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RKERIRSM AR, SIPIERL LR NS IR RE A (1) 70 B A 5 R W] Ras S0 B A I it
JEWOE R NI K R R IR, 2Rt kAN B E R 2 —. KA
FHIH] Ras 85 896 M2 16T DG MR (1) 1 22 F B .

Ras B AEER ML, HY5 GDP 4ih, AT AREUEH SR 1 40 Mud o
AR T RIS S, Ras 885 GTP 456, #0E. 1L Ras SO EZFE S
BEREE, R RIS S0 T ERK, S6 HIBEERLL, MIME0E Ras {5 5% SiE M, i
THRA K A5 IR A3k . Ras 2519 H 511 GTPase BiG PETI¥s GTP /Kfif [l GDP.
FH HAM N AE7E GTP BEUE 5 1 (GAPs) 5 Ras MHHAEH KX KR HE Ras GTPase (&1,
M B 1 Ras &5 A B 2T .

Ras S5 A Z T K-Ras, H-Ras DA f N-Ras &5 _F 158748 & 22 Pl iolsg 1) &5 DL 1) 32 [R] 28
Bz —, & FEME T Ras AL EEEH R ERNEK., SEAEMM Ras HAML, XLk
AR S E Ras SR TR HEA NS, FRE 45 GTP, FRELiid, M (et e 4 e (kA4
LB LA LA 3X o K-Ras 25 AR RSO T W, (5T Ras RACH) 85%, 1fii N-Ras

(12%) 1 H-Ras (3%) JIAIX/ . K-Ras Z8A87E 22 Pl Al gt it 055 ok s
(95% ). Sl B (45%) Rl (25%) 2, M eSS A s oh A ) 22
ML(<2%). K-Ras AN i EEAEFT G12 17, H G12C BIRZ HAHE W BIanfEIE/N
411 ffu fifidE (NSCLC) 1, K-Ras G12C (5 AT i K-Ras A 50%, HIU& G12V #l G12D.
FERH LW, BN ifiE T ) K-Ras RAA S EGFR. ALK. ROS1. RET Al
BRAF RAFHLAE, M5 STK11. KEAP1 A1 TP53 &RAFILAE, #27x K-Ras R feH
STK11. KEAP1 Al TP53 KA ANEHZ S MK G EEAS, HANZZE. BT Mg
LAh, Ras AR EEOEES S 7 ARREIRN, MR AT M2 S MR P, it
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X & 0. N-CN. N-C(O)R’. N-S(O):R” & N-R’;

L' b4, -0-1 -S-v -S(0)-+ -S(0)2-Ek-N(R)-;

L2 AL 2E8E L -O-1 -S-1 -S(0)-+ -S(0)2-+ -N(R7)-+ -N(R")CH:z-+ -C(O)-+ -C(O)N(R")-+
N(R7)C(0)-+ -N(R7)C(O)N(R)-+ -N(R7)C(0)O-+ -OC(O)N(R7)-+ -N(R")S(0)2-+ -S(0)2N(R)-+
-N(R")S(0)-+ -S(O)NR")-+ -N(R7)S(0)2NR")-v -N(R")S(O)N(R")-, .5t 5 5

L b4k, -NR")-+ -N(R7)CHz-+ -CH2N(R?)-B TV 2 3L ;

A NI 3-12 TR B, BT 3-12 JUAFRLEIE T4 1 A2 A RO B

E HREf¥ 5 K-Ras. H-Ras B¢ N-Ras AR E E K 12 AL D2l B ik 2L T i 1
(1125 FL 4

RN H. K&, CN. C1-C6 Jidk. C2-C6 Mitk. C2-C6 Kedk, C3-C8 Mpkidk. Z47%
Bk, IR R I,

R2FI R 579 He K&, CN, OH. C1-C6 %iiFk. C1-C6 XfChidk. C3-C8 Fpkidk,
C2-C6 JfiZk ik C2-C6 Jeit;

R* N C1-C6 Jidk. C1-C6 piftkidh. C3-C8 Mfittnl 3-6 JLA I ki,

R3MI RO PRSI C1-C6 Fidk. C1-Co piflbidk. C2-Co Jitk. C2-Co JFk. C3-C8 i
Pk, 3-8 U/ GE L FUILHUAR C1-Co itk Bis LBt C1-C3 ek, C3-C8 Frkitkin
£ C1-C6 Frfkel NRORY B C1-Co Hidk, B RO AI RO S [T 4-12 JuAIA L dt,
FITid 4-12 JUARR e i) E— 0 4k T #I B BT B Hy OH. g3, CN. NR’R'. C1-C6
Bk, C1-C6 Jif k. C3-C8 Mtk 3-8 JLAFRkidE. C1-C6 Kt ZEHUAR C1-Co Ktk

C3-C8 ML BT C1-C6 Hidk. 3-8 JLAI I BT C1-C6 FiFt s NRRY HUAX C1-C6 %t
3
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R7 N H. CI-C6 %tk C1-C6 pifthidh. C2-C6 fitk. C2-C6 Bk, C3-C8 Fhkidk,
WAL C1-Co Fidk. NRRY HUR C1-Co6 FiFknk 3-6 JuAFFLidE;

R® N H. K&, CN. OH. OMe. NR°R', -CO:H. -C(O)H. -C(O)NH:2. -C(O)NHCI-
C6 itk -C(O)N(C1-C6 Hidb)a. -C(0)C1-C6 JiHk. -NHC(0)-(C1-C6 Hidk). -N(C1-C6 it
FHC(0)-(C1-C6 %idk). C1-C6 L%t C3-C8 Mibidtak C1-C10 %idt, Frik C1-C10 kit
AR E A 1 A ELE AL B : CNL OH. OMe. NRR'. -CO:H. -C(O)H. -C(O)NH:.
-C(O)NHC1-C6 %idt. -C(O)N(C1-C6 i), -C(0)C1-C6 kit -NHC(0)C1-C6 ik, -
N(C1-C6 %2FE)C(0)C1-C6 Fidk. CI-C6 feEFk. C3-C8 Fpkidk;

R A RSN Hy C1-C6 Fedtak RO AR 3 N IR 7K 3-8 JuI itk

e — ik, HpprdsS()AEYH, Lo EEE-0-, L ik H8-0-.

1E S — ik, B prgim =)t &9, L2 b 24 | -O- -CHa-+ -NH-5¢-N(Me)-,
L2 R a4

e — ik, HdprdiEt(tk &%, L a8, -CHe-+ -NH-B-N(Me)-,
L3RI e de .

