥ ML 2500 BE A i 2245 2
BUARJGIEFIEE . EH—NEWARA Y F% % & )8 M2k Eik$21.1~ 121
ng/mL, 152j— 5% % % e M2 T 25.05~28.5 ng/mL; 28 /M HA14%
2y )E 7B B e AR L $122.1~101ng/mL. Zid2AN A )G, A5
SR — & G T 25400 (00 I 24 0k P L B S AR A

vl

e ST PR 2R BV R IR 1 2mg AT 1 6mg 2h R 22 8 B e BE e, TR
DA RUN2061~331210 FHPELENTE (RSN WA 2% 8 e N LR & A 46 %
N93%, ££300~1200ng/mL3E FE P 751k B A

A

2B E e EEHCYPIA2FICYP3A4/SAR i, HIRZECYP2B6. CYP2CS,
CYP2C9. CYP2CI9MICYP2D6ARH: %% % JE A P-Hl t IRV o

HEit

FE— T ChRIC ¥ 22 B & JE P o T4 R A3, i 28 s i3 Fi
fR12mg k2 22 % 5 R Be B2648/NE (110K &, Kol 3% % % 8 & FAC
PSRN PR AR R 24 D9 IR 24 771 5 11 62.04% , e 48 {5 )kt B Dy IR 245 711
HH48.52%, £ FRIBUAHEMEFE D ARk 24 77 B 1 13.52%

RepR NEE
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I AR AT SRS R NG BT B T REAS 2 N REEAT 25 X80 J1 540 ¢

(]
WG, A, 1E 25 CLUNRAF.

[R%]
TR B0/ TR S LA 10 [ B R [ R 24 T R A e AN 2 AR 2
TRUBR . LARIBR; WA/, 28R AR & B8R &

[BX31 18 ™A

[PATHRAEY E 2 &0 2 0 0 B 3R /ibe i YBH00802018

[##EC 5]
(1) 8mg [EZjiET H20180002;
(2) 10mg [EZjiET H20180003;
(3) 12mg [EZjiET H20180004.

[A7=4k]
MEAAFR: 1R ROR G 25V AE B A TR 2 7]
ArEl: VLI R E ST E AL 8 5
Bt : 222006
HLiE5f%: 0518-85804002 4007885028
e H515: 0518-85806524
3 HE:  http://www.cttg.com
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