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(CHz2) +OC (= 0) NRaRa~— (CHz) :NRaC (=0) NRaRa+— (CHz) +C (=0) ORb~— (CH2) +S (0) pNRaRa+— (CHz)
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0) (CH2) :NRaRa~— (CH2) tNRaC (=0) Ru~— (CHz2) :NRaC (=0) ORp~— (CHz2) -OC (=0) NRaRa~— (CH2)
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0) (CH2) :NRaRa~— (CH2) tNRaC (=0) Ru~— (CHz2) :NRaC (=0) ORp~~ (CHz2) -OC (=0) NRaRa~— (CH2)
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(CH2) +C (=0) Ro~— (CH2) :NRaRa+~ (CHz) +C (=0) NRaRa~— (CHz) :NRaC (=0) Rp~— (CHz) -0C (=0)
NRaRa~— (CH2) :NRaC (=0) NRaRa+— (CHz) +C (=0) ORp~— (CH2) +S (0) pNRaRa~ 40 Z 3R EUAC ) -
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RaJB AT 3% FH HOF L C1Br.OH.CN 40 % 3 PR VAL A 0C1 a5t FE FI 4 0 2 3 RHEUAC I Cra
ySE

Re FHR7HH 37 113 FH H CNL 4% 0 4D Re HUARI Cr-a bt 55 L 4% 0 28 31 Re AUAR [ Co-aJi 5 L —
(CH2) +ORb~— (CH2) +S (0) pRe~— (CH2) +C (=0) Rp~— (CH2) tNRaRa+— (CH2) +C (=0) NRaRa+— (CH2) :NRaC
(=0) Ro~— (CH2) :NRaC (=0) ORp— (CHz) :0C (=0) NRaRa~— (CH2) :NRaC (=0) NRaRa— (CH) C (=
0) ORb~— (CHz) +S (0) pNRaRa+— (CHz) :NRaS (0) pRe~ 450 % 3 PR HUARHT - (CHz) +—Ca-6Bik PRI FIHE O 2
3 RHEUARI - (CH2) r— 2 3R 2 5

B Re IRy [A] e = 38 B B2 i ik J5 o — S T I 0 225 MR BAR I B e 5 s BUF 5
283, Pt 2F Re 4 B AT T RAR 0 22 51 Re AR IR B0 e 2 H TN R7 £ A1 B W& RelZE HF
C1Br.CN.Ci-a%E3& g3 . — (CHRa) =S (0) pRe~— (CHR4) +S (0) pNRaRa~— (CHRa) tNRaS (0) pRe—
(CHR4) +ORb~— (CHR4) +CN— (CHR4) +NRaRa— (CHR4) xNRaC (=0) Rp — (CHRa) +NRaC (=0) NRaRa .-
(CHR4) +C (=0) ORb~— (CHRq) +C (=0) Rp~— (CHRa) +OC (=0) Ry~ (CHRq) +C (=0) NRaRa .~ (CHRq) »~
IRBEHE — (CHRa) r—Z4 IR FE . — (CHRa) »— 75 3 Al — (CHRa) »—Z% 55 3 , o iz e Jit IR J5e 0 L Z IR
F5 IR HEAE 0B AN REUE 5

Ra/E AR H A A0 57 8358 5 H L CN A0 225D ReBAC I Cros 0 « 70 22 51 R BUAR ) Co- 64
F 0 A5 R AU Co-a b2 L 470 225 R HUAR T — (CH2) +—Ca-1085% 34 2 A4 0 22 5P R HUAY
)= (CHo) r— 21 s B R FHRIE [F) FE 38 BT ide 4220 U T B 0 2 5 R AR 2438

Ro7E A5 YK HH BB 0t 57 %8 1 H 40 225 Re FUAR I Croa bt 22 70 22 54 Re AR Co-64i 22
#7022 54 R HUAR I Co-e )R I L 470 225 PR HUAR 1) — (CHz2) +—Ca-10 B JE A4 0 42 57 Re HUAR ) -
(CHo) 2313

ReAE BRI H IS 0t 7. b 328 19 4520 23 51 Re HUA R IR Cr-6 5 32 L 45 0 22 5 DR HUART Co- 6 J5 42
025 MR HUARR) Co-a) 2 , Ca-eitk PRI A Z PR AL 5

RafEAEI H U 0 57 b e (Y AT 0 54N REAR Y Cr-a e 32 5

ReZEAE IR H BN J 37 1h 3% 5 4520 22 5D ReHUAR IR Coo it 22 Co- 65 J2 | Co- s I  — (CH2) »—C3-6
e JF.CL.Br.CN.NO2» =0-CO2H.~ (CHz) tORz S (0) pR¢+ S (0) JNRsR¢ Fl1— (CHz) :NR¢Rs 5
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pAEARIR B Al ST Mk F 0L 1 A2 H.

rAEARVR B ST % H 04 1.2, 3F014.

4. B ZER 3T A AL A B H 2452 TRz i ¢k, Horp

Re A7 HF L C1\Br ON 4% 0 22 3R HUAR K Cr-af5e 5 . — (CH2) +ORb - — (CH2) +S (0) pRe~—
(CHz2) :NRaRa~— (CHz) :C (=0) NRaRa+— (CHz) tOC (=0) NRaRa+ = (CH2) xNRaC (=0) NRaRa+~ (CHz) »C
(=0) Ro~— (CH2) :C (=0) ORp~— (CH2) +S (0) pNRaRa~— (CH2) :NRaS (0) pNRaRa~— (CHz) :NRaS (0) pRe « 4
022 3 MRAUARIY) (CHo) +—Ca-6hilk TR H: R4 0 22 3 DR AR — (CHo) I

R 37135 F H.F . C1 B OH. ONFI# 0 2 3R BUAR ) Cr- a2 5

Re AR 37 3% H HL ONL 4% 0 4D Re HUAR Cr-a bt 55 L 4% 0 28 31 Re AUAR [ Co-aJi i L —
(CHz2) +ORb~— (CH2) tNRaRa+— (CHz) +C (=0) NRaRa+— (CHz) tNRaC (=0) Rb+— (CH2) :NRaC (=0) ORp -~
(CH2) +C (=0) ORb~— (CH2) tNRaS (0) pRe #7028 3R HUAR 1 — (CH2) +—C3- TR 4 A4 0 28 3 R HYL
AR~ (CHe) 2R PRI 5

B Re IRy [A] e = 38 B 2 i ik J5 - — S TP i 0 22 5 MR EAR I PR e 2 5 BUF 5
283, YA R Re A B AT T B# 0 22 51 Re AR IR B 5t 2 HL TR A1 B & RS
e HF.CL.Br.CN.Ci-4%E & . — (CHRa) +S (0) pRe+— (CHR4) +S (0) pNRaRa~— (CHRa) tNRaS (0) pRe—
(CHR4) rORb~~ (CHR4) +CN.— (CHR4) rNRaRa~— (CHR4) +NRaC (=0) Rp~— (CHR4) +C (=0) ORp~~ (CHRa) +C
(=0) Rb~— (CHR4) OC (=0) Ro~— (CHRa) +C (= 0) NRaRa~~ (CHRa) r—3F S5t 5 . — (CHRa) +— 2 FA FE -
(CHRa) »—75 BE 1~ (CHRa) r—F% 75 3 , Ho iz e 3k PR ek Z PR3 L 75 FE B R 05 B4 0 22 4R HY
s

Ra7E AR H A 3057 8358 F H L CN 420 5 DR EA K Cros e 5 « 70 2 5P R EUAR ) Co- 64
HE B0 2 5 Re FUARK Co- R 47 0 22 5P Re AUAR P — (CH2) r—Ca-10fik PRI A4 0 22 5N Re HUAR
)= (CHe) +—ZRFAJ: s B Ra ARG TE [F] H =35 PP RE 4210 U5 T ST B 0 22 51 R AR ) 2R 8 5

Ro 753 VK HH IR 0t 57 178 5 H 40 225 R AR I Croe e 22 70 22 54N Re AR 1 Co-64ii 22
B0 25D R Co-s B L 450 22 5 R HLAR ) — (CHo) +—Ca-10fik TP I 0 52 51 R ELAR ) -
(CHo) +—ZRF1 5 5

ReAE BRI H I A0 57 4178 4% 0 22 5 Re AR Cr-6 5858 452 0 22 5D R ERA R Co- ) 5 4%
0225 RHERARIPI Co-6 SR I | Ca-olilk PRI FI J PRI 5

Ra7EBE IR H TS ik 37 M e 5 HAE 0 48 5N REUA R Cr-afie 3 5
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2-[2- (AR 48] -5-F-N-[ (IR) —1-Ix 2, 5] -4- (LH-nE e —4-J) o5 FA
g

2-[2- (CHREFL) LHIE]-N-[ (IR) ~1- G-FF I IREL) 23] -4- (3-H FE— 1 H-ntL e~
A=) IR i s

2-F 6 EFE-N-[ (AR) —1-ZKFE £ FE ] -4 (IH-ME e —4—JE) 2% FF I e 5

2- LA FE-N-[ (IR) —1- G-F AR IE) 20k ] —4— (LH-MRp Mt —4—J5) O FF B

2- -H A L HL) -N-[ (IR) —1- G-F AR H) 28k ]-4- (1H-RE s —4-58) oK% 1
iz s Al

2- Q- A LHH) -N-[ (IR) —1- G- 4R ) 438 ]-4- (IH-MEME-4-J5%) 2% B i

YE%%_I:—H%EH’J o

12. 95, HAE— B2 PR E R I 21T — IR AL G2 2% b nl
2 R EAR B R 57 o

13 BUCRIESR L 2 11 AT — AT IR B A6 G400 £E il & F T s A/ BUG 9T 5 7 Rho BB
i T AE DR 1) 99 i () 245 1 s

14 GOBCRIE SR L3 B (1) FH 3 , Ho A a2 he ik B O U R E P 3 WUAH DS iE 4R 4 AR
PEZRI A VRS  PRES PRI E IR 2200 E AT ) B e )% PRSP

15. WIBCREE SR LA IR 19 B 3, Horb BT O L8999 RE 10 11 /00 008 < BB SR R A A L v XL
i T 9 o0 77 36 0 S AR BN K2 8 O JULARE 28 L 471 JB] TP 2 0 e 78 L I A 2 L W L

16 QAR £ R 15 BTk (8 A ads , 2L rp BT ads s I s 2 i s 1 o

L7 AR E SR LA TR () FH 3G Ho v BIr il ~- 3 U DS RE 18 B 5 D6HR | Bhiis 2h R g A
SCAE i

18. AR E SR LA R () FH g , Horb BTk B 5 S MEmRE 1 B 2R U PR 1T 8 . R

18



CN 105358547 B *R *IJ % 5}2 :I:; 18/18 1%

ZLPEARE 2 R PEREAL W 5y R B AR R SRR AL
19 A B BUANEOR -1 1T T i (1046 &0 ) 41 15 P 8 1] 2% 3 Rh o BBl ik TR 1) 25
Yarb it i
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£ J9ROCK 1FAROCK 21| 1 8O A B AL I 157 £ 49

A ARG

[0001] A B R i) 2R L T A9 . S A SR A A WLl B s e Tk
57 BUTIRT 5 S Rho S8BT AH OC B RiE 1 7 V25

[0002] R RS =

[0003]  Rho—¥Bifil (ROCK) J2& 22 % R — /i 2 K 5 [ i 2 I () i 7 - ROCK A Y Fp v 28 (ROCK 1
I ROCK2) #£7E (Ishizaki,T.% A L,EMBO J.,15:1885-1893 (1996)) . ROCK T % %I W RhoAfH]
RNy T Ho AL Z PN 5 4% IR A AR S BEE - /NGTPE A8 (GEEE) « ROCK
HMIRhoA) ¥z FiIE T HHH .RhoA/ROCKTE T3S 5 2 Maifuthse & L a4l
Zl(actin organization) 20 kP 20 e iE 42 A i 7922 Riento,K.ZE A ,Nat.Rev.
Mol.Cell Biol.,4:446-456 (2003)) . AW EHE:5 5§ P Wk 4i (Somlyo,A.P.,
Nature, 389:908-911 (1997)) . 7E¥ELRhoASZAE 5 , RhoABEIE AL , HAH R, HyE AL ROCK o 15
1k FRIROCK T R A4 UL ER 25 1 45 4 Tl 1R R IS 110 L ER B8 10 45 45 U A6, M T 47 T P2 I 0 415
P IS EAE  BKE R G0 T LA (50 00 57, M i 5 50 L

[0004]  SCHRAP A K EIEHIEHRho A/ROCKSE 54% S 2 AE B 4 AR B8 T L& 3 1k
FRIEMES S FPEEZEN: M %5k %E 11 Yanakawa, T.% A ,Hypertension,
35:313-318 (2000))  EBANE X1 (Sauzeau, V.2 A ,Circ.Res. ,88:1102-1104 (2001)) N
7 Z -1 (Tangki jvanich,P.ZE A ,Hepatology,33:74-80 (2001)) . i % (Shimokawa,H. ,
Jpn. Circ.J.,64:1-12(2000)) . EF'E FiEERE Martinez,M.C. 58 A, Am. J.Physiol.,279:
H1228- H1238 (2000) ) AL/ MR T4 A KK+ (PDGF) (Kishi,H.5¢ A ,J.Biochem.,128:
719-722 (2000)) o IXLEPR 5 ¥ 22 50 ML 0 B R R LA G o

[0005]  SCigk Hh ) JL A A A0 (— S8 A 2 AN (M ROCK 0 i 71l v& 67 Hh /R (Asano, T. 55N, J.
Pharmacol .Exp.Ther.,241:1033-1040 (1987)) 8kY-27632 (Uehata,M.ZE A ,Nature, 389:
990- 994 (1997) ) ) B — & [ BEROCK 5 40 ML 9 TR Y SR 1K o 49 20T, 2 ZRROCK K 38 A
VEAE B R PR & L K SR A B AT 3R B X e Bl ) v v I R R R AR ) G K
Mukai,Y. % A,FASEB J.,15:1062-1064 (2001)) . % 7xROCK I #Y-27632 (Uehata ,M. %5
N, Nature,ibid.) AJAE = P K BRI A A2 (B8 B R e ot e KBRS ZRY B v I oK
Bt A5 R R B 1R o AR 7 5 IR S A = 0 S R BR AR (deoxycortisone acetate salt
hypertensive rat model)) " IfIL He k25 P AK » 17 Xof S4of B KB A 1 L e AN ELAT /NSO
X 35 ROCK -5 15y 1 Hs 2 8] [ R HK o

[0006] At 77 3% BHROCK 5 )k 45 A4 A4 2 ) (1) R 3K o 48] 41, ROCK (1) ¥ e A7 M T )
DR] 4 7% 11161045 i 3 ik A 1) BR e 45305 I B AE B TR % (Bto, Y. %8 N Am. J. Physiol.
Heart Circ. Physiol.,278:H1744-H1750 (2000)) o7& AIh , ROCKHI 1771 Y-2763241
I B o B AR N JE T B (Sawada N 25 N, Circulation, 101:2030-2033 (2000))  fE&
[ TL-1815 5 1 e IR B bk e 45 A A o, S 7 I ROCK 11 #1773 &7 3t R A 3 v 7 3 3 ik /> 7
ARENIK A, DA S Afe 8 7l PR 20 ik i 4 14 7 98 1) Y4 I8 (Shimokawa, H. %% N ,Cardiovascular
Res.,51:169-177 (2001)) »
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[0007] At 18 75 2% B ROCK 0 il 571 AT FHT-¥68 7 HoAt O M8 05 o 451 2, A8 KB oh AR R o
TNV B H SR YR /R ZE TR AR A A & Bk — % (Toshima, Y. ,Stroke,31:2245-2250
(2000) ) o SEZRROCKHNHIFIY-2763280 #Dah1 h AR K 5 1K) 76 1L P 1 77 358 S AR 7Y o () o0
FROOK VA 4EAZ AT BE (Kobayashi ,N.ZE N ,Cardiovascular Res.,b5:757-767
(2002)) .

[0008]  H:Ath 24 B PR A 7 LI 7~ A 46 DA T 1 HAth 2 98 T ROCK « e IR 20 Jbk 1f 4 o 22
(Shimokawa,H.ZE A\ ,Cardiovasc. Res.,43:1029-1039 (1999)) .l & =28 (Sato, M. Z¢
N,Circ. Res.,87:195-200 (2000)) #tif/ FH#EFE S Yada, T. %N, J. Am. Coll.
Cardiol.,45:599-607 (2005)) \Jifig L & (Fukumoto,Y. % A ,Heart,91:391-392
(2005) ) 024008 (Shimokawa,H. 28 N, J. Cardiovasc. Pharmacol. ,39:319-327 (2002)) .
5 (Satoh,S. %5 N ,Eur. J. Pharmacol.,455:169-174 (2002)) Al 3h#d L) B8 = 5
(Gonzalez—Cadavid,N.F.ZE A\ ,Endocrine,23:167-176 (2004)) .

[0009]  7E 5 —HFFiH , ©UESERhoA/ROCKAE 5 4% 3 12 1 40 70 Vi T e L5 A% 41 B 11
FEA IR R 2 S S EBCIR O E Worthylake,R.A.Z5 N, J. Biol. Chem. ,278:13578-
13584 (2003)) . 4T, RhoWull () /)N 73— 411 il 75 56 % 1 il 44 SEMCP— L/ S (1) Ak TR
(Iijima,H.,Bioorg. Med. Chem.,15:1022-1033 (2007)) o FHT 9% 40 il #2 4K HiRhoA /
ROCKAE 5 % T & 42 , [A b v FURH 41 il Rho St B2 A 2 R PE G 28 20 B2 g A8 Ve
TR BRI AL .

[0010]  FiRAf AR AEROCK 500 ML 87 P2 05 CELAE i ML 1 BBk SR R A Ak BB 22 v RGO 7
vy LR BN DK LA P 2 G I AR 2 e ML/ R A I v R RO ) DA e A
PIAC DhBE R AT R I SRR A E S o %5 T T UESEROCK AP WL 28R , ROCK #1774 =] FH T
W BT WU e BE PR B AR g (L FE BE T AT FOLHR) # (Shimokawa, H. 58 A,
Arterioscler. Thromb. Vase. Biol.,25:1767-1775 (2005)) .J4b, .48 7~Rho— gk {E
TR IT & B HAd B 1 25 P S A , A58 R & M ISP (Henry ,PL .58 N, Pulm.
Pharmacol. Ther.,18:67-74 (2005)) JJE%E (Rattan,R.ZE AN ,J. Neurosci. Res.,83:
243-255 (2006) ;Lepley,D.% A\ ,Cancer Res.,65:3788-3795 (2005)) . £F4E 45 7 s
(Jiang,C.% N ,Int. J. Mol. Sci.,13:8293-8307 (2012) ;Zhou,L.%% A ,Am. J.
Nephrol. ,34:468-475 (2011)) , LA AR IRAE , 18 W BE 45145 Bl JR 2% g BRI 22 R Pl
b RUFI AR P (Mueller,B.K. %5 A\ ,Nat. Rev. Drug Disc.,4:387-398 (2005) ;
Sun,X.ZE N, J. Neuroimmunol.,180:126-134 (2006)) .

[0011] ¥R T o ML 22 90 FRD 3BT 24 17 A A6 AT A2 1 12 2 75 3K o £ 3% O JUE o P2 190 0 U 9
R R4t (Heart Disease and Stroke Statistics) 20128 ¥ (Circulation,125:e2—
€220 (2012)) m, AR 30 ML P o 56 [ i AR T2 1932, 8%, Hoje oo o 36 B S BE T2
~1/66 KT IX L ET A TTRIF , ©R I, ~33 . 5% A AE 35 BN 11 & & L%, B TH7E2010
4, ~660 77 38 B BAFE AR AT O 75 v DR IE, RV A AR R E AT TR YT O L P (CVD)
(R 22540 CEL4E ) R 771) « BISEL BT 771) « LA 5% Tk 2R 2 450 ilg 400 ot 77 ML A5 B 5 2% oL B 1) AR 455 3 1 oL B
D ARX T2 B E &, CYDUIIAIE A R BON AR 2940 itk

[0012] R A A H A ROCKIN I A F 24 3 (B0, 40, US 2008/0275062 A1) , HILET
it /R A I P — Y 65 K ROCK T 11 7571) » H S 6 4t o 5 Jik s 4 #1550 FH T 067 I L i 28 5 75
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TR LML B REARE AR B0 AR 4 AR Mo L S AU I B T R R A A
T OCHR (K8 A 3677 71 (BLAEROCKAI 5]

&ZIAHE

[0013] AT W SR AR R R AL e T A, 5 AL AR el i AR ek 2557 bl 3%
2 (1 SR BA TS, Ho ] FAERho AR Y 328 % PE A 771 o

[0014] A< WYt 4R F] T fill 6 AR AL S 0 T i A e ) 44

[0015] Ak W iR AL 1), HA & 2557 L nl B2 MR A &2 b — A R AL & )
B H ST AR A AR ELAR S A 25 R N SR B TR S

[0016] AW AW AT iRy A0/ BB 5 3 ROCKE PEAH IR B IR o

[0017] ARG HFIRT7

[0018] AT WAL & n] R il i FH R ve 7 AN/ BUHIT 5 53 ROCK S PEAH IC I R IR A
zY).

(00191 £ 5% —J7 I, A K W A XPVR Y7 Lo MU B SRR ) 7 ¥k 5 12 07 1 A4 17 5 B2 E 2R
IR G T ESCR R AR A S . AR T R RS A 1) SE AL A 4 oy I
He SRR AR RE AL PR AE L o R O 775808 B R0 el ARSI BK B0 A A Sl B < R B
K LA 92 2 o LB 2 R/ PR 45305 i vy I /Lo 80 S I D R PR A I o
[0020] 7 53— J5 i, AR W BE X T 7 BT IR LR SR VE R m (BB g S D BE R
WA JGHR) (7515 A A 1 /5 E USRS B 38 40 7 an LSO IR AR AL 54
(00211 £E 55— U5 1, AR WA KR T7 22 0 37 B Rho S 3 B 2 (10468 £F 4 A2 TR
T3 B BRSO B ZR PR HE B 22 R PR BB AL L o U A ZE PR R S R PEIG TS 28 VAR
A RN U715 205 AR R R ISR YT R B G T i ESCIrR A K AL
Y.

[0022] e Ah T I, AR W BE X5 EIRA S VI AW A 50 il LR SV T A
A L 75 325 r i A58 FH ) o R4

[0023] AW Pl Bl HACOR I e S A & B S — R A (L — 2=
) HeZmdl & .