N
R —RiEGr, HohprdERonays, A K

w+

N .
Nil\r N"\f * * *
N _R® A « *‘iw "'f"'
R8
N N N N
Horp, oo LR L3 EENAIE, nv 1802, R® KN H. F. OH. OMe. CN. -CO:H. -

C(O)H. -C(O)NH2. -C(O)NHMe. -C(O)NHEt. -C(O)N(Me). -C(O)N(Et)2» -C(O)Me. -
C(O)Et. -NHC(O)Me. -NHC(O)Et. -N(Me)C(O)Me. Me. Et. A%, T H, A H
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R M RO SN C1-C6 fiidk. C1-Co piflbidk. C2-C6 Jidk. C2-Co JFk. C3-C8 i
Pk, 3-8 U/ GE L FUILHUAR C1-Co itk Bis LBt C1-C3 ek, C3-C8 Frkitkin
£ C1-C6 Frfkel NROR' B C1-Co Hidk, B RO AI RO S ST 4-12 JuAIA L dt,
FITid 4-12 JUARR e i) E— 0 4k T #I B BT B Hy OH. g3, CN. NR’R'. C1-C6
Fidk. C1-C6 Ak, C3-C8 Mtk 3-8 JuAILiE. C1-Co KA SEHR C1-Co Hidk.
C3-C8 MLt HUAR C1-C6 Jiedk .\ 3-8 JuA e IR C1-Co Fidk el NRR' HUfR C1-Cé6 %t
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FE—SEHh, PRIk i) RAS SRAZAHISIIN N RAS RAZS 3 IIAH I o

TE—Sfl s, Frid i RAS SRASAH BT AL o

FE— SR, P PR A g ML Ve B ST AR

FE—SERaE T, PR KREAE Y I . LB e BRARE . S5l S .
M PREE LR BTSSR BN SRR, B, B BB BT A R RS

FE— SR, PRI Ju i RS . S5 1ks . MYH A A0 545 i B

LA AT AIRT 9T T 29505 K B A K-RAS G12C #IHIEFH L&, ixeeir 4
W) HAT 03 P i (sulfoximine ) AR FE — 1V i (sulfanediimine) R £5 K4 . B N R BILAE IR 64,
AW, JEHM X g O Bi-N(Me)-, H RS FIRC A S J5 TR EREF, A4 HL A 15 58 1 401 1
#iiir K-RAS G12C 578 MR 4i i H358 (A rs e, 75/ BRI PUMRIE IR, 12
JEIL T AR BRIAR P BUPRT G, BkAh, AR e R AT

Ve /P N 2 1B s B2 W D Nl N 2 A0 b L R e T R P = P
PR T ER AR 1A 2 B )3 — 25 Ui B

WAV B
R AR A AR E (DA S & 7%, AH IS BAR TR AN A e B
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AR R i o

A b 15 B PRI (D) A S P mT A AR T ) B B R BRA R HR 5 S h 455 ) 710Kk
B JUAL, FERCTER VAR, 5 A A S N S5 AT LA . T E Wi & B S 46
YrREaT DL & s A R VR BSR4 . A SCTIR A S A0 H At BA A [R] BUAR BRI 7 ok
& WAl AT A J HE R AR B R & e, B4 KT March, ADVANCED ORGANIC
CHEMISTRY 4% Ed., (Wiley 1992); Carey #1 Sundberg, ADVANCED ORGANIC CHEMISTRY 4%
Ed., Vols. A #1 B (Plenum 2000, 2001), Green il Wuts, PROTECTIVE GROUPS IN ORGANIC
SYNTHESIS 3" Ed., (Wiley 1999) " I /5% A APl 26 16— M 7 v ] a4 & 224 PR )
HIFE A AL 73— 20 5NAS [R5 B 1) 26 A R e g

—J7 I, ARSCTR S YIRS T2 AR 75 « SR J7E R 24T, Blhn s i)
A Bl PSR R SOV SN R I TR S AN BT TR . A R A&
Wik m] AT 30 K 76 A 1 45 e Rl 1 s A ek 0 0 5% ke 7 ¥ 2 e SR 7 {8 R
19, ZFERHE A HA K T RS E R N RE GEAT. —J7iH, AKRUEsE |
— PR RE O S Y £ T, il O S AR T S SO B R
1 il %

— R BLRAE 1
e S : o
R2 R2 2 ,
NH, 1 NH CSCl NN L3-PG
R'-Y 2 2 -
_________ . R /)\ H—L,A
cl NH, R’ NH, R NG A4
L1 R4 L1»R4 [_1 R4 ________________ -
3 3 -
A’L PG X " A L3—PG p L3—H
R3 Lz‘ HN:S"Q; R3 L R3 L2
R2 A6 RZ N R2
NN e N eeemeeae- - AN
| /I\ ﬁ 5 N X
P — _a-R A U _ps
RY N “Cl R’ N7 ONFRT R N §-R
1 Lt R 1 RS
L R* A5 “R* A7 L-R4
A8
A,L3—E
R3 L2
R2
___________ - NN
/L 1 re
R’ N ONESTR
L1‘R4 RS
A9
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A )E WISt 7 ] RS — RO B 1 2%, Hd X AV EL LY LA LS,
R'. R* R\ RY RO RO ESCHRIE X, PG RRiRy 5, Y Railiie. MlmREEe=
SRR £ . Wn—BURNIRRR 1 R, LAY A1 FIAL A R-Y FERRME S0 N EAT (R IBE
FAFEIEY) A2, WEY) A2 FEAE T RIAT CSCl B AE ifb &4 A3, LG4 A3 A
AW Ad TERPERAF AR EY) AS, (A1) AS FIL&4) A6 AT N A3 EL &
Yy A7, thEY AT BRI SR EY) A8, LAY A8 #—F NG H s &Y
A9,

AR —HTBR

U LTI L R, IR IR SRARRE, 2 (L A D SR P
W, FAIRER, W, 4 FAMKSEAE, 52 5LR AN X5
(AT 3 E AT LA A i

RVEL% LB R A IR, A 2 5 A A 4 B
MR R, B A P R RIE R S ERE LTI, 2% 1T g
T EROR AW SRR, WA, S0, SRR, R, B8,
M. R, TR L. AR, SR SHR. PR SR, W55 9
RE TR, SREL WAER. AFHRER. SRR, PR KRR, PR A DL
LR R AR AR AT R

BEFLML S LT I I 55 @R RO T @B, TSR AR
SR VAU AT RO BV, LR S5 25 L TR K.
LB, SRR . SRR T, SRS ) LB
WA . TR A DR ANCAD A ST 75, 7 (B BRI . 24
B, SR P A BRI Ao T T T BRI, 8
BRI T, DU PR, CBRSTEE. BAh, ZEMAREIN L A RS L)
SRR R, B2, TR WRREN B 1, WAL
BRI AR

AESCRELASEHE o, BRI & B RIR R, SR RIR T, T,
BRIB AR . HAh, R AP, BTN . 2 G
AR TGRSR R R A I % SR A IR XS ATSDEN, 21
SO HA B T R R PEAR R PR . 7R DR 2 o
S, SR R AE L P A5 B — S B

AE S —A 5T, BRI e 4 T b O RS TR, SRR BLI e 4)
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HIERAY) . XA, JEXT B A iR A A B — X AR T 3 R S 7 A4 A
TR o AT oo Bk T R e ST = A B A O A, I BT T BE R e
65 PR FIAE T AT B 4 LA R Al sl 7 2 AL S B RS TE A R A KB Bl 2 N o AR
EME BRI AL G Y0 B A X R i e 2

AR A YT ATE— A 2 AW BOZ A & 00 J5 7 B AL S FER AR LL ] 14 J5 7 1]
g, B, n B RS Zhid e A, i CH)  iE-125(% )1 C-14(1*C). X
B, wH EEBURE R T BT A Y, 105 i s ) B Bt 108 SR e i) e ) i o
W, AT ARTARE Y, @ E TR R A R R S nggie et T
B KRN SRS . ARSI ETE RN 2 A AR, TR e
M5E, MWEEERKPRTEE .

