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WERE H AR IR KA S PR R B R & 05

2R B FE IR AT R 5L

CN202111062619.1, HiEH: 2021 409 A 10 H;
CN202211034826.0, FHiEH: 2022 4 08 7 26 H.
PR G

AR Je— R AR AL G A R FL % v, AR R (D) B &8 RO R AL
il & VRS
BRER

RAS 38 2 RAL 2 NS i i WA A, KAEAE 30%M AR . RAS B ZR A=
AT (KRAS. HRAS fll NRAS), H:b 85%f) RAS SRS EAE /& H KRAS WAZRA5 5] #2 /). KRAS %
AR LT SRR, e YR, R SEEAL EES. £ KRAS RAEME D, 80%MBUERER
ARSI T 12 F, & RS p.GI2D (41%). p.G12V (28%) Hlp.G12C (14%).

KRAS F:[A ff) 44 /& Kirsten rat sarcoma viraloncogene homolog(Kristen K Fs, PRI 7 53 9 225 8 [F) IR 47) o
KRAS fE40f =K {E S R g — MR A, B3 EGFR(ErbB1).HER2(ErbB2).ErbB3 F1 ErbB4
SLMMRAZR, (EEZ TGS Z)E, 2l RAS &H, 85 5 £ Fif. KRAS & H %A WS
R, 5 GDP (SREMAL R ML) L. fE4% SOS1 25 S RE AL H RS N T B0% )5, 5 GTP

(G IEAZ IR R 458, APRUBIEETE RIS . KRAS RS, Al LA T i K152
A5, BSLI FHEE R AR KRG G S, GG Z A A KR R g, [RIB KRAS ZE[H
MR, WRMEHET— N EEET.

JRE KRAS 5 — M RIREEE R, ARV RA T RZGHE S, EF) 2019 45, Amgen HI
Mirati Therapeutics 55/5 247 T ) KRAS /N F-#i71 AMGS510 F1 MRTX849 G IREF &5 5, HIXTENG
PR FAUESE T KRAS #FITEIGIR Eiad7 i A 2. AMG 510 1 MRTX849 #J& T A nl i/ #iil75,
Wi 5 KRAS G12C T4 2 A K R BRR I TE O T3S AN B, AT #0%) KRAS 361

KRAS fE4H A KIS S Rt idE — MRA/EH, Eif ) EGFR(ErbB1). HER2(ErbB2). ErbB3 Al
ErbB4 S54RI 21k, 2 THMNUES )G, 28 RAS A, E554EH T Tif. KRAS SEAER
A BORRR%, 25 GDP (SMEM TR R BEL AN, {Eu SOST &5 4% HFRR AZ e [N 7 3K
WWE, RS GTP (SEEEHIR =R 456, BREEREEMIRE . KRAS & RAS tEAP M EZ—
b, KRAS EEFRRASS, FTLAAKE T Bl K 72446055, JALR R s L5 KA HEmE S,
I RS R A KRR R, TR KRAS JERR 54 2048, 2 g 15 i — > 35 B 4645 .

G4 IR SR, Filbm A 12-36% A KRAS RAZIRKE; 27-56%%45 ks i A it KRAS 2827, Ak 90%
(PRI « 21%I0 5 AT TBE AT 12-36% X e 25402 B KRAS B3, MABHERER: 7 KRAS [#5
BRIRAR Y, 97% R KAETES 12 SLEiE 5 13 MR B RRIRIE KL T %%, Hh G12D, GI12V M GI13D iXx=
FgRAr, (HARIX =PRI R AE 2, KRAS(GI2C)ZRAS: 12 M H R R L B IR B 5 3L il 577
IFRARME T — MEEF I 7 1) -

RHNE
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AkMRME T D tEY,

(1)
H, nikH 0~3.
FEARRAR—2 72, FriknikH 0. 0.1, 021 0.3, 0.4, 0.5, 0.6, 0.7. 0.8, 0.9, 1.0, 1.1, 12,
13, 1.4, 1.5, 1.6, 1.7. 1.8, 1.9, 2. 2.1, 2.2, 2.3, 2.4, 2.5, 2.6. 2.7, 2.8, 2.9 H13.0.
EARRAM— 7 Ed, FridniEH 05, 1. 1.5, 2. 2.5 f1 3,
AR —L R, fridn kA 2.
KRR TR dD EW,
o L,
N

Nc/’"-[ j
nH,O
N 2

(11)

Hdr, nikH 0~2.

EAKR M~ %d, FriniEH 0. 0.1, 02, 0.3, 0.4. 0.5, 0.6, 0.7. 0.8, 0.9, 1.0, 1.1, 1.2,
13, 14, 15, 1.6, 1.7. 1.8, 1.9 F12,

EAKAK—T g, fridnikd 0.5, 1. 1.5 12,

EAKHP—Lr RS, FidnikH 2.

AREIERME TR AD WEH A G, HRHEE T X S0 R AT FIEIE R4 20 A E R
FEATHTIE: 8.51420.200°, 14.689+0.200°. 18.122+0.200°,

EARRPARK—2 T, R A S X S8 KT ESIE TH 20 M4 B A REET 5 .
6.218£0.200°. 8.51420.200°. 12.299+0.200°. 14.689+0.200°. 16.9030.200°. 18.122+£0.200°. 18.927+0.200°.
25.580+0.200°,
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EARKAP—LIrEd, B A SR X FEB RATHEREE N 20 M4k BAREAT I .
6.218+0.200°. 8.5140.200°, 11.663+0.200°, 12.299+0.200°. 14.689+0.200°. 16.903+0.200°. 18.122+0.200°.
18.927+0.200°. 19.364+0.200°. 20.386+0.200°. 21.91440.200°, 25.580+0.200°.

EARKAP—LIrEd, B A SR X FEB RATHEREE N 20 M4k BAREAT I .
6.218+0.200°. 8.5140.200°, 11.663+0.200°, 12.299+0.200°. 14.689+0.200°. 16.903+0.200°. 18.122+0.200°.
18.927+0.200°.19.36420.200°.20.386+0.200°,21.914:0.200°. 22.640+0.200°. 25.580+0.200°.25.9880.200°
27.147£0.200°, 27.715£0.200°,

FEAR — 7=, Fid A BALR) X 800 RATHEREZE T 41 20 M 4L H AR AEATHT 4 6.218°,
8.514°. 11.663°, 12.299°. 14.689°. 16.903°, 18.122°. 18.554°, 18.927°. 19.364°, 20.386°. 21.914°, 22.640°.
23.867°. 24.553°, 24.806°. 25.580°. 25.988°. 27.147°. 27.715°. 29.135°, 31.799°,

EARKAP—LIrEd, B A SR X FEB RATHEREE N 20 M4k BAREAT I .
8.514+0.200°, 14.689+0.200°, LA LL{E 6.218+0.200°, FI/z¥ 11.663+0.200°, FI/Z¥ 12.299+0.200°, F1/5k
16.903+0.200°, F1/8% 18.122+0.200°, F1/8§ 18.554+0.200°, F/5¥, 18.927+0.200°, F1/5% 19.364+0.200°, F1
/5%, 20.386£0.200°, /5% 21.914+0.200°, F1/5% 22.64+0.200°, F/m¥ 23.867+0.200°, F1/=K 24.553+0.200°,
F/8% 24.806+£0.200°, F/8% 25.58+0.200°, F1/88 25.988+0.200°, /5K 27.147+0.200°, F/5§, 27.715+0.200°,
F1/88 29.135+0.200°, F/8K 31.799+0.200°4 A FFAE AT 4TI .

EARKIAR—Tr 2, Fd A S8 A &2, H XRPD B aniE 1 fios.