[0024] A B AR 3R e AL B R AERE B AS A 1 N R (K 4R B2 LA T XA

[0025] & HVEA

[0026] 1. AKHMLEY

[0027]  fE—AJ5i, AR B HERMEA (D L5

B, Ry
4 \;,4" .
HN TR !
[0028] g% hf»)— \ \2\:«
! \,{% i

[0029] B S7AR TR A AR A g2 BT R I EL AR A BRI 2, Horp
[0030]  RyJt~7 M3k A HLF . ClBrOH.CN\NRaRa #0 2 3R EUAR ) —0C1-4%55 38 J2 4 0 25 3/ Re
HUARHCroalie AL
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[0031]  RoAft 7 Hh1% HH.— (CH2) +ORb+ (CH2) +S (0) pRe+— (CH2) +C (=0) Rp~— (CH2) :NRaRa+— (CH2) +C
(=0) NRaRa— (CH2) +C (=0) (CH2) :NRaRa+— (CHz2) :CN.— (CHz) :NRaC (=0) Rb— (CH2) :NRaC (=0) ORp—
(CHz) +OC (=0) NRaRa+— (CHz) +NRaC (=0) NRaRa+— (CHz) +C (=0) ORb~— (CH2) +S (0) pNRaRa~— (CH2) tNRaS
(0) pNRaRa~— (CH2) xNRaS (0) pRe 40 22 3R HUAR#) Cr-aE 225 « #5022 3R HUAR Y (CH2) +—Ca-lik
PRHE Sk 052 3 RHUARIK - (CHo) v~ Z FR 2 5
[0032]  ReAlt 7M1k HF.C1.Br.CN. #5023 3 MR AU Cr-abt 3 . — (CH2) +ORb (CH2) »S (0)
pRe+— (CH2) +C (=0) Rp+— (CH2) +NRaRa+ — (CH2) +C (=0) NRaRa+— (CHs) +C (=0) (CH2) +NRaRa.— (CHy)
+CN. = (CH2) :NRaC (=0) Rp— (CHz) :NRaC (=0) ORb— (CHz2) +OC (=0) NRaRa— (CH2) :NRaC (=0) NRaRa—
(CH2) +C (=0) ORb~— (CH2) +S (0) pNRaRa~— (CHz) *NRaS (0) pNRaRa+ — (CH2) +NRaS (0) pRe #%0 % 3P ReHL
AR (CH2) +—Ca-sTR I LA 0 22 34 R HUAR Y — (CHe) v 2 IR 5
[0033]  RafhS7 3k FHH.F.CL.Br.OH.CN. #%0 % 3 REUACAHIOC 4 Se i S 4k 0 2 3 REA,
() Cr-afi It 5
[0034]  ReJf 7t I H A HE0 %8 3D R EUAR I Cr-abit I 5
[0035]  Re Az R NZ A% H HL CN #5022 4 DR LA Croafie i L 40 22 3D R AR 1) Co-atfis 22 . —
(CH2) +ORb~— (CH2) +S (0) pRe~— (CH2) +C (=0) Rp~— (CH2) xNRaRa~— (CH2) +C (=0) NRaRa~— (CH) +C (=0)
(CH2) *NRaRa— (CH2) :NRaC (=0) Ro+— (CH2) :NRaC (=0) ORb+— (CH2) +0C (=0) NRaRa— (CHz) :NRaC (=0)
NRaRa+— (CH2) +C (=0) ORb~— (CH2) +S (0) pNRaRa~— (CH2) +NRaS (0) pNRaRa~— (CH2) tNRaS (0) pRe #£ 0%
3 REUARHT (CHz) +—Ca-sli P A F 4% 0 22 3R EUAR — (CHo) »—Z IR I 5
[0036]  BYE , Re MRy [F] H: — 3% B i 22 (1) il J5L  — JEE W B4 0 22 5 R BRUAR ) BF e 5 5 B
L Mn 2830, AL AT Re 2 [ AT T BiA 0 2 5 REAR I B b 2 , AR B WA
[0037]  Reift 75 3 Je A5 i, L& A0 25 RoHUAX 5
[0038]  RoMh 7 Hhk HF.CL\Br CN.=0.Ci-aftJ \ Co-affi B | Co-a B B L i . — (CHR) +S (0)
pRe+— (CHR4) +S (0) pNRaRa~— (CHR4) +NRaS (0) pRc+— (CHR4) +ORb «— (CHR4) +CN .~ (CHR4) +NRaRa .~
(CHR4) tNRaC (=0) Rb~— (CHR4) :NRaC (=0) NRaRa~— (CHR4) +C (=0) ORb+— (CHR4) +C (=0) Rp~— (CHRq) +OC
(=0) Rb~— (CHR4) +C (=0) NRaRa~— (CHRa) r—¥f fii & . — (CHRa) »— R EF B . — (CHRa) »—75 2 S -
(CHRa) »— 2 75 58, FLr iz e i VB Be i | ZR PR L | 55 LB 2 5 4 0 R AR AR 5
[0039]  BE, AL AT RoJ [ 26 A AT B A0 75 Btk B S 1 &3N3 FANL O S (0) o) 28 S+
[RIBRIR B AR R , I B B R B R P40 22 4 R HRUAR 5
[0040]  RafEAFIR H IS A7 36 F HL ONL 0 2351 Re B Crsbe 225 L 470 22 51 R HUAR Y
Co-efii 22 4% 0 22 5 R HUAR 1) Co- s 32 L 47 0 22 5 AR EUAR KT — (CHe) +—Ca-10BR PR 3 L #0425 Re
BRI — (CHo) v~ 281 s BRORa S RadE [R] He 38 T 422 04) 80U TR 1A 0 2 5 R HUA R 2%
2\
(00411 RefEAFIR IR Jh 7 3% 70 5D REUAC K Cros e 3 70 25N RHUAC I Co-6
I B0 F 5 RHRAR T Co-o b L B0 22 54N RHRAR KT — (CHa) +—Ca-10f PRI LA 0 425 RHXAR,
)= (CHo) »— 78R3
[0042]  ReAEAFIR B 0T 3% 470 23 5 R ERAR 1 Cre e 2L 470 22 5P RERAR 1 Co- 64
FH O TSP REARH Co-6)oh I | Ca- otk P Jr Z RS
[0043]  RafEREIR H I b7 M50 I H A0 23 5 R HUAR ) Croabt 2 5
[0044]  ReZEAFE IR MBI A 57 3% B 42 0 =5 D ReBUAC K Cros e 5 L Co-6 07 Ik L Co-s R I L -
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(CHz) +—Cs-6¥F 52 4L \F L C1 . BrCN.NO2,=0,C02H.— (CH2) +OR¢ .S (0) pReC (=0) NR¢Re+ S (0) pNR¢R¢
J¢— (CHo) +NR¢R¢ 3

[0045]  RefEAFIR IR ST HE HH.F L C1 NH2 OH. OC1 s 53k \ C1s i i | Cs s PR e 0 S 28
B, BRe S ReTE [F] e 35 T4 U5 o T U 4 G- e B AR 2R FF 5

[0046]  nAEAER B A ST 3% 1. 2035

[0047]  pAERER DA Jl ST % 5 0 1125 H

[0048]  vAERRR HITILE AT 5 0. 1.2, 3504,

[0049] £ 5 — 7, ARk B H X (D) AL B WE HT Ak g BAR il dk . 25252 BT
PRS2 B A ERT 2, Horp

[0050]  RyJhST G FIHFLCL.Br CNFIH 0 AN R EUAR I Croafii J: 5

[0051]  Rot 73 4 H. OH. CN.—NRaRa\ —C (=0) ORp FIIAZ 0 ZE 4D REUAC K Cradip i 5

[0052]  ReAlt 7M1k HF.C1.Br.CN. #5023 3R AU C1-abt 3 . — (CH2) +ORb (CH2) »S (0)
pRe~ = (CHz2) +C (=0) Rb~— (CHz) xNRaRa~ = (CHz) +C (=0) NRaRa+ — (CHz) :NRaC (=0) R~ (CHz) :NRaC (=0)
ORb~— (CHz) +OC (=0) NRaRa+ = (CHz) tNRaC (=0) NRaRa~— (CHz) +C (=0) ORb~— (CHz) =S (0) pNRaRa~ #% 0%
3 REUARI — (CHz) r—Ca-o PR S FIHE 0 22 3 RHAUAR — (CHo) — 2R IR 5

[0053] R 7413% (I H.F L C1.Br . OH, CNFI# 0 F 3 MR BUAR [T Cr-aie 55

[0054]  ReFMR7H N7 HE FH H\ CNS #5022 4R EUAR I Cra 5T 225 40 22 3P R HUAR 1) Co-a M 22  —
(CH2) xORb = (CH2) +S (0) pRe+— (CHz2) +C (=0) Rb~— (CH2) tNRaRa— (CHz) +C (=0) NRaRa+— (CHz) +C (=0)
(CH2) tNRaRa+— (CHz) :NRaC (=0) Ro+— (CHz2) :NRaC (=0) ORp+ — (CHz) :0C (=0) NRaRa+— (CHz) :NRaC (=0)
NRaRa~— (CH2) +C (=0) ORb+— (CHz2) +S (0) pNRaRa~— (CH2) +NRaS (0) pNRaRa~— (CHz) +NRaS (0) pRo #Z0 %
3P REUART (CH2) v~ Ca-shik PR FEANHE 0 22 3R HUAR T — (CHe) v~ ZR IR AL 5

[0055] B , Re AR [F] H: — 3% i ¥ 22 () il J5 - — JEE W W4 0 22 5 Re BRUA R ) BF e % 5 B
S Mn 2830, ML AT Re 2 A AT BA 0 22 5 R EAR I PR bE 2t AR A B R
[0056]  ReJfSZ G [ J7 AL AR5 B, Fo& H 40 2 3 MR H.

[0057]  Roft 7 Hbi% FF.C1.BrCN. Ci-45t 4L  iH 3 .~ (CHRa) +S (0) pRe~— (CHRa) +S (0) )NRaRa~—
(CHR4) :NRaS (0) pRc~— (CHR4) tORb~ — (CHR4) +CN+ — (CHR4) :NRaRa~— (CHR4) :NRaC (=0) Rp~— (CHRq)
tNRaC (=0) NRaRa+— (CHR4) +C (=0) ORb~— (CHR4) +C (=0) Rp~~ (CHR4) +OC (=0) Rp~— (CHR4) +C (=0)
NRaRa~— (CHRq) r—=¥F HEdk « — (CHRa) +—Z4 ¥R &L . — (CHRa) »—75 31— (CHRa) »—Z% 55 5 , HoiZ e ik
IRGEAE R BR 5 B 4 O FE A 0 B A RERAR, HL

[oos8] Mg AR & Al b sereEat (D) R ETE o

[0059]  7£ 5 —Jrii, AR AL D A

[0060]

(8

[0061] B H A7 AR AR FLAR SR AR 225 bl 2 1 Eh A S BRI 2, Hod
[0062]  RyJiSTHEIE A HFLCLBrs ONFIRE O A R BUAC IR Cr-akis 3
[0063]  RoJh~7.Hbi% [ H.—C (=0) ORoFIHE0 AN REUAR T Croafii it 5
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[0064]  RsJh 71 FF.C1 Br.CN. 40 % 34 Re BUAR I C1-aE 2 - — (CH2) rORb . — (CHz) +S (0)
pRe~— (CHz) +C (=0) Rb~— (CH2) :NRaRa+— (CHz) C (=0) NRaRa+— (CHz) :NRaC (=0) Ro~— (CHz) -0C (=0)
NRaRa+— (CHz) tNRaC (=0) NRaRa+— (CHz) +C (=0) ORp~— (CH2) +S (0) pNRaRa #%0 £ 3R BA ) -
(CHo) +—Ca-s i A FE A 0 22 3R AR ) — (CH2) o FR IR 2 5

[0065]  Rafh 73k FHH.F.CL . Br.OH.CN. #%0 % 3 REUACAIOC 4 Se FE A 0 2 3 RHAY,
(1) Cr-afi It 5

[0066]  ReAIR7 A7 H G F H. CN B%0 2 4P R EAR T Cr-adbe 25 4520 22 3R BUAR K Co- aJi 22 . —
(CH2) +ORb+— (CH2) +S (0) pRe~— (CH2) +C (=0) Rb~— (CH2) rNRaRa~— (CHz) +C (=0) NRaRa+— (CH2) :NRaC (=
0) Ro~— (CHz2) NRaC (=0) ORb— (CHz) +OC (=0) NRaRa~— (CHz2) :NRaC (=0) NRaRa+— (CH2) +C (=0) ORb—
(CH) +S (0) pNRaRa+— (CH2) :NRaS (0) pRe #8502 3PN RHUAR K] — (CHz) +—Ca-lik FF 3 AT 0 2 3 Re L
AR~ (CHe) 2R PR 2 5

[0067]  BYE , Re FR7HE [F] H: — 35 B i 2 (10 il J5 S T W4 0 22 5 R BRUAR ) BR e % 5 B
F S Mn 2830, ML AT Re 2 [ AT BA 0 22 5 M REAR I P be 2t HL AR A B N
[0068]  Roif HHF.C1.Br.CN.Ci-abt 5 fif 3% . — (CHRa) +S (0) pRe~— (CHR4) +S (0) pNRaRa~— (CHR4)
NRaS (0) pRe+— (CHR4) rORb — (CHR4) +CN.— (CHRa) +NRaRa — (CHR4) :NRaC (=0) Rb~— (CHR4) :NRaC (=0)
NRaRa— (CHR4) +C (=0) ORp~ — (CHR4) +C (=0) Rb+— (CHR4) +OC (=0) Rp~— (CHR4) +C (=0) NRaRa~—
(CHRa) r—H1J5228 . — (CHRa) »—ZFAFEE . — (CHRa) »— 75 J: H1— (CHRa) v~ F2 75 28 , Ho iz e Jit R e it |
IR T BB 55 B A 0 R A RHUAR 5

[0069]  RafEAFIR H TS A 57t 3% F HL ONL 0 3351 Re B Crosbt 225 L 40 22 5P R HUAR Y
Co-e4fii 3« H70 25 M RHUAC T Co-s R 3 L 4 0 22 5 PR HUAR AT — (CH2) +—Ca- 10 PR FE A H7 0 2251 Re
B — (CHz) »— 28 P A 5 B Ra AR [ e — 55 P i 452 1) 2R — A T A 0 22 5 D RHUA R 2%
2y

[0070]  ReAEAFI H BRE b 37 3% [ H 470 5 REUAC I Cros e 3 70 25 MRV Ca-6
I 31 O Z 5N REUA R Co-e bl L B0 22 5P RHUAR K] — (CH2) +—Ca-10B PR LRI 0 Z2 51 RHUA R
1)~ (CHe) +— PR3 5

[0071]  ReAEAFIR H DA 357 3% F #0225 PR EUAR I Cooe e 2 470 22 5 RHUAR I Co-6 /i
S B0 F SRR Co-eR I | Ca-oli PR 3 T Z R

[0072]  RafERRIR H IR b 37 M3 B HAT 40 23 5 R HUAR ) Cr-a bt 22 5

[0073]  ReAE4AF K H IR 237 0 1 40 5 ReBRAC I Cros bt ik L Co- 60 FE L Co-s B3 -
(CHz) +—C3-6 A 3 \F.C1 . Br.CN.NO2,=0.CO2H. — (CH2) :OR¢ .S (0) pRe~ S (0) pNReR: F1—- (CH2)
NReRes

[0074]  ReZEARFIR IR ST M3 FH HLF L C1 NH2 . OH. OC1-s %8 3 \ C1-s e ik | Ca-6 PR fe J Al 22
B BORe AR [F] He 38 P 4 0 U RS TR AR 1A G- e B AU 3R

[0075]  nAEARI BT b7 Mk 1 1 A2

[0076]  pAEAEIR DA Jh ST % 5 0. 1F12; H

[0077]  rZERRIR LA SRS F 0L 1.2, 314,

[0078]  fE 5 —J5 i, Ak R (1) A WE AR Rl TLAR e il A 25 2% B m]
2B R BRI A BT 2, Ho

[0079]  RaBh 7i% FHF.CL Br.CN.#£0 % 3 Re BUAR K C1-at 3 - — (CH2) +ORb«— (CHz) +S (0)
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pRe+— (CH2) xNRaRa— (CH2) +C (=0) NRaRa .~ (CH2) :0C (=0) NRaRa— (CH2) :NRaC (=0) NRaRa+— (CHz) +C
(=0) Rb~— (CH2) +C (=0) ORb~— (CH2) +S (0) pNRaRa~— (CHz2) :NRaS (0) pNRaRa— (CHz) :NRaS (0) pRc 40
2 3 REUARM (CHo) »—Ca-6Mie TR 2 A 0 33 3 REU A — (CHo) »—F P12 5

[0080] R 374135 (I H.F . C1.Br . OH, CNFI# 0 F 3 MR HUAR [T Croain 55

[0081]  ReMIR/AMISZHIE H H CNBZ0 B 4D R EART Cr-abe 25 4520 22 3R AUAR K Co- aJi 22 . —
(CH2) +ORb+— (CH2) :NRaRa+— (CHz) +C (=0) NRaRa .~ (CHz) :NRaC (=0) Rp.— (CHz2) :NRaC (=0) ORb .~
(CH2) +C (=0) ORb~— (CH2) +NRaS (0) pRe #70 Z 3R EUA L[] — (CHz2) +—Cs- 6Bk R 32 AT 0 %2 3N Re L
AR~ (CH) -~ 2R PR3 5

[0082]  BYE , Re FIR7HE [F] H: — 3% B i 42 (0 il J5 S TP W4 0 22 5 R AR ) BR e % 5 B
F S Mn 28030, AL AT Re 2 [ 7] T B 0 2 5 M REAR A B b 2t , AR B WA
[0083]  RoMt /it HF.C1.Br.CN,Ci-a%EdE .~ (CHRa) +S (0) pRec~— (CHR4) +S (0) pNRaRa~ -
(CHR4) :NRaS (0) pRe~— (CHR4) +ORp«— (CHR4) +CN- = (CHR4) :NRaRa~— (CHR4) xNRaC (=0) Ry~ (CHRq) +C
(=0) ORb~— (CHRq) +C (=0) R+~ (CHRa) +OC (=0) Ry~ (CHR4) +C (=0) NRaRa+— (CHR) »—FF fE 3k . -
(CHRa) +—Z& 1 JE . — (CHRa) »— 75 A1 — (CHRa) — 28 77 J , FLrpiZzz e ik B be i L R AL 05 R Bl R
F PO APREUL

[0084]  RafEAFIR H TS A 57 3% F HL ONL B0 335 Re B Croabe 225 L 40 22 5P R HUAR Y
Co-64ii 3« 70 25 M RHEUAC T Co-s 3 L 4 0 22 5 PR HUAR AT — (CHz) +—Ca- 10 PR FE A H7 0 2251 Re
B — (CHz) »— 2 P A 5 B Ra AR [ e = 55 P i 42 1) U — A T A 0 22 5 D RHUA R 2%
2\

[0085]  RofE4AF I H LA A 7 3% T HA A0 25 ReERAC I Cros 52 3 L 470 2 5ANREXUAR K Co-6
J5 31 O Z 5 DRI Co-a bR B0 25 REVAR KT — (CH2) +—Ca-10B PR IE R 0 Z 5 REAR
1] — (CHo) +—Z4FF 3

[0086]  RefEAFIR H DA A 7 3% F #0225 PR EUAC I Cooe e 52 470 22 5 RHUAR I Co-6 /i
H O Z 5N RHAUR Co-e SR I | Ca-olig I AN R IR 5

[0087]  RafEAREIK HI TR ik 37 0 B HAN A 0 22 5 R AR I Cr-abit 22 5

[0088]  RefE 4k H TR Mt 37 b 6 13 40 5 ReBRAC I Cros btk L Co- 60 3 L Co-s B 3 -
(CHz) +—C3-6¥A e \F . C1.Br.CN.NO2,=0.CO2H. — (CHz) +OR¢ .S (0) pRe~ S (0) pNReR: F1—- (CHz)
NReRes

[0089]  RefEAFIR IR M7 M3 HHLF L C1 NH2 . OH. OC1-s k83 \ C1s e ik | Ca-6 PR fe J FlI 22
H, BURe AR eI [F] 2L 38 Frde 420 S0 — S T AT 1 9 Cr-a e 3 AR 228 5

[0090]  prEAE LA ST % 0 LFN2;

[0091]  r/EARR B SR % F 0 1.2, 30145 H.

[0092]  HrpAp & Ayt ke 4D e Lo

[0093]  fE 5 —J5 M, Ak R (1) (A WE AR Rl TLAR e il A 25 2% B m]
2 B BRI A BT 2, o

[0094]  RaJlt 7 Mk I F C1CONV B0 2 3R HUAR 1 Cr-afE 2 — (CH2) tNRaRa — (CHz) +ORb  —
(CH) +S (0) pRe~— (CH2) +C (=0) Rb+— (CH2) +C (=0) ORp 40 2 3R HUAR ) — (CHo) »— 24 PR 2

[0095] Rl 7413% [ H.F L CL BrATg 0 2 3R EUAR I Cr- ot 2 5

[0096]  ReFHRAH 37 H 3% H H. CN 0 F2 4P REUA R Cro a5t JE - 70 22 3P RHUAR 1) Co-a b 2 .~
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(CHz) +ORb+— (CH2) tNRaRa+— (CHz) +C (=0) NRaRa+— (CHz) :NRaC (=0) Rb— (CHz) :NRaC (=0) ORp . —
(CH2) +C (=0) ORb~— (CH2) +C (=0) Rb~— (CH2) :NRaS (0) pRe #7042 3R HUA L) — (CHo) »—Ca-6li A 55
IR0 3 REUAR K] — (CHo) -~ Z IR ; BERe AIR7IE [A] He = 3 i 2 R R F— T gk 0 =5
MREACH Ca- 6 e 32
[0097]  RoMt /i HF.C1.Br.CN,Ci-a%E2E .~ (CHRa) +S (0) pRec~— (CHRa) +S (0) pNRaRa~ —
(CHRa) :NRaS (0) pRe~— (CHR4) +ORp~— (CHR4) +CN- = (CHR4) :NRaRa~— (CHR4) xNRaC (=0) Ry~ (CHRq) +C
(=0) ORp~— (CHRq) +C (=0) Rb~— (CHR4) +OC (=0) Rb~— (CHR4) +C (=0) NRaRa+— (CHRq) - —FF e 3 . -
(CHRa) r—Z&FF 2 |\ — (CHRa) +— 75 21— (CHRa) v 75 J , oz be 2 \ BRbe ik | JR B0 A | 55 BBl o
AP0 APREUL
[0098]  RafEAFIR HTIINF B 37 430 FH HL CN L 40 2251 Re EUAR K Crosbit 2 L 452 0 2251 Re FUAR K
Co-e4ii 38« 70 25 M RHUAC T Co-s R 35 L 4 0 22 5 PR HUAR AT — (CHe) »—Ca- 10 PR FE A HZ 0 2251 Re
BRI — (CH2) »— P A 5 B Ra A Ra3E [ H: = 255 I a2 2 1) U — A T A 0 22 5 D RHUA R 2%
2y
[0099]  RufEAFIR H I Mt 7t 3% BT H 4520 25 R HUAR T Croa 5t 2 L 450 2 54 R HUAR 1) Co-6
I3 O Z 5D REAC I Co- bR I B0 25N REVAR KT — (CH2) +—Ca-10B PR IE R0 22 5 RERAR
A~ (CH) +— P13
[0100]  ReFEAFIR H DA A 57 3% F #7025 PR EUAC I Cooe e 52 470 22 5 RHUAR I Co-6 /i
A0 Z SRR Co-e SRt I | Ca-olig PRI AN R IR
[0101]  RafERRIR H IR b 37 3% F HAT 0 23 54 Re AU ) Cr-a bt 225
[0102]  ReAE4F Ik H IR 237 % 1 40 5 ReBRAC I Cros i ik L Co- 60 3 L Co-s B 3 -
(CHz) +—C3-6FR i \F . C1.Br.CN.NO2,=0.CO2H. — (CH2) +OR¢. S (0) pRe+ S (0) pNReR: F1—- (CHz)
NReRr;
[0103]  RefEAFIR HIBILAS M 37 #b 3% T HLF . C1 \NHo . OH. OC1-s B8 3 L C1os 58 3 | Ca-6 B 58 J FH 2
H
[0104]  pAEAE IR A7 3% 0 112,
[01058]  rAERRRHHILES SR 50 1.2, 3404 H.
[0106]  HpAF & A b sereEs (A1) AT E Lo
[0107] A& 5 —J7iH, AR AR A1) 454

% 4

Ry

[0108]

| (i

[0109] B AR S d  BAR S 252 En 42 1 #h A R A WUERT 2, Hid

[0110]  RaS7 i FHF.CL.CN A0 Z 3P RHUAR A Cr-af5e FE - —ORb . S (0) 2Re~— (CHz) +C (=0)
Rb~— (CHz) +C (=0) ORp 40 % 3P REVAL Y — (CHy) ,— 24 BRI

[0111]  Ro A7 HUIE FIHFL R BRI 22

[0112]  ReMIR LI F H. CN A0 Z 4D RERAR I Cr-afe 3 L Co-afi FE . — (CHo) -ORp~— (CHz)
NRaRa+— (CH2) +C (=0) NRaRa+— (CH2) +NRaC (=0) R~ (CH2) tNR4C (=0) ORp— (CH2) +C (=0) ORp,+—
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(CHz) +C (=0) Rp~— (CHz2) :NRaS (0) pRe+ #5702 3R EUA T — (CH) »—Ca-6 PR F5e FE AT 0 22 31 RHUA
)= (CHz) »— P12 5 B Re AR 73%E [R] L — 35 BT A £ 10 ik Il — A2 T A 0 2 5 R EAR I Ca-6 28
ISERT

[0113]  Roi% FHF.Cl.Br.CN.Ciafi i ~NHS (0) 2Rc+ =S (0) pNRaRa—ORb— (CHR4) +C (=0) ORp—
(CHRq) +C (=0) Rb~— (CHR4) +NRaC (=0) R~ (CHR4) +NRaRa~— (CHR4) +C (=0) NRaRa.— (CHRq) +— 452
H .~ (CHRa) -~ Z& IR 3 .~ (CHRa) +— 75 FEFI— (CHRa) +—F2 75 4% , Ho P iZ fe i PR e i L IR 3 L 55 Sk
Bl 24 75 H 0 4 RENAR 5

[0114]  RafEAFIR H DA 357 H3% F HL ONL B0 35 R A Crosbe 225 L 40 2 5 PR LAY
Co-64fii 3« 70 25 M RHEUAR T Co-s R 35 L 4 0 22 5 PR HUAR AT — (CHe) »—Ca- 10 PR I H 0 2251 Re
BRI — (CH2) »— 2P0 A 5 B Ra AR [ e = 255 I i 452 1) U — A TR A 0 22 5 D RHUA R 2%
b2\

[0115]  ReAE AR HETRE Bl 7 H3% H HL 50 2 5 REUAR K Cr-s 5t 25 L #7025 PR AU Co-6
J5 3 O Z 5N REUAC I Co- eI B0 25 REVAR KT — (CH2) +—Ca-10B PR IE R0 22 5 RERAT
A — (CHz) +— P13

[0116]  ReAEAFIR HTINF B A7 i 470 225D Re HUAR 1) Cr-6 52 55 4.0 2 51 R AU AR Co- 6.4
F AFOZ SN RHAUVR Co-e SR I | Ca-oli I AN R IR 5

[0117]  RaAERRIR HE IR 7 3% F HAT 40 23 54 ReHUAR 1) CroabE 225 5

[0118]  ReAE4AF Ik H IR Mt 37 0 19 4 0 5 ReBRAC I Cros i ik L Co- 60 3 L Cos B 3 -
(CHz) +—C3-6¥ k232 \F . C1 .Br CN.NO2.=0,CO2H. - (CH2) +OR¢ Fl1— (CHz2) tNR¢R¢ ;

[0119]  RefEAFIR LA M 57 #b 3% T HLF . C1 NHo OH. OC1-s B8 3 L C1os 58 3 | Ca-6 B 58 3 FH 2
5

[0120]  r7ERRR LR SRS & H 0. 1.2, 3145 H.