R

WRTEFIAME, T AR B HE, G4 UL B ATBCR Z R A5 sh BIARE, @ LR,
DR R, AE UL SRR B RBCR) SR A, A SCh T S ANE YRR, AU A A
BFREEHE S WRTE RIS, FHFE. % HPLC. EAMLS. M, E54
DNA i ARFNZ B 51 o FEAR G, W TE Sy AU B, Al P <m0 s A e /e .

SRAESHRE, “HE RN RITEIEE, AR 1 E 6 AMIRIE T BRI S RS
Mo ESA 15 4 DMrE IR S, B, o5k, N, 2-5, BT, &
T BT B WARSCIR A, b BRI e i, RN R
PRI bE 5L o AR 4EREE 11 CH3. CH3CHa. CF3. CHF2. CF3CHa. CF3(CH3)CH. Pr.
"Pr. ‘Bu. "Bu i Bu.

SRAE S A RUE, < WEEE e AW BB E R e . T B i B AR R AN IR
T, W HIAINE 2

BRAESF A ME, “HFEHa A B-IOEE  ANERR I IR 2 ], A4S 1 & 14 MR T
M EBEECCEER A . RIES A 1 2 4 DT IRGUA R, Bl mse, -5, 1-T
M BL R 2- R A A

SRAES HHE, IR E A IR-IRES AR R EE A, B4 1 2 14 M1
T BEBEAI SRS A . RIEST A 1 2 4 DN FIRGbIE, Bl pdk, 1-PFRIEE 1-
b

SRAESAME, “HbiEE” RIEEFFRELRRFCELIR. XOREREZIN), WA &
A ERD—NXE, A ARG EL AT RERR Ny IR, BN R & A 20—
A, TSRS ANEANIR S B TR AR IR BRG] DLALAE BRI B 2 IR () B A
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2. 3 B4 DNRIGIR)ILEIFRIN . 7E ezt 2, RGO IR . 7R RSty &
, ERBEE N IR OB IR o PR 0 BRI e A B I - T DU 18 bk Sk DU SR AR B
BT, M BRI . s R, BRGEA A 04 1 B2 DAV 7
— ety R, MRS A 1 Ek 2 DR G ARG o 7E—Le st 7 =
2N e TNDECH R N2 N2 .8~ DS 78 178 i e W =09 [ L L7 58 Tl RV R
D7 BRGNS B o E—RUSIE 7 S, BB E] LS O R AR IR S B A
— ey e, BB R DA 0T AR G AR G o RGBS BRI A B L BR T
23" N7 e - SN N N 7 9% 1 N7 N B SN 7 N/t < 2 S 7> v ¢ 1 N 7 8 S
PRI, PERSIL. XOA[L1ADREER. ROA[2.1.1] ke 55,

SRS RE, <P A A fal i Bk AR S B o R AR A R e i . AR IER SR
FONHEA 1-6 MRIE T RIbEEIE, PEIE. o83, WEE. FHEE. TERE. 7T
L P T RN T A RSO, eI AR AR R IR b S, R
Bl — A i 2 I R e 28U 5 o DL IR e 52 1% . OCH3. OCFs3. CHF20. CF3CH20.
“PrO. ™PrO. "BuO. "“BuO & “BuO.

SRAES A RE, IR TR AT A AL ], J7 R RIAEZ IR, A R T B —
ANERE AN T B AL A . J7 BRI AR R T, ROk ZEERAIEESL,

SRAE S ARE, < O7 A fal i AR TS B o R ER A K 07 B 07 BRI T
BLAE AR TR AN ZE A S

SRAES A RE, “HIFETREA - AEEANRE (0. S B NI E R, A7
L 87 NE 27N R SIS P 52 N R 1V 2 1732 it Y i [ B N 82 P/ N 38
i USSR O e (5 1 S /1~ 7N == SN 17 S 1 68~ SN 1 SN 1 B SN 1
BE. MEEREL, WEMREL, SREmREL. WRMGAL. WEWy L. SRREMRSL. MEMRSL. BERRIL. SRk
B&L ML EL | WIS SRIFDRIEIL . ZRIFIRIR S SRR EL | SRRy B DR IEIE ML
FRIFAL I L L g I AL . TH-IE S [3,2-b ke 26, 1H-RES[2,3-¢] FEmEdE. 1H-IEIS[3,2-

N
H\ H\ H%H Ho

FRAR AT RE , “HIMBEEIRAE DT BRI A R 4L, Hon] DUERI S AT — a2 AN
WA NG — 887y, HAA 2D STk B8, B %0 B, FNBER %5 T
Mo WAREI B AT DA, AR 7 MBS G AT REARO “ M
L7, BRI R A 2D A =B, B AER > AT AR IR B v B RR Oy« bR 7
AR AT LG IR XA MR B IR (B WL AT R BT A )30 R Gt A4
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SR, AR 1. 2 803 AN A BRI AR T R A .

HhﬁmmH%E?ﬂ$ﬁ¥TUEﬁﬂﬂ%uﬁmﬂﬁ&m%¥%ﬁﬁ@%%%mﬂ
01 C(0)s S(0)s C(S)EK S(0)2. N-FEMWEE), BEE T DLl A3t m] DLZS
JRBR T BURFR AR SR TR . R —Se St o, IR RS 0 2 3 MU, fE—
BeSifi g o, ARERGEEESTA 0 & 2 DXV, REMEERE LTI EERA MRS
IR IR A (B, 5 AL A I 07 B IRFA B0 48, I WReE . Wik, SR PE = A R
WEWY LSRRI AT . B A MG 5 B IR R IR B ] LA B AT AT R S, AR A
B 07 B RIA () R S5 T4 o A SR I S AL AR AN BRT- 28U A T R IR e

TR L AU A AU A L NSRRI L 34 AN-0- AR5 ST Bk

12848 R[4, 5128 S Ak L WIRNE L WRIGREL | VA CWRIGR AL | MEIR L | MEMg hedt | 28 7 2k

PUZURRAE I UL JE, 1,2,3,4-DUSeEmh It . B hedt, 4,5,6,7- D9 S(MEME I [S,4-c]ik e
. 4,5,6,7-V0 5 - TH-BKME T[4, 5-c e . N-FISEDRmE L . PUSUBRmeIL, ik i, T Py ik
Fckk AR L DKL . Z BRI . ARURIAEE . AR WS e -
24(1H3H)-—FiFE, 1,4- 50N EE, ngupkdl . A mh it iR nph-S-2 4k L AR
M-S, SR . WRESE . ML, MEnE L 3-MEn bR WEmR L. HEmERER L, PIA

0 o OOD

WEWY HE . 2 ARIB[3 3] B AL mﬁ;o”b o o, d

: ZT

Pl

BRAER A E, R R A BREkR, 763 I 44 Al IR AR E
AR (B b B IR F R Z L A S oy s A R, WAt U, DMERA A7 U F,
Cl, Braf IR, ikt F 81 Cl .