AEHP—LIr RS, Bk A B XRPD EIEMITEIR 1L 1 Fis:

#1
% | 204 | MR | MAXNEE G| 204 MEEIEE | AHXTSRAE
A R

= ) (A (%) 5 ) (A (%)

1 6.218 14.20235 49.70% 141741 | 18 | 24.806 3.58629 6.50% 343.087
2 8.514 10.37753 53.00% 1500.55 | 19 | 25.580 3.47959 44.40% 1327.10
3 11.663 7.58177 27.40% 865.097 | 20 | 25988 3.42591 11.80% 473.421
4 12.299 7.19077 36.40% 1111.73 | 21 27.147 3.28222 12.90% 486.080
5 12.888 6.86372 3.20% 251.582 | 22 | 27.715 3.21613 9.70% 395.792
6 14.689 6.02570 100.00% 280439 | 23 | 28.521 3.12708 4.30% 249.149
7 16.255 5.44860 2.80% 288.118 | 24 | 29.135 3.06256 8.00% 344276
8 16.903 5.24119 48.50% 148690 | 25 | 29.638 3.01175 2.10% 183.706
9 18.122 4.89132 73.90% 215025 | 26 | 30.569 292211 3.20% 206.383
10 | 18.554 477818 23.10% 823.078 | 27 | 31.125 2.87113 3.10% 202.852
11 18.927 4.68486 44.30% 1370.18 | 28 | 31.799 2.81180 5.30% 256.503
12 | 19.364 4.58024 21.10% 758954 | 29 | 32.789 2.72916 1.20% 139.579
13 | 20.386 4.35286 17.50% 640.608 | 30 | 33.855 2.64562 2.60% 169.028
14 | 21914 4.05261 24.20% 803.125 | 31 34.827 2.57393 1.40% 129.355
15 | 22.640 3.92439 9.60% 421.049 | 32 | 36.782 2.44153 4.80% 216.242
16 | 23.867 3.72533 6.30% 335.668 | 33 | 38.522 2.33512 1.60% 124.831
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17 | 24.553 3.62272 5.40% 315159 | 34 | 39.646 2.27149 1.40% 126.875

AR~ =, B A BARZ R R R AR 115.37°CL3°Ch HA TR ) IE(E .
FEARRIR 2 R, R A AR DSC B 2 fis.

AR —I7 =, R A BARRE T A AE 150.0°CH3°CIN 2R EIX 5.379%.
FEARKAR 7R, R A SRR TGA FWE 3 fix.

ARSI AD &Y A BB HI& 7, .

(11)

(a) B (D WGP LB iR 2R
(b) TEBPE FRKZBIASIR R D, 78 20~30°CHIN &
(c) 20~30°C FHi#E 15 /BT
(d) 20~30°CZABI KGN B S AR TR rp, AREEHE 1~3 /NS
(e 1Iuk, WA,

AR BRI T IR AR A AL S TR YT S A 2 R R A

EAR Mg 2, PR S A A R EL e -
FARFR

KA KRASGI2C 58745 () MIA-PA-CA-2 400 % . NCI-H358 20 g FL 73 R - Fr 240 o il e 3100 1
W, A ROk B, 2R A iRt A R PK WG, A REMIREM. A &
TIRESE . OGRS, A R PK L.
€ SCRIE B

BRAES B U, ASCHT A FAIARBRAIEBESH A& L. — M E R RIESORETE BA R E
SCHIAEBL T A RLZAE A A B BTS2 1, TSR Y & R PR . AR S RS L
I E i QX I P 7 o BBV M 7

AR R e T A 4 mT LB A OB RN 570 I 380 14 22 b 2ok il %, LA T T 41 55 1) LA
ST R 5 HAbA 22 TR A B T ST T T DA R A SRR b N B P B R 4 ) 407 =X
A 1 St 7 R R AR BT 2 K B B S e 44

A B B AR S 77 SR 27 BN R AR A IE IR R P SE B, BT BV Z0E & T4 K B AL A8 10
H PR ARkl . AT REAK ARG, A& E ARSI AN FE O S0t 7 A AL ExT&
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A BR BN S N IR PR REAT 18 B R

N2 ST AR AR B, R L S AN AR A R B AT AR R A

AR I AR R T, O A BT A .

AR WA B AT LB I A8 RN SR T B B R VE SR BN, W SRAC R B R & i 4
SR, W2 ) 4 R BT AR AR 0 IR AR BT DUFIE . 0 A R XM 2R AT S8 (SXRDD, k577
H F) . & F Bruker D8 venture T SHUSCEEATAT SREE S, JGIR N CuKaf@d, Fi TR o/o A, WHEM
KRG, B 20R A HHEA(ShelxsO7)MENT AR 254, (T AT LLRFIEZand 2.

B A AT R B 44 IR U 28 A Chem Draw® R 4Fdy 44, TiTHE{b &R Bt R H 4475 .
ARBE AR X-HATH (X-ray powder diffractometer, XRPD) J5i

X487 5. A4 5 Bruker D2 PhaserX-H 287 5%

MWART7i%: K4 10 ~20 mg #£45 FH T XRPD &1

PEANFY XRPD S8 T -

I Cu, ko, (=1.54184A).

JCEHE: 30kV, JHEH: 10mA

REH4E: 0.60 mm

I #sHe4E: 5.827 mm

BBt pe4%: 0 mm

FIHTE R 3-40 deg

H4%: 0.02 deg

SK: 02 B
A RBPEHRSHT (Differential Scanning Calorimeter, DSC) &

1 %875 . NETZSCH DSC 214 DSC21400A-0958-L

MT77E: WS (~4.02mg) & T DSC S W17, 7E 50mL/min Ny 464 F, B 10°C/min H
THEEZE, M 30°C (EiED £ 400°C.

ARPMESYT (Thermal Gravimetric Analyzer, TGA) Ji%

X #5715 . TA Discovery TGA 5500 #F /344X

M7 BEER (2~5mg) BT TGA tHEM A BEATINA, 7E 25mL/min Na 5614, L1 10°C/min H
FHR G, IIFAFE L N FE IR 3 350°C BRE 20%.

AR X-S R BT

%447 = : Bruker D8 VENTURE CMOS Photon I diffractometer with helios mx multilayer monochrmator.

M7 B 0.0133g X (D W& A BAETERERAME TEMHT 2mL A5 . BRERIEHE T 4mL
EEBENT, EER VEEER. TREEITEIREER. THSRERE T=1732) K.

AL

Bruker D8 VENTURE CMOS Photon II diffractometer with helios mx multilayer monochrmator.

Cryogenic system: Oxford Cryostream 800
Cu: 2=1.54184 A, 2.5kW,
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Distance from the crystal to detector: d =45 mm
Tube Voltage: 50 kV
Tube Current: 50 mA

P e e B
B 1ot AD & A BELY Cu-Ko 4855 XRPD 12
K2 9 (D E A ALK DSC A,
K3 a0 (D EY A &AL TGA 1K,
B 4 930 (D WGP AR 45 24 B b A I TR G K e (AR AR,
K5 A (D G R ¢ 24 5 b o I R SE K PR B A4 AR Ak
B 6 Rl (D A& P00 s i XS ERAT S ST AR S A ARk L
B SEHEs =
N T BRI AZ, RIS & BRI GR I — 2P e, ERAARR Sy AR R
A PP P P A g B
SEHER 1: R (D (A PRH%
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l?oc

Nc/“[N]
N
N

l|300

Nc/“[N]
N
N

FooTY N O N
(PMB),N N/)\S/ N/)\O/@
CF, CF,

1-19
1-16 1-17

SE1: WEW 12 HEK

WIS T =100, b &911-1(250 g, 2.00 mol, 1 eq) AIE/KBREREN (690.26 g, 4.99 mol, 2.5 eq), fififh
#1(331.62 g, 2.00 mol, 1 eq) IIAFIN-FIEMEMEET(Q.5 L) , AR5 I AR FREE (64136 ¢, 4.10
mol, 557.71 mL, 2.05 eq), MR M, FER/TIRIT N B T120°Cliis h e S N SN« S JFedtt
IR (250X 6, BIN20FFKH, FEIINTOFE R T B MR PE, 005 WA HLAT, ZKAH A R BT JE T
FEBGLx1), SIFANAE, HWREHEKEEREA0Lx2), KRBT, BERMSEIMLEW-250. W
FLS N3 T AT, FT2IE . T304k R A gl et Af ECUR Sk e . S AEE (500 mL x
3)itkek, BEIWEDE, BEMLEW1-2 . "HNMR (400 MHz, CDCls) § = 7.23-7.18 (m, 4H), 6.91-6.87(m, 1H),
6.82-6.76 (m, 4H), 6.65 -6.59(m, 2H), 4.20 (s, 4H), 3.79(s, 6H), 2.19 (s, 3H). LCMS: MS m/z =366.1 [M+H]".
HE,2: WEW 13 KA