[0121]  HegAF & A ket A1) AT E Lo

[0122]  fE 5 —J7H , ARk it (11T AW AR Rk B S f ik 252 |
RS2 h AR A BT 2, Hod

[0123]  RaJli 37 Hbi% FIF.CL.CN #0Z 3P RHUAR K Croaf5e 52 L 0 2 3P REUAR I ~0C1- 452
# .~ (CHz) +C (=0) Ru~— (CHz) +C (=0) ORp IS (0) 2C1-4 e 5

[0124]  RaJhS7HBI% H HFIF

[0125]  ReMIR7JR 7B H H 4 0 2 4P R EAC T Croa i FE L Co-affi &L .~ (CH2) rORb «— (CHa)
+NRaRa = (CH2) +NRaC (=0) ORp~— (CH2) +C (=0) NRaRa+— (CHz) +C (=0) ORb .~ (CHz) +C (=0) Ry~ (CH2)
NHS (0) 2C1-a 55 A% 0 ZE 3 RHEUAC ) — (CHz) +—Ca-s R IR F A% 0 2 3P REVA I — (CHo) -~ Z4 3R
s BRORe AR [F] He 38 PIT i 4 (0 i IR~ — AT B 0 22 5 R ARV Ca -6 PR e i 5

[0126]  Rofh 7 Hhi% H F.C1.BrCN.Cr-aft 3k . -NHS (0) 2C1-4%E 5 . S (0) 2NRaRa+~ORb+~C (=0)
ORb+—NHC (=0) Ro~— (CH2) xNRaRa+— (CHRa) r—FFHEHE .~ (CHRa) r—Z PRI 450 52 3R C (=0)
NHC1-4E 3% . C (=0) NH (CHz) +Cs-6¥ 52 3  C (=0) NH (CHz) rﬂ‘ﬂ H iz Rk H

[0127] §~< \‘ six{‘”
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[0129] iz b i IR T LB A PR 4 0 2 4 RHUAK 5

[0130]  RafEAFIR H BT 3 57 M 3% F HL ONL B0 35 Re B CroebE 225 L 470 22 5 PR AR
Co-64fii 38« 70 25 M RHEUAC T Co-s R 3 L 4 0 22 5 PR HUAR AT — (CHe) »—Ca- 10 PR IR H 0 2251 Re
BRI — (CH) »— 0 A 5 B Ra IR [ e = 55 I i 2 1) U — A TR A 0 22 5 D RHUAR ) 2%
2y

[0131]  ReZERFR IR Bl 7 H% H HL #5025 REUR I Cros 5t 25 #7025 P RHUAR I Co-6
J5 3 O Z 5 DRI Co- eI B0 25 REVARI — (CH2) +—Ca-10B PR IE R0 Z 5 RERAR
[1]— (CHo) +—Z4 IR 3L

[0132]  ReAEAFIR HTINF B A7 3 B 470 225 PR HUAR 1) Cro6 52 585 420 22 51 R HUA R Co-6 M
O Z SN RHAUVR Co-e bl I | Ca-oli I AN R IR

[0133]  RafEREIK H TR il 57 % I HANAE 0 22 5 REAR I Cr-abii 22 5

[0134]  ReAE4AF Ik H IR M 37 0 13 40 5 ReBUACHI Cros bt ik L Co 60 3 L Cos B 3 -
(CHz) +—C3-68E 4 \F.C1 .BrCN.NO2.=0.CO2H.— (CH2) +OR¢ Fl1— (CH2) NR¢R¢ ;

[0135]  RefEARFIR M LA A7 M % FHHLF L C1 \NH2 OH. OC1-s %8 3 | C1-s %58 3k | Ca-6 PR J5E Bk AT %
5

[0136]  r7EARR LR SRS & H 0. 1.2, 3145 H

[0137] Mg AR & A kel (D FETE o

[0138]  7EN —J7, A& B H i (D) A & WE H ST A ig  BAR il dk 2557 B)
P23 B A ERT 2, Horp

[0139]  RyJBST G FIHF.C1.Br CNFIH0 4N R AR I Croafii di 5

[0140]  RoJh 7413k A H.—C (=0) ORu A0 Z AN REXARIK Cr-afii I

[0141]  RshAZHbE HF.C1 Br CN 40 2 3R AUAR 1 Cr-at 2 . — (CH2) +ORb (CH2) +S (0)
pRe— (CHz) +C (=0) Rb~— (CH2) :NRaRa~— (CHz) +C (=0) NRaRa+— (CHz) +C (=0) (CHz) :NRaRa+— (CHz)
:CN. = (CH2) :NRaC (=0) Rp— (CHz) :NRaC (=0) ORb— (CHz) +OC (=0) NRaRa~— (CHz) :NRaC (=0) NRaRa+—
(CHs) +C (=0) ORb~— (CH2) +S (0) pNRaRa+— (CH2) :NRaS (0) pNRaRa— (CH2) +NRaS (0) pRo #%0 %= 3R HX
A1) (CHz) +—Cs-e BRI FE A0 FE 3R VALK — (CHe) +— 24 IR FE

[0142]  Rah 733k FHH.F.C1 Br.OH.CN\ %0 £ 3R EUAC T 0C1 -4 $58 3 A 0 2 34 R HUAY,
() Ci-af5e 3t 5

[0143]  Re AR 7 H % F HL 40 22 4R HUAR A Cr-aJ5E 2 — (CH2) rORb = (CHz2) +S (0) pRe—
(CHz) +C (=0) Ro~— (CH2) :NRaRa~— (CHz) +C (=0) NRaRa~— (CHz) +C (=0) (CHz) :NRaRa— (CHz) :NRaC (=0)
Rb+— (CHz2) +NRaC (=0) ORb~— (CH2) +OC (=0) NRaRa— (CH2) +NRaC (=0) NRaRa -~ — (CHz2) +C (=0) ORp~—
(CH2) +S (0) pNRaRa~— (CHz) :NRaS (0) pNRaRa— (CHz2) +NRaS (0) pRe #%0 % 3R EUAR ) (CHz) +—Cs-6
TR PR R4 0 22 3 R HRARR) — (CHo) v 24 IR 5 BURe AR [F) HE 38 BT R ik I+ — S T 1k
B0 25 RHEUA R PR bE 22 5

[0144]  Re A0 ZE 3 RoHAR K] 4 75 5

[0145]  Rofi 7 3% FHFClBr.Ci-afie sk Co-affi £k L Co-a B L LB 3 . — (CHRa) +S (0) pRe~—
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(CHR4) +S (0) pNRaRa~— (CHR4) +NRaS (0) pRe~— (CHR4) +ORb — (CHR4) +CN — (CHR4) +NRaRa - — (CHRq)
:NRaC (=0) Rb~— (CHRq) :NRaC (=0) NRaRa~— (CHR4) +C (=0) ORb~— (CHRq) +C (=0) Rb~— (CHRq) +0C (=0)
Rb+— (CHR4) +C (=0) NRaRa~— (CHRa) r—3F %23 .~ (CHRa) r—Z% P JE . — (CHRa) +—7% 22 A1 — (CHRa) »— 2%
753, HA i 3 IR L JR I L 5 AR IR A AR 0 A RERAT, H

[0146]  HeAF S Ay b seAeal (D) h e L.

[0147]  AEN—TJ7iH, A& 3 (D A & WE HAT A g B AR il fk . 2552 BT
FEsZ I3 SRS EET 2, Horp

[0148]  ReflS7IhIEH

. RO o
[0149] %fg T f{ .

[0150]

[0151]  RgA-OH; H.

[0152]  HgAR s i b scA/es (D e o

[0153]  fE— L)y B9, AR B IRME (D AW ECH AR S A BLAR ik 25 27
TR R B A A BT 2, Horp

[0154]  RiJRAZ G HHONANIC -4t 2 5

[0155]  RoAH;

[0156]  RaJHAZ I F F 4520 %2 3R HUA RV Cra it 2 70 52 3D RHARHT —0C1 -4 52 5 5

[0167]  RuJS7Hbi% F HAIE

[0158]  ReMIR7 P ALHLIE H H 40 2 4D RHUACHT Cr-a it 5« Co-afi L . — (CH2) rORb~— (CHa)
rNRaRa = (CHz) :NRaC (=0) Ru~— (CHz) +C (=0) RpAl— (CHz) :NHS (0) 2R 5

[0159]  BYE , Re AIR7H%E [F] H: — 3% B ¥ 422 () il J5L - — S B A4 0 22 5 Re BRUA R ) BF Je 2 5 B
T A2, AN AT Re S A AT T R FR TR 2 HLIAN R [ B A

[0160]  RsikH

[0161] s
|

[0162]
[0163]  Rofli 7 Hui% HF.Cl.Br.CN, Ci-af5E 3 . -NHS (0) 2C1-4%5 3 . —S (0) 2NRaRa+—ORb . —C (=0)

ORb~—C (=0) NHa —C (=0) NHC1-4%% 3 . —C (=0) NH (CHo) C3-sFF 4535 . C (=0) NH (CHo) .~ Z=FF , Hirh %
LA
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&

[0165]

[0166]  FriZbr e BT E A IR 4 0 2 4 RERAR

[0167]  RafESEIK H BRI S7 H26  HLONL W0 B 5 PR IKI Cr a5z 3 W0 2 5 M RHA Y -
Ca-10BR AL I 0 22 5P RHAR 1) — (CH) o~ Z IS 5

[0168]  Ru7EREIK H TR il 57 % I HANE 0 22 5D REAR I Croo bt 22 5

[0169]  RAEAEVR H B Jh 57 30 H Cr-afpe I8 AICs- s A J52 3 5

[0170]  ReAERRIR H IR SR ST M35 F 420 23 5 Re B Co-ebe 225 W FATOH 5

[0171]  ReAEFFIR PR SR S7 Hi %8 HHWF . C1 < NH2+ OH- OC1-5 %838 « C1-s Ke F FICs-e R KE Jik
[0172]  nfERRR H IR SRS H%E F 1R H

[0173]  rAERRR I 7% 5 0. 1. 2803,

[0174]  {E—AsEhitidr Rrp , AR AL (D A AP Ek Ho 4k S p ik BLAR i L 252
BRI AR A WECRT 2, o

[0175]  RyJBSTHIIE FIHFLCL.Br CNFIH0 AN REUAR I Crafii J 5

[0176]  Roft 7% 4 H. OH. CN\~NRaRa\ —C (=0) ORp FIIA% 0 Z 4D REUAC K C1adie 5 5

[0177]  R3NF.C1.Br.CNAIHE0 5 34 RHAUARH Cr-af5e 2 « — (CH2) +ORb~ (CHy) +S (0) pRe~— (CHz) +C
(=0) Rp~— (CHz2) :NRaRa~— (CHz) +C (=0) NRaRa~— (CHz) +C (=0) (CHz2) xNRaRa~— (CHz) :NRaC (=0) Ry~
(CH) +NRaC (=0) ORp~— (CHz) +CN. — (CHz) +OC (=0) NRaRa~— (CHz) :NRaC (=0) NRaRa — (CHs) +C (=0)
ORp~— (CH2) +S (0) pNRaRa+— (CH2) :NRaS (0) pNRaRa~— (CH2) +NRaS (0) pRo #£0 2 3 MREVARHYT (CH) +—
Cs B PR FE T AR 0 22 3P RERAC ) — (CHo) -~ IR FR3E

[0178]  RaJNH.F.CL.Br.OH.OC1-ak 3 FIC:-af5e 5 ;

[0179] R NWHERCy-akidit ;

[0180]  ReMIR7JH 741 H H\ 4% 0 2 4R HUAR K Cr-afe 2  — (CH2) rORb = (CH2) +S (0) pRe—
(CH2) +C (=0) Rp~— (CH2) tNRaRa~— (CHy) +C (=0) NRaRa~— (CHz) +C (=0) (CHz) :NRaRa— (CHz) :NR4C (=0)
Rb+— (CH2) tNRaC (=0) ORp~— (CHz) +0C (=0) NRaRa— (CHs) tNRaC (=0) NRaRa~— (CHz) +C (=0) ORp+—
(CH2) +S (0) pNRaRa~— (CHz) :NRaS (0) pNRaRa~— (CHz) +NRaS (0) pRe #%0 % 3P REUAR ) (CHz) +—Cs-6
BRI FE R 0 5 3 RHEUAR I — (CHe) v~ 2 I FE B Re AR 73 [F] HL — 3 BT i 3 1 B Sl 1 — 12 T 1
B0 25 MRAVARH FRBESE s B R T 1IN P N Btk 4B Re 3 [ T2 b 0 22 5 R AR R B e 22
[0181]  Re Ay 5 FEBL AT , Ho A% A0 25 RoHUAR s HL

[0182]  RgAF.Cl.Br.Ci-aftdik . Co-alfidk . Co-ab Ik (AL . — (CHRa) S (0) pRe— (CHR4) +S (0)
»NRaRa+— (CHRa) xNRaS (0) pRe+— (CHR4) +ORb~— (CHR4) yCN. = (CHR4) +NRaRa~— (CHR4) :NRaC (=0) Ry —
(CHR4) +NRaC (=0) NRaRa+— (CHRg) +C (=0) ORp+— (CHR4) +C (=0) Rp+— (CHR4) +OC (=0) Ry~ (CHRa) +C (=
0) NRaRa~— (CHRa) +—FF %5235 . — (CHRa) r— & PR3 . — (CHRa) +—75 FE A1 (CHRa) -~ 7% 75 3, H P iZ 45t
HEVIRBE L R IR 5 BB T A 0 AR

[0183]  7F 5 —sEhiti )y b, AR AL (D) 1A W Ek H 7 Ak b ik AR e i L 25 2
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ERTEEZ I R S eI 2y, Ho
[0184]  RyJhSTHIE FAH.F.CL.Br CNFIH0 AN REUAR I Crafiid: 5
[0185]  Roft 7 H1% 4 H. OH.CN.—NRaRa\ —C (=0) ORp I 0 ZE 4D REUAC I Cralii i 5
[0186]  RaF.C1.BrCNAIHE 04 34 R HRUARH Cr-af5e 22 . — (CH2) +ORb~ (CHz) +S (0) pRev— (CHz) +C
(=0) Rb~— (CHz2) :NRaRa+— (CHz) +C (=0) NRaRa+— (CHz) +C (=0) (CHz) :NRaRa+— (CHz) :NRaC (=0) Rp -
(CH2) xNRaC (=0) ORp~— (CH2) +CN.— (CHz2) +OC (=0) NRaRa— (CH2) :NRaC (=0) NRaRa — (CHs) +C (=0)
ORb~— (CH2) =S (0) pNRaRa~~ (CH2) :NRaS (0) pNRaRa~— (CHz) :NRaS (0) pRe« #0423 MREUAR T (CH2) -~
Ca-s R FA EL B A 0 22 3P RHUARIR) — (CH2) »—ZR I 5
[0187]  RaNH.F.CI1.Br.OH.OC: ak5dE FlIC: af5e ik ;
[0188]  Rs AHEKC1 abdi;
[0189]  Re MR PR 7% H HL 4 0 22 4R HUAR K Cr-afe 2  — (CH2) +ORb = (CH2) +S (0) pRe—
(CHo) +C (=0) Rb~— (CH2) :NRaRa+ — (CHz) +C (=0) NRaRa~— (CH2) +C (=0) (CHz) :NRaRa+— (CHz) :NRaC (=0)
Rb+— (CH2) +NRaC (=0) ORpb~ — (CHz) +OC (=0) NRaRa— (CHs) +NRaC (=0) NRaRa~— (CHz) +C (=0) ORp~—
(CH2) +S (0) pNRaRa~— (CH2) tNRaS (0) pNRaRa— (CH2) tNRaS (0) pRe 450 F 3R EUA LK) (CHa) +—C3-6
BRI FE A0 22 3R HUAR K — (CHe) »— 2 FRFE , B Re AR 7IZE [H] e — 3 FriE B ik i — S T R
B0 2 5 REUARHI A S 2 s B n KT LIS Btk A Re 55 (A1 T i 0 22 51 Re AR IR B e i 5
[0190]  Re #0251 ReELARHI J5 2 5 H.
[0191]  RoAF.Cl.Br.Ci-afdk . Co-alfiFik . Co-a B FE (AL L — (CHRa) S (0) pRe— (CHR4) +S (0)
»NRaRa+— (CHR) rNRaS (0) pRe~— (CHR4) rORb+— (CHR4) +CN+ — (CHR4) +NRaRa~— (CHR4) xNRaC (=0) Rb.—
(CHR4) +NRaC (=0) NRaRa+— (CHR4) +C (=0) ORp~— (CHR4) +C (=0) Rb~— (CHR4) rOC (=0) Ry~ (CHRq) +C (=
0) NRaRa+— (CHRa) r—FF HEdE . — (CHRa) +— IR FE . — (CHRa) »—F5 3 Fll— (CHRa) -2 75 3 , HorbiZi e
HEVIRBERE R IR I 5 BB T A 0 B AR
[0192]  7E 5 —siE 5 b, AR BRI (D) A A P B L S AR S A A AR S b A | 24 2
AT A A ECRT 2, Hodp
[0193]  RyJBSTHEIIE FIHF.C1.Br CNFIH0 AN R BRI Croafiidi 5
[0194]  RoffiS7H3% F H. OH. CN. ~NRaRa —C (=0) ORp FIH 0 22 4R EUA G Cradi 5 5
[0195]  RaAF.C1.Br.CNAIH 04 3 RHUARK Cr-afii 2 .~ (CHe) +ORb (CHz) +S (0) pRe~— (CHa) »C
(=0) Rb~— (CH2) tNRaRa~— (CH2) +C (=0) NRaRa .~ (CHz) +C (=0) (CH2) +NRaRa~— (CH2) +NRaC (=0) R+~
(CH2) +NRaC (=0) ORp+— (CH2) +CN.— (CHz2) +OC (=0) NRaRa+— (CH2) :NRaC (=0) NRaRa+ — (CHs) +C (=0)
ORb~~ (CH2) +S (0) pNRaRa~— (CHz2) :NRaS (0) p\NRaRa~— (CHz) tNRaS (0) pRe #0223 M RERA L (CH2) »—
Ca-6BR PR FL T A 0 4 3 REARIK) - (CH2) -~ Z A
[0196] Ry AH.F.Cl.Br OH.0C1 4% 3L FIC1 4kt ;
[0197]  Re AHBKCi-akE i
[0198]  Re AR 211 F HL 40 2 4R HUAR A Cr-abt . — (CH2) +ORb . — (CH2) +S (0) pRe~—
(CHz) +C (=0) Rb~— (CH2) :NRaRa~ = (CHz) :C (=0) NRaRa~— (CH2) +C (=0) (CHz) :NRaRa~— (CHz) :NRaC (=0)
Rb+— (CHz2) +NRaC (=0) ORb~— (CH2) +OC (=0) NRaRa+— (CH2) +NRaC (=0) NRaRa -+ — (CH2) +C (=0) ORp~—
(CH2) +S (0) pNRaRa~— (CHz) :NRaS (0) pNRaRa— (CHz2) +NRaS (0) pRe #%0 % 3R EUAR ) (CHz) +—Cs-6
TR FEFRE 0 23 3 R U — (CHe) »— 2 BRI , BRe AR 734 [R] e 38 BT ide 2 (1) Ik i+ — A T B
B0 55 REUARHI IS 2 s B Y n KT LI Lk A Re 2 [ T i 0 23 51 Re HUAR R PR e 22 5

13/192 7T
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[0199]  ReAAHOZ 5N RoOEVAMI 705 2 s H

[0200]  RoAF.Cl.Br.Ci-afedk . Co-alfidk . Co-abi I LA FE L — (CHRa) S (0) pRe— (CHR4) +S (0)
»NRaRa~— (CHRd) rNRaS (0) pRe— (CHR4) rORb+— (CHR4) +CN+ — (CHR4) +NRaRa~— (CHR4) xNRaC (=0) Rb.—
(CHR4) +NRaC (=0) NRaRa+— (CHR4) +C (=0) ORb~— (CHR4) +C (=0) Rb~— (CHR4) rOC (=0) Rp.— (CHRq) +C (=
0) NRaRa~— (CHRa) r—FF B . — (CHRa) IR . — (CHRa) »— 5 3 Fl— (CHRq) 2% 55 3 , Hovp iZi e
PP e PR 57 B IR 5T HE AR 0 AP REAR

[0201]  ZES—sgifify g2, A R AR AL (D) A (T1TD) 4k & W e LS Ak b 44 L LA 5
Pk 228 bl 2 1 A RSB RT 2, Hor

[0202]  RyJBSTHIE FIHFLCL.Br CNFIH0 AN REUAR I Crafiid: 5

[0203]  Rot 7 H% 4 H. OH.CN.—NRaRa\ —C (=0) ORp FIIA% 0 ZE 4D REUAC I Cradii i 5

[0204]  R3NF.C1.Br.CNAIHE0 4 34 R HUARH Cr-af5e 28 . — (CH2) +ORb~ (CHz) +S (0) pRe— (CHz) +C
(=0) Rb~— (CH2) :NRaRa+— (CHz) +C (=0) NRaRa+— (CHz) +C (=0) (CHz) :NRaRa+— (CHz) :NRaC (=0) Rp+—
(CH2) +CN.— (CHz) tNRaC (=0) ORb— (CHz2) +OC (=0) NRaRa— (CH2) :NRaC (=0) NRaRa+ — (CHs) +C (=0)
ORb~— (CH2) =S (0) pNRaRa~— (CH2) :NRaS (0) pNRaRa+— (CHz) :NRaS (0) pRe« #0423 MR EUAR T (CH2) +—
Ca-s R FAEL B AR 0 22 3 RHUARIR) — (CH) »—ZR I 5

[0205]  RaNH.F.CI1.Br.OH.OC: k53 FlIC: af5e ik ;

[0206]  RsYHERCi afidd:

[0207]  Re ARz 7 H HL 40 2 AR EUAR A Cr-a5E 2+ — (CH2) rORb = (CHz2) +S (0) pRe—
(CHo) +C (=0) Rb~— (CH2) :NRaRa+ — (CHz) :C (=0) NRaRa~— (CH2) +C (=0) (CHz) :NRaRa~— (CHz) :NRaC (=0)
Rb+— (CH2) +NRaC (=0) ORpb~— (CH2) +OC (=0) NRaRa— (CHs) +NRaC (=0) NRaRa~— (CHz) +C (=0) ORp~—
(CH2) +S (0) pNRaRa~— (CH2) tNRaS (0) pNRaRa«— (CHz) tNRaS (0) pRe 450 F 3R EU LK (CHa) +—C3-6
BRI FE R0 22 3R HUAR K — (CHe) +— BRI , B Re AR 7IZE [H] e — 3 FriE B (i i — S T i
B0 A5 REUARH F b 22 5