AT B AT e b 4R (12 B S IR (K F R BOR T BRARAS 2 A T I, I HaZd iR
FHE BT IR S BRI A (R A% 350 LA B B IR S BOIR VAN e A AR 10 o

AR “-O-CH-O- $RIZ RS tf ANAR PRI A I b . O SR sk 07 2 AN M AR 19

0}
%E?ﬁﬁ,wm:[:[go

M ANEREFL I ECEN 0 I, ELin-(CH2)o-, RaniZid i AN st
Y p— AR G AR, SRR HERI AN A B EAE, in X-L-Y B L
RFA I, R RZ LM SR F A X-Yo
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SRl AT VLB, BRI S8 (2 YR R 3 () Fe s — A L R 4 %t R 2
FH B S 2 (27 YA B W R 2 () 2o ST AR T [ROATD F TR, IR R~ )3 B

LA B B A (), BRH R ()RR B S84 () BUE R R &8 ().
SRAE R AT VB, FH === 2% Sl U

R REEARE

ARG 0, WIASCHTH, $8— AN 77 41 50 BOE PR Lo A — Bia I T H bR A R &
A B R o

ARIERIT” “VRIT R BETPVE WA ST A, ARG I B S e FRE R B
ARIE s I IFARE = A o8 BTRPT PE AEARUR SR -EE s $R B BOREAR I 7= A, gl
PRI B DU R RE s IR BRAEAR s (0 BRAEARBGR s ek R o BOREAR 51 A2 1 I
RAE, BCIRBTERYG ST B B R SR AR . WIASTITH, F— e &M EY),
a2y fa, LMESE P AEIREUE SR B, JUfs o E R ARGE, IRKH, IR
et R, Bk I RS A] o TR [ E 45 20 BImIN 45 24 . RRargn 25 EkIA Bkas 2, W]
PAVA DA T B0 5 45 2547 S IR O

“UETER A FRED) I eEY), PLACER()E Y2525 E RT3 0 EALECE HL
o ARSI LLE A — D2 MK FR OO s BT M), FF R LAY e
R AN BEIR S B R XS i R AR A S A R — AR X A R U . AT R
FAAERI AR o, BT 701 B SRR AP o AN IR A AN XS FR rhCo b
AP TG AR, I BT AT BB KR e AR AR AN A XS AR 5 P LA S B 43 4 R Ak
VIR KIIRTEEZ N AR ERAE SRR A SV A X M S 2.

“tb 5 W) (compound)”’ “ZA ¥ (composition)” “Zj77(agent)” 5[5 % i (medicine or
medicament)” &R fE ML AT A2 B, HARR SR Lt H T MR KBS, geiEt R
P/l B A FH T 75 T v oK) 245 2 A e AR B S N ) — R S Y e &4

“Jiti ff} (administered. administering 5% administration)”— 1] 7E I A2 ¥ EL4% 0t FH BTk i)
WEVE S, Bt IS AL SR K 2 (prodrug) . ATAEY) (derivative). BRI
(analog)% .

IR LG E A R AL Y T R BUE T B 5 S 2 B R A B, Ih AL R AT Rk
i i 52 I B AR S T 8] RO A O HREL o SR, AT BB AR S5t b AN W S b 57 DR A 3
TiEFT BB HE R 22 o 7EBLAL, 29730 % & 48 SEPr BB 7L — 47 2 BUE BYEH I IE 71 10%.
5% 1% 0.5%Z W o B, “27— R PR BUE R 7LV BB I AT e 2 hnifi iR 22 2
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N, AU EAR N A BN E o bR 1S3t 2 4k, sERARS A IR w24 n] 2R
UEAL P I T A YE L BB BUE S5 E 20 b (B A DA IR AR B I A L TR
AR KA BORE LB L) Bz <A rgiEih. Bk, BRAESAMRKEY], &
VLS 5 I BERCR 2R PP s M EUHE S B S v A s I8, Bl i ki s s, /0
R IX LR B O P 4 (KA R B R — e s A5 2 (K

FRAFA VLR 5472 3, BEAR T T RORR 2 5 EARIRNE I35 LS A GUSBARN G et
SRR A AR b4, AEANNTE R SC R IR N AUl 1145 T ARG 0 55042 i
i 1244 1] (R A i P AR A2 8042 1 I R i 1244 1A 1R BRSO

e R@aEh-S

AR R T AR S s (DA A VR S ViR TT B i) 7, B EAN PR
F-#5 J G12C K-Ras. G12C H- Ras FlI/58 G12C N-Ras F848 {1355 i (B 40 5E) o

FE—se st b, $RAE T TR VRIT OV, 1 OTEEAES T A TR B MEE
EIREATHTA AR E X)W E R AMAEY) - £ LSz o, dE B K-Ras,
H- Ras /8% G12C N-Ras AR T o 7EH &S] o, 12000 & M B0 A S, B4
AR T (s FUBE Bl iR Z5hs. Bl Mo JRES bR, arg iR
fE TP BNEUE. kU B, (RO EOT AR R . RS S, i
i JFRMGE . Sl MYH AH ¢ B A3 BRSE 1 B -

g e

A AL G L FL 22 T mT 52 (X v ) e A7), Herp B se de L AT AR
FE Y O AS S B AL S D L 24 2 B T S 1) i e 2 BB ] DU 2 R RO ) i Ak o ez
fL AHETRNE: WEYNEL UM BEcEmE, mAE T A ENEaEH. Ha
Vit zede. A RCEREIGT X SRR it ST REAE BRI DORHA A -

“2y i bl DLRSZ AR 70 B AR SR (R A — Tl 20 i 2 P I A el Ak e i
N5, EABES T N, 1 HAAAUE L AL MR AR # P <A A Ik 7E BB R 1Y
e AV A GE S A KR AL EATZ A BB A, AR R AL S
2980 293 BT LA BOWE R BERMA8 23-19] 5 A7 27 4 2 SR A M) (R Y R 2P 2 2
LIELTUERIN TR CIRIESE) WIS T AR (B AR IR . BEARIRER) BRI
Py RV (G ZRRI S BRI BRI A ). ZoCRECnTl R Hl. HEREE.
AEEAE), FAGHIER®). R TR IR ) A A R RREA) BT

AL B, JEREUKEE .
27
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Tt A S IS, ATEAE AR L i B SRR P LA A BB ) R4 24