$2.,2.6,6- V0 H HEORIE(2.44 kg, 17.29 mol, 2.94 L, 4 eq) IIAFITE/KPUEWE (15L) #F, B&#REE-5-0°C,
BABH =R, FAMEY TRIMIE T H4Q25M, 6921, 4eq), -5-0°CM15min, FEEZE-60°C, L&
M1-2(1.58 kg, 432 mol, 1 eq) MIPUEIRIG(1.5 L)AW, #0565 S5 -65~-60°C K M0.5 /M, R il AN,N-—
FRELHmEZ (3.16 kg, 43.24mol,3.33L,10eq), -60°C/ M 10min, [A]MIEIIA20 LIBAISE L, H5 LIH
FERUT FEREAC U, A HUARAE SR F 20 LY AN SR ek, SRS /KO FE 1O LIy Y0 T RE Mk Ak 42 3 B2 VR,
EHA N, YA K (120x2), /KBRS T i 5 vk 4, R P A s/ o S p T
FEBEG/1, BL)FT S/, 138, WEIETHE R E1-3. '"H NMR (400MHz, CDCls) & = 10.43 - 10.35 (m,
1H), 7.21-7.18 (m, 5H), 6.92 - 6.81 (m, SH), 4.25 (s, 4H), 3.80 (s, 6H), 2.23 (s, 3H) . LCMS:MS m/z = 394 2[M+H] "
BB, 3 WEW 14 KEK

H AW 1-3 (1.17 kg, 2.83 mol, 95%A1 1, 1 eq)MAF] NN-ZHERFEZ (5.7L0) 1, 5°C FaftinA
BT “EE L (603.35¢,3.39mol, 1.2eq) , 5-15°C M 1 /hEF, FMNWA, ZBImA 570K, HHE
EHTH, BEFE 20min J5, 4RERZRIB I 1LAL K, 2RE40H 40min, 38, FEPHHIK (2Lx2) Mk,
RSPl PSR T 2 RE=10:1 BB AIER 7.7 L3735 12 /0, 3dug, JEOHAI bR HIRCT Bl
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=10:1 BES A 500 mL W5 AT BIRSE 5, AW 12 /N, 581654 1-4. 'THNMR (400MHz,
CDCl;) §=10.39 (s, 1H), 7.17 (d, J = 8.8 Hz, 4H), 6.89 (d, ] = 8.8 Hz, 1H), 6.85-6.82 (m, 4H), 4.22 (s, 4H), 3.79
(s, 6H), 2.28 (s, 3H). LCMS:MS m/z =472 1[M+H]', 474.1[M+H]".
HE4: WEW1-6 BEK

HAAEY 1-4 (130 g, 275.22 mmol, 1 eq), WAL (104.83g, 550.44 mmol, 2 eq), A 1-5(264.37 g,
1.38 mol, 175.08 mL, 5 eq) ¥ - DMF (1.3 L), ZUSLRYT , £ 100°C FHiHE 4 /N FFIR, RHREIE,
BIAK (131D 9K, HERCTHER (400mLx2)> ZEH, ERAE KIS 300mL) ¥k, To/KMERH
FHE, e, WCERRRRIRSET B . RIS TR CAliml/ R EERCT BRI = 8/1, 300 mLD> BELEY) 1-6,
WERRE, BRRIRGRENT Bl 2R 488 =100/1~5/1) 520, TR G/ i LT 5L
=8/1,100 mL)> 3 EMLEY) 1-6. PIfth W44 A whlkT IR &, 98, WA, /3069 1-6. 'HNMR
(400MHz, CDCLs) 8 = 10.37 (q, J = 4.0 Hz, 1H), 7.18 - 7.11 (m, 4H), 6.89 - 6.82 (m, 4H), 6.73 (d, J = 8.8 Hz, 1H),
4.36 (s, 4H), 3.81 (s, 6H), 2.37 - 2.29 (m, 3H). LCMS: MS m/z =484.0[M+Na]"
HB|S: WEW1-8 Kk

FENE (7021 g, 1.76 mol, 60% 4%, 1.8 eq) MAZIAKIIEKR (4.5L0) F, BFRE-5°C, BEHRAR
=R, BT RIS 1-7(203.82 g, 1.76 mol, 188.72 mL, 1.8 eq), -5~0°C 2 10min &, JEHIET
FH (25M,702.14mL, 1.8 eq), HEAEB AR F-5-0°C M 10min, FEIEZE-10°C, FINLEY 1-6 (450
g, 975.19 mmol, 1 eq) MIPIEURME(450 mL) ¥, -10°C F &% 10min, 345N REE MR 5 L ML
e, rWCEEG AGNUEA 4 L R E HK e, KBRBRIN TR SR, 1 R4 S L N
900 mL x 4 M AMEEEE, SEFURIRE, A AuhmE LM, R R T IR B & 1-8. TH
NMR (400MHz, CDCls) &= 7.18-7.15 (m, 4H), 6.90 - 6.78 (m, 4H), 6.61 (d, J = 8.8 Hz, 1H), 5.72 - 5.57 (m, 1H),
4.31 (m, 4H), 3.81(s, 6H), 3.76(s, 3H), 3.56 (s, 2H), 3.50 - 3.38 (m, 1H), 2.98 - 2.93 (m, 1H), 2.38 - 2.26 (m, 3H).
LCMS: MS m/z =578.1[M+H]".
BB 6: LEW 19 K&K

F6EM 1-8 (1.15 kg, 1.77 mol, 89% 40/, 1 eq) AT ZEFLE(5.7L) ', IO NN-Z F R B
TFSESERE (337.86 g, 2.84 mol, 376.66 mL,1.6 eq) » 25°C ] 1 /NI, BEEE 0°C, 0-3°C R =%
16T 2.8 (377.27 g, 2.66 mol, 328.06 mL, 1.5 eq) , KM 10min. LCMS FKHEFERNEZ, HIL~Y Ms 5.
R PIRGAZIMAZ) 10 L MR RBRIR MR D, A, AHUEA 5 L e ks, JToKm
PR s I 5 VR A A T 38 20 RS AR, R I 0.83 L (RSB T 25k, BiEbE 20min JSHT H[E 4k, 4k
BN AMEE: FIERCT B lE=1:1 FRAER 0.5 L 5, FTHREIR 16 /AN, AN —iaidiE, gt A
Bk HESECT EME=1:1 FTR-SVA T 800 mL x 2 W5, e+, SHRAHZHr A 28 ZFE=100:0-0:1)
B31E% 19, "HNMR (400MHz, CDCLs) § =8.43 (d, ] = 0.8 Hz, 1H), 7.21 - 7.10 (m, 4H), 6.91 - 6.81 (m,
4H), 6.70 (d, J = 8.8 Hz, 1H), 5.93 (dd, ] =3.2, 14.8 Hz, 1H), 4.35 (s, 4H), 3.8(s, 3H), 3.81 (s, 6H), 3.38-3.29 (m,
1H), 2.68 (dd, J =3.6, 16.8 Hz, 1H), 2.39 - 2.24 (m, 3H). LCMS: MS m/z =588 2[M+H]".
HB,T: HEW 1-10 BIEEL

B EY 1-9(775 ¢, 1.32 mol, 1 eq) MIAZIPUERL (4 L) P, FEEE-60°C, B#HEA=ZR AR
PR IN= A T EMEL B A M,1451, 1.1 eq) » -60°C /M 10min. FFRMIRZEEIMAR 351§ 1M
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R, NN 2L /K AERL, KAIEESE 2 L (10 2R ZFEXEHL, & MU R4k, A 1L 1Y
PR BE, R 5 L MR HK e, TOKBRRRAN I a8 EvR 4, RIS 0 4 #iE, 230N 200 mL )
FRESRUT 2k, #6FE 10min, ZE12MA 200 mL A M0EE, 508 0.5-1 /NS HT R R, 48220 kiR 1.6L
TS, FTIREPE 12 /NF, JEUE, EIEURF A R EERUT ZERE=10:1 VA 300mL x 3 W, AR
AR &4 1-10 (1.15 kg). '"HNMR (400MHz, CDCls) & = 7.167-7.14(m, 4H), 6.87-6.83 (m, 4H), 6.63
(d, J=8.8 Hz, 1H), 5.05-5.00 (m, 1H), 4.61-4.58 (m, 1H), 4.42 - 4.24 (m, 5H), 3.85-3.73 (m, 10H), 3.13-3.05 (m,
1H), 2.47 - 2.38 (m, 1H), 2.35-2.31 (m, 3H). LCMS: MS m/z = 590.3.[M+H]".
HB,S: WEW1-11 K&K