[0208]  RsJyJ% 4k,

[0209]  Roi HF.C1.Br.CN,Ci-abt 5 fif 3 . — (CHRa) +S (0) pRe~— (CHR4) +S (0) pNRaRa~— (CHR4)
NRaS (0) pRe~— (CHRa) rORb~— (CHRa) +CN. — (CHRd) rNRaRa~— (CHR4) *NRaC (=0) Rb~— (CHRa) +NRaC (=0)
NRaRa+— (CHR4) +C (=0) ORp~ — (CHR4) +C (=0) Rb~— (CHR4) +OC (=0) Rp~— (CHR4) +C (=0) NRaRa~—
(CHRa) =3 4E 45 . — (CHRa) r— 2R F1J . — (CHRa) +—75 2 H1— (CHRa) »— 2 75 J , Horpiz e it (B be dik |
IR I 5 LB A I HEA 0 2 4 R AR s

[0210]  RafEAFIR H IS A 57 36 F HL ONL 0 2351 Re B Cr-sbe 225 L 470 22 51 Re HUA R
Co-e i 22 4% 0 22 5 AR HUAR 1) Co- sl 32 L 47 0 22 5 AR XA KT — (CHa) +—Ca-10BRFF S FIHE0 425 Re
HUAGHR — (CHo) »— 281 s BRRa ARG [F] H 38 PP 422 04 S8R 2T i 0 2 5 R HUAR ) 2%
2y

[0211]  RefEAFIR IR S 7 3% L 470 5 REUAC K Cros e 3 70 25N RHUAC I Ca-6
I B0 F 5 RERAR T Co- b L B0 22 54N RHRAR KT — (CHa) +—Ca-10ff TR IE A0 225 RHXAR,
= (CHo) »— 4R F: ;

[0212]  ReAEAFIR H TR Sl S7 3% B #5025 PR EUAR 1 Croe 58 5 70 2 5 R HXUA R Co- 6 M
5 B0 F 5 RHEUARI sl 3 | Ca-olif PR 2 PR

[0213]  RafEREIK HE A 0 N7 3% F HAT# 0 23 5 R HUAR K] Cr-a bt 225
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[0214]  ReAE4F Ik H IR M 37 2% 1 40 5D ReBUACHI Croe btk L Co o) 3 L Co s b3 -
(CH2) +—Cs-6¥F %2 \F.C1 . Br.CN.NO2.=0.COsH.— (CHz) +OR¢ S (0) pRe+ S (0) pNReR¢ F1— (CHz)
NReRr;

[0215]  RefEARFIR H AT A7 M 3% FH HLF L C1 \NH2 OH. OC1 s %8 3  C1-s %58 3 | Ca-6 PR J52 Sk A%
H

[0216]  prEfRR IR SRS F 0L 1F02; B

[0217]  rAERRR I AT % F 0 1.2, 3404,

[0218] /e —sgifiJy e, A R AR AL (D) A (T 1) 4k & e LS A b 44 L LA 5t
Pk 228 Bl 2 12 A RSB RT 2, Ho

[0219]  RyJBSTHIIE FAHFCL.Br CNFIH0 AN R EUAR I Crafii J 5

[0220]  RotS7H3% 4 H. OH.CN.—NRaRa\ —C (=0) ORp FIAZ 0 ZE 4D REUAC I Cradii i 5

[0221]  RaNF.C1.Br.CNAIHE 04 3 R AU ARH Cr-af5e 28 . — (CH2) +ORb~ (CHz) +S (0) pRe— (CHz) +C
(=0) Rb~— (CH2) :NRaRa+— (CHz) +C (=0) NRaRa+— (CHz) +C (=0) (CHz) :NRaRa+— (CHz) :NRaC (=0) Rp -
(CH2) +CN.— (CH2) tNRaC (=0) ORb— (CHz2) +OC (=0) NRaRa— (CH2) :NRaC (=0) NRaRa+ — (CHs) +C (=0)
ORb~— (CH2) +S (0) pNRaRa~— (CH2) :NRaS (0) pNRaRa+— (CHz) :NRaS (0) pRe« #0423 MR EUAR T (CH2) +—
Ca-sBRFAEL B AR 0 22 3P RHUARIR) — (CH2) v — 2R I 52

[0222]  RaNH.F.CI1.Br.OH.OC: k53 FlIC: af5e Jik ;

[0223]  Rs YHERCi afidd:

[0224]  Re ARz 7 HE [ HL 40 22 AR EUAR A Cr-a5E 2 — (CH2) rORb = (CHz2) +S (0) pRe—
(CHz) +C (=0) Rb~— (CH2) :NRaRa+ — (CHz) :C (=0) NRaRa~— (CH2) +C (=0) (CHz) :NRaRa~— (CHz) :NRaC (=0)
Rb+— (CH2) +NRaC (=0) ORpb~— (CH2) +OC (=0) NRaRa— (CHs2) +NRaC (=0) NRaRa~— (CHz) +C (=0) ORp~—
(CH2) +S (0) pNRaRa~— (CH2) tNRaS (0) pNRaRa«— (CH2) tNRaS (0) pRe 450 £ 3R EU LI (CHa) +—Ca-6
BRI FE R0 22 3R HUAR KT — (CHe) »— 2 FRJE , B R AR 7IZE [H] e — 3 BT B (i i — S T i
B0 A5 REUARH Fpe 2L 5

[0225]  Re iy 7% 3k

[0226]  Roif HF.C1.Br.CN,Ci-abt 5\ fif3& . — (CHR4) +S (0) pRe~— (CHR4) +S (0) pNRaRa~— (CHR4)
NRaS (0) pRe~— (CHRa) +ORb~— (CHRa) +CN+ — (CHRd) rNRaRa~— (CHR4) *NRaC (=0) Rb~— (CHRa) +NRaC (=0)
NRaRa+— (CHR4) +C (=0) ORp~ — (CHR4) +C (=0) Rb+— (CHR4) +OC (=0) Rp~— (CHR4) +C (=0) NRaRa~—
(CHRa) =3 JE 55 . — (CHRa) r— 2R F1J . — (CHRa) +—75 2 H1— (CHRa) »— 2 75 2 , Horpiz e i B b it |
IR I 5 LB A 5 HEA 0 2 4R AR

[0227]  RafEAFIR HE DA A 57 36 F HLONL 0 2351 Re B Crosbe 225 L 470 22 51 R HUAR Y
Co-sfii 22 4% 0 22 5 R HUAR 1) Co- sl 325 L 47 0 22 5 AR XA KT — (CH2) +—Ca-10BRFF S FIHE0 A5 Re
HUARHK — (CHo) »— 281 s B Ra ARG [F] H 38 PP 422 00 S8R A2 TR i 0 2 5 R HUA R 2%
2y

[0228]  RufE AR HE LA B 7 358 1 H 40 5 R EUAR K Cr-6 52 3 40 5 AR EUAR ) Co-6
Y73 IO RS PRI Co- R FE 40 5P REUAR AT — (CHe) +—Ca-10Bk PR FEFIHE 0 25 REUAT,
= (CHo) »— R FR 3

[0229]  ReAEAFIR H TR Sl A7 3% B #5025 R EUAR 1 Croe 58 3 70 22 5 R HUA R Co- 6 M
S B0 F B RHEUARI el 3 | Ca-oli PR I i Z PR
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[0230]  RafEREIK H TR il 57 %% I HANHE 0 22 5D REAR K Cr-abii 22 5

[0231]  ReAE4F Ik H IR M 37 2% 1 40 5D ReBUACHI Croe btk L Co o) 3 L Co s b 3 -
(CH2) +—Cs-6¥F %2 \F . C1 .Br.CN.NO2.=0.CO2H.— (CHz) +OR¢ S (0) pRe+ S (0) pNReR¢ F1— (CHz)
NReRr;

[0232]  RefEAF IR H B M 57 Hb3% FTHAF . C1 W NHo  OH. OC1-s R 3 L C1s 52 38 | Ca R 58 A1 2
H

[0233]  prERRR H IR SRS F 0L 1FI2; B

[0234]  rAERRR I AT I F 0. 1.2, 3404,

[0235]  fE Y —sgii )y rp, AR KR R (LD A (TTT) B4k & B H ST Ak S pi i, AR S
Pk 22 Bl 2 1 2 A RSB RT 2, Hor

[0236]  RyAIRo M7 AHERCr-afie i

[0237]  RsWF.CLARE0 % 3/ Re AR Cr-afit i . — (CH2) +ORBELS (0) 2Re s

[0238] R4 AH.MeBkF;

[0239]  ReFIR7PHAZHHIE F H. 450 224D R HUA 1) Cr-abit s 5 BURe FH R [F] e 38 Bl 422 140 Bk
JR T A 0 2 5 REUACHY B b 3

[0240]  RsyZERE; H

[0241]  RoAF.C1.Br.Ci-afdk . Co-alfiFk . Co-a B FE (AL L — (CHRa) S (0) pRe— (CHR4) +S (0)
sNRaRa+— (CHR4) rNRaS (0) pRe+— (CHR4) xORb~— (CHR4) +CN. — (CHR4) +NRaRa~— (CHR4) :NRaC (=0) Rp—
(CHR4) +NRaC (=0) NRaRa+— (CHR4) +C (=0) ORp~— (CHR4) +C (=0) R — (CHR4) OC (=0) Ry~ (CHRq) +C (=
0) NRaRa+— (CHRa) +—FF %523 . — (CHRa) r—Z& PR JE . — (CHRa) +—75 FE A1 (CHRa) -~ 7% 75 3, H P iZ 45
HEVIRGERE IR 5 BB T A 0 B AR

[0242]  4E Y —s2i )y b, AR RS (LD A (LTT) B4k & B H ST AR e pi A AR 5=
Pk 22 bl 2 B A R S IBRT 2 , Ho

[0243]  RuFIRo AT b AHERCr-af5e 3 5

[0244]  RsJYF.CLAE0 %2 3 Re AR Cr-afi s . — (CH2) vORBELS (0) 2Re s

[0245]  RuAH MeEYF;

[0246]  ReFIR7AMSZHB 1% H H 470 2 4D RHAR AT Cr-afie I s BURe IR [F) FL — 3% BT B2 10 B
JEF— A 0 2 5 RS PR e 5

[0247] Rg NI,

[0248]  Rofh 7 Hhi% H F.C1.BrCN.Cr-aft & . -NHS (0) 2C1-4%E 5 « S (0) 2NRaRa~—ORb ~C (=0)
ORb+—NHC (=0) Ro~— (CH2) xNRaRa+— (CHRa) r—FFHEHE . — (CHRa) r— 2 PRI 450 %2 3R C (=0)
NHC1-a%E 3% « C (=0) NH (CHz) +C3-63 523 . C (=0) NH (CHy) + 2435, Ho v % 2 PR3 H

[0249] . Ei‘%{"' RN G ?H \ §'<*« \[{/\? N
[0250] Ve LN,” N

[0251]  Herpriz etk PR BEBUZR AL 0 B 4D RHAX
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[0252]  RafEAFIR H DA 357 H 3% FHL ONL B0 35 R B CroabE 225 L 40 22 5 PR HUAR Y
Co-e4fii 38« H70 25 M RHUAR T Co-s 3 L 4 0 22 5 PR HUAR AT — (CHe) +—Ca- 10 PR IR H 0 2251 Re
BRI — (CH) »— 0 A 5 B Ra I RaiE () e = 255 I i 2 1) U A TR A 0 22 5 M RHUA R 2%
7Y

[0253]  RufEA&FR HE WA M 57 3% B HL 450 25 R HUAR T Cros 5t 2 L 450 2 54 R HUAR 1) Co-6
I3 O Z 5D REAC I Co-e bR I B0 25 RHVAR I — (CH2) +—Ca-10B PR IE R0 Z2 5 RERAT
[1]— (CHo) +—Z4 IR 3

[0254]  ReAEAFIR H TS Bl A7 i3 B 470 225D Re HUAR 1) Cro6 52 585 420 22 51 R HUA R Co-6 M
O Z SN RHAUVR Co-eflt I | Ca-slik RS AN R IR 5

[0255]  RafEARRIR H IR RS 7 3% F HAT 0 23 5 R HUAR 1) Cr-a bE 225 5

[0256]  ReAE4F Ik H IR Mt 37 2% 1 40 5D ReBACHI Crosfi ik L Co 60 3 L Co s B3 -
(CH2) +—C3-68E 4 \F.C1 .Br CN.NO2.=0.CO2H.— (CH2) +OR¢ Fl1— (CH2) +NR¢R¢ ;

[0257]  RefEARFIR LA S A7 M % FH HLF L C1 NH2 OH. OC1-s %8 3 | C1-s %58 3k | Ca-6 PR I8 Bk AT %
H H

[0258]  rAERFR I AT I F 0. 1.2, 3404,

[0259]  7E S —sgifiJy b, A AR AL (D) A (T 1) 4k & e 7 A S Ab 44 L HLA8 5t
PR 228 Bl 2 1 A RSB RT 2, Hop

[0260]  RyAIRo M7 3 A HER Cr-af5e i

[0261]  RsJYF.CIAHIC:-a)e e . — (CHa) -ORLEKS (0) sMe,

[0262]  R4JYH.F.CLlEY K,

[0263]  ReMIR/ A7 HEIE FH H 4520 2 41 ReEUAR T Cr-ab F HIE 0 22 3 PR EUARK) — (CH2) v F-FF
H, BURe MR IEE [F] e = 3% P i B S5 — JEE T i 0 225 R BAR ) R e 4

[0264]  Rei& 1

[0265] waﬁ i

[0267]  ReNy—OH;

[0268]  ReAEAFE Ik H IR 237 0 1 40 5 ReBRAC I Cr e Bk < Co 60 FE L Co s B3 -
(CH2) +—C3 6 %E 3 \F . C1 \Br.CN.NO2.=0.CO2H.— (CH2) +OR¢ Fl1— (CH2) +NR¢R¢ ;

[0269]  ReAEARFIR IR ST Hi 3% FH HLF L C1 NH2 . OH. OC1 s 83 « C1s i ik | Ca- PR fe J A 22
s H

[0270]  rZERRIR IR SRS F 0L 1.2, 314,

(02711 7 55 —J7 1, AR B4R 3% B A H3E Hp B s A0 S AT AT 3R AL &9
[0272]  ££ 5L &9, AR AWAEYHEA <10 pMEIROCK ICsoffi.

[0273]  fE 55—k &, AR ANAEMEA <1 oMBROCK 1CsofH
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[0274]  FE 5 LT B, AKHNAWEA<0.1 pMIJROCK ICsoff .

[0275]  FE 5L B, ARG EA<0.05 pMIFJROCK ICsoff -

[0276]  FE 5L, AKRHAEWEA<0.01 uMFJROCK ICsoff .

[0277]  IT. AR BT %

[0278]  fr 7 —Liads B, AR AL S, HA& 2 /D—FA R G E L Ak
FEAGAR AR AR 255 AT 1 EhEE A

[0279] £ 5 — K Tr &, AR IR WA AW, KA S 255 F R 2 M a8ds MG T
HRE R 2D — PR R AL S B AR sl Ak L BAR S AA 245 bR B2 19 R B 5
a0

[0280]  ££ 5j—sLhti )y S, AR IR T Hil s AR K A A T2

[0281]  ££ 53 —SLta 7 S, A I FR A FH T il 28 A8 R B AL A 10 Hh TR) 44

[0282] £ 5 —SLia )y B, AR et gt— bS5 H e N AMA G

[0283]  ££ 5y —SEHt /7 S, AR A UG 7 A/ BUIRPT 5 5 5 ROCKIE PR AH QB B IR A
(K775, HoADFE 1m) 75 B S va 7 M /B8RRI 1 38 4 TR IT A E R 20— PR kK AL &
W H AT AR i Ak AR AR 255 RT3 52 1 SR BUE AW AR SCRT F L RE AR
T 55 T LB

[0284] AR, “VBIT (treatingBitreatment) ” s VT AL OCH AL 1k
RAS, I H A () N6 Frd e IRas , BY, B 1k Hedk e s /8% (b) 9848 Frid i IR 4
ER, 51 Frd 2w R A THIR .

[0285]  #nA ST H, “TiiBl (prophylaxisBiprevention)” Whias Fllh PEVE I7 I L3 O H
N (R M R ARAS  He B AN KA Il PR IR A& R AT BB 1 o B T O A 5 — A4 A
bl S5 i PR T IR A 1149 PRURSE 365 0 1) PR 2% e de 438 FH T TR PRV AR 3% TR STV mT 43
(a) FIZL TR A (b) — R FRPT « WIZ TR 58 NG IT 1 R 2 Im R IRAS 1 22, 10— 2,
T 5 TP AH R B ARk PRI TR A B IR R A o AE 5y — SR T B, A R BH 4 1L ]
INf S REAR SR FH T 7V B A AL S A R T 7 R 2L 75

[0286] A% B AT AE A i B9 JOAG P B AR S 1t 7T DAL & e T AR IR o A B i 5 4R SC P
& S 1 AR R B AR 328 7 T ) B A 2L A o R ER AR, A R BH AT ART R BT A SE it 7 S8 ) 5 T
R ANSEETT SRR EAT DB A ST R A L SRR, St T R
B NI B ST R Ak S T 48 I AT AR R AR S AT AR St T R B A AR A
Frfy e R A R AR e S 7 %

[0287] TII. fk2%

[0288] 7t i BH 5 FH B B BRI EE SR Fo 45 58 4 27 S B PR AEATAEIX T S A 44 (1) 47 O T B
TR 55 BT A SEAR RN 2 e R AR R L AN AR o B Al AR, 75 WA A 1 Qo e i) 44 Fn 4R
SXof Bk e AL A4 N4 e T QA A R BH ) 6 ) Y o I Ak B 4 v A AT A7 £E C=C XU  C=NXY
IR RGNV 2 U e A, BB A I SRR 08 e AR IR 25 T A R W b R Ak B4k
AR AN e 28 (BRE-F1Z-) JUART S A4 H AT 29 20 1 e A AR TR & 0 B8040 ) e i A T 2
AR A AT DL 2 B M T 2 A 38 - Al s 4 A e e 2N B i 5 2
T PR G BB Bk il & s E PRI 3K B T4 A R B AL S W0 AN L vp (451 A TR) 440 1) B
B ITEHA AR B — B850 o 21 1] 25 0 il e A8 A4 B A ke S A A = i), FEmT e
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771 (Bl (B A B G 45 ) HEAT 0 B B T U VE SR Ll (h ) B ER T 0GR
TR I B 2% ) o X LG B 24 7 W ) i W T QRN ER A AE A A I OV R N o o 75 22, DO
G W — B 2 A R 55— T 2o AT A Vi B B PR e A R i « P b 3 A R Ui B AL 54
B g3 — 8 s AR AR B AR A S D BTR S ) 3 T A ) R R A AR A & L R
ORI T A 2 M L AR S AR TE A A, b &R b 2 0 7RI E# EIFH L E R
TIRF AR 2B  NFR A, T A7 AE R I Ay B AR i A T aCAR R AE A BN .

[0289]  IRFE “S7AR S A A & 45 A4 R AH [FAE AR HL 523 (B HE A AN [ S Al 4 o o bk e
A I Sty ke S ) A e AR S AR I SR 48] o AR TE T AR R R BN BT S —
X T L o ARVE “AEXS R A R 4B A R B S AR SR A o ARTE A TH B AA” BIC“Ah
TH BRI S A2 18 HH A5 EE /R &1 P Rhoot e e A AR B I A5, Horh Brid A 590
s .

[0290] R “R” AN “S” AR T J5 7 & ] ) B ) A4 2R o S AR e iR 1 “R™ R S™ Ak
SR T 48 R AN T %0 0 7 8 R A B H SR 0 STk b B e SORAE A (TUPAC
Recommendations 1996,Pure and Applied Chemistry,68:2193-2222 (1996)) .

[0291]  RIE“FH" 245 0 AR g8 5 H R H S W E5 M ERIE  RE “2i T 245
X R S R AR A T RPIRAS o RTE O iG M AR A F M FELF M T AR S ME IR &AL
IRARGC T 1 e 5 B FEE

[0292] ALY A, AR e 7 B M b S AR HE B HlE 2o s k)5 [ SCREAT B
B MO B R I 2 B a0, “Ci—Crobe 257 B “Crrobe 257 (B ke k) BAREHECr. o
C3+Ca+C5+CoC7CeCoMIC1ofE 3 o BBAL , 20T, “Ci—Cobie 3™ BE “Cr-sbi g™ KR EH A 1 26 Mk JR
TR BEHE o ek Al BLe AR B B2 2D — AN G A Ty — Ao 2k 11 8 6 i e A o S 491 P e
AFEAEAE T F & Me) &4 ) JTRE: (Ban, IR AR IR T 48 (il BT & = T
S GRUTER) A (it TSGR S R BT .

[0293]  “MfE” B “VV I " Ak A A5 B AU R AR R A — A E A s — = A
BB AUsE LA VR A7 AE TR AR 2D 1 ELRE B RE A B IR SR B o 1 4, “Co—Celis 227 B
“Co-efi 3" (BRI BAELAECan Ca Can Co FICM 3L o I 3L 1) L) L AFEAH AR T 2 05 5 1-
PR 2T B 2= T2 S 3T M B 2 P A L 3R B LA R L 2- UM 2 L 3- L
AT S 5T M Ak | 2 F B2 TR AR A4 - R -3

[0294]  “HRJE” BE “WEIRIE” SR HE BA —DE A Rk — B =AMk =5 LT e
FEAETAEAI AR E ) 1) ELREBCST FEAN BY (1) R B o B 40, “Co—Colt 37 B “Co-s AL (BRI
FEARALHECo Ca Ca Co R CelR I s 18 N £ BRIk L TRTBR S T bt L i i A O B o

[0295] A3 Wb dL” Bk Wi A AL R FR -0 Mtk . “Cr-Celit AL B “Croslit A AL (B It
AR BARAAECI Co Ca Can CoMICe it AU HE o S0 P o AU S B R AH AN PR T R A0 L 2 TR
SR (140, T TR AR A S PR AU 0) LT 4 o AL, e BRI ™ B “RRA e S AR Il
IR HA e B BB R B 0 S e SR e s 49 R -SR-S
[0296]  “pi A7 B “pi 27 AAEA (F) V& (C1) VIR (Br) Al (1) o “pi Ak A FE 4 14
B2 A B 2 AR B A B e S %) SR RN BB A 1 RN T O R e R A e A
K SEB AL FE AR TR R =R PR EE P IR A5 2,2,2-
SR RGP A AT I S A b AT A AR LN B
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AR B B A HE 2 S R 1 1 SRR A ELRE 3 M AR DT iR R A

[0297]  “paAke el " B “p AAbe 2R A 27 AR I S e 1) A 18 8 B E ik R 19
W SO SO i A2 o 45118, “Cr—Cal AR 42 B “Cr-6 b AABE AU AR AL A C1 . Ca Ca
Ca~ Co M Co i AT S o 1 AR A R ) SEA A FE(HAR T = A .2, 2, 2- =/ S
TLFR A SO, “p A B B TAR i AU A AR IR e B R e
B A R a0 b SR e SCH e AE S s 1 = 380 B -S- ML & S

[0298]  OR3E “BHRfe A" 4RI IR e s, A IR B Z IR EF R . “Ca-CoFRfn 227 B
“Ca- 1IN BE AL BB FECa Ca Cs CoFNCrIR T 5 o S PR PR e S B AR A AR T IR T 2L V3R T 2L
PR35 L PR O 2 AR e 22 o SRE A e 0 1 1 — R D B TR R AT 2 - FR L R TR SR B A BRIt
FHIE

[0299]  GnATSCHY H, “BER” | “BR PR AR” B IR A FR L™ SRR B 13- 4-.5-.6—-.7T-Ek
8—TCHLIFEK FRBRT-.8-.9-.10-.11-.12-8013-7c “ B =R FR , AR ik R a] DL A
TR 870 ANVRLRTER) ANV R B R 4] o S S0 B ) SE A9 0 FEARANBR T IR 425 L BR T 2V BR
TS VIR VIR R A IR IR B IR PR IR B L W IR SR A R R A
B R R FEL[3.3.0] IR LT [4.3.0] SR EAEL [4.4.0] SRS (HEZ) ([2.2.2]
TIRSELTE g  OROE  FR A LB e e TR A D A R USRS SR
AR IR XA (a0, [2.2. 2] Z32 50 BRAESA VL, 75 WAL & i3 A 2R
PRI BT 2 BRI PR O 2 L DR AR o A FHARE “TIA T I, HE s A .
a2 AR IE P AR AR B 5, IR ER o AR 3 B A A — AN B AR T
REVER ME e B I A B =30 IR AR I, X T B0 31 28 1 A A R A2 AE T
Wb