P R 22 B [ (AR R A I 37 sl LS BIGRIRITRIURL T o 23K A ] 457 2
BT B0 — RS PEROR R (SREAR) TR &, AR IR A SR R S, Bk
NIRBIR G ()BURI BRG], Bl Sk SUPE. RERE. AR, HEEEE AR (b)
FEET), B, PR SELR e, BIR . MR SR LR el FEREAIRT R AT (c)
TR, B, Bl (AT, Bl SUIR. BRIERTS . P Ie BB R . BR .
FEE AR MBRIRS; ()i, Bt (EWCIET, B, i &59;
()RR, ] G S AT BB IR TR T T s ()R BRER), g, vl ks ANG)TETE R, A
an, YA BEARIRYES . RERREREE. AR £ . e RN, SR A . R,
FFRRAL TR e, SRR ] L

RS Vo N SR % 51| N1 E Y v TIPS R L v 2 1) 77 S
EAGUR AR IR EAT S-S AERR, JFH, ZRASYEEEEY S EY)
(RIRETBC AT ASESR (¥ 77 sCAE T AT A (RS — 38 70 OBl RIS I B2 7 (R s 2 S
VSRS R ot o e B2, W PEAL S ] 5 IR ORI o ) — Fh 2 R R U 3
o

HIF FUIREE 2 AR B R A5 25 5 1 n 352 (LI T Bl MRS BT 7)o B
TARTEAL SN, AT A5 AU b 5 MR S PERR R, K sl e i m),
BEWEFIASALT, BlF0, LRE. RAE. BRIRAFR. LRAFE. N R, 13-T R, —
F L R e DA R, R A KRR A8 AR ORI o ORI o 2 JRRVAH R 22 SRR Bl ak
YaJsit (R A 055 o

7 X RSN, A a el S B, Wi PRSI Bk
$1i NI SRS

R A /L WSS E o CIR AP SSES I K11 | VA 18- 22 A o VAT £V T
BEEAR A AR . AR 2T e R . B AR AN B IR B L6 ) ot (KR B Y048

Tl B AN I A Yl R A AR B B T 3RS I T T 5 K BOE K 7ol &
FEVRECELIB, AR T SR A RS AT PR AT SR R B 23 IO ) T TR A o 38 B ) 5 7R
FEREA . MR WA BIRE A EREK O, 2ol LHE R R A .

T R4 23 AR WAL S PR R R HOR R O 5T SRR G o 3%
PR FETCTE 6 F N 5 4B ] B S2 BB S AT AT BT JE 1) Z2 b, Bl ZEIN m] RE R 22
FRIFHERE T — R A

AR E YT LA Ahan 2, B 5 AR B R S E 45 2. HTZ
WA, FEls 22 4 AT R A R AL S P0IE M+ 5 2567 MR AL ), Herbits
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PR 255 PRI A 8h 2570058, XT 60kg E I AT &, H 45 257 5l oy 1~
2000 mg, L1k 50~1000 mg. 458, BARIEICN % G5 201810 RN RORILEN &,
TX e 2 AR DR 7 e 3 2 R

A PR RN EIRRFAE,  sSAB BR B R FFIE ] LUME R A G ARUHBPTERN
PR R SARTH A YIE XTF R, SIS T T E s B3 MR AL, BT DMEAT Al S 1A [
A SR R R A PERFAE U o DRIBERRAT R U B P 7 XA A Dy 22 45 BT 0
FFAE K — R P11

BAR S 70

LR U0 B ok S g iR IR S ik AAS IS Bk, FE
MR, AR AN EARS T T . AN EME, FIR LU &SR HER T
BARR) Sz, NHTZ%. R T AKWARUA NSRS, ASUIEAR N 5 A4
RIE S P shak g o, XA T 55 [RIAE V& T4 F s BB e 3

Fir A St e, 'H-NMR H Varian Mercury 400 #Z R E R4 %, AL 2247 #2 LA & (ppm)
P AR TR A T B 2519 200-300 H . BEME IR T EL A AR

AR IR T iR 4k 1] CSCL ARERFDOE s Cs2COs FRFEBK IR ; DCM AR & H
fit; DIPEA A3 — 7 Pk .k fi%; Dioxane 038 1,4- % /N3 ; DMF 403 — H B HI I e
EA RE L O h AR/ KoCOs ARFRIKIR T KsPOs ARKBERR P min (A8
MeOH A HE; MS K FTE; MTBE R H BT 5 N2 AR AT NaH fAERA
15; NaHCOs FRERIKEREEN: NMR REZMEILIR; Pda(dba)s AR = (AR EH) —
15 Pd(dppH)Cla 3% 1,1'-BU( AR B MEEE) — k] —SL4E; Pd-Ruphos-G3 AR3& HIH IR (2-
T2 6 N1 - ) (2- 2 21, 1 IR -2- 58 (TT); TFA (CFsCOOH)
REZROIR; THO F=MPEIRET; TLC AR 2 i, THF AL VIEILE; Ru-
phos U3 2- I 2" 6'- S N ZE-1,1-B678;  Xantphos 103K 4,5- X (R f5%$)-9,9-
THREIRE

SEHER] 1 1-(7-(6-FR TR ZE-7-(5- F -1 H-P5| k-4 8)-2-(1-F A0 DU S -2 H- 100 IR R - 1- P 3 ) %,
F£)-8-(2,2,2- =5 £\ I ) e K -4- 35 ) -2, 7- AR AR [3.5]) £-2-F) B -2-1E-1-B (a1
16 R
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o

\)_P o
NH, /\ N
Ru-Phos-Pd-G3 N NH, ,N
cl Ru-Phos Tos—N O CSC|2 Tos e
NH
O K3PO,, dioxane/water O 3 2 THF 30°C (¢}

F3 3 CFs
14

Boc ||300

£

o)

—(/)

N N N
Os A\
HN NBoc N_ O SN e Ne= O SN O K2CO4 O SN
~N —~N P Z
—Tos N/)\CI —Tos N/)\N & MeOH NN
TR,O/DIPEA o Pd,(dba)s, xantphos, o © o

w Cs,C0;3, dioxane \| j
CF3 CF, CF;
1-5 1-6 1-7

0 £

N
A \)L )J\/
TFA N= SN . N
—> HN A
DCM O N o DIPEA/DCM N N
Oj HN AL 28
]
CFs O [ ©

1-8
CF3 1

F] 1 ALEY 1-3 ME K

7t dioxane(800 mL) K T IIAALAY) 1-1 (78.0 g, 0.25 mol, 1.0 eq)Fl 1-2 (125.0 g,
0.30 mol), Pd-Ruphos-G3 (21.1 g, 25.3 mmol, 0.1eq)# Ru-phos (11.8 g, 25.3 mmol), 7E@ES
R, SRIE I KsPO4 IR /KIEW (160 mL). fEGSARY F7E I R HiHE 16 ho 7K, EA
AL, HOKBEG, TR A Z M E 45 3 207 1-3 (90.0 g, Y& 64%), MS (ESI):
559 [M+1]%.