BEY 1-10 (310 g, 525.80 mmol, 1 eq) IIAF|ZEE (1.55L) &, M S-FIERMARGREZ £ (439.11
g, 1.58 mol,3 eq) FBREESN (111.46 g, 1.05 mol, 2 eq) , 45~50°C (IR BUSARYT F I 16 /Mf . FFKEB
oy CEERGERR 2, LS N 500 Z£ KA 400 25+ AR A B8, BHE, A 500 mL 1M 52 R pH=3~4
JEH KA GERNTH, BN 600 mL Al fi4k, RRTEHRERKAGREEITH. SERREM0 KE
PR, EUEH OB AR (200 mLx 2>, SEIMIEGIEN =M. SIEDEH 2 L & Wi, o A
KR oK BRI T45,  IR4513 81k &4 1-11. "HNMR (400MHz, CDCls) = 7.22 - 7.14 (m, 4H), 6.91 - 6.82
(m, 4H), 6.65 (dd, J = 8.4 Hz 1H), 5.12-5.08 (m, 1H), 4.97-4.91 (m, 1H), 4.67 - 4.57 (m, 1H), 4.45 - 4.22 (m, 4H),
3.88 - 3.74 (m, 6H), 3.43-3.35 (m, 1H), 2.77-2.72 (m, 1H), 2.59 (m, 3H), 2.40-2.31 (m, 3H). LCMS:MS m/z
=630.2[M+H]".
BB, HLEW 1-12B BIEEL

&Y -113ETSFCHR 7y, il 4 DAICEL CHIRALPAK AD(250mm*50mm,10pum); 7304 [0.1%NHs;.
H,0 EtOH]; EtOHY: 45%-45%.,6.3min. 346 &41-12B (I [7]:1.665 min), L& YI1-12A (H &R R]:2.446
min).
B 10: L5 1-13 K&K

BUAEY 1-12B (2 g, 3.18 mmol, 1 eq) T =& H Q20 mL) #, IMANN-ZRFEELNE (123 g,9.53

mmol, 1.66 mL, 3 eq), FFIEZE 0~10°C, M = HHEBLEF (1.34 g, 4.76 mmol, 786.11 pL, 1.5 eq) ZZMEIMAF]
WRES, EMIRET P 15mine. EIAMEFIFILEAKER (15 mL), 72, AKMHAHZEFL(S mL x 2)A
B &IFENUAE, JOKBBRAT T, 98, RGEIRN . M2 RN Gl 28 Z85=100/1~0/1)
B ELEY) 1-13. LCMS m/z =762.2[M+H]". "H NMR (400MHz, CDCl;) § = 7.21 - 7.11 (m, 4H), 6.90 -
6.80 (m, 4H), 6.66 (d, I = 8.4 Hz, 1H), 5.19-5.15 (m, 1H), 5.04 - 493 (m, 1H), 4.77-4.72 (m, 1H), 4.41 - 4.19 (m,
4H), 3.80 (s, 6H), 3.62-3.54 (m, 1H), 3.11 - 2.97 (m, 1H), 2.56 (s, 3H), 2.42 - 2.31 (m, 3H). LCMS:MS m/z
=762.2[M+H]".
S ALEW 115 B

B A0 1-13(147 g, 186.74 mmol, 96.767% 4ifE, 1 eq) T NN- - HIEHEHZQ.5L) +, JIANN-
T RN LRE(72.40 g, 560.23 mmol, 97.58 mL, 3 eq) , FIIALEY) 1-14(42.54 g, 214.76mmol, 1.15 eq,
2HCY) , JHEZ 50°C #5iHE 0.5 /NN o SR EEM T T3, BEMLEY 1-15 1) N N-Z FEE i a W
HB,12: a5 1-16 K&K
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LAY 1-15(137.8 g, 187.02 mmol, 1 eq) I NN-—HEEHF BT (1.5 L) UM B2,
IIAN=0#%(18.92 g, 187.02 mmol, 26.03 mL, 1 eq) , 1% kB — ST BE  (48.98 g, 224.42 mmol, 51.56 mL,
1.2 eq) MENRPIEH, 18°C fiidf: 10 Mifo BIAKF (150, MAZLRLER (400 mL x 3) MAIEAEL
KEEW (400 mLx4), TR, dE, k9513514065 1-16. "HNMR (400 MHz, CDCl;) §=7.16
(d,J=8.4 Hz, 4H), 6.85 (d, J = 8.6 Hz, 4H), 6.64 (d,J=8.0 Hz, 1H), 5.22 (d,J=7.2 Hz, 1H), 4.90 - 4.68 (m, 2H),
4.61 (s, 1H), 4.41 - 421 (m, 4H), 4.04 (s, 1H), 3.80 (s, 6H), 3.71 (s, 1H), 3.50 (d, J = 11.0 Hz, 2H), 3.30 (s, 1H),
3.24-3.02 (m, 2H),2.90 (d,/=2.0 Hz, 1H), 2.78 - 2.58 (m, 2H), 2.55 (s, 3H), 2.34 (d,./= 4.0 Hz, 3H), 1.51 (s,9H).
LCMS m/z =837.2[M+H]".

BB 13: AEW 1-17 KERK

B A 1-16(245 g, 278.10 mmol, 95% 4i/E, 1 eq) ¥ T /K & H (2500 mL), BFIEZE 0~10°C, 24
Jat R S EOE R (56.46 g,278.10 mmol, 85% #iifE, 1 eq) A #LIIAN, 10°C Hidk 0.5 /N A pnial &t &
ZEHR(8.47 g, 41.71 mmol, 85% 4B/, 0.15 eq), 10°C 4E&4i+E 0.5 /I KRB S (tb&9 1-16 10g it
WO HFALE, KON TR EMNYE (1500mL), 3% RERERANYE (1500mL) Gk L AR 4%
R GRS D, PRI K B (1500mLD, Jo/KGRERENTEI IRk 4 « A ZAT4lAL 18 A hEE = 10%-
15%-20%-30%. 32L& 1-17. 'THNMR (400 MHz,CDCl3) & ppm 7.15 (d, J=8.00 Hz, 4 H), 6.85 (d, J=8.80
Hz, 4 H), 6.65 (d, ]=8.80 Hz, 1 H), 5.27 (m , 1 H), 4.78 - 4.91 (m, 2 H), 4.61 (s, 1 H), 4.24 - 438 (m, 4 H), 3.90 -
4.18 (m, 2 H), 3.78 - 3.82 (m, 6 H), 3.42 - 3.70 (m, 3 H), 3.33 (br s, 1 H), 3.06 - 3.28 (m, 2 H), 2.90 (s, 3 H), 2.66
(m,2 H),2.29-2.41(s,3H), 1.51 (s, 9H) . LCMS m/z =853 2[M+H]".

BB 14: LS 119 KEHK

P A 1-18 (18.24 g, 114.59 mmol, 1.2 eq) ¥ T /K IYEKIE (900mL) , IR ZE-20°C, 2RJ5 AR
TEEEN (11.01 g, 114.59 mmol, 1.2 eq), F#E 15min. ZREMANAED) 1-17 (90.5 g, 95.49 mmol, 90% 4fifF, 1
e TC/KIIZ I (180 mL), ARERHHE 0.5 . NS (WEW 1-18 50g LD A IFAEIE. AR M
WM 1000 mL WA SEACE A KN, 70, KA 1R CBEREHC (1000 mL) 73, Fo/KBRRR AN T1%
Mg, W4E. FEENTAL (ZBRZER: AMEE = 20%-50%-100%) 13 A @E A A5 1-19. LCMS m/z
=948 4[M+H]".