[0300]  fnASCRT L ARAE “ IR AL B IR IR LA AR A P AR ER HLHH ik 5
HA I FE M9-B10-Tek I KRG DR, — M2 G 28 ZARRIER  HEE
AN VAT A AN RN BN LA ) 5B 6 - T i IR o A IR 3 [ ] AEAT AR Bk
A% A FLM: , AT A B8 0E 454 o LR Pr A3 A0S W ie R € 1, WA STRI ik i) — R B BF 2
A1 AT AEAEART B B AR BUAR o IR I A () SEGRARANR T2 1, 2- " £ 8. 1,2,3,4-14
AR AL

[0301]  “F5EL” R ARPINE 2 I8 05 R he , CFE 9] Qo L R AR I o 5 B 43 AR BT JE
1 B4R T lewis,R. J. %% ,Hawley 's Condensed Chemical Dictionary, 5513/,
John Wiley & Sons,Inc.,New York (1997) 41, “CemlCro75 3" B, “Co 1075 I8~ f R IR L FNIZE
B BRAE A ULEH, 75 “F5 EE | “CoBlCro75 B B “Co-1075 JE” B “T5F HRAR L™ AT LA Je AR BUARH
B L A5 %1 FE 34 T IR HUAR : OHLOCH3 C1\FBr T CN\NO2NHz\N (CHs) H\N (CH3) 2+
CF3.0CF3.C (=0) CH3+SCH3. S (=0) CH3+ S (=0) 2CHs CHz CH2CH3 CO2HF1CO2CHs

[0302] WA SCHT F L AR E SR AR @ AR o — AN R R B e T, G PR R
AATIEME 1 Z 54 L 1 %34 I B [ HU 48 : OHL OCH3 . C1\F\Br I .CN\NO2 NH2\N (CHs) H\N
(CHs) 2CF3.0CF3.C (=0) CH3.SCH3.S (=0) CHz S (=0) 2CHs CH3 CH2CHz CO2HFCO2CH3 o

[0303]  fASCHT H, RiE “Z44¥F (heterocycle)” “Z&IFAL” 8L “Z43F (heterocyclic
ring) " BARFE 3-4-.5-.6-B7T-JC R IR B IR ET-.8-.9-.10-.11-.12-.13-814-TC
Z IR HREA , HORMUANE 30 A v AT B e A A AT, LS A IR A0, 2., 3804 k7
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Hde AN ORISR 28 I 5 HAL$& H A R4 SR e X 28 A & 2R IR ATAT 2 A .
BB IR AT AR5 N EAR I (BT, N—ORIS (0) p, Hidp 0. 1882) « FUR 7] BL 2 BUAC A R
AREARH) BE, a0 5w SR, W ANBINR, H A RAHER 55— B o Z B0 AT AR AR AT 28 Jif - BX
T JoR 0 T 42 2 LA S , TS 2 AS E S5 40 W SR B A A W = A2 e 1, WA ST il 1 22 36
Al AERREC S E A AR o 28 3R R () BRI AT 18 N 2R A ) o D028 1) 2 24 2R B0 B SO 5+
SV BIURE I LIS DI 8 2 S5~ AN St 20 o DI 1) A 2 FR R I SO S B B A KT 1 248
ARIE “GRIR W], Hmak R e m At

[0304]  MrERBAKE T AR5 S q— B 2 N5 (B, CL 0 NBKS) i 422 P AR R 4B Bk
BRI W= A BR AR S2 40 (EASR T — M JE AR IR+ — &R
B F AR - B o B R MR SR G BRI A AL B IR AR BRI , £ X ER B 58
AR IR AT A7 T4 |

[0305]  ZRERMYSEAGAL AR AH AN T-0Y g L L U BA T et L R BA SR DU L (azocinyl) IR
FH IR M e DR IR R R R B AR g R L DR R IBE Wy i DR IR R L | R MR R A | A R
W Bt | 2R T kR ORI DY e I | DR SR R | R I S R R R | R IR M AR | e S | 4aH -
TR R PRI | Ay i L (Rt i L BRI I L 20, 61,5, 2— BERE L | T IR
[2,3=b] VU ZUR I PR MR 5 G P et | DR Al e et | UDR Pl bk ks | IDR Pt s | 17—y e & | R e -k e
FE ARMEIWESE (indolenyl) W[k I | | 3 | | 3 | SH-Fg| R 3 | B 4L i (isatinoyl) .
SR FEIRIEE I | e g R L S | R | S | R bR | S P R | G L | PR IR L | AR A -
ML Ve S S Pl | Sl e b | NI R e AR R ORI N BRI | R A |\ S Ik S T
TR 1,2, 3N R 1,2 4N ek 1,2, 5T g 1,3, 4T i R I A b S |
I P e | IO A S i g e | R AR B R Rk R R OR AL (perimidiny 1) | Mg
(oxindolyl) W#Wg Fk \HEE L | FE bk | Wy e Jot | Wiy AR W | Wy WG 6 | Wiy I i | MR |
WK P S | IR g s | IR W ) s L 4—-WIR W Rl 2% SRR (piperony 1) MBERE J | WEENA L |tk bR G | MEk gg
L P 2 e I A I S | TEE e e b S | LD e e | A MR S | L i kR | i i DK vk R it
WGE I A e WL e | W g e WO e it | ML I AR A | 2L g e T e | 2H L g i L b g i |
IR | I R | 41 W | A M R | 2 A | DY e k| DU S MR 2 | DU & S bl 22t | DY e
WRFE \6H—-1,2,5- 188 WRJE 1,2,3-8 ML 1,2 4168 et 1,2 5-NgE ek 13,4188
TR | VR T DR A L DR Wy VR A S bt L | MR Wy R R R | VR Wy PR L | DR Wy IR A
F BEWyRE ZREL (1,2,3-=MAE 1,2, 4-= 0 1,2, 5=k 1,3 4- = R FL A I 3
EA B FIR IR B RE IR AL S ) A FEEN .

[0306] 5231070 Z A 1 S 45 A0, 45 AE AN R T bk g gk | I Mg o | W W)y ok | il gt | Wbt e 6 (i
W s W i L R W s | PDR Al ot | IR e 5 5 | Mg Pof | /) e ot | S e ke | i o | A B T
WA ot | s e | DU S R g | VAR R R e L MR | =R L | R DR IR e |
LH—Pg | PR B 2 IR R L 2R J R AR g e DR DU W L DR = B DR S R | R IR
A | M| R e DA A bR S | O MR I L O AR R BT LD L | e L\
WRIES | DY S e P bR | DY S A R s | Sl S e e e s | I | S R A - g | R
WA - L e S | A bt i IR e O i et ARTTHEE el S e g s

[0307] 5% 67T 4P ) S A ALK AELAS BR T b P 2 | POk g 2 MR W7y s LD g | Mpt el 66 | i s
IR W | IR | DR Al S | UDR Al g ot Mg W | DL WAl ot | e e i o | W I e

40



CN 105358547 B iﬁ. EH :Fg 22/192 5T

e TR R | DU SR S IR R IR R IR | — RSN = e L S A
WP ASE I S AEFEEN .

[0308] ALY, RVE “ IR B R R SRR OE 0 9-B10-TT R I RS,
HAEA WA IR H 5% 5 R 1,2, 3804 Hi 7 b 3%k B N OIS %52 il AN AR 3R o
— DI ES-E6- T IR RIS, A5 Tn R S I 6 Tu 4 I BURIE I, A A R
A AR AR B A AR BN AT 56— TT BRI, HAL F5-Jn 2R IR
6—TCZ AT IR (BT H A2 2 58 NIRRT, 5B — DA IEIR) o

[0309] BRI PA L A1 AT AEATA] 2% IR 5 Bk JIE - b 14 A LS , AT AT RIS € 450 -
R AW RAR I, WA SCHTIR I B0 20 0 5L 1 ] A0k BURUR - kB AR 1) 2
HIRFAR K SHI0 5 - H i LI, 3K 6 2% Jo -~ AN U 4T o P02 1) 22 2R B (KT SHIO SR
EEAKRT L,

[0310] TR Z8 PR A 1 S A9 0 AELAS PR T I bk 3 | S AR | TRRMR i | e i 5t | | e |
MEf| e S D[ bl | 1T i e | 2 ke R (1, 2,3, 4P Sk dE L 1,2, 3, 4-TU & e bk g |
5,6,7,8-VUS - MEmkIL. 2, 3- ~ - RIFMRIR AL AL 1,2, 3, 4- DU - lg ik L AT, 2, 3,
4-PY A T R 3

[0311] AL A, AR 1E “5 IR Z R Ak 17 B 2% 5 27 $R 4 U ORI R i B 5 R 5856
TCHRIRFE AL 9B 1070 R FE [ AL L B 14 e = 3R 3E ], AR A s ) & /b — A g 52 /0
—HRJFEF (0. SERN) , & & RE PR IR B 1A 2 B3N 5 0 SFINM 2% R o &
AR E T 05 B R — 3R] S — B A R EOR R /B — = Y AN EUR T BT R B
— I R SR I S OB N, BRI R B D ANk T 2R 5 P A AR EUR A B
Ao B AT A BUAREOR B B (R, 25 72 S, T YNBENR, He i ROYHER o) — BUARES) « AR
5 T AT AL URED ,N—OFIS (0) ) » HBUH 7 Al - i = 5eA b

[0312]  SHXUIRER =R 24 55 3L LA 56 £ D — D 52 e 5 IR, (B e — B 2 D FHER ] N
FIREAR 5 R o Z 5 FE A AEAT — A — ] AR IR FAab i 32 R F IR RG] 50
A VIS BBAN BRI o 4 05 FE A0 4R ((HANFR T7) b e 26t | e e 5t b o 6 i ot | — e i
I g S MR | S s R | W Wy o | IR e | T A | e | TP g | P A S | D IR IR
TR TRy L TR R I | e i =R UM dE ng| e (1,2, 4-TE R R
VR A e | E VA | TR A | A IR A L | W) W bR S | O AU B R e MR A R IR
it

[0313] R “$ufr g5+ AT R A A 4 BT, Al &0 + IR E VA AR SRR
AR ERAR o

[0314] > BR45 46 P AT FH R 2 BRI, 3 48 7 I 3R B 2485 ) PT DA VR (4 38 4 W R ) BROAS
FI

[0315] AR BT R Je, AR “HURE” B de 20— DN AR AR L A B e, i fe 2 4
FFIET IS O BT R BURAS 2R A B4« AR 2 B (keto) (R, =0) B, M5 1)
2ANE M B o BB FEAAFAE T R4 b o 3R KR R G0 (B, BRIF B 24 3F) ik FL Bk
KU EARIS , 48 Ik B I BB & I 2 — 3 (B FEER ) o QAR ST FH L, IR XS N AE R
AL AR IR J5 2 TR TR R B (1911201, C=C C=NBIN=N) .

[0316]  YEA KR AL A L AFAE R F (a0, i) WtE T, nladad A4 A6 7 (19 @1, mCPBA
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/B0 A A b BTG H A N2 A, SRAF A R R B &1 - DRt BT S 7 A 22
SRR R A0 9 ik 25 B S s A HN=2 40 (N—0) T — 3 .

[0317]  H{fEAT A EAEAL SV B HEAT A B R R B 2 T — kI, AR RR R HH B 1 58 S
MNT T HAE BRI & H BN 5 SCo PRt , 5140, 20 2R 387 28 A1 4 03N RE: [ BAXG , Bk
FEF AR 2 2 = ARIEF AU, HAERER H IS RIS 18 F RIS 58 SCo Ak, BUAREE A/
BRSNS ICE TR A1 2R S HI A 52 VT .

[0318] W REE G 2 BN 5 RN i P R (1) 8858 X, WPk BAR R m] B
2R AEAT IR b o 4522 UM E R TR B ik iU 8 & 2 25 2 UL SR Kok
B B JE I, 0L I BRI AT J i Py HA QS v (AR AR] i ok B o B B /B &
AN A PR A 513 B E LSV 4 =2 U VFIT

[0319] %G “24% B2 107 AEAR SO T4 UL T IBEe b & 9 A kL A A0/ BH)
R ARG R IR 2 A K JE R A, od& T 5 NS Eh Vi 20 23 4 A i Jo ek B2 1) 2 2 R
PE I B R /B8 Tl BB I RORE , 5 A BRI a4/ RS B 2R AHFR

[0320]  tmATSCHET I, “25% BRI B 37 2 R I A AL S T A, o id i il 4%
HIR B ER RAB I BRAL G) 2455 BT 252 1) 8 10 SE ) A 45 (AR T B 2 A o an e iy
TeHLBCA FLER £ s AR T L 2] v R BRI B M BOA AL . 255 BT i B FEw e o
B CALBCH MR TE B BRR AL A PI H J 25 2h B4 £ o 49 4, S8 H 2 b s Ay
A B TEHLER I AIBLS , Fir ik o LR v an £R R S IR IR I IR A L T PR L T R R A 1R 5 AR o] %
ALK L, rid G VLIRS I LR IR IR HIIR LB IR BB IR  FLIR P SRR T A 12 AT
R DUIR ML IR AR oK IR P B oK IR R AR VY R R IR K IR VT IZ IR L 2- 2
B ORI R SR ORI el £t Rl \ BRI O TR

[0321] AR B2 % B2 () Sh T ad AL 5 0775 B 3 A B PR B T4 350 40 1) A4
B A B, A X LA S ) Ui B8 PR BT X 5 A 2 v B S B R A
IR EAE A LA I TP BE 38 TR S SRR i £ S 8k 5 3, ORIk AR KPR 5T, g
Bk, R GHER OB RN BB O o & B 19 53R W T-Remington’s Pharmaceutical
Sciences , 18}t ,Mack Publishing Company,Easton,PA (1990) /1, AFHNELLGIH
LIEAARCH

[0322] b4, R IAA YA B A HT 25T 2 A BH 30 R RORS A4 A BRI 245 2 7E AR P 3% 10 A
PRt A S ) (B, SR A YD) BTG A A - 002510 2 P X AR SR o AT
ZRTEYIR LB, S U

[0323] a) Bundgaard,H.Zm%E,Design of Prodrugs,Elsevier (1985) ,fIWidder,K. %
N4 ,Methods in Enzymology,112:309-396,Academic Press (1985) ;

[0324] b) Bundgaard,H.,&5%, “Design and Application of Prodrugs”,Krosgaard-
Larsen,P.% AN%i%E,A Texthook of Drug Design and Development,®55113-191 7,
Harwood Academic Publishers (1991) ;

[0325] ¢) Bundgaard,H.,Adv. Drug Deliv. Rev.,8:1-38 (1992) ;

[0326] d) Bundgaard,H.ZEA,J. Pharm. Sci.,77:285 (1988) ;#l

[0327] ¢e) Kakeya,N.ZE A ,Chem. Pharm. Bull.,32:692 (1984) .

[0328] S RIEMIML ST IE A AR ER b ] ZK AR IS 5 BTt B A4 Py /K i PAAS 3120 T
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WEM A Bk FPERTZ « BT AEVE 2 15T T /K 32 2 AE AL BE I 52 ma T & AR, DRI ALz 1
MRt 7 IR R 2 o W B 2041 A1 T B8 B 5 HA T PR R A% B BOAE MLV R AR 7K G IR A
T SRIWEWVIEY A TR 1 AT 7K Af B 1 S 9 A0 Cr-e Joa Bk | Cros it B 2 4 — R AU B R 0 L B
BN 7 ] LB SN e B T N Y oL B S Oy B = S € R LY L e B S O T 78 B B 2
PR L BT B B S FR ) L Crebm A A R S B - Coen Bt (0, AR AR Rl AU R AR B 2
SAL A R S P L I R A P A R R I A AR R T L (B 25401, 3-
RPN IR —4-4E) - ) IR H T8 275 5 3 R Sk A T 2R U Y e S R AR BT
T AE R B o P JE I A S L 0 ) FH B ARSI i) 46 I 25 i

[0329] Wi 24 ) il 4% A& A Sk 24 R0 B I F R T, B 40, King , F.D. 9% . Medicinal
Chemistry:Principles and Practice,The Royal Society of Chemistry,Cambridge,UK
(1994) ;Testa,B.ZE N ,Hydrolysis in Drug and Prodrug Metabolism. Chemistry,
Biochemistry and Enzymology,VCHA and Wiley-VCH,Zurich,Switzerland (2003) ;
Wermuth,C.G.%w%E,The Practice of Medicinal Chemistry,Academic Press,San
Diego,CA (1999) H7,

[0330] AR B AR ELEE AR A K AL A b I SR 00 BT A TR 2R o (R 3R A s KA A
[ JiR e B5E AN [R] ot 5 250 I8 JiR o 3 B — M SE A AELAS I LA RR 1], S0 [R] 47 25 A9 48 S A
o AL I AZ H BA — A J A — A+ H L B @ & P A5 0 B nl i
“CHBED” RE S RN AEAR SO ARTE AL, HoA 5 B TB ML S B A, 2 48 H
SR PR B BRI — DB A A F RN [ A7 2= A5 PR e,

[0331]  [A A7 2= An i B AR A B A A5 P o m ik AR S AR N 5 i FHEOR , BURT T
Tk 55 A ST ) IR 8 AL 77 32 A A 4 (] A 2 A i il A s S5 A SR F I AR A el ok
il 2% o LL2RAL S B A 2 P AL Fag , B an, AE 8 i LR 25 A 45 & 40 1 Bz 4K
(B8 77 BR A et AR, B5H T N BUAR AN & B AV Z AR AR R LS VI RUE .

[0332]  “FasE A&7 M “Fa g I 45/ Bk AR @ WA LA A2 B ISR A P LA H
2 7 53 B8 FEC 1 A OB T AL S o AL, AR IR S A B N-1x1 2 L S (0) 2HEKS (0)
HIEH .

[0333]  ARiE“VEAEGW Bfa A KNGS — B2 MR 75+ EHLECEHLD K
ai e ULV S AR AR G AT LT TR, 0, 2 — FhEL S BIE R 118 NG5 T 1A
4 i A% TR VA SRS VDA BE % 20 B8 o VA TR S 1 R I R0 2 R LA R HE B A/ B e R B A
1EJE AP A S AT EEER L T E B IE R VRS R Em E BOH AT R] 43
BEAEM 3 oRBITEER S AT EAR T KEYW. CEEY . PESYN 7 A&
W) o VTR T 25 2 A U 3 L N

[0334] ALY 465 58 LTE = “1 x7 —IR, “2 X7 NPRIR, “3 X7 N=IR, “C7 R
IR, “eq” &, g7 AT, “mg” N2, ‘L7 AT, “mL” 2T, “ul” T, ‘N NS E,
M REEIR, “mmo1” N EEIR, “min” M4 h, “h” N/, “rt” R EE, “RT” AR EE WA,
“atm” AKAE, “psi” AW/ VI B, “cone.” K, “sat” B “saturated” A, MW
NAFE, “mp” NI “ee” R A E I &, NS B Mass Spec” N BTG, “EST” Jy HL I
ZETAE , “HR” gy 739, “HRMS” 24 i 20 % S5 » “LOMS” v Al (i il , “HPLCT Ay
BORAHELRE , “RP HPLC” 9 AHHPLC, “TLC B “t1c” i /2 i, “NMR™ N REILHROG1E
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“n0e” NIZERRIR B WS Y61 (nuclear Overhauser effect spectroscopy) , “‘H A FiF,
“6” ﬁ%%ﬂ:i% (delta) s “S” y\jﬁm% , “d” y\jﬂim% , “t” y\jzim% , (‘q” y\j ﬂ im% s (‘m’7 j\jzim& ,
“br” y\ji}_',—:m% , “HZ” j\jﬁi‘;éz , H “CI” . “B” . “R” . “S” . “E” ;Fn “Z” ﬁﬁ@ﬁiﬁﬁﬁkﬁ%&ﬁﬂqj,ﬁk/pt

[0335] Me B

[0336] FEt %5

[0337] Pr Bz

[0338] i-Pr SN 2

[0339] Bu TR

[0340]  i-Bu ST A

[0341]  t-Bu BT

[0342]  Ph R

[0343]  Bn e

[0344]  Boc BT S e Ak

[0345]  AcOHE{HOAC N

[0346]  AlCLs A

[0347]  AIBN R =T E

[0348]  BBrs =IRALH

[0349]  BCls =&AL

[0350]  BEMP 2T R -2 R
-1, 3- T HEAHA1,3,2- B M 44 I8 (diazaphosphorine)

[0351]  BOPi 71 I = A FE = (U
Fea ) SN mBE IR #h

[0352]  Burgessitifl 1 —FR AR L -N-=7, FL i Tt 1
F—F P i

[0353]  (Bz R A

[0354]  CHoClo AR

[0355]  CH3CNERACN N

[0356]  CDCls AR

[0357]  CHCls At

[0358]  mCPBAZ{m-CPBA [i7) — G SR R R

[0359]  Cs2C03 Tk R ¥t

[0360]  Cu (0Ac) 2 LA (1)

[0361]  CyaNMe N-FR I -N-FF LA 2 1%
[0362]  DBU 1,8- & [5.4.0] 1
_._7_‘}:%

[0363]  DCE 1,28 e

[0364]  DCM TR R

[0365]  DEA —
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[0366] Dess—Martin

- &1, 2- 2R (beniziodoxol) =3 (1H) —if
[0367]  DICEDIPCDI

[0368] DIFA.DIPEAEY, Hunighif
[0369]  DMAP

[0370] DME

[0371]  DMF

[0372]  DMSO

[0373]  cDNA

[0374] Dppp

Pk

[0375]  DuPhos

TR 2R

[0376] EDC

LR %

[0377]  EDCI
R D i Eh R

[0378] EDTA

[0379] (S, S) ~EtDuPhosRh (I)
TOREREIRIARIL) 2R (1, 53R ) =R IR EE (1)
[0380]  EtsNELTEA

[0381] EtOAc

[0382] Et20

[0383] EtOH

[0384] GMF

[0385]  Grubbs (I1)

H) —2-WRMR BRI ) TS ORFE RS (3R 47
[0386] HCI

[0387]  HATU

N, N, N, N7 DU R R IR 84575 9oL Bt 1 i
[0388]  HEPES

YD

[0389]  Hex

[0390]  HOBtE(HOBT

[0391]  HoSO4

[0392]  KoCOs3

[0393]  KOAc

[0394]  K3POs

[0395]  LAH

45

1,1,1-= (LB A -1, 1

TR T R R
CRNELE

4= B L

1, 2-—HEEO R
TR R i

e ) A7

H.4PDNA

R) = (1) 1, 2- A (B L)

(+) =1,2-XL ((2S,5S) -2,5-

T ALY
(1) —1,2-X ((2S,55) —2,5-

=N

IR TR

LTk

B

P IS A YL JE AR
(1,3-X0(2,4,6-=H FIK

0— (T-R e R I = me—1-3) -

4= Q-2 H ) RE-1-2

EYSTH
I-FR R T =
TR

B IR P

LR

IR
A
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[0396] 1G
[0397] LiOH
[0398]  McOH
[0399]  MgSO4
[0400]  MsOHEEMSA
[0401]  NaCl
[0402]  NaH
[0403]  NaHCOs
[0404]  NasCOs
[0405]  NaOH
[0406]  NasSOs
[0407]  NasSO4

[0408]  NBS
[0409]  NCS
[0410]  NH3

[0411]  NH4Cl
[0412]  NH4OH
[0413]  OTf

R i

[0414]  Pd2 (dba) 3
[0415]  Pd (0Ac) 2
[0416] Pd/C
[0417]  Pd (dppf) Cl2
k] Al (D
[0418]  PhsPCle
[0419] PG

[0420]  POCls
[0421]  {-PrOH=EIPA
[0422] PS

[0423]  PyBOP

HE =L fE L g
[0424]  SEM—CI
HES

[0425]  Si0q
[0426]  SnCle
[0427]  TBAI

[0428]  TEA
[0429]  TFA
[0430] THF

46

B 5 AL
AR

B

TR Bk

SRR 17

AL

AL

&R

B IR Y

A
AR R B

Tt R Y

N-JRACHE FA L %
N-SACHR HA B %
=

AR

AR

=90 B IR R B = R b

= (ZEAREAER) — 48 (0)
CPRAR (TT)

e

(1,1 =X (AR -—

ZORHE AL

(7S Ak~

[z

St AR

RORL N

PN IR AT = M- —J -

2- (=R AR R 280

TARAE
Sk an
PU—IE T S b
=W

RO
IR
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[0431]  TMSCHNs —HRRER R ERT
[0432] TP TR e Mgt G T
[0433]  TRIS = (R L) F AL

[0434]  WILLHNLA A AR N GE a2 F0r S0k & A K HAL &9 .