FR]2: LB 1-4 BB
HAGRYT, EiR A 1-3(60.8 ¢, 0.109 mol, 1.0 eq)EI'J THF(600 mL ¥ i
ABRIE(18.3 mL, 2.2 eq)s 40 °CHit: 1 /N, RMNIE4ASG, £ PE F1KA1T R0 4 [l f4
=) 1-4 (57.8 g, 88% 77 5), MS (ESI): 603 [M+1]",

B3 AEW 1-5 KB R

TSR R, LAY 1-4 (57.8 g, 95.8 mmol, 1.0 eq)¥A T- DCM (400 mL) 1 34 #1 &2
-70°C, N DIPEA (50.2 mL, 0.287 mol, 3.0 eq), #RJ57E-60°C NI Tf0 (21 mL, 0.124
mmol, 1.3 eq)ff) DCM (100 mL)¥A ¥ . -60 °CHiFE 20 0581, #RJGH I 2-Boc-2,7- - (A2
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[3.51 %8 (32.5 g, 0.143 mol, 1.5 eq)fft) DCM (100 mL)¥&E W . $i+E 30 20481, TLC /&,
B5E4% e A MeOH (100 mL)FI7K (100 mLY#BEAT ¥ KR E = =il . AR AITHR, 19
PR O E A 1-5 (61g, 7% 78%), MS (ESI): 811 [M+1]%.

HR 4 ALEY) 1-6 BE R

¥ 1-5 (800 mg, leq), 1-Z W3PS 2H-HER-1-A/L¥) (157.6 mg, 1.2eq), Pdx(dba)s
(90.3 mg, 0.1eq), Xantphos (114 mg, 0.2eq), Cs2CO3 (643 mg, 2eq)&=F T dioxane (40 mL)
1, N2 &, FHEZ 100°C, ittt ®, TLC &l M 564, MK, EA ZHL, W4 EiE T
—35, MS (ESI): 908 [M+1]".

BB S: WEW 1-7 AR

W A BT 1-6 T T HEE(20 mL)H, Jil K2COs (0.5g, 3eq), 60 °CHi+F 30min,
TLC £l S S 564, 4G, I DCM, HHUHAKYE, WA K —R, T8, R
3779 1-7 (600 mg, Hi LUK 81%), MS (ESI): 754 [M+1]%.

MS (ESI): 747 [M+1] .

HIR6: WEY 1-8 B

¥ 1-7 (300 mg, leq)inT DCM (6 mL)H', ZEiRMIA TFA (2 mL), ZEiE$i+: 1h, LC-
MS BRI N TE4T . WAREAKZKF, I MTBE (20 mL)$T3%, if3E, MM EZER T —
£, MS(ESI): 654 [M+1]".

BT WEW 1A

¥ 1-8 (209 mg, 0.32 mmol, leq)&iFT DCM (5 mL)*H', JII A\ DIPEA (206 mg, 5 eq),
PEHERIETE, PRRA 0 °C, ZHAZ N IAIREF (40 mg, leq, ¥ T 2 mL DCM H1), fi#: S
min, LC-MS SR KMN 584, MIAMA NaHCOs SR HE 10 min, 23, AR &
KPE—IR, TR W4, HENMS A EEIEEY) 1 (130mg, 1 58%).

'H NMR (400 MHz, DMSO-ds) &: 12.93 (s, 1H), 7.46 (d, J = 10.9 Hz, 2H), 7.32 (d, J = 8.5
Hz, 1H), 7.16 (s, 1H), 6.35 (dd, J = 17.0, 10.3 Hz, 1H), 6.12 (dd, J = 17.0, 2.1 Hz, 1H), 5.68 (dd,
J =103, 2.1 Hz, 1H), 4.99-4.81 (m, 1H), 4.61-4.43 (m, 1H), 4.03 (s, 2H), 3.90 (s, 1H), 3.84-
3.40 (m, 11H), 2.11 (s, 3H), 1.97 (d, J = 17.0 Hz, 8H), 1.61 (s, 2H), 1.28 (d, J = 31.9 Hz, 3H),
MS(ESI): m/z =708.
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RIANR L, AR S B 1 o SR & BT ER 2 B AL 59 2-132,

x1
& | Eahg [M+H | & | (W&t [M+
% ]+ % H]+

o EAS N

X

5 T\ 668 |3 ™ 682
4 69 |5 698

Fs

O,
6 M |7 723
8 N 737 |9 NS 751

N
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KA TR SAAL ) T, TR RS Y 1 RS TR A4 1-a AT 1-b:

HRE, WRERIET QR WEEN 25 mg/mL, HEFEEN 2000 pL. il 4 A 6435 5% 14
B3 FE N UniChiral CMD-5H (30x250mm, Sum); #ishf: -1 CkE(50:50); iiE: 30
mL/min; RIS 254 nme $ 50 BORBEAT e 24040 . TH-AF 2174 1-a (1st eluting isomer)

5 1 1-b (2nd eluting isomer).

1-a (1st eluting isomer)

1-b (2nd eluting isomer)
A I A E YR AL R 73 v EREAT 3R 7045 B AS BT 1 R d AR, R4k
AW 134 224 65 66+ 67+ 68+ 71\ 72 73+ 74 75. 76+ 77+ 78+ 79 131 F1 132 AT
10 FHHR5r, & B3RP T- 1 5414 13-a/13-b, 22-a/22-b. 65-a/65-b. 66-a/66-b.
67-a/67-b. 68-a/68-b. 71-a/71-b. 72-a/72-b. 73-a/73-b. 74-a/74-b. 75-a/75-b. 76-a/76-
b. 77-a/77-b. 78-a/78-b. 79-a/79-b. 131-a/131-b 1 132-a/132-b:

13-a (1st eluting isomer)

13-b (2nd eluting isomer)

o N= N Q\/\\
! HN
//S/\ A PNNES
Ao TN
»
CF3

22-a (1st eluting isomer)

22-b (2nd eluting isomer)
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65-a (1st eluting isomer)

65-b (2nd eluting isomer)

66-a (1st eluting isomer)

66-b (2nd eluting isomer)

67-a (1st eluting isomer)

67-b (2nd eluting isomer)

68-a (1st eluting isomer)

68-b (2nd eluting isomer)
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OY\

OY\\ AN
N

71-a (1st eluting isomer)

71-b (2nd eluting isomer)

72-a (1st eluting isomer)

72-b (2nd eluting isomer)

73-a (1st eluting isomer)

73-b (2nd eluting isomer)

74-a (1st eluting isomer)

74-b (2nd eluting isomer)
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75-a (1st eluting isomer)

75-b (2nd eluting isomer)

76-a (1st eluting isomer)

76-b (2nd eluting isomer)

77-a (1st eluting isomer)

77-b (2nd eluting isomer)

78-a (1st eluting isomer)

78-b (2nd eluting isomer)

49



10

WO 2022/063297 PCT/CN2021/120955

79-a (1st eluting isomer)

79-b (2nd eluting isomer)

F3 131-a (1st eluting isomer) CF,
131-b (2nd eluting isomer)

132-a (1st eluting isomer)
132-b (2nd eluting isomer)

Sl 134 AE Y5t H358 40 M FI P8 FE &

2500 A~ H358 4ol ke T Bt 19 96 FLAR (corning, 7007)H, EK—KJE, A
BEIEMBA S (i 5 pM, 5 MR, — 3L AAIED, IMAEY =KJE, A Cell
Titer Glow (Promega, G9681) VAN /NERIAERAG I, THE 1Cso {E, 45R N T 2.