HEI1S: LEW1-20006 6L

BAEYE 1-19 (97.00 g, 97.20 mmol, 95% 4EFE, 1 eq)¥A T 2-FIEPUEM:ME (500 mL), FFIEZE 0°C, %
JEREERER (8 M, 614.80 mL, 50.6 eq)ifi INE S M, Fh & 25°C Hi#t 2 /Mo IO EPESE (200mL) 733,
PR KAH, N 2-HEEPUE0RIM (300 mL), FHRRFRANIE T pH=8~9, HiFLEH, W, WEHVAH, Kid
F 2-F AL DO (300mL x 2), WG HLAH, WERIEEKEE (200mL), JoKBEREET1E, i, WEAHL
1, REEE S, H&F 5 (1000 mL)EE, B =5 LR (283.73 g,2.49 mol, 184.24 mL, 25.6 eq) 2% 1=
IMNE) &G EHIR AR 10°C LLUF, 25°C #idE 3 /Mo H5 BRI 500 mL UKK, #HHEEEE,
. BFAHAK G00mLx3) . &IHFFHAMHIOKM, EH & FRG00mLx4) K&, LG
e M FRERZE 10°C, FZKAHTEIA 500mL 2- B PY SRy, SR)E FHORIRENIE pH=9, 2-Fi%
U RIR(400mL x 2)F B, SHAHAE, Kk (300mLx4), MWAIEEH/KYE (300mL), F/KERERMN T
PEIRAEIF IR O AL A 1-20. LCMS m/z =608.27[M+H]" .
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BT 16 R(1)HWEWRIER

BEY 1-20 (58 g, 84.00 mmol, 88% #lifF, 1 eq), NN-—FHIEZZ (21.71 g, 168.00 mmol, 29.26 mL,
2 eq)s 2-(7-FARFRTIE = ME)-NN N, N'- IU H I iR 7S S R R (38.33 g, 100.80 mmol, 1.2 eq)¥# T- DMF (600
mL), ZRJGFEEZE 0°C, LI 2-5 M 1% 12(6.81 g, 75.60 mmol, 0.9 eq), 0°C FFE 10min. e SR EI N
900 mL /K, #RJ5 LR AERFER (200 mLx 30, & IFANAE, MASMEDE (200 mL x 3, MRIBRKIREN
B (200mLx3), HIAIEH/KEE (200mL), Jo/KBRBRAA T IEREE . 2R )5 H 40F: /K (100mL: 150 mL)
1216 /N, FIERRR (1) t6EW. SFC 347k Chiralcel OD-3, 50 X4.6mm [.D.,3um; i3l
FH: A(CO2) 1 B(HEE, & 0.05% = R IEI&Z); #5 : B%=5~50%, 3 min; Jiii#: 3.4 mL/min; J1: 220nm;
JE 7 1800psi, JG2E4EEE: 99.21%, HIEMT[A]: 1.840min. 'H NMR (400 MHz, CD;OD) & = 6.80 - 6.68 (m,
1H), 5.73 - 5.51 (m, 1H), 5.46 - 5.19 (m, 3H), 5.05 - 4.90 (m, 3H), 4.74 - 4.58 (m, 2H), 437 - 4.26 (m, 1H), 4.20 -
4.06 (m, 2H), 4.05 - 3.84 (m, 3H), 3.79 - 3.59 (m, 2H), 3.54 - 3.43 (m, 1H), 3.42 - 3.35 (m, 1H), 3.31 - 3.24 (m,
1H), 3.13 - 2.89 (m, 3H), 2.82 - 2.52 (m, 2H), 2.50 - 2.42 (m, 1H), 2.41 - 2.30 (m, 5H), 2.29 - 2.18 (m, 1H).

SERER) 2. 3 (D AL-SPIR G X-SFRAT IR I 2 b

o,

~, N
NC [ j 2(CHACN).2(H,0)
N

{1
0 0.0133g 20 (ID A& A SAESEIRAM FIaMET 2mL Z8EH . BFEMETRE T 4 mL PEEFT
T, =R NEEE R T REER YRR B RS, FRE X SEATEH (DS-VENTURE)
WA R HE . X (ID A& SR s Lk 2, X D (&P STARES FEER E ILE 6.

2. X D WEWR R AL

Crystal Size 0.180 x 0.160 x 0.120 mm
Radiation Type Cu Ka (/= 1.54184A)
Crystal system Tetragonal

Space Group P4(1)

Cell Size a=10.9496(3)A

b=10.9496(3) A
c=64.126Q2) A
o =f=y=90°
Cell Volume V=17688.3 (5) A3

Cell Formula Units Z=138
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Crystal Density D, =1375 Mg/m?
Crystal F(000) 3328
Absorption Coefficient mu #(Cu Ka)=0.971 mm™!
Limiting Indices -12<h <12
9<k <12
-75<1<73
Cell Measurement Temperature =173 2)K.
Theta range for data collection 2.756~65.272°
Goodness-of-fit on F~2 1.028
Final R indices [[>2sigma(])] R1=0.0718, wR> = 0.1968
R indices (all data) R; =0.0802, wR,=0.2030
Largest diff. peak and hole 0310, -0.335¢.A3
Reflections collected / unique 68300 /12934 [R(ny = 0.0906]

LHEE) 3. N AD AW A BBH &

Tk K (D AW (022 MAFIZEE Q24mL) #, JHRE 50°C, HEFE/KK (0.48mL) 2%
BIIABI RS, 18 50°C FHEPE 72 /AN, 198, BCEREARB IR D HWEw A &AL

= B MAEYG.0g) MAZIZE 4 VBFEET, KA VZEIMASWER S, 7E 20~30°C
IR (0.5g), TEUCIRE NHERE 15 N, BB hoK (3V), k8 1~3 /N . UL IEDE,
20 AD EW A L

LHEF 4. N AD HEY A BEMEEREERE

Al sk 5 R e PRI HE SN ChE 258 2015 ARPUFREN) 9001, FHA D HEW A
fe MAERR (60°C, MDD, B (EIE/MXHEE 92.5%, i) K (50001x, ) &4 FrfaE
P, DARKIASZES (2542°C/60 £5% RHD, HU#SLE: (4042°C/75 5% RHD 444 T )b ke e .

RIS (D & A B2 20mg, BT BB SIRMRH, MR —2. iR FiE
(R S PR SE AR T, FREEETEAR LR/ NTL, RAERE B SRS S0 Bl SHOBRE S 1 TR 1Y
PRSI ERTEARE D, JFEER AR AL NTL . AR S T RCE RS T28 5 R, 10 REGFERTI (XRPDD,
g RS 0 RIPIEARMISE RAEATILEL, K50 RN TR 3 Fis.

B AD A A SETINRZ 4 RS B R 2GS, B0 2 RS E R OE8 0 M AL HLE,
PN TSI S, SRR ESAEAEE RS, AR MR R A b FRE M58 7 A
BB RITE M O3, A8 FERI SN 15 g/E ke tERe s, SRR LR R 7 AN E
MRS VERE SRR, ERFIAM FIEMFER T3 M, &6 MHBFESN (XRPD), KRS 0
K BIVIGER I 25 RREAT LA, 504 R TR 3 Fis.

#3 A AD HEW A BEMEERE RS R

om
=

o S o A
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B 0K A M
B 5K A M
iR (60°C, ML
10 & A M
N ‘ 5K A M
EE (Q25°C/AXTIEE 92.5%, ML)
10 & A M
5K A M
VIR Xt i
10 & A M
‘ 34MH A M
25:£2°C/60 £5%FH X VT B
6 ™MH A M
34MH A M
40£2°C/75 £5%FH VT B
6 ™MH A M

JEREONET 7 A ECEDE IR R A, OGRS R AR IR SO SR, AR 2 tE.
gig: X dD e A REERR. iR, SUREET, DUCKIASRAE 8 K54~ B
R IR E 1 -

AR B
LA 1: AEWRT KRASC12C SRAR 1) MIA-PA-CA-2 40 g e 5E 40 /8 A Tk
1.1 5256 H
TR A PR KRASEI 205 A4S FRIMIA-PA-CA- 2211 14 58 31051 B9 1C 50
1.2 ]
AT 5248 ) = LR A L4 CellTiter-Glo (Promega, £8'5: G7573).
1.3 {82
B 5T A% 35 ZEAX #8 9 PerkinElmer EnVision % THAEBEFFAX .
1.4 LW EE

1) WEESH H 22 JmE Y AL PR S A AR, DR 4 AR A T T e

2) BUS BN SO I AN RN B R B, B 96 FLIR, AEFFEN 2000 Alf/SL, 100 pL
bR 3

3) 324 NS, KLEYFH DMSO BLE K 10 mM, F£H DPBS (LU FTBERRZE R EE) DL 3 {561 H
Feo A, LA 10 L, PEFL. SEGXTREFL (Cond #FLIOIA 10 uL DPBS.