[0435]  TV. W)

[0436]  f£4HMATE

[0437]  W[4E30 pl W5 (5420 mM HEPES,pH 7.5,20 mM MgCl2,0.015% Brij—35,4 mM
DTT,5 pM ATPAIL.5 uMAKJEY) (FITC-AHA-AKRRRLSSLRA-OH) ) il 5 4% & B AL & W1E A
ROCKH il 5 R A7 28 12 o 45 A5 P07 T-DMSOH , AT AT 43 DMSO) B 28 M [ < 2%, I FHRho i)
R AR GH ON - 15 B i, Ik INNEDTAZE 1k [ B, 3748 FHLABCHIP ® 30001 HU#% (Caliper
Life Sciences) 73 B B AR A AR B AL IR - 0 B EH AN S B 1 A i 3R 4 i, 9 HL S
FH 5 A 8 R JES AR s B2 65 HATEDTA Al S50t 7% 1 1) T3 ZEL it o DA ) & I B2 T 2 3K
WA, Feot B AR A VDU ST BB E TEH o A FH it 22 3006 R P FOL A 410 o) 2540 DA
5E 1Cs0 5 B, $1561] 50961 S ke vi% 14 Fr 75 AL B R JEE

[0438]  ££ b ST I A ROCK G 56 v IR A3 1 < it 481) 5 & L 2 A5 ROCK 01 1] v 12k o AW ¢ 3]
ROCKAI il 3% 12 (TCsofF) HIJEFE << 50 uM (50000 nM) o TRAZ H LA T SZ i 41 45 T ROCK
1CsofH -

A8 ROUKHIC (nd) | ROCEI W iaMy

2 3w 173
3 437 IR
""""""" & LD T S

[0439] 3 3.6 R

& (LR

s e

% 43

& P35

134 H

i HE
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[0441]
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[0442]
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[0443]
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[0444]

- ROUCKLIC

A
RIS

136 ' T

A TR
133 3000

5l
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CN 105358547 B

5y e v £54
H o o ?h
R e Ty

g bwen bemiodew iw o3 W fen irg b by e
<l e g 5 ey bog dwp 17 3
R S SR Yo rhy b e G e iy

£ b Sy Bulg G Dags G T Law

[0445]
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[0446]
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S {58
J.00 333

[0447]
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[0450]

B 17 0

[0451] V. ZGWA AW wIFIAE A

[0452] R EHAL G PT DL AR TUIRGAI AL 25 7, a0 500 IR 2 57) (HL 2% B A FE A B TR Bk
SE I RBETBC 701D AL 55 A 700 ARz 751 it 790 P 791 o 70 R 2 AR L ) o A AT DA Tk Y
CEEBERE) JEEA R N ELA TG 1, BT 25048 24 22 s 5 3l AR N 33 i 24 0
7RI AT Bl 1 A W 5 2 T Bk 45 7 i A28 A bR 1 24 2 SE B e B 5 sk —
LT o

[0453]  AR3E“BYMHAY RO EEAKANEME R DM B2 a2 5k
H G HEW) . “25% ERT 52 R 3R A& 48 A U0 5 32252 T AR s M R i 08 22 5))
Wy OUHIEZLE) B9 B, GG, BY, 450 U 7R BRA 26, v andoBe 55 L g g 591 JE 70 590 S v
MBI | LA | N TR 0 [ S 60| L SIS L7 S| NS T IRE 7y i T 7 W= B <] N
JELVE TR R 2 R 5 R T4 7 A R ) 2R 1 0T o R A A5 e AR N 2 B Y TR
T 2 DR 2R SR I 1] 245 2% 1 AT 42 52 [P 3 AR o 3K 8 R 28 A0 B AH AN PR T« BTG 137 2 7 1) SIS 2 A
TR &8 TR AN A A ek s T 1 83 s 1A VIR AR, T i@ 45 s AT SR 1) 1936 97 i B
IiE o 2525 b AT 452 B AR G A AR AR PEVRAR A BT, BA S 22 o ] A4 R [ 4R ) 28 1SS 266
A AT A FEBRIE TR S VR 22 AN [F] B AR AU N7, 28 H 8 iyt T A8 18 B RN 572 B
AN Z2 R DR (1, 3 PR SRR RSOE RS B 1) FE) TG 72 7 o A Id I 25 257 B RS2 I
AR MR PR T KB = R W T 2 AN 5 3R A3 kR IR, B 40, Reming ton s
Pharmaceutical Sciences, & 18k (1990) .

[0454] 44K, AR A AP ) 7 SN AR O 0 DR 25 T AR AL , v 0 B AR 2 R 24
FRAE AL 25 TARE MR A2 s 52 38 M Bl A % L M 1) B RRER D I 27 0 o TR A A AR 5 oh
R P o R B2 5 (RIS IR I7 B PP s VR IT IR s 45 T I 45 s R (W' NI S e s A B 28R
2= MBS S 1% T i o A HE TR R ER PR L e Bk e P R M 2 A =

[0455] AR 4E 18 HFE R » 29 FH T BT 7 BORE I, 837 PR Rl 40 B0 B H 10 ) =28 190 98 6K A 49
0.001-£71000mg/keg & H , L 1E£90.01-21100mg / ke kT /K , HEALELI0. 1-4120mg / ke /
R o FEAE S HH ] , f Jbk P B D028 70 8 1 Y LR 4490 001-24 10mg ke / 3 o AR K AL &
Y] LA H IR E 45T Bl H SR & AT BURE H IR =R IR 4 R E 4T
[0456] AR BHAL At Al iy B A5 7 (B, sk ey S Bk A LR B TR) SR4G T .
RNk N BB ITK A 25 T, BT IR R & AT AR B WK s T o Ak, BT R R T L R B T ik
DL AR Z A0 B TG T 2 0 R A T Al 7)o

[0457] AR EVITT L H R A &R B NIEE L& NIRRT, B0 FE B R Itk
W ) 28 B O R I AR 25 T o M LA IE ik RA L AT T BRI E T RPAES T
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2 IRRG BRI i AR 8] BRI o

[0458]  Prrid b &P B DA S 8T 0 U ES TaX Coltn, 11 AR A 7710 < Je 28 771 < il ) R S5 751)
&R PRIT S R R Z WS ARRT 1 53 1 2R B 7R BRI B A (FEAR SO Ge RN 2
Wk KR G HITS T

[04591  fgu1, % T LA v ISR B ADE U DRSS T, Bk & PEZG 4L 43 T 5 IR TE 3 1
Zy2p Bl 2 M S TR BUA AL &, Prad i VEBAR T W LR ek R R B L P AT i
Bof P MR B AR IR 5 BRI 5 Y B % L Al 58 s 6 T AU I 2K AR s 5, ik D IR G
WAL 53 n] AR O R E 2 R 2527 LR 2 E TR BRI &, PInd 1t PEBIA T8 0 L% S H ¥
KA A, 2 S B B I, R A 5 X RG 15 770 T R R A RIS RIS TR S
o Bl BRG A R TE R TS R AR i 41 ) B BB L) L BRI RIRAN &
JRARS HEE (U R o A1 JE 08 B I BRI BRAN) R AP 2K VIR £ B RS I A o
FITASE TP 9088 7710/E 95 e 755 By 5 I R Y A A PR % R PR L R AL S o o A R B
FEAEANR T3y AR AR 2 B I R RS

[0460] A WAL & 0B n] DUSE BUREE RGNS T, 18 /D B R 383 K 2 3
M2 JZ B o He AR n] T R B 2 PR » 1 G JEL ] 18 408 i I e i Ak i A Tl o

[0461] A WAL AW E n] 51 Dy ml 4L R 25034 Y Al VPSR S G LE SR S ml 8
FER AR BE B L LI R B B UM B R SRR LR T A B R 8y
BAB AR B ke o BA T SR SR S e - TR R o WL A, AR AL - ¥ m] ] R TS 25452
PR — KA ] B AR S VMBI, rid R AP IR AR RO IR R IR SR LB
BRILIEY) IR e A BRRIR I | IR I SRR IR L S il L 58 — A L L IR U T A R R AT 7K
B A2 KB PR PEIR B R o

[0462]  &T45F BRI (WAL WD) v & A Q125 R LT10002& 58 i PR /7 & AL
FEXEZGMA S b, s PR 50k L T A S WS EER A0, 1-95H & % K EA7
o

[0463] WY JZ F S 5 mT 5 A7 356 PR 7 O ACIR B A, 1 UM T R e s R A it s
PR A0 i 1R 558 o AU PR R R T ] T A 6 e i 790 o P RS 288 79— 38 359 AT ff Rl R I
77 it CASRBEZG W) AE B/ INI I BUA (18 3E SR8 e R 70T DR BB AR A B T JEEAR 114 , A
SRR AR AT AN R R R TE I DR P R0 18 K B B iR A 1, F T B il v e 3
fiet

[0464] T VRS ¥ (K0 LA Al 547 6 (TR MU SR L 4R s JB B A T

[0465]  —Jii &, 7K <A I A il ER K S AP A e (R 46 1) DA R A S R W VA A — I 2
VAN R B R O BT B AN BRI Al B T i B A T ORI IE
AT PR B A P i 503 (0 R RN ) it (AT i 20) o 0 S AU S B R M
AR IR A BTSN ML IR (PP ARBRZ ) A G AR 78 71 o A3 AR BRI AN L EE AEDTA%H o L 4
1 B AN TR AT 5 A T T ) v B L S o e i A R T R O e e R T S P S
TR

[0466] AL AW AT B 2s F B — FELE AL BRI A4 T A T EK
AR BRI PR T RO FL A R I 25 AR WAL B A R e RO E R T
AL T, B2 5 ][R 457 BUEAS R ) 5 DRI 3 3E 4E 45 1 o DR, ] SRl 25 7
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Fp—H o H I ] 2 05 420 DR AL RR BB V5 7 RN

[0467] A BAL-A Wt a] FHAE B B M HBIROCK i Mt B R 36 TP B AR HEER S22 0 51, il
FIAE B S AR #E B0 JE o IR0 S PRl 3R A T m ksl R &, i an , BT JAROCKIK 254 42
W a0, AR R B A A AT AR RS H (1) 225 DL B R R3S T B AL A b B 2 s 1
TR i OR SR 56 3 A 18 STt 1A 38 HL AR AL B , U HAE AL & S FH ST EY
PIETE T o G R B IR B TT 22, AT A & B A A i A

[0468] 7 BH A 3 25 1l i o 01AR STAIT FH 5 o]t 2 A A A AN IR T ) 6 A 2 o A R B Al
AT (@) FB—RE: O M TE-BERANNAYAEY, Kb rdHEWas -—RT
A HALE AR WA 2y BRI ) SR 2 A (o) B2 Ut BN 45, Hout B Frik 2547
HEYRT HT 697 O MUE /B M (ORI SCHT € S0 ofE —SEHt 7 2, Frid e vt
AP Ul B Frd Z9 Wl A 0] 558 3097 LG8 B (Ot SR e SO BAVRYT O LA A1 /B¢
PEIRAE BT il i n] i — DA (d) BB 848, Horp 43 () 0 (b) A T35 28 2 N HA 43
() BT 38 B BN EEASNE AL T HE—ME AN RIS A R E A LI AN
[0469] RN T ENGWA AW A 220 T 6l A7 s &/ /84
A/ ERE . FE AR ENOREIE NIRRT AR (B, HTELE D 808
Tl S AEAFE D BL A AT B e

[0470] S5 AR B NH T HYVE R ATLIE B U BRI R 58 AR A0 L FEH
ANBR T8 (g, S B R ) 25 ARFE L 48 (a0, ARARERIE RLAR) (/INRAIIRES ke i
F ] 22 B B U AT B S — IE 4 R B R 50— R A A0, BRI TR 5 =
AN, M TR 4 2 5 — AR AR AT 3 U7 5 B A, A U B A7 T 58 =25 28 M.
YA T A AR AR, D0 5 2 026 Ui BH A5 48 B  BOK CUT AT B ) — 18807 15 3
pUEE P2 R, ST 19 8 7 T e s i T ot 7/ BB £

[0471] QA UL H NFRI0 AR2E e s, Had B 56 T8 — B MW M A S YR
15 2 o B s 95 50 1 R 8 T8 B )t 1 DX I 2 AT LA (g, SE vt 5 2 o
R W858 oM, A0 U B ARIC 3R 2 W) 24 S PR A T IR SEAE o A58 0B AT
AR R R, ATTRTFE PR A 8L B e B & T o B 5 B ALk, A6 U0
A EALRE (900, 4% BERL R ARAR L 96 L IRS AR BB S , e BT IR A (4, Bl Bt )
WEREER.

[0472] 45T SCHER 7= 8 VR St 7 S B FE v, AR BH 1) B R A G AR AR R 1T 5 L, 25
ik 52 it 75 %8 T U0 BH A O BR T AS B AR s A PR ) o DA S A4S0 FH A SC R A FF 0 75 14 il
B B RIERAE

[0473]  VI. QT RAENK —M A

[0474] W] i A HLAL 22 SRR N BRI AT BV 2 7 5k B AR K AL & W)
Maffrand,].P.%¢ N\ ,Heterocycles,16 (1) :35-37 (1981)) o | SCHEIA FH T %l A & B Ak
B — M BT B8 o 3K LT S Uk B PR 1) EL I Sl E B ARR AR s RN 53] F T 46 AR
SCHT A FHAE VDRI AT BERAR o ARGUBHAR N SR T il & A R AL S W AR 7 o e 4h
ATLAAC & (alternate) Iy Sk Gl () 2 AN P BRUAAS 21— Bl 2 PR EEAL G4

[0475] @It — M 2 BT ad 1) T 1 4% B AR R B A A W G S A 5 TR ST I 14 H (] 4 R
SETiEAS 43 R i H o TR A AR RN G L A B A Sk S i il 2% 21 T MR s 4 451, T e
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I T PEAH A BUHPLC 73 ARV e = Mok il & 2 F AL A 90 - B AL, Tt MR & &
X R S RE AR IR P WD) T3 R i B SE TR AL 5 ) o 1K SS A F5AHAN PR T 72 A1 1 e v TR TR 2 N
T B E fe B LA T3 6 e i R0 e e fa e 8210 , B RLAE T PR R B Re A Ja # it
B R A AR

[0476]  ATLAANLE BT AR N G2 O AN 2 By 2R Gl 2 48 K AL &4 . AT Rk Ty
TEVL S A A WA 2245038 2 R0 A O VA BB I ARG R N R T g 0 H AR R 2
KB AR AL G Y AT E AT R T SCHrR 59 L o 783 H T B A8 AR R+
RLAE T B S 30 A8 1 3 70 BV TRVR A ) Hh S S B o A LA R IR R B RN SR
filt, ¥ FAFAERE Be TR L5 B 0 5 7 — 30 3 A I 7 B I DL AT DA 2 AR & Rl R 1)
it B B — PRr B TR T R (5 5 — 7 EAHER) GRARIHEE M A K LA

[0477] ¥ AR B, 72 TH RINZ AU AR ATT & S AI 1 5 — £ EE BN B IR P
TR A K B Fr ik A AE AR R I BEVE B Be B OR3P 2L A A FH T2 85 UM 521
YF 2 B AT SRR AR 55 NGreeneZE N (Protective Groups in Organic Synthesis,
HAf,Wiley—Interscience (2006)) .

M P, e RO L e S
= o et bl G (I e W
B %::&\3
18 18

[0478]

g T8

(04791 5 1B R — AL EP e I WA A LA B o ZERR (191 WIKaPO4) FIPAAEE AL 751 (151
WIPAC12 (dppf) ) AEAE T St bt v B 9 BB R 6 1 a5 0 28 T A P B8 L " Suz uk AR B s B2 FiT
P 1b 2 [AlHSuzuki-MiyaurafB e, Bl f 22 Br R4 2L , 43 2 A (A 4A Le o 7ERRE 25 A1 (191 2
LiOH R = Me Et%5)) BRERTESAF (BIANTFA R = tert-Bu)) BREMEM ® = Bn) T, %
BB L o3 A R Hh TR) A4 1 d o 365 FH AE AR IG5 (9] A HATUBREDC) A (151 WID TEA) 47 /£ T {8 v ]
1 d 538 A R AR B R i , 73 21 B ArLes

[0480]
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[0481] B, Al oy 2 pr o il & B — G Le A& ) o 7E 18 208 FHHATUBZEDC
PE ARG LA LB (B IIDTEABR TEA) [ 56448 , ZEBUARIR) 75 R IR 205 i 2b 2 7] T Bk
fiit , 1331 2¢ o ZEBE (B ANKsPOs) FMEAL T (B IPACL2 (dppf) ) FFAE R AE 75 He i AL M2 5tk e
AT laZ IR SE i Suzuki-MiyaurafB K, b j5 LR IR F G HF 2D 32 B EY
les

[0482] £ IE AH B S AH 23 ot S it P TR) A4 RN e 28 = WD 24k o B AE 3 AN I, 75 T4 A
TS 78 LK S 1015 , 38 A T bE FIE t0Ac BDCMAIMe OHIR) A6 52 35t M. STt T AH €438 o A1 AL T 58
it 5 R il 4% FUHPLC : CL8EF A, A8 FHVA A (90% He0,10% MeOH,0.1% TFA) FVEFIB (10%
H20,90% MeOH,0.1% TFA,UV 220 nm) FIFRZEGAFIA (90% H20,10% CAN,0.1% TFA) FIE 7
B (10% Hz20,90% CAN,0.1% TFA,UV 220 nm) FJA6ZEE A (98% He0,2% CAN,0.05% TFA)
FIVAFIB (98% CAN,2% H20,0.05% TFA,UV 220 nm) (8RR HEAT M, (B) SunFire Prep
C18 OBD 5u 30 X 100 mm,25%%F, E0%%E100% BRIFEE,A = H:0/ACN/TFA 90:10:0.1,B
= ACN/H20/TFA 90:10:0.1 (8() Waters XBridge C18, 19 X 200 mm, 5 umfifi;ff4"
BHE:Waters XBridge CI8, 19 X 10 mm, 5 um§ks; & 55)A: B4 20 mMZ BREZIKI /K : V&7
B:95:5Z. 1% : 7K (B 20 mMZBR%%R) + Bk I : 25-65% BLL204 81, SRIGAE100% B R ARHFR52 5t s
IE : 20 mL/min, BOM ATARIA (5:952. 0 : /K CRFO. 1% IR ) FIEHFIB (95:541F: 7K (R
HOI%FER) ) [MERIE

[0483]  BRAE 55Uk B, 75 WIS B SO 2 A B HP LR S5 it e 24 7 WK 73 o

[0484]  J7ykA:Sunfire CISEH: (3.5 um C18, 3.0 X 150 mm) offf FHLA T4 EESE M (1.0
mL/min) : 10-100%¥& 7B (10981 , HARJG100%AEFIB G248 IEFIAK (95%7K , 5% i,
0.05% TFA) HIEFIBA (5%7K ,95%Z. 15 ,0.05% TFA,UV 254 nm) .

[0485]  J5yEB:XBridge Phenyl4#: (3.5 um CI18, 3.0 X 150 mm) of# FHPA T 86 E B AR
(1.0 mL/min) : 10-100%J& 5B (104341 , HARJ5100%#A B (54141 ¥ AN (95%7K , 5%
%,0.05% TFA) HIEFHIBA G%7K,95% 1% ,0.05% TFA, UV 254 nm) o

[0486]  J7ykC:Waters BEH C18, 2.1 X 50 mm, 1.7 umfiki;IiahtHA:5:952 7K (A
H10 mMPBRER) s ViLaNAHB:95:5 4015 : /K (A 10 mMABRER) s i fE : 40°C s B : /EO%B N &
£70.578,0-100% BZ45 8, SR JGAE100% B LRHF0. 59 %f s ili# : | mL/mins

[0487]  J7ikD:Waters BEH C18, 2.1 X 50 mm, 1.7 umfBiki;JishMHA:5:95F % : 7K (B
H10 mMZPR%R) s I s AHB: 95 : 5 AT : /K (A 10 mMZBRER) 5 IR JE :40°C s BRJE : /E0%B T 7
FF0. 5978, 0-100% BZ45 8P, SR JG7E100% BN URFF0. 540 B ik : 0.5 mL/min,

[0488]  J5ikE:Waters BEH CI8, 2.1 X 50 mm, 1.7 umiSiki; JiahA:5:952. 57K (B
H0.05% TFA) ; W aIAHB:95:5 2 : /K (BH0.05% TFA) 5 iR JE:50°C s B /% : 0-100% BZ34
B 9aE: 1. 11 mL/min,

[0489]  JjikF:Waters BEH C18, 2.1 X 50 mm, 1.7 umiSURi; JishAHA:5:952 7K (B
10 mMZ ) s aIAHB:95: 52,15 : /K (A 10 mMZL %) 58 % :50°C s B JE:0-100% BL:
3 IRE 1. 11 mL/mins

[0490] a4 1 : 3-FF 4 FE—4— (LH-ML M —4—3) 2K FF i
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f
[0491] o s} \
E N
?4“;\;\»“{\ i FIRAANENY

[0492] ()4 1A 3—FF 5 F—4— (LH-HpMe—4—J) 2R FR iR A I

[0493]

[0494]  FEZE T H4A-VR-3-FAFE AT LT E (1.32 g, 5.39 mmol) T ZIE%T (30 mL) Al
K (5 mL) HH VAR A N4 (4,4,5,5-DY F -1, 3, 2- AU R JR BRI be— 2 4K) — 1 H-Rk k-
|- EEHCT MBS (1.901 g, 6.46 mmol) JHEMEHT (2.86 g, 13.47 mmol) FIPdCl2 (dppf)
(0.197 g, 0.269 mmol) o S RLAEG S FAE100°C R HtFE3 /N o FIE tOACHE B S TR A0
FHH208E 5% 1 A PIAH L IR BR AN T4, 1 IR 4 AR R WDVAE A T-DCM (10 mL) R 480
TFA (5 mL) FF R NAEZ IR T HHEL . 5/ o B BRVE 7 F 7R R R Et0AcH , HINaHCO;
(3X) FHERIKBEH » 2 NaoSO4 115, 1 P8 FH IR A o #5 HH TEAH 15 20 AL il 74 o 43 8 HH 1 i
AR BHEE P2 4) (0.86g, 69%77 %) LCMS (ESI) m/z:233.0 [M+H]';'H NMR (400MHz,
CDCls) & 8.13 (s, 2H), 7.73 — 7.66 (m, 1H), 7.66 — 7.56 (m, 2H), 3.98 (s,
3H), 3.94 (s, 3H).

[0495]  rha]{41l:

£
3
LOH THEHG ety 0y OH
RS men 2‘ \k\@
M “\ sf

[0497]  ZEZEIE T a4 L1A (860 mg, 3.70 mmol) T-THF (10 mL) %nyk (5 mL) I IE M
HESILIOH (133 mg, 5.55 mmol) o RF S BLAEG T MAEZ IR T HFEs /Mo L N HCLIE M
RSN o 25 BRI 71D AN TS 21 ()44 1A 33 LB 445 (810 mg, 100%™ 28) , LR & it — P afifl,
BRAd F.LCMS (ESI) m/z:219.0 (M+H) “;'H NMR (400MHz, DMSO-ds) & 7.91 (br. s,
2H), 7.54 (br. s, 1H), 7.43 (br. s, 2H), 3.84 (s, 3H).
[0498]  HhE]A2: 2-FF 4 Bk ~4— (LH-TIE e —4-35) 25 FF iR

%

[0499] th\\; *F{\_{;w
[0500]  Hh[a)AR 250 FH B AE 55 Hh F) A4 L AL a4 A1 A0 R AR S AR —2- FR AU DR IR

S 4 . LCOMS (EST) m/z: 219.1 [M+H]',
[0501]  HpjA)443 . 3—FF 48 St —4— (3—HF JE— 1 H-NL Ik —4—3k) 25 FR i
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[0502]

[0503] (i) 443y s BB 5 AR 1 R i@ R A 2D BRI AP i FH3-FF 3E-4-(4,4,5,5-
PUER 3E-1,3, 2- A ZW 30 0 ke —2— ) —1H-TE P4 i . LCMS - (BST) m/z: 233.0 [M+H],
[0504] i) A4 ; 3—FF -4 (1 H-E ik —4— L) 2% FR i

[0505]

[0506]  Hh[a]4A4A : 4 (4— (AR AR L PR L) —2—-FF L o8 ) — I H-Hth e —1 —FR R AT JE Bg
[0507]  H[A]4&A4B: 3—FF JE—4— (1 H-ME e —4—JL) 25 FR g R i

\} \?
TR
By FNE L omen PN
& e - S
N R \ \\\\"‘ "‘,& Sy ";Q‘t\; \\_:;.‘("? %

[0508]

[0509] 7EZE T H4-VR-3-FRERFERFE (1.1 g, 4.8 mmol) T =FELE (20 mL) FI/K 5
mL) W VAR R AN InA- (4,4,5,5-DY B JE-1, 3, 2- A Z B 2R IR LR dse -2 3E) — T H-NE i —1 -
BT HEES (1.6 g, 5.3 mmol) JAEMSHH (2.6 g, 12 mmol) FIPACls (dppf) (0.18 g, 0.24
mmo1) o B SLAEG R AE90 °C R FiEFE 37NN o FHEtOACH B e NETR A7, FHH20 0 £ 7K BE 3 o
YA NLAH IR BN T4, I D8I IR AR - 35 11 IEAH L ps Al AR 1l 7= 4, M T4 281 (3 €8 ] A4 R
[ 44A (1.1 g, 70% A4B (0.28 g, 27%) o
[0510]  tf[A]{A4A:LCMS (ESI) m/z:317.1 [M+H]";'H NMR (400MHz, & {ii-d) & 8.23
(s, 1H), 7.95 (d, J=0.4 Hz, 1H), 7.92 - 7.85 (m, 2H), 7.41 (d, J=8.1 Hz, 1H),
3.93 (s, 3H), 2.45 (s, 3H), 1.69 (s, 9H) .
[0511]  r[a]4£&4B:LCMS (ESI) m/z:217.1, [M+H]";'H NMR (400MHz, &({/i-d) & 11.03
(br. s., 1H), 7.97 - 7.92 (m, 1H), 7.90 - 7.85 (m, 1H), 7.80 (s, 2H), 7.43
d, J=7.9 Hz, 1H), 3.93 (s, 3H), 2.47 (s, 3H).
[0512] ()44 .