R 2. ARRIAAYIRT H358 41 M HUI8S GE i 1k

e ICso e ICso L4 ICso
1 4.85nM 2 e 3 o
4 +++ 5 ++ 6 ++
7 ++ 8 ++ 9 ++
10 ++ 11 ++ 12 +++

50
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13 +++ 14 +++ 15 +++
16 +++ 17 +++ 18 +++
19 + 20 + 21 +
22 +++ 23 4+ 24 ++
25 ++ 26 ++ 27 ++
28 +++ 29 4+ 30 +++
31 +++ 32 4+ 33 ++
34 +++ 35 ++ 36 ++
37 ++ 38 ++ 39 +++
40 +++ 41 +++ 42 +++
43 +++ 44 ++ 45 ++
46 ++ 47 ++ 48 ++
49 +++ 50 +++ 51 +++
52 +++ 53 +++ 54 +++
55 +++ 56 +++ 57 ++
58 ++ 59 ++ 60 +++
61 +++ 62 +++ 63 +++
64 ++ 65 5.89nM 66 ++
67 +++ 68 +++ 69 ++
70 ++ 71 +++ 72 +++
73 +++ 74 +++ 75 +++
76 +++ 77 +++ 78 +++
79 80 +++ 81 +++
82 +++ 83 +++ 84 +++
85 +++ 86 +++ 87 +++
88 +++ 89 +++ 90 +++
91 +++ 92 +++ 93 ++
94 ++ 95 ++ 96 ++
97 ++ 98 ++ 99 +++
100 +++ 101 +++ 102 +++
103 +++ 104 +++ 105 +++

51
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106 +++ 107 +++ 108 +++
109 +++ 110 +++ 111 +++
112 +++ 113 +++ 114 +++
115 +++ 116 +++ 117 +++
118 ++ 119 -+ 120 ++
121 +++ 122 +++ 123 +++
124 ++ 125 ++ 126 ++
127 -+ 128 ++ 129 ++
130 ++ 131 +++ 132 +++
B 8.42nM D 36.5nM

+R A EYI ICs0 KT 1 uM
HRIRWEYIE ICs0 4 0.3 & 1uM
RGP ICs0 /NT 0.3 uM

M 2 BRTTE, AR BIAL SN H358 4 IR i 46 K 2 Bk S Es /N T
0.3uM, JEH:Y X N-0-m-N(Me)-, H R3FI RO 3L S J7 7 S e, A B R R
(I3 37 K-RAS G12C ZRAS R 4i i H358 FIMAE &, nik-a4 1 Al 65 %f H358 4
L R B S T 1Cs0 23 94 4.85nM 1 5.89nM, 1l % HEAL &4 B A1 D 2351y 8.42nM Al
36.5nM.

SR 135 /0 BRAd A B R v PR

NJERSE Mia PaCa-2 4L 7 10%J6 25 MG 1) 1640 T 37°C. 5%CO02 £ 774 i #i
B, )G, Frgiuks BT En, BRI . 1x107 4> Mia PaCa-2 4 iR 5 A\ 4
RN, e A K S 150mm’ 5, BahIBENL IR 4. ralh 1) ¥
FIxHRLA, 8 Ky b a1 H. AW 13 A, e 22 H. th&Y 71 HAUL &Y 72
4, A8 Ho WA IRAER R —IKEE 0.5%CMC-Na; tLAMH A HER—IREB L
B4 0.5% CMC-Na Vil B . VU@ IR iAfl, JE/NRARE, T4255 21 X
AEFEAR/INER, RIS 25 R W R AR 3.

% 3. S YR N Mia PaCa-2 #1/) RS HEUR K S0 iy H

wE AliE(mg/kg) | HETTE JH IR 1 2 (%)

52



10

15

WO 2022/063297 PCT/CN2021/120955

1 20 qd*21 142%
13 20 qd*21 124%
22 20 qd*21 154%
71 20 qd*21 152%
72 20 qd*21 148%

1 BB 0, AR AV B AR SRR N SRS 1, 20 mg/kg/day IELLEL 2
21 Rla, AR ] DU R — iR 4 .

e 136 LA WRIAR E PRI

AEFR IR SV =0y (BEr 2-3mg), 55— 03 FE i SEE T AR 24 K ] v ROBUH 1
e FLaife, 1R 0 RIGEHE, 5 kA =R AL 60°C, 70T 7 KIEAH 14
R Ja e OB e i ) s FL A

* 4 AEWEHR(60°C)IBUE. 7 KA 14 KJa KR RE TE

e HPLC 45 (%)
0K 7R 14 X

1 98.241 98.128 98.067
65 98.634 98.453 98.342
71 98.810 98.665 98.528
72 98.348 98.216 98.125
B 98.160 94.252 89.565
D 98.225 95.141 91.028

M 4 bR e T, AR S RARFRIRENE, wil 60°CH
BT RN 14 RIBAHAERE R A H I 0.3%, miAixt BALA4) B A1 D fa e M 22, il 60°C
R 7 RIBAHLESE N PRI 3%, BUE 14 RBAHSEE NRE@EIT 7% mtnl L, Ak B4k
AYAHRIFREE, EAMEAYIN T E AR s 6 a2 M 7w # 2 AA e 5 &
TR X

HARCL ERER | AR B ARSIt 77 2, B A GUR IR SR 2 PR, TX Y
ARG UL, AEANTT BRI (0 SR BT S BRI SR 1 n] DU I st U5 2 At 2 R AR
BN BRI, A BRI ARG Hh T BRSO 2R A5 R 5E
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BRI Z R
L —FnsE )P R S e S m ik, Saf, 2957 B2 el KEWeiE

A&

A i

\R4

()

X A 0. N-CN. N-C(O)R’. N-S(0):R” &% N-R’;

L' b4, -0-1 -S-v -S(0)-+ -S(0)2-Ek-N(R)-;

L2 AL 2EEE . -O-1 -S-1 -S(0)-+ -S(0)2-+ -N(R7)-+ -N(R7)CH:z-+ -C(O)-+ -C(O)N(R")-+
N(R7)C(0)-+ -N(R7)C(O)N(R)-+ -N(R7)C(0)O-+ -OC(O)N(R7)-+ -N(R")S(0)2-+ -S(0)2N(R)-+
-NR"S(0)-+ -S(ON(R)-+ -N(R")S(0)2N(R")-+ -N(R7)S(O)N(R”)-EL ¥ ¢ 3 5

L b4k, -NR")-+ -N(R7)CHz-+ -CH2N(R?)-B TV 2 3L ;

A NI 3-12 TR B, BT 3-12 JUAFRLEIE T4 1 A2 A RO B

E HREf¥ 5 K-Ras. H-Ras B¢ N-Ras AR E E K 12 AL D2l B ik 2L T i 1
(1125 FL 4

RN H. K&, CN. C1-C6 Jidk. C2-C6 Mitk. C2-C6 Kedk, C3-C8 Mpkidk. Z47%
Bk, IR R I,

R2FI R 579 Hy K&, CN, OH. C1-C6 %iidk. C1-C6 XfChkidk. C3-C8 Fpkidk,
C2-C6 JfiZk ik C2-C6 Jeit;