4) AR, BRI BE M7, I 50 uL CellTiter Glo, ] EnVision #H7T 5% Y6i{l, ARid
A Day0 1218

5) NGBS AIMIREFE 72 h 5, RREEFER, R4 N 50 uL CellTiter Glo, F|/ EnVision i
TR IGIRAE .

6) HHEHT: ¥ A A RS FL A R ] 2

FCpd

141 2204 = -
AR % <1 FCon — FDay0

)* 100%
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* Foayo AN A0 B 1) S 0 4 i 2 B R L B
Foon Jy$57% 72 /NS, Con HIZROGILAH «
Fopa NEGFR 72 /MR, SALGPIHLEIZOGEE
7) 4 H GraphPad Prism $A/FX 0 E P RIANH] 2R B3R (%% 1T log(agonist) vs. response -- Variable
slope LM E AT, BEMLEWIR ICso 1, WA ARN:
Y=Bottom + (Top-Bottom)/(1+10"((LogICso-X)*HillSlope))
15 SEinsER
£ 4. AR EXT KRASG12C 28 [¥) MIA-PA-CA-2 4 55 %1 Rl il 45 51

%ﬁt Fll:llil IC50 (IIM)

A D WEW 0.44
SpasaE B R (D S KRASG12C RAF ) MIA-PA-CA-2 40 22 B4 B 1P 20 Ffa B 5 400461 0 12k

L) 2. ALEPIX KRASS2C SRARH) H358 21 78 1) AE A Aok
2.1 LB HK
MAAAL S0 KRASC12C FEAR ) H358 20 b 7 40 1)) 1Cso.
2.2 A
AR 54 1) = AR B0 4% RPMI-1640 35773, 38 VUM /BE 5 3 b4 200 B 458745, i 2F %W H Biosera.
CellTiter-Glo (A& 20 KA TINAFD 74 B Promega. NCI-H358 41 50 B 1 [E B2 8 41 i /%
2.3 1¢E
AHIE T AT A 5 B ES N Nivo £ 471820 BT A (PerkinElmer) .
2.4 SRR
1) % NCI-H358 A fr T [ 64 96 FLAR T, 8ouL A WAL, Heh €% 4000 4~ NCI-H358 4. 4
BB T ARG R P s IR
2) W AR AP HAOREAT 5 MR 2 0 MIRE, EDAN 2 mM PR % 5.12nM, WEXEALELE . P
[P 78 WL 8570k, PGB RO E, %8 2 uL BALBERBL SRR, IREEHE
20uL BEFLEAHMIAR b o e BN MR A PR VB B2 10paM 2= 0.0256nM . 4B B T — A8 A0k ES
FEAPEETE 5 Re HER MR, EM S RHESEENRKE CFRTERS Max H) 25
BT AR AL 25 L S RG22 RO, FRIFE 10 28 ROE SR E.
K H 2 hRic i .
3) PR N EEFL 25 pL FIANMDE AL RO AT, =R E 10 a8 RouESfe. KA Z
PR 2 BT
BE
1 A 77 22X (Sample-Min)/(Max-Min) * 100 %15 J5 46 50 B 5 sl =6, 1Cso A BRI AT S8 DY 280347 th 28
5151 (GraphPad Prism 7'"log(inhibitor) vs. response -- Variable slope" #RAFH! ). % 5 #2141 74K B
FIAL A0t NCI-H358 41 it 3 5 o 300 o375 1k o
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R 5. ZRBALEYIXT KRASG12C A H358 05 #1115 F
AR NCI-H358 ICso (nM)
X (D HEW 0.6

Zip: 3 (D Bk NCI-H358 4H o 1 i e B0 H & i3 12

I 3. AR AR e

LA PEEZRIL S BITE CD-1 /M. SD KR iR R, 8. A4 rMistas it
SEIMRME. MERAT 96 FLEESYUER, Aalar 48 TO. T15. T30, T60. T90. T120. TO-MC. T120-MC
S AFE R . SRATEGH PR R B BE R, AR 37°C /KIS T . AR EUE h B R A7
i, SLRIREF]37°C KB (490 B RHEAAMABWRENE, 2 HEBINEA 40 mL HIrR 3= M
BOES, BROEELMEERE SRR ES. FREAMET, 100 xg B 5 24, Bk SR, HE
LIRFARIE B B IR E S, GRS GRS AR . 4% 198 uL 4IRS (0.51X 106
cells/mL) I N 21 2L FFA I & AR, 577200 AL N 198 uL A& RE4IHE K9 & 55 72 102 TO-MC A1 T120-
MC JEER T, iAW ERE 37°CEFMPHIEE 10 28 REIMA 2 uL SRS AL &Y T
TR, SLELEIE UG FRAE N IR, BT 2R . MU E PN (] R 2 A
HHEEA, WELHN37C. WHIEE. F 5%C02. MR RS, HHRSHLKRE N 1 uM, SIS 4
WREN 3 uM, FFRILIREE N 0.5X 106 cells /mL, RAPUAFIFIZLIKRE N 0.96%, HF DMSO &K
TN 0.1%. FARZITA] 00 B 45, BUHIEE R, B 25 nL (AR B G4 5 40 TR S iU 2
B 125 L &b (B 200 ng/mL FERE T IRAIS DU /R 0 Z 80D BIRE R . XFT Blank FE&
B BN 25 uL A 4§ 7R A e s s IS AERR B BB 600 rpm #2 10 73815,
3220 X g 50 20 7r%h . ARG R B AK LD 13 L BIFRE . i AR 215 F LC/MS/MS
(R 7 AT 34T
TIAER,: WIRLE UK 6 Fin.

R 6. ZiRWAY CD-1 /MR SD KR HER. £8E. AFaR+PrRiEkEet

SR FB | Tuz (min) CLinttep CLtnitivery
(uL/min/109) (mL/min/kg)
CD-1 /M, 95 146.3 1738.1
SD K 20.6 67.4 315.2
X (D WEW AR 27.0 51.3 184.7
EATN 182.2 7.6 52.3
A 99.5 13.9 38.7

KA aiie: ZREARAREREERA (D WEMAA RIFRAEREN.

SEIOH 4: RSN E TR
KR HK: WPEZRNEWSHITE CD-1 /MR SD KR, R, 8. AFFRohifk b A e
SCRHRME: HER2P06ILIEEM, b 2 NT60 B IRAINCF60IE Bl . TET60ME B BNINCF605 B L
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I3 BIAINA4S yLACKIAR TR CHFoRIR SR IR 2 90,56 mg/mL), RJ56 FIR g B U E T-37°C/RIB R+
T B RA10550.