‘a
[0513] \% \x ,f \X,} ﬁzw\ - \ .
[0514] EEJETF?EPIEWZIMA'?EPIET,HZMBE’J/EA% (4 7 mmol) ﬂ:THF (15 mL) F17K (5 mL)
HRVAVR TP INLIOH (0.34 g, 14 mmol) o e NMAE GRS A= I8 B FEid % - fE IR 2=
BRI FRIFE T B 7=, AT A B R AR MR A [ A4tk H [R) 444 (0,95 g, 100%) oLCMS  (EST)
m/z:203.0 [M+H]";'H NMR (400MHz, DMSO-ds) & 7.68 (s, IH), 7.60 (s, br., 3H),
7.26 (d, J=7.9 Hz, 1H), 2.37 (s, 3H).
[0515]  HR[AAS : 3-2. 58 FE—4— (L H-NL Pk —4—3) 75 R i

MR {“\\

?’Q g G‘ ¥
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[0516] ey
b s

N

[0517] W [AJABA : 4R -3- 2. 5 FE 75 F 15 HP i

‘X‘

F

KeleOa IE Q9
[0518] o IR
Rt :;:\

[0519]  fEZR N A4 IR-3- R AR F IR EE (0.52 g, 2.3 mmol) TDMF (5 mL) FIVAW
R INK2C0s (0.31 g, 2.3 mmol) AU Z 4% (0.22 mL, 2.7 mmol) KM AEGR /X FAEZE
NEEE LN o FHEtOACHE B BRIV A4 » FHH0 R SR /K a4 - I B AU A BRI a1, 1 g
Wi o 5 HH R AH TS AU A AR 174, T3 21 ) 5 [E 440 IR R TR 4RBA - (0.55 g, 95%) oLC-MS
(ESI) m/z:259.0/261.0[M+H]";'"H NMR (400MHz, &f-d) & 7.59 (d, J=8.1 Hz, 1H),
7.52 (d, J=1.8 Hz, 1H), 7.50 — 7.45 (m, 1H), 4.16 (g, J=6.9 Hz, 2H), 3.91 (s,
3H), 1.49 (t, J=7.0 Hz, 3H).

[0520] W [i] {458 : 32 58 HE -4 (LH-E i —4—2) 2R HF I R i

§ N
o~ ﬁg@N\ ‘, f e N W e
5 v NN XPROsQZ-FNBralat
[0521] o o« Qs s -
e e 4 s A
e \

g &

[0522]  fE=E T H H E445A (0.55 g, 2.1 mmol) T REHE (15 mL) 7K (5 mL) H A
W s ina-(4,4,5,5-PY B -1, 3, 2- S 2B A 00 I e —2 %) — L H-TLE s — 1 - FF BT B
(0.75 g, 2.6 mmol) \KsPOs (1.1 g, 5.3 mmol) #F1XPhos—G2-Pd-PreCat (34 mg, 0.043
mmo 1) o R RLAEG ST AE90 °C N i FE 2/, 4 A0 22 2=l - FHEtOACH B I RLTR A4 » H
HoOFH #h 7K B o WG A HUAH IR BR BN 158, b 8 F IR 4 M R R W - T-DCM (10 mL) o, 3F
ISINTFA (3 mb) o FEZ IR T HHE LN I, 2BV 7)o 5 HH IEAH C B Al f R il 742, AT 45 2
A AR A A58 (0.49 g, 92%) LC-MS (ESI) m/z:247.1[M+H]";'H NMR (400MHz,
Sfi-d) 6 8.18 (br. s., 2H), 7.71 - 7.65 (m, 1H), 7.64 — 7.58 (m, 2H), 4.22
(q, J=7.0 Hz, 2H), 3.93 (s, 3H), 1.54 (t, J=7.0 Hz, 3H).

[0523] v E]A5C, Hr R4S :

N A

4 £
0524 D e & s s
[0524] N & LOH, THEH,O
N N 2 :} B

"R

[0525]  #F == i8N A alfAsB (0.49 g, 2.0 mmol) T-THF (15 mL) fizK (5 mL) H¥E
HESIILIOH (0.24 g, 9.9 mmol) o ¥ MAEE AR FHHHE A FHHCT (1.0 N) B@ft
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JONEo 25 BRI AR, FEALE AR TR R Y, 5 20 A G R R RS (0.46 g, 100%)
LC-MS (ESD) m/z:233.1[IM+H]"s'"H NMR (400MHz, DMSO-ds) & 7.84 (s, 2H), 7.48 (s,
10, 7.43 = 7.34 (m, 20, 4.05 (q, J=7.0 Hz, 2H), 1.43 (t, J=6.9 Hz, 3H).
[0526]  wfA] {46 3— (o Al dE) —4- (LH-MEME-4—3) ZR IR

[0527]

[0528]

[0529]

[0530]  7F 2 iH N M 4-11-3- #ﬁxEﬁ@QEﬁ@a (0.66 g, 2.9 mmol) TDMF (9 mL) Fizk (1
mL) AR P AR IN2-R-2,2- RO (1.7 g, 11 mmol) FIK2COs (0.79 g, 5.7
mmo 1) o ¥ [ M AE GRS FAEL100°C T i Fk4/NE, HAR G 12 =5 . FIEtOACH B I N TR &
Y, FHH20F0 35 7K e 5% o 45 AT HIUAH 2B B BN 08, o B IR IR 4 o 35 ] TE A (8 Al AR 1l 7= 4
M A5 30 3 6 AR Fr fEE6A (0,62 g, 77%) oLCMS (ESI) m/z:280.9/282.0 [M+H]';'H
NMR (400MHz, &{fi-d) 6 7.87 - 7.83 (m, 1H), 7.79 - 7.74 (m, 1H), 7.73 - 7.66
(m, 1H), 6.59 (t, J=73.1 Hz, 1H), 3.93 (s, 3H).

[0531]  hE]4A6B: 3- (3 H 28 Ak —4— (LH-ME -4 —F%) 2R F g i

'3‘13‘
B i b 9‘* "“\3. ---.~ S
N ‘\(\w ;}

¢
[0533]  ZE=R T EIPIAA6A (0.22 g, 0.78 mmol) T MLz (8 mL) AlZK (2 mL) HH A
W INA-(4,4,5,5-V9 B -1, 3, 2- A 2B 24 R T b —2—3%) — T H-ME M —1—FF R AT L
(0.28 g, 0.94 mmol) \KsPOs (0.42 g, 2.0 mmol) FIPdCl2 (dppf) (29 mg, 0.039 mmol) .
W BAEGR SN AEIOC N HEHE 2/, JF ¥4 1 2 % FHE tOACFRBE S NLTR A4 » FHa0BE %5 o
Wi WA B AR AR A INDCM (3 mL) FITFA (1 mL) ¥ HAE S R HtdELh, TR
7)o 5 EH TEAH 538 AR 7400, AT 15 2 AR 1 [ 4R [R] 44 6B (0.12 g, 59%) » (ESI)
m/z:269.0 [M+H]*;'H NMR (400MHz, ZAfi-d) & 8.12 (br. s., 2H), 7.91 (dd, J=8.1,

1.5 Hz, 1H), 7.83 (s, 1H), 7.68 (d, J=8.1 Hz, 2H), 6.81 - 6.37 (t, J=72 Hz,
0, 3.94 (s, 30,

[0534]  H[a)4{£6 .
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FAIALION (55 mg, 2.3 mmol) o R SNLAET N AL SR T HEFE L8/ NI o AR T Z3 BRI
A IR P TBR R, N3 2K B G AR E k6 (0.12 g, 100%) .LC-MS
(EST) m/z:255.0[M+H]";'H NMR (400MHz, DMSO-ds) & 7.76 (s, 2H), 7.61 (d, J=8.8
Hz, 1H), 7.58 (s, 1H), 7.46 (d, J=7.9 Hz, 1), 6.98 (t, J=75.7 Hz, 1),

[0537] )47 « 3Bk —4— (LH-ML e —4-5) JK )

[0538] WNTR TR g

[0539] A [AJ4ATA : 4—VR -3 Fk 2K FF R R i

[0540]

Bl \ —OOME ™ Ak N

A i
AR

PR Melin

[0541]  FEZIR T RI4-R-3-FHAFRFE (1.2 g, 5.0 mmol) T 4MiE (6 mL) FER
R N2 S|k -1, 3— [ (0.82 g, 5.0 mmol) \Pd (OAc)2 (56 mg, 0.25 mmol) Fll
R T J:0E (1.8 mL, 15 mmol) o R MAEM N E80 CHEHE24/Nef , HIR IR A 2 =
15 o FHEtOACH BRI NV B4 » FHH20 RN 3 7K B o KA HLAH 2 DR BR BN 1058 , ik D8 FF e 4 - #5 HH
TEAH R 2R 7, MO AS 2 B Bl 440k (R4 7A (0.65 g, 54%) LC-MS (ESI) m/
2:249.9/241.9 [M+H]";'H NMR (400MHz, &f/i-d) & 8.31 (d, J=1.8 Hz, 1H), 8.09
(dd, J=8.5, 2.1 Hz, 1H), 7.79 (d, J=8.4 Hz, 1H), 3.96 (s, 3H).

[0542]  p[E)ATB: 3-FJE -4 (LH-NE ik —4 L) 2% FF 1 R I

AEBES IR

:}wm o i ﬁ{‘ at - s

~ )P;" %?““ & LIRS - %\ii’\i“”ﬁ

osa) o 34 - - -0
% 3‘ RS

[0544]  FE= IR FlaFa4k7A (0.25 g, 1.0 mmol) T —WEHE (10 mL) o K VAVR F s 4 -
(4,4,5,5- P 1,3, 2- 5 J BN R PR IR e —2 %) — L H-Iib i — 1 - R T BE 8 (0. 37 g,
1.3 mmol) \K3P04 (1 M, 3.1 ml, 3.1 mmol) fIXPhos-G2-Pd-PreCat (16 mg, 0.021
mmo1) o4 K RLAEG TR FE90°C T it 2 /NI o AT fsg 274 #1212 % il o FHECOACH B I REVR 540
FHH20F0 ER 7K Be i o 1 A HAHZ IR RN T 158, 1t SR IR A7 o #65 B B AH a8 Al AR 724, AT
B3 [ o AR P EAETB (0,22 g, 93%) JLC-MS (ESI) m/z:228.1[M+H]";'H NMR
(400MHz , & Afi-d) & 11.27 (br. s., 1H), 8.37 (d, J=1.8 Hz, 1H), 8.27 - 8.17
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(m, 3H), 7.70 (d, J=8.1 Hz, 1H), 3.97 (s, 3H).,
[0545]  Fhfa] {47

[0546]

[0547]  #E==iE R EETB (0.22 g, 0.97 mmol) T-THF (7 mL) 17K (3 mL) Hi¥E W
HERANLIOH (70 mg, 2.9 mmol) R M/EM S FIEZE R FH S/ o 1.0 N HC1H Al
N o F2 B VA ), MITTAS B A i AR PP 14K 7 (0.21 g, 100%) .LC-MS (ESI) m/z:214.1
[M+H]";'H NMR (400MHz, DMSO-ds) & 8.02 (d, J=1.5 Hz, 1H), 7.95 - 7.87 (m, 3H),
7.47 (d, J=8.1 Hz, 1H)
[0548]  Hh[i]{48: (S)

N\‘ TF& R

[0550]  r1[E]48A: (S) —2— (U] 28I IL) T HL) -2 5L 2 B FP Belid R i

bﬂlﬁﬂ °

R I-FROE=F R

S R L § 5 } ‘,55
[0551] 5 ,,.,\,35&% T 3
et ¥ N
ki}\

g ).:& o

3
[0552]  7E-5°CF ] (S) ~Z AL g Q- dk-1-JRF &%) BT #:B5 (3.5 g, 15 mmol) T
DCM (40 mL) KA ERINTEA (3.0 mL, 22 mmol) A kEfiMi4 (1.3 mL, 16 mmol) .
W IR AE RN AE-5C R i FE 2N o FHDOMA e S SV A4 » FHIN HCL . M AINaHCOs 1 5 7K
Bl o K A BUAH 2200 B B T 58, 3ok D8 I I 4, AT 49 21 1 € [ A4 IR R () 4R 8A (4.6 g,
100%) .LCMS (ESI) m/z:316.0[M+H]";'H NMR (400MHz, &ffi-d) & 7.43 - 7.36 (m,
2H), 7.36 - 7.29 (m, 3H), 5.14 (br. s., 1H), 5.02 (br. s., 1H), 4.55 — 4.34
(m, 2H), 2.89 (s, 3H), 1.45 (s, 9H).
[0553]  HR[AJ{ASB: (S) — Q-B B k-1 E LK) G BT FE

f'f“\:%
o
3 o G & \‘\
ot o ovEsse g L
[0554] ¢ NEN - . Boo u\(rw
£
O%F Ny
O

[0555]  7E =T 1A (] 44 8A <4 6 g, 15 mmol) T-DMF (20 mL) " (V4K 1 ¥ INNaNs
(1.9 g, 29 mmol) ¥ BLAEG T T AE65C T HHES /NS o FE A1 8 %R i » FIK AR RO
%%Efﬂk./ﬁu%%ﬁﬁﬁ/ﬁkﬂ@ﬁ@{ﬂfﬁ,ﬁﬁﬁﬂﬁﬁ B SRR AE R S R, TS B 1 £ [
MR ) 4AE8B (3.0 g, 79%) JLCMS (ESI) m/z:263.1[M+H]";'H NMR (400MHz, & Afi-d) §
7.43 - 7.35 (m, 2H), 7.35 - 7.29 (m, 3H), 5.05 (br. s., 1H), 4.88 (br. s.,
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1H), 3.76 - 3.52 (m, 2H), 1.45 (s, 9,
[0556] i} s

~ O N TEADOM N ﬁ\
[0557] :‘;}

M0

[0558]  7E=2iE R EMASB (0.30 g, 1.1 mmol) FDCM (3 mL) FRAVAR H R INTFA (1
mL, 13 mmol) o X MG N AEZEIR T HFE2/ NI o ZBRIE R, JF TR, M43 21 A
o [E AR R AS (0.31 g, 100%) JLCMS (ESI) m/z: 163.1[M+H]",

[0559] ) 449 25 J-2- Q- HL) 2B

o T ‘}’&*\;
o5c0] AN m B e e

[0561]  fE0°C N M 2-& He-2- Q-F KK LM LBEHCLER (0.52 g, 2.2 mmol) T THF (15
mL) HER AL M LiAlHe (6.7 mL, 6.7 mmol) o4& R MAEG T AE0C R fit 2/
I o 3 R 0P T T B VA T 18R R ST o FHE tOACFRRE S REVR AT, FHER K ik I B ML A S
T BN 5%, ik g8 Ik 4, AN 75 21w (A O AR =4 (0.33 g, 95%) K LM HoR &
— AL RIAE . LC-MS  (EST) m/z: 156.0[M+H] ",

[0562]  HR[AA10: 1 - H-1- Q- IR —2-F LR -2

[0564]  Hr[EJ4AT10A: 2— (GRUT AR AL &AL —2- Q- AR LR BE
i g f0 Qo TEADOM Sy
e ‘,},p ":w N . & 3 8 : . B \{},JS\‘?

[0565] NH F a oo @’&” MM B
HEE & b
* R RN N {i} » -

[0566]  YEO'CF [ 2-%(FE—2- Q-FARHRL) LR LBEHCT L (2.3 g, 9.8 mmol) FDCM (20
mL) FFER AR INTEA (4.1 mL, 29 mmol) FBoc20 (2.4 mL, 10 mmol) o & NLAEM S
NAEOC T HEFE2/INSF o FIDCMAR B S REVR A4, FHIM HCLAN SR 7K BE ¥ A A WL AH IR B T
W, Ik PR IE IR A o # EH TR A S A AR 4, TS B TE L IR R AR 10A (2.2 g,
76%) .LC-MS (ESI) m/z:298.1[M+H]";'H NMR (400MHz, &ffi-d) § 7.40 - 7.32 (m,
10, 7.32 - 7.25 (m, 1H), 7.13 (td, J=7.5, 1.0 Hz, 1H), 7.09 - 7.01 (m, 1H),
5.79 - 5.33 (m, 2H), 4.18 (qq, J=10.7, 7.2 Hz, 2H), 1.43 (br. s., 9H), 1.19
(t, J=7.2 Hz, 3H).
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[0567]  H[AI{A10B: (1- Q-FIREE) —2- 8 Fh—2-H BL P 5E) B IR T 2Ll

{f"\ﬁ Ci :\j e
g e &
i THE D' g
PIEL KL e S
o

[0569]1  7F0°C Tl H/al4A10A (2.0 g, 6.6 mmol) T-THF (30 mL) H [ ¥ R i AP LR
b8 3 MT 4BEF, 11 mL, 33 mmol) «fF RBLAEG R AE0C R HHE L/ o FINHAC LV
VR S o FHEtOACHR BE S IV A » FHH20 FIER 7K e3¢ o A WA L BR BB AT, i g JF ik
78 o F B OEAH 38 S0 AR P2, A4S 21 A i AR R T4 10B (1.7 g, 88%) oL.C—
MS (ESI) m/z:284.1[M+H]";'H NMR (400MHz, &ffi-d) 6 7.32 (d, J=1.3 Hz, 1H),
7.28 = 7.20 (m, 1H), 7.16 — 7.08 (m, 1H), 7.04 (t, J=9.4 Hz, 1H), 5.68 (br.
s., 1H), 4.92 d, J=7.9 Hz, 1H), 1.84 (s, 1), 1.47 = 1.25 (m, 12H), 1.09 (s,
3H)

SNIhmay a
; W ?‘gp HY *iw.gs-" g

et

i
¥

[0572]  gii)4k10B (1.7 g, 5.8 mmol) TAET —M&EkE g4 M HC1 (10 ml, 40 mmol)
W SRR B AE I T HOFE L/INEE o 5BRIE R, AT A3 B [ AR R A4k 10 (1.3 g,
99%) LC-MS (ESI) m/z:184.1[M+H]*;'H NMR (400MHz, FfgE-ds) & 7.60 (td, J=7.6,
1.7 Hz, 1H), 7.51 — 7.42 (m, 1H), 7.30 (td, J=7.6, 1.1 Hz, 1H), 7.22 (ddd, J=
10.7, 8.4, 1.1 Hz, 1H), 4.52 (s, 1H), 1.34 (s, 30, 1.13 (s, 3H) .

[0573]  dhafA11: (S) —2-ZFE-2- (2,6- | AI) 2%

ety

b 3
W
F .‘"‘ﬁi\'\:ﬁ 3

[0575]  HREJAT1A: (S) -N- (2,6 RV & 3L) —2—FF 74 bt —2— I fisk ok

[0574]

[0576] :‘:)i«)’*‘w +

[0577]  [a] (S) —2-FR LA be—2- W h B % (2.5 g, 21 mmol) FlCs2C0s (10 g, 31 mmol) T
DCM (30 mL) "B FE B3P BT MN2,6- ~HFOK I TDCMP FIER (3.2 g, 23
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mmol, T5 mL DCMHY) AR5 B VAL Z il T B bt /it o ik g8 B, 3 B 8 LB IE .
i HH A 00 AR 1, T A RIS TG E iR 4R 1 LA (4.8 g, 95%) oLC-MS
(EST) m/z:246.0[M+H]";'"H NMR (400MHz, &fi-d) & 8.82 (s, 1H), 7.46 (tt, J=8.4,
6.2 Hz, 1H), 7.00 (t, J=8.5 Hz, 2H), 1.28 (s, 9H) .

[0578]  HR[AMALLB: (S) -N- ((R) —1— (2,6 3R L) 47 TR BL) —2—FF JHE TR o —2— I Tk P Jie

S THE BT *‘ﬁ 0 3 3 J\
i Bt

g BN

[0580]  7E-78°C T (S) -N-(2,6- R KAL) —2-F Rk —2- Wi B iz (3.7 g, 15
mmol) FTHF (30 mL) " VAR I IN 203 RALEE (18 mL, 18 mmol) o4 M AER ST
H-78°C 2 0°CHtFE2/INB] o #5 FH 78 DINHAC 1Y MR VA KRN o FHE tOACH B I SLVR A4, FH ik A
NH4C1 AN ER KB % o KA HLAH 20 BN 5% , ok 8 - IR 48 - %5 R I AH B ali Aokl il 7= 4, AT
R TE AR EELIB (3.6 g, 88%) o =45 4L £120% (S) -N-((S) -1- (2,6 %
TR T I —2-FR LT b2 WA BERL o LC-MS  (ESI) m/z:274.1[M+H]";'H NMR (400MHz,
Sffi-d) 6 7.33 - 7.18 (m, 1H), 6.98 - 6.81 (m, 2H), 6.30 — 6.01 (m, 1H), 5.46
- 5.12 (m, 3H), 3.97 - 3.78 (m, 1H), 1.23 (s, 20), 1.17 (s, TH).

[0581]  thEMALLC: R) —1-(2,6- —FIAEH:) H—2-4—1-fHC13h

S
oy 3

[0583]  FEZE TN HEMALLIB (1.5 g, 5.4 mmol) TMeOH (15 mL) HEERHHINT —
BEEEH 4 M HCL (6.7 mL, 27 mmol) 4 M AEG T NMAE=IL MHHE2 ho ZERVEN, I AE
BT ERR AR, N 2 3 A AR EA11C (0.91 g, 100% LC-MS (ESI) m/z:
170.0[M+H] ",

[0584]  F[EALLD: R) — (1-(2,6- ~FAH) FiTA L) S BR AU T g

S
S \
\;‘.e. ?\“

[0586] #E0°C Flald[aj4&11C (1.1 g, 5.4 mmol) T-DCM (20 mL) 9 A¥E VR F ¥ INTEA
(2.3 mL, 16 mmol) fBoc20 (1.5 mL, 6.5 mmol) o R BIEG /SN HOCE = HEfiHet
o FHDOMAR B S MNETR A4, FHIN HCL L MU FINaHCOs 13k 7K a4 o 5 A ML & B B i T, 1
DEIF A A o F HH IEAH CL 2L 9, A3 30 B A iR R P EMALID (1.4 g, 99%) o
LC-MS (ESI) m/z:270.1[M+H]";'"H NMR (400MHz, & ffi-d) 6 7.22 (tt, J=8.4, 6.4 Hz,
1H), 6.98 — 6.82 (m, 2H), 5.99 (ddd, J=16.6, 10.8, 5.4 Hz, 1H), 5.80 (br. s.,
1H), 5.35 (d, J=7.0 Hz, 1H), 5.22 = 5.07 (m, 2H), 1.43 (s, 9H) .