R* H C1-C6 Ktk C1-C6 piftkitt. C3-C8 Mfittnl 3-6 JLA I kidt;

R M RO SN C1-C6 fiidk. C1-Co piflbidk. C2-C6 Jidk. C2-Co JFk. C3-C8 i
Pk, 3-8 U/ GE L FUILHUAR C1-Co itk Bis LBt C1-C3 ek, C3-C8 Frkitkin
£ C1-C6 Frfkel NRORY B C1-Co Hidk, B RO AI RO S [T 4-12 JuAIA L dt,
FITid 4-12 JUARR e i) E— 0 4k T #I B BT B Hy OH. g3, CN. NR’R'. C1-C6
Bk, C1-C6 Jif k. C3-C8 Mtk 3-8 JLAFRkidE. C1-C6 Kt ZEHUAR C1-Co Ktk
C3-C8 MLt HUAR C1-C6 Jiedk .\ 3-8 JuA e IR C1-Co Fidk el NRR' HUfR C1-Cé6 %t
5

R7 A H. CI1-C6 %ttt C1-C6 Hfthidh, C2-C6 1k, C2-C6 Mk, C3-C8 Ffusk,
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WAL C1-Co Fidk. NRRY HUR C1-Co6 FiFknk 3-6 JuAFFLidE;

R® N H. K&, CN. OH. OMe. NR°R', -CO:H. -C(O)H. -C(O)NH:2. -C(O)NHCI-
C6 Ktk -C(ON(C1-C6 %idk). -C(0)C1-C6 ik, -NHC(O)C1-C6 itk -N(C1-C6 %t
FHC(0)C1-C6 Ltk C1-C6 Lfdt. C3-C8 Mbitnk C1-C10 Lk, ik C1-C10 Ludkn]
Wik 8 FH 1 AEEZAFEFEL: CNL OH. OMe. NR°RY. -CO2H. -C(O)H. -C(O)NH:.
-C(O)NHC1-C6 %idt. -C(O)N(C1-C6 i), -C(0)C1-C6 kit -NHC(0)C1-C6 ik, -
N(C1-C6 $t3£)C(0)C1-C6 kidk. C1-C6 hifa Ak, C3-C8 Mk,

R A RSN Hy C1-C6 Fedtak RO AR 3 N IR 7K 3-8 JuI itk

2. WA ER 1 T AL S & ik B, 2577 BTz i . AKaeliin
REY, HhpridE=)H, LU Ee-0-.

3. WIBCRIESR 1 TR AL & TR, S, 252 BTz i), KEyein
AEY, Hepridd()F, L2 s, -O-. -CHa-. -NH-B{-N(Me)-.

4. WIBCRIZER 1 TR AW E & SR, Sty 20% B2 i, KEein
AEyy, HapriddS()d, Lo, -CHe-. -NH-B-N(Me)--

5. QBRI EER 1-4 HPE— Iﬁﬁﬁﬁlﬁ’]%/\%&ﬁ%ﬁﬁﬁi CARITEEN JJ%LTE%E’JE&\

RS
[ }(Rs)n (R
N N
oo e

KA B 5T UA% ﬁqﬂﬁﬁﬁx_ﬁ(l)tiﬂ Al P

”L”Rs N +v n+~*
o . ”T“jg“r"ﬁq:

CORORA L ERNME, n 182, R® AN H. F. OH. OMe. CN. -CO:H. -C(O)H.
-C(O)NHz. -C(O)NHMe. -C(O)NHEt. -C(O)N(Me):+ -C(O)N(Et)2» -C(O)Me. -C(O)Et.
-NHC(O)Me-. -NHC(O)Et. -N(Me)C(O)Me- Me. Et. FF A% 31T 3, R4 38k CH2CN.

6. WIBLMZR 1 g iid (D AW B AR, il 2552 Eal sz ifsh . K&
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Vs GY), HEHINAA) R

R’ /L ’S’
O—R4
(1A)

WR(1A) T

X & O N-CN. N-C(O)R7. N-S(O):R” 5 N-R’;

E HREf¥ 5 K-Ras. H-Ras B¢ N-Ras AR E E K 12 AL D2l B ik 2L T i 1
(1125 FL 4

RN H. K&, CN. C1-C6 Jidt. C2-C6 Mitk. C2-C6 Kedk. C3-C8 Mpkidk. Z47%
Bk, IR R I,

R2FI R 579 Hy K&, CN, OH. C1-C6 %iidk. C1-C6 XfChkidk. C3-C8 Fpkidk,
C2-C6 JfiZk ik C2-C6 Jeit;

R* N C1-C6 Jidk. C1-C6 piftkidh. C3-C8 Mfittnl 3-6 JLA I ki,

R M RO SN C1-C6 fiidk. C1-Co piflbidk. C2-C6 Jidk. C2-Co JFk. C3-C8 i
Pk, 3-8 U/ GE L FUILHUAR C1-Co itk Bis LBt C1-C3 ek, C3-C8 Frkitkin
£ C1-C6 Frfkel NROR' B C1-Co Hidk, B RO AI RO S ST 4-12 JuAIA L dt,
FITid 4-12 JUARR e i) E— 0 4k T #I B BT B Hy OH. K3, CN. NRR', C1-C6
Bk, C1-C6 Jif k. C3-C8 Mtk 3-8 JLAFRkidE. C1-C6 Kt ZEHUAR C1-Co Ktk
C3-C8 MLt HUAR C1-C6 Jiedk .\ 3-8 JuA e IR C1-Co Fidk el NRR' HUfR C1-Cé6 %t
5

R7 N H. CI-C6 %tk C1-C6 pifthidh. C2-C6 fitk. C2-C6 Bk, C3-C8 Fhkidk,
WAL C1-Co Fidk. NRRY HUR C1-Co6 FiFknk 3-6 JuAFFLidE;

RO ARSI N H C1-C6 kit RO Fl R 3L N TRk 3-8 Je M it

7. BN EER 1-6 PHE—TITIR AL S ECL SRR, S, 2557 Rl sz 2
IKREVIBGEF S, Hob prig il ) AE AT, E A5 256 Rk i W B BB B 2
SR IE ]
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8. UNBURIESR 7 A A &P e & iR, &l 2977 B2 gk, KRGV eiE

0O R®T 0
| MRQ ?\
Hay, HdprdEofiERaa)d, EX RY By R, M, RU Ky

H E‘Z F’ Rlzj,‘j H\ Me\ Et\ CN\ 'CONHZ\ -CHZF\ -CI_H:Z\ CF3\ 'CHZOH\ CHZOMe\

s g\/'ll\j\/'(/ ﬁ/ND ;s‘vNO ;«‘\/'\"/\;'0*5\/0 \%NT;\\%N/\;N\
N=N

%Ni\l:,\\j -§-N\) ‘§'N] -§-N\/' %\/)

=N o , RBNH. F. Me 5% Et.
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