W E S E, 18 T60 iF & MM NCF60 ¥ B AR F o Al Sul ik SO b S CIER, 1BS.
1E NCF60 W B L RFFLEIN 50 uL BERRH Ehag i sl I B 76 TO 2 b i 180 uL 21kl (3
200 ng/mL HRAE T BRAT 200 ng/mL 47 VU IR K ZE¥EWED A1 6 ul ) NADPH PR R TAEWR, M T60 i
BARAECH 54 uL AR5 E TO &bk (TO FES =D, 18 T60 JF & iR L AFLE N 44 WuLNADPH FAERR T
VYRR BN M o £ Blank i H RESIN 54 pL SokifA TAEMR . 6 ul B NADPH FRAEIR R TAEWN 180 uL 2%
1B BRI, R SO AL SRR S b, A A s S2 R ORI AN B AR ) R RLAR PN 1 uM,
IHSORLAREIR 2 0.5 mg/mL, DMSO Fl ZHEAE S NAR 5 P 2R 73 5009 0.01% (viv) F110.99% (viv).
Y B I IR (4l 5. 154 304 45 R 60 73810 )5, 3 alfERE N OB FE SR FL AN 180 uL &R (&
200 ng/mL FRAE T IRFD 200 ng/mL H7 VUSRI ZBEBRD, ZJa M T60 i E i H Bt 60 L 4 KLk
N o A RE AR S R E 3220 =g B0 20 23 %F, SRJEHEFLEL 80 pL HiBWMREH] 240 pL 2K A T
FHETE SRR UE A AT, VROAH € i R I BT 5 2 BT T R L ERE AT
SEIEER. WRGRWNER T iR,

R 71 ZiRWAEY CD-1 /MR SD KR AR, 8B, AFERERAR e

FR ] Ty (min) i CLintioen
(uL/min/10°) (mL/min/kg)
CD-1 /NE, 4.9 284.6 1126.8
SD K&, 23.0 60.2 108.3
X D WEW AR 6.2 224.6 303.2
RN >145 <9.6 <13.8
A 20.4 67.9 61.1

SLERE R BRI R E AT L 2on X (D (e R A R iz gt

SLIRH 5. MFRERT

SWHE: WEZ R EW A HIE CD-1 /MR AR E P
SIS A MR 10~20 238, £5 M2 58 MRS, 15 HE T B 0N L 3220 X g B0 5 44T,
RERH PR BRI . HE% 96 LI HEHR, 25lar4 8 TO. T10. T30, T60. T120. HFIEHEHR
FXE LI 98 WL FIZNRRL . KB R RIS, 285 M 2 uL fh &Py siont A & 4 TAE momn
NFS I E AR T, RS B APAT L. PTAMRERTE 37°C KR IHMTINE . AR IR
ALY PT0E R BRAK IR E ] L - DRI 8 A5~ R R 20 B VR 2 uML, A NS 8N 2.0%.
T— /M E IR R GRS, B AR B, i 0 RS AL I 400 uL %A 200 ng/mL F 2K
TIRANRL DU R G RITE B A o P A RE AR EIF IR 515, 3220 X g 8500 20 4. L 50 uL EiEWH
BN 100 pL EB4KMRE, BrattsiiR )5 LOMS/MS 17T .
SIAER: WINLE FUK 8 Fin.

X 8. ZRMAY CD-1 MR AWIMEEEHE
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2 & 120min FEAU GV E BN
CD-1 /IR, 94%
X (D HEY
A 93%

kguehie: (D AEWEANVN R MK FFENE R4

SRR 6: A MiREFHA

T B WPEZ A EW S HE T EZ R G HITE CD-1 /MR SD KRR Hhis R, BRI 4 Mt
& M
SRR ESI S RESIR IET — R, SRHIPUAET EDTA-K2 SREHEEH) CD-1 /M. SD K. HAER .
BN, (ERRIFMERT, KA PBS 347 1: 1 (v: v) BE, HET 37°C/KIFHH HFE 10~20 43
B, HER 96 LI BN, 43 B4 oA TO. T30, T60. T240. 7EXT R E A, BFE TO. T30, T60 1 T240
WEE R, 2 uL S ER LS TS 98 uL /R KB Ry BRAT AL MRS, S
A E S A TAT L. FTERERTE 37°C KB T & . L EWINRAIT GRS 5 uM, XRLEY
(R AT IR FEN 2 uMe & — /NI (] R0 7 4 SR, U ARSI AR, Sz BRIl B FE SR LA i 100
uL 4k, RS, SRS 800 uL &A 200 ng/mL FE M T RANR DU /R 0 SR WRDTIE R A . FESR
HBIFRRAIE, 3220X g B0 20 Z38h. B 150 L E3fAH LC/MS/MS 555347
SEIREER. LR RWNE 9 iR,

x9. ZidMLEY CD-1 AR SD KR, iR, §BBEH2LEERE

2 pL= 240min FERAMLEYSERN
CD-1 /MR, 117%
SD K&, 115%
A D HEW
R 77%
RSN 102%

TIREie: AR MAREMEF T ER (D WEYEL R ENE R4

KB 7. BASSRMA
KW HB: RAPFERENTENE 2 EWE CD-1 /MR, SD ORI, iR, s AR P& A 46
s

27
228
°

¢

SRIGHRAE SR A EOR AR L2 23 S ECA A B R FE D 2uM IR LA, T 96 FLPEE TR E b,
£ 3741°C T I BRBRER SR WRIZNT 4 he ARSEEGR A BIEMAE IR G . LI AT 2 i Al )
R A LC-MS/MSS {53471 52 o
TIGEF: TIERUIE 10 Fr.

£ 10. ZREMLEY CD-1 /7K. SD XK. HiER, 8. ARNERSEE
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ik g EERGER (%)
CD-1 /MR 1.5
SD K&, 48
A D HEW R 7.8
BN 3.3
A 4.8

WL ZMIBMAK L& HH R RN (D WEWEMES EEERAEA RS SR,

EIef 8: AR BIIEF TR
1) SD K BRI AR Bk 5 5284k & i 25080 11 = A
LAY 5 5% T HETR95% (10%FLHE- B -FRHE WRIRE, WIEFEA, 6l#%53 2] mg/mL¥E
THIE, LR IE S A . IR 10 B I HEYESD R R, S IkES . DR T S IR
E—EW P4, H1&43 B MK, PALC-MS/MS LA 454k /&, 7 FPhoenix WinNonlin 3 fF(GEH
Pharsight A 7)) THE 0S4 LI RNR1 TR
® 1. ZREMNENI 1 EER

YR BN H R D &M
2 & HoR 4 &% PPB(Unbond%) 4.8
75 Dose(mg/kg) 2.0
F2EH Ty (h) 19
FrkIES a2y HBZ CL (ml/min/kg) 71.5
TG A A Vds /Vdss,u(Likg) 10.6/221
MR E-IF A M 2 R AR AUCo10s/ AUC. (nMLh) 653/31.3
75 Dose(mg/kg) 9.8
JK I TA] Tnax (h) 15
FR&s 2 IBIEIRE Crnax/ Crnaxn (MM) 220/10.6
M IR FE - [A] 28 R AR AUCo10/AUC, (nMLh) 995/47.8
IR E F (%) 30.5%

E: Vdgu AMEEARLSE S FRIRMERSA (Vds,u=Vd/PPB(Unbond%)) ; Cumaxu AUCo.1ast, u. HB/E ML
%% E' ﬂiéljilr/ﬁ\‘lt E‘J*H&ﬁﬁ (Cmax,u: Crmax X PPB(LJHbOIld%), AUCo.1ast. v= AUCo.1astx PPB(LJIIbOIld%))
SEREE R PK B IR 2o, 20 (D AL EWE R R B A RS ARS & K ik B R0 D IREVFI - E .

2) SD KRR D EWM A S 254080 1248 5t
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FEBIRE109.72 mg )2 G BN B, IIANT774 ul 0.5% HIEREFZE 3R (400K, B0 KIAWE, S
3%, MIN10 mLIF0.5% FERLF4E 3R Q00N D) KW, BiHE5roh, S35IMARIE MRS . EH7E
10fA B FIREPESD K BR, 1 RS TR IR S DA . IR — I RIR A i, &3 203, LILC-MS/MS
JiE M8k EE,  IF i Phoenix WinNonlin #%{F(3% [EPharsight 2 7)) T 525405 8. SLiG & RunsL12pr
VARE

& 12. 2R EWNANRB 2GR

YRR 2GRN 1S5 A D tLEDH A B
75 Dose(mg/kg) 923
IB RS ] Toax (h) 533
K AR %A %
ISR Crnax 1397
I - TR] g 28 R TR AUCo4ast 11532

SLEH R PR TS R, 30 AD e A GMERKRPRASHREE

3) CD /IR IR B B Bk Ve 52 b S M 25080 1 2 A
T EY 5 5% — HEE/95% (10%F2 9 ZE-B-FAIFE ) VARG, WRiedFiE R, H]4%45 21 mg/mL
VAW, PRFLIERE IR S A . GERE7 E 10 B HEMECD/ANR, BRkIEST . DR TR ST,
—EWS A AL, &1 B, PILC-MS/MSJTER Hr254ik &, I A Phoenix WinNonlin 3% (3 [H
Pharsight ~ 7)) THE A0S 4. L3045 R UK 13 R:

F13. ZEMEMNZRB S1254F

Ly 2IRAT HREN 1B X @D &
M3 HEHRE G % PPB(Unbond%) 12.0
7% Dose(mg/kg) 2.0
F2EH T (h) 1.7
Cidi A N2 g ] HBRZE CL (ml/min/kg) 40.6
M HFEM Vdss /Vdssu(L/ke) 3.9/323

ML 23R 2 - ] il 28 R T AR AUCo 105/ AUC, (nMLh) 1297/155.6

75 Dose(mg/kg) 10.3
IS VIR [E] Tonax (h) 1.0
RS ISR E Crnax/ Crnaxu (nNM) 431/51.7

I A P -t ] Bl 28 R T AR AUC 105/ AUC, (nML) 1422/170.6

YR F (%) 21.9%
TE: Vdsu NIMFEEARES TREMER DA (Vds,u=Vds/PPB(Unbond%)) ; Cumaxu. AUCo1ast. w FibAE ML
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%% E' ﬂiéljilr/ﬁ\‘lt E‘J*H&ﬁﬁ (Cmax,u: Crmax X PPB(LJHbOIld%), AUCo.1ast. v= AUCo.1astx PPB(LJIIbOIld%))
gLkt PK TR, 3 (D A aWfe N A A e i A1 40 o 1 B 2 R R4 i) T IR AE DR

4) MR D IRAZR A A VI 250 F1 2R

R 680.397Tmg SR A PIKIR R, IS0 mL [110.5% FF ELEF 4k 3 (400K ) /K I, 1 #F10min,
A 10min. JIAS0 mL0.5% HFELF4ER 00K /KB, AN FEIL10min. JIALL mL, S
Smin, TH#E1Omin, MIA358 pL0.5% HEELT4EE Q00K E)/KAWE, #HHE2min o« REUNA H DL EAENE k%
K, BREG TAREA G WE—E R EM AL, fl&R3ME, LILC-MS/MSHES e ke,
Jf FiPhoenix WinNonlin 3% {4 (3% [E Pharsight A @) IFH 25 S 4. S04 R R 14PoR: IEE— 2 a4
i, H&AFENMEE, PALC-MS/MSTFL T 259K &, ¥ Fl Phoenix WinNonlin #X{4(3% ElPharsight A 7)1t

HANRSH LGS RUER 4R
4. ZRUEWIAERE ISR

YRR 2GRN 1S5 A D tLEDH A BE
71 & Dose(mg/kg) 245
IB RS ] Toax (h) 2.50
K AR %A %
IBIEIRTE Chax 2435
I - TR] g 28 R TR AUCo4ast 16700

K Liie: PKOPEER, X AD Elm A REERT RGN RERE.

EIeH 9: EAGREETR
NIEHRIE Mia PaCa-2 4l AN R B T 248 8 Balb/e Nude /N GRAREL K14 P 265802 58
1. s 3 AR 4 2 %

YfRE % ABRE MiaPaCa-2 418 (ATCC-CRL-1420) R4NAJZEIE, B3R5 DMEM H5 37 5
i 10% 2 Mg, 2.5% Mg, 37 °C 5% ARG G . — FE W R IREE-EDTA BT S Ak 1
AR BN 80%-90%, HEFIAZORMS, WA, H4, =& TEEPBS b, L1 IIAZER
2, IREXYEHEE A 25 x 106 cells/mL 4R

MR o 0.2mL (5X106cells/mouse I~) MiaPaCa-2 4 OMIEFRS, AN 1:1) B
THEHANRWAEY, MR AERUAE] 190 mmd i, WRAEMRABEATREN T H, %EE 15 R RTE
iR e R

R15. LRI HAREH TR

| B gLy ]
S e b s nthighk
il (mg/kg) (uL/g) /N

1 6 B -- 10 PO QD x22
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2 6 X D thEW 10 10 PO QD x22
3 6 X D thEW 30 10 PO QD x22

E: POAFEMM; QD RFEEH K.
2. MR RN SIS HE AR

AR RS R RIS MR BT MR R AR : V=05a X b2 a il b 435 miiE
KMz,

LR3I T 2 TGI(%)BAR X IR S . T/C(%) Pt . ARG T/C (%) = TRTV /
CRTV X 100% (TRTV: JEJ74 RTV; CRTV: MIVEXTREZ RTV). ARAE a8 45 Rk o AR ) g
PRHL (relative tumor volume, RTV), {8 AZ N RTV=Vt/V0, H Vo &A% (Bl D> WEFT
PR AR, Ve R — I E R T s A3, TRTV 5 CRTV BUF — K& .

TGI (%), WA K. TGI(%)=[(1- CHAbBRL 45 24 45 i 7 398 (R AR — 1A BRI GR 45 2
PSSR ARARD )/ 77X B ZEL IR T 45 SRS ST 359 PR AR — VA SRR AL 4 v T I P 298 1R )] X 100%.

3. SEERAh
ScEn g RUE 4, 5 iR
424 22 RN &5 Ransk 16 fr
£ 16. A% 22 KT T/C X TGI

W& EEEZ) PR AR R T/C TGI
IS N/A 2016.29 mm3 N/A N/A
XL D EY 10 mg/kg 249 87 mm’ 12.39% 93.06%
X (D WEY 30 mg/kg 124.14 mm? 6.16% 99.64%

T aiie: X (D WEMAARERMREEN, BRSNS EANEE TR, THEAMZHE.
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mFM 'R

1. X AD &,

(1)
ﬁ\:qj’ n 5@5 0~3.
2. ARTEECRIER 1 Frid it &4, HAnikH 0. 0.5, 1. 1.5, 2. 25 F 3,
3. IRHEECRIER 2 Fridrit &9, KA nikH 2.
4. IREECRER 13 = —TiprRr = dD wEMR A B,

s, _N
NG [ j
nH,O
N 2

(1)
HEHEETH X S RATH EEE T 5] 20 AL EARHEATH 1% 8.514+0.200°. 14.689+0.200°,
18.122+0.200°,
5. ARIEBFIER 4 FTiR A S, L XGRS RATH BB AE R 51 20 A A0 A RHEATH 04 : 6.218+0.200°
8.51440.200° . 12.299+0.200° . 14.689+0.200° . 16.9032£0.200° . 18.1224+0.200° . 18.927+0.200° .

25.580+0.200°,

6. IRYEBURIZR S ik i) A S8, H X RSOt AR AT BSR4 20 #4b FA AL AT 14 : 6.218+0.200°
8.514+0.200° . 11.663£0.200° . 12.299£0.200° . 14.689+0.200° . 16.903+0.200° . 18.122+0.200° .
18.927+0.200°. 19.364+0.200°. 20.386+0.200°. 21.914+0.200°, 25.580+0.200°,

7. WRAEBFER 6 Prikiy A &Y, H X SHERRAT EIETE N A 20 AL EARENTE: 6.218°,
8.514°, 11.663°, 12.299°. 14.689°, 16.903°. 18.122°, 18.554°, 18.927°. 19.364°, 20.386°. 21.914°,
22.640°, 23.867°. 24.553°, 24.806°. 25.580°. 25.988°. 27.147°. 27.715°. 29.135°, 31.799°.

8. RIEBCFIER 7 Frikp) A AL, H XRPD EligwE 1w



10.
11.
12.
13.

14.

WO 2023/036282 PCT/CN2022/118023
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IREBFIEE R 4~8 LR —TUTRM A &8, HZERPRHBERMTE 115.37°CE3°CAbE A T Hk ¥ 14
ff.

WA ZR 9 Frik iy A 2L, 3 DSC EigunlE 2 fios.

FRIEAUA ZE R A~ ALE —HUITIR ) A 528, HAE S HTHIZELE 150.0°CL3°CIf R E ik 5.379%.
WRAERCRZR 11 ki A 52, 3 TGA EiEwnE 3 fiox.

IRAEBFIE R 1~3 (LR —BUTIR S YIE 4~ 12 AT — DRI A SRR & 1697 S 45 P i
B

IRYERCRZEK 13 ik pi e, Horb,  Sepm i A B e .
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