[0585]
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[0587]  h[EJ{KL1E: (S) - (1-(2,6- IR 284N EAEF AT 20

3
ot

[0588]

[0589] fZF==iE Nl dfalfk11lD (1.4 g, 5.4 mmol) T —HEEE (20 mL) 17K (5 mL) H AV
W IINaTOs (3.3 g, 16 mmol) F10sOs (1.3 mL, 0.11 mmol) ¥R MAEGESFIZEE T
PEFE L A o 1t PR LE 1 FIELOAC YR o B R EBR V77 » AT 75 B3R 46 €0 [] A4 PR il o 1) 446
11E (1.5 g, 100%) .LC-MS (ESI) m/z: 272.1[M+H]",

[0590]  FRTEMALLIF: (S) - (1- (2,6~ ~FIKIL) 292 2.3 Z A R AU T Sl

[0591] oy ~§”“\ % ot S
N at o 2

[0592]  ZEOC R IEM4ELIIE (1.5 g, 5.4 mmol) TMeOH (20 mL) & # P ¥ iMNaBH4
(0.20 g, 5.4 mmol) FF MG S N AEOC T HeFE /NI, FEFEHESINL.0 N HCIIE WA
Ko EBR R 7o FHELOACH B I SLVR A4, FHIN HC1 KoHPOL AN EE K Bk o W A M AH L IR
FR AN T J58 , ok J8 IR IR 46 o #5 BB 15 A R 2B AR B P2, AT A5 B 8 [ AR e AR L
(0.70 g, 48%) .LC-MS (ESI) m/z:274.0[M+H]+;1H NMR (400MHz, & ffi—-d) & 7.31 -
7.19 (m, 1H), 6.97 - 6.83 (m, 2H), 5.45 (d, J=7.5 Hz, 1H), 5.34 (d, J=5.7 Hz,
10, 4.03 - 3.67 (m, 2H), 2.70 (br. s., 10, 1.44 br. s., 90,

[0593] [ {A11:

] & N MG T

05941 =07 SN e HN”"\@%
MUy

[0595] FE=IE TN EAHPFEMALIF (0.70 g, 2.6 mmol) MBS PEASINT —HELE 4 N
HCL (10 mL, 40 mmol) o X NAAEG S T AL IR N HEHE2/ NI o 2B /1), M43 21 1 ¢ i
R EAALL (0.54 g, 100%) LC-MS (ESI) m/z:174.0[M+H]";'H NMR (400MHz , 7 fis—
dy 6 7.52 (tt, J=8.5, 6.5 Hz, 1H), 7.18 — 7.07 (m, 2H), 4.71 (dd, J=8.8, 4.8
Hz, 1H), 4.02 - 3.93 (m, 1H), 3.91 - 3.83 (m, 1H).
[0596]  vhfi) {4125 (G 52 —2- G K R P I
[0597]  HNT™ ,,wag\“f}*uﬁ

S

[0598]  FA[E]4A12A: 5~ (B a8 Fk FF 3E) 27 FF IR R I

e

e b o
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G
. e OE g G ]
[0599] g ¥ e T ’”\f“ b i v

[0600]  7EZ iR T A5- GRA AL —2-F R ERF S (0.50 g, 2.0 mmol) TDMF (4 mL) 111
VA AR ININaNs (0.40 g, 6.1 mmol) o4 MAEE SFI60°C T HiHEid 4 - FHEtOACHR B
REVRAYD s FH0R R /K B o WG A N R B AN T4, 1 I8 FF R 4 o 5 HH 1E AH (i 2 AR
FEM), T3 B8 iR TP [ 4R 124 (0.42 g, 98%) JLC-MS (ESI) m/z:210.0[M+H]";'H
NMR (400MHz, &ffi-d) & 7.91 (dd, J=6.8, 2.2 Hz, 1H), 7.49 (ddd, J=8.5, 4.5,
2.4 Hz, 1H), 7.17 (dd, J=10.3, 8.6 Hz, 1H), 4.38 (s, 2H), 3.95 (s, 3H).

[0601]  Hhja){A12B. HjE) 4412

L

W HNT S 0T

SeON A

[0603]  [A]5— (B &L L) 2-F R ES (0.42 g, 2.0 mmol) FMeOH (10 mL) VA
T IMEAL E 5% Pd/Co i IR N AE R IR T AE R T 3R /N o i JE AR AL 1), IF 22 B
F, TS B A AR R a4 12 (0.34 g, 94%) oLC-MS (ESI) m/z: 184.0[M+H]",
[0604] T[R4 13 6- (1-ZHk 2 3) g —2-f

[0606]  Hr[E]J4A13A: (R) -N— ((6-FF 48 JEmk g —2-3&) P R L) —2—FF L 9 f5e — 2 0 Fock 95 i

o

8

it

3

[0608]  [f] (R) —2-FF JL TR e —2- WS EER%Z (1.0 g, 8.3 mmol) FlCs2COs (4.0 g, 12 mmol)
TFDCM (15 mL) H A 45 A2 V7 VR HP 2 37 VA N6 — FR A L e — 2 FR B8 T DCMFR A 98k (1.1 miL,
9.1 mmol, T3 mL DOMHY) A5 , VA VRAE 2 I R o /N o ik P [ 44, I e BRVE 7 o %65
FH TEAH (i A0 AR 724, A3 BRI o iR AR 134 (1.9 g, 96%) JLC-MS (ESI)
m/z:241.0 [M+H]";'H NMR (400MHz, Z&fii-d) & 8.59 (s, 1H), 7.72 - 7.58 (m, 2H),
6.85 (dd, J=7.9, 1.1 Hz, 1H), 3.99 (s, 3H), 1.29 (s, 9H) .

[0609]  HR[AMAL3B: ®) -N- (1— (6-FF 4 g —2—-J8) £ 58) —2-H JE P e —2— I Ted I i

LB 4w oo THE, B R 1y
[0610] T l%*""*\ w Mo e T eV

[0611]  ZE0°C i al4&13A (0.65 g, 2.7 mmol) T-THE (6 mL) H ) VA Y s i AR L IR
ok (1.4 MTFHZE/THEF, 2.9 mL, 4.1 mmol) B SNAERS T HOCE KPR/ .
W A HE0C , I /N0 IINHLC VAV - FHE tOACH R 5 SETR A4, FIH20 1R 7K e 35 o I A Bl
FHERTR BRAN I8, 1L I8 FF IR 4 o 6 H IEAH i 2 AR Bl 7=, AT A5 B A 790 At e S A
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IR A YIRS T AR P A4EL13B (0.58 g, 83%) LC-MS (ESI) m/z:257.0[M+H]';'H
NMR (400MHz, &fij-d) 6 7.53 (dt, J=8.3, 7.1 Hz, 2H), 6.86 (d, J=7.3 Hz, 1H),
6.82 (d, J=7.0 Hz, 1H), 6.62 (d, J=8.1 Hz, 2H), 4.83 (br. d, J=4.6 Hz, NH)
4.59 - 4.44 (m, 2H), 3.93 (s, 3H), 3.92 (s, 3H), 1.60 (d, J=6.8 Hz, 3H), 1.50
d, J=6.6 Hz, 3H), 1.26 (s, 6H), 1.21 (s, 6H),

[0612]  H[EJ4A13C: 1- (6-F S FEnL e -2-F8) 2 f%HC1

o613 F M

MT ZRESEd, 2.8 ml, 11 mmol) B R AEGS N AEZER T HIFE2/IN o LERIE A, 1S
B A AR A 4E13C (0.52 g, 100%) .LC-MS (EST) m/z: 153.0[M+H]",
[0615]  rhif}{A13:

TRISEH Mt L W ou
[0616] - H;;N“"Aﬂ‘ ;vf\x\\g,x, ,
KON, 805 Lo

[0617]  ZEZ R FrEIPMAE13C (0.046 g, 0.30 mmol) T-Z.JE (3 mL) o B VAV A ¥ I
b4 (0.27 g, 1.8 mmol) FITMSCL (0.19 mL, 1.5 mmol) o SiAER S T AE60°C T HikE:2
ZINEF o SR TR DT A5 1 H ) A4 13 P 3 A £ ] A ROREL 1l 7240 (41 mg, 100%) .LC-MS  (EST)
m/z: 139.0[M+H] ",

[0618]  rhfa]{A14:4—1R-3— Q-FFE—2-F R SE) ZEH

[0620]  FEZ R FII4-JR-3- IR RFES (0.20 g, 0.87 mmol) TDMF (3 ml) ¥
WP NCs2C0s (0.34 g, 1.0 mmol) A12,2- ~HIEIFEH L% (0.40 ml, 4.5 mmol) H5IE
H LB E FAE65 C N I8/ o 4 e BEVR -G 9) 4 Bit TEt0Ac 5 /K Z 1) o FH 7K e %
EtOAc )z, ZENaoSOs TR I WA , T4 BIE IR £ )i B (100 mg, 38%) - HHCIERL/K)Z
FF HIEtOACEEHY o FH R K B & FF B9 HLAH , ZNaoSO04 T iR 48, MM 15 21 (4 €0 [ 440K Hp (7]
14 (0.15 g, 60% LC-MS (ESI) m/z:271.0[M+H]";'H NMR (400MHz, DMSO-de) & 7.72
(d, J=8.1 Hz, 1H), 7.52 (d, J=2.0 Hz, 1H), 7.45 (dd, J=8.1, 1.8 Hz, 1H), 4.68
(s, 1M, 3.93 - 3.76 (m, 2H), 1.26 (s, 6H).

[0621]  Hh[AfA15: 3— Q-2 I LA —4- (AH-IEME-4-J%) R IR
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[0622]

[0623]

[0624]

[0625]  fEZ R T M 4-IR-3- R B EE (0.16 g, 0.69 mmol) TDMF (3 mL) H %
N INK2C0s (0.14 g, 1.0 mmol) FI2-RZEE (0.15 mL, 2.0 mmol) o/ NFES0°C T i
FE12/NmF o FIZK FIE tOACFRBE S RLVR A4 o« 43 BTN /2 o FER 7K BRI E LOACTR WL, IR BRAAN T
W, Tk R FF VR o HH TEAH U 20 1), A4S B 3 L E AR RN R 154 (0.20 g,
90%) oLCMS (ESI) m/z: 275.0/277.0[M+H]",

[0626]  [E]{A15B: 3 (2-F5 I £, 5 F8) —4- (LH-ME Pk —4—J) 2K FF % R i

s
f‘

[0628]  fEZ R T M4-IR-3- Q- FEE LA KPR FE (0.10 g, 0.33 mmol) T —FEkE
(3 mL) ISR A IN4- (4,4,5,5-PU B 3E-1,3, 2- S Z B 29 [ e —2—36%) — T H-IE -1 -
FAG AT RS (0.12 g, 0.39 mmol) \KsPOs (0.11 g, 0.65 mmol) \PdCls (dppf) (24 mg,
0.033 mmol) 7K (0.5 mL) o FAN2MRF e B2, HLAA 5 R il /£ 120 °C T #1543 % F
EtOACH B I MNTR G4, FHH20F0 # 7K B 5% o 1 A7 DA 2B R 452, 1 8 IR 4« %5 TR AH
3 Al AGKEL i 7= 4, AT A5 21 3l AR Fr (A48 158 (55 mg, 64%) LCMS (ESI) m/z:
263.1[M+Nal*o'H NMR (400MHz, DMSO-de) & 8.41 (br. s., 1H), 8.16 (br. s., 1H),
7.82 (d, J=7.9 Hz, 1H), 7.64 — 7.49 (@, 2H), 5.04 (t, J=5.3 Hz, 1H), 4.15 (t,
J=4.7 Hz, 2H), 3.86 (s, 5H).

[0629]  Hh[E]{£15:

i G
el oH
‘!a‘,\\“\-‘ . g
O R, THEMG:
[0630] L } . . ‘
HIy k\ Ny ©
N"wf v ;mmfa % %\

.’,é

[0631] 7= R E4&15B (55 mg, 0.21 mmol) T-THF (5 mL) FI7K (1 mL) H [ H
HERIILIOH (25 mg, 1.1 mmol) o4& S NAERIIR ARG R It/ Nf . FHHCT (1.0 N) /R
R o ZEBRVE R, FEAE B 2 TR W, N E 2 3 S 4R ik 15 (G2 mg,
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100%) oLC-MS (BSI) m/z: 249.1[M+H]
[0632] st 3] 1 < 3—HR A 3 -N- (3-HR A 5 ) —4— (LH-h e —4—3%) 2R HR I e

- . e \ 4 :‘§‘%k
G S TR \\?
o ¢ ""’\ -

N oMF piEA N

[0634] #2238 T a4kl (20 mg, 0.092 mmol) T-DMF (1 mL) "3 in (3-H
AR B (25.1 mg, 0.183 mmol) \DIEA (0.016 mL, 0.092 mmol) FTHATU (41.8
mg, 0.110 mmol) o S RLAEG AN E R T Wit L/INSF o 35 FH SO il & AU HPLCAE ALK 1 4
MIME315.1 mg (48%) SEHEf1.LCMS (ESI) m/z:338.10 (M+H) ";'H NMR (500MHz,
DMSO-ds) 6 12.99 (br. s., 1H), 9.02 (br. s., 1H), 8.41 - 7.96 (m, 2H), 7.73
d, J=7.7 Hz, 1H), 7.57 (br. s., 1H), 7.53 (d, J=8.0 Hz, 1H), 7.29 - 7.19 (m,
1H), 6.89 (br. s., 2H), 6.82 (d, J=8.0 Hz, 1H), 4.47 (br. s., 2H), 3.93 (br.
s., 30, 3.73 (r. s., 3H) HMHPLC RT = 1.479%h (7¥EE) (1.519%80 (5EF) «
m%]f%¢mu?%mmﬁ%m@m%%mm¢%@k ABLER R e s R A R) 44 1 5

T 21 AR BB R Tl 2% o o SIZ e 481 1+ I 98 3R 2 DA A ] A S A A A7) L 4 S HATU L T3P BOP
PyBop.EDC/HOBt .
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[0650]

N
S
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[0652]
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[0657]

[0658]  SEJEf5I53 : N- (-5 N 3k) —2—F S H—4— (LH-HE e —4—3) 2K R e e
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[0659]

N &R
HATR > <> k“éwf‘-” §

ML

[0660] %m%%ﬁﬁﬁkﬁ%%mWNWWﬂp AR A% 3 R TR A 24 Hh R A 1
I Q-FKIL) B ACHE (3-H A K IE) R A . LOMS  (BST) m/z:342.1 [M+H]";'H
NMR (400 MHz, DMSO-ds) S ppm 8.63 (1 H, s), 8.13 (2 H, s), 7.73 (1L H, d, J=
8.03 Hz), 7.39 (1 H, dd, J=7.65, 1.63 Hz), 7.16 — 7.34 (5 H, m), 4.50 (2 H

d, J=6.02 Hz), 3.93 (3 H, s) HHIHPLC RT = 7.975%F (kA 7.2140%80 (5
B) .

[0661] 2 (1) DL T S i 4] o 3 HH A FH 5 S 46153 Py 880 3k S ABLS) 2 7 b 1R A0 o (1] 4.2
5538 2 e AR TR A i) % o o3 St 48] 1 v P [ ok 3 DA A T A8 FH 5 b AR IG5 5 451 I HAT UL T3P

BOP.PyBop.EDC/HOBt ,
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MS04

MR
(At

{515

[0663]  SZjif 5156 : 3—FF 4 FE-N- (3-FF A AL 3) —4— (3-FF J— 1 H-k i —4-3) 2R HF 9k e
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A

[0665]  SEJiti 5156 Sy FH 1415 15 STt 451 1 Fir 18 38 UL R e 36 1 P o TR AR 34 Hh ) 44 1
FA R LCOMS  (ESI) m/z:352.20 [M+H]";'H NMR (500MHz, DMSO-ds) & ppm 9.06 (br.

s., IH), 7.68 (br. s., 1H), 7.59 - 7.50 (m, 2H), 7.34 (d, J=7.7 Hz, 1H), 7.26
(t, J=7.6 Hz, 1H), 6.91 (br. s., 2H), 6.83 (d, J=7.7 Hz, 1H), 4.49 (br. s.,
2H) , 3.85 (br. s., 3H), 3.75 (br. s., 3H), 2.24 (br. s., 3H) .HHHLHPLC RT =
1.3143%F (7VEE) J1.38%3 %8 (7P .

[0666] St {157 : N- (-G 5%) —3—F 2 i —4— (3—FF S —1 H-Mi ma —4— ) O R i fi

[0668] St 51|57 Jy s FH A% FH 5 SE i 5156 v T [ 3 AH [ () 7 7 K il 46 o LCMS - (EST) m/z:
356.15 [M+H]";'H NMR (500MHz, DMSO-ds) 8 12.65 (br. s., 1H), 9.09 (br. s., 1H),
7.88 — 7.53 (m, 3H), 7.48 (d, J=7.2 Hz, 1H), 7.41 - 7.28 (m, 4H), 4.58 (br.
s., 20, 3.86 (br. s., 3H), 2.24 (br. s., 3H) .4 MHPLC RT = 1.44%%0 ik
E) \1.525 80 (O775F) .

[0669]  SEJifi 5158 : N—- (3—FF 4 J R k) —3—FF ik —4— (LH-ME -4 —5%) 2R Bt i

N,

[0670]

-m‘.‘\w’!’
[0671]  SEjif]58A : 4—IR-N— (3—-FF

*
N ¥
; ¥
S p 4
06721 el 3L > ol N

b

[0673]  {EZEIE R A4-R-3-F R (100 mg, 0.465 mmol) TDCM (2 mL) P [ vAW
RN (3-HAEFEIE L) % (70.2 mg, 0.512 mmol) \DIEA (0.244 mL, 1.395 mmol) FIHATU
(212 mg, 0.558 mmol) o ¥ J MAEG AT E I T BEFE LN o #5 B IEAH BB Al AL AR 4
AR A AR SLHEH58A (155 mg, 0.464 mmol, 100%2&) ,LCMS (ESI) m/z:336.0
[M+H]";'H NMR (400MHz, & Afi-d) 8 7.67 (d, J=2.2 Hz, 1H), 7.57 (d, J=8.4 Hz,
M), 7.46 - 7.39 (m, 1H), 7.30 - 7.24 (m, 1H), 6.92 (dd, J=7.6, 0.6 Hz, 1H),
6.88 (t, J=1.8 Hz, 1H), 6.84 (dt, Jj=8.1, 1.3 Hz, 1H), 6.38 (br. s., 1H), 4.60
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d, J=5.7 Hz, 2H), 3.80 (s, 3H), 2.43 (s, 3H).
[0674]  SEZJifif51]58 :N— (3—FF S FE AR 3E) —3—FF Jk—4— (LH-NE e —4—) 2k HF i g

T \‘:::'“"“ ¥
‘t?g "‘s‘§““\ & Q}\_\\;;.;:j ¥
[0675] P \‘\::-:2:““ R&;M

[0676] {230 T A SZ 4584 (30 mg, 0.090 mmol) T =M% (1.5 mL) HH IR IN
4-(4,4,5,5-PU R -1, 3, 2- AU R B R B e e - 2 45) — L H-Mt ik —1 - R 0T R (31.7
mg, 0.108 mmol) FAEEZHH (0.269 mL, 1M, 0.269 mmol) FIE - —FFCHEKE-2" 47,67~
SRR U R [2- Q7= A, LK) TER (1) (BP,X-Phos—G2-Pd-PreCat,
7.07 mg, 8.98 umol) ¥ BEAEEE BN H AES0C T i FE2/INB] o T e B VA A A E R IE
EtOAcZEHL o 7K BEIEA MU I 25 B V5 711 o 45 HH 1l 28 2 S ORHHPLCARAR A il 7 40, AT A5 3] 55
W58 (19.7mg, 68.3%7=2Z) ,LCMS (ESI) m/z:322.20 [M+H] *;'H NMR (500MHz, DMSO-
de) § 13.05 (br. s., 1H), 8.93 (t, J=6.1 Hz, 1H), 8.06 (br. s., 1H), 7.80 (,
J=1.4 Hz, 2H), 7.72 (dd, J=8.0, 1.7 Hz, 1H), 7.50 (d, j=8.3 Hz, 1H), 7.24 (t,
J=8.1 Hz, 1H), 6.93 - 6.85 (m, 2H), 6.83 — 6.78 (m, 1H), 4.45 (d, J=5.8 Hz,
2H) , 3.73 (s, 3M), 2.43 (s, 3H) ;9 #rMHPLC RT = 1.38% %81 (JikE) (1.3759%0 OF
1) .

[0677]  SEjEf51159 : 3—F—N— (3—FH A L L) —4— (LH-ME M —4—35) % FR ke

[0679] S {6159 918 1 55 5L it 451 58 v T 18 38 SIS AL ) R 6 EH A S it 491 58 A 43—
FOERBRACE 4R -3-F R IE Rk H] % LCMS  (EST) m/z:326.15 [M+H]";'H NMR
(500MHz, DMSO-de) & 13.20 (br. s., 1H), 9.07 (t, J=6.1 Hz, 1H), 8.15 (br. s.,
oH) , 7.88 (t, J=8.0 Hz, 1H), 7.80 - 7.72 (m, 2H), 7.25 (t, J=8.0 Hz, 1H),
6.95 — 6.87 (m, 2H), 6.85 — 6.78 (m, 1H), 4.46 (d, J=6.1 Hz, 2H), 3.74 (s,
SH) s A3 BT BUHPLC RT = 1.3943%F (J5VEE) 1.3843%F (5iEP) .

[0680]  SEifaf5160: (R) -N- (1- (3-F A& R HL) 2, 08) —2—FF JE—4— (1H-NE e —4—J5%) ZR FF Bt e

g{?\....} “T‘\
[0682] St 45160 4y 181 55 S it 451 58 v JIT (8 3R SIS AL ) A e 36 EH A6 S it 491 58 A 41 -2
28 B R AR B A IR -3 L I R JF ] (R) —1- B-FF A 28 L) 2 A8 (3-FR AR R R )
FR g ke il % o LCMS - (EST) m/z:336.15 [M+H]";'H NMR (500MHz, DMSO-ds) & 12.98 (br.
s., 1), 8.63 (d, J=8.0 Hz, 1H), 8.23 (s, 1H), 7.96 (s, 1H), 7.50 (s, 1H),

7.50 - 7.45 (m, 1H), 7.33 d, J=7.7 Hz, 1H), 7.30 - 7.24 (m, 1H), 7.0l - 6.95
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(m, 2H), 6.85 — 6.77 (m, 1H), 5.11 (quin, J=7.4 Hz, 1H), 3.77 (s, 3H), 2.34
(s, 3H), 1.43 (d, J=6.9 Hz, 3H) ;Z#7fUHPLC RT = 1.38%0%F (5iEE) .1.44%%F (U7
V5F) o

[0683]  sZfEf61: (R) -N- (1— (3-F A FLIRIL) 2. 5E) —2— (FF FL i) —4— (LH-p e —4—3E)
2K H 9k e

R R CRE :
?‘%_#;S. \";}\\\__“‘\.g X & %\

:&;3‘“?\,\
b

q’ﬁh\«“\.{}

[0685] S jie 4616 1 18 1 -5 S it 491 58 Hh T 19 38 SIS AL ) 8 J 6 B A S it 491 58 A 4 -2
(R i I ) Ok R IR 4R -3-F LR IR I ] (R) —1- G-F AR L) ol (3-H
SRR B ok 4 LCMS  (BST) m/z:400.20 [M+H]';'H NMR (500MHz, DMSO-dg) §
13.15 (br. s., 1H), 9.00 (d, J=8.3 Hz, 1H), 8.39 (br. s., 1H), 8.11 (d, J=1.7
Hz, 1H), 8.04 (br. s., 1H), 8.00 (dd, J=7.8, 1.8 Hz, IH), 7.50 (d, J=8.0 Hz,
1, 7.26 (t, J=8.0 Hz, 1H), 7.04 - 6.96 (m, 2H), 6.81 (dd, J=8.1, 2.1 Hz,
1H), 5.12 (quin, J=7.3 Hz, 1H), 3.77 (s, 3H), 3.40 (s, 3H), 1.44 (d, J=6.9
Hz, 3H) s 3 #rB4HPLC RT =1.35%0 %0 (J7vAE) (1.33%0 80 (7P .

[0686]  SLfE 5162 (R) -2 —N- (1- (3-FF A IEL) £58) -4 (LH-ME -4 FR Y B fi%

e

AR B4R -3-RIEEF BRI ®) -1- G-FHEILEFER) ZHAE G-FAREAR B
fii kil 4% . LCMS  (EST) m/z:340.20 [M+H]";'H NMR (500MHz, DMSO-ds) & 13.07 (br.
s., 10, 8.62 (d, J=7.7 Hz, 1H), 8.35 (s, 1H), 8.04 (d, J=1.4 Hz, 1H), 7.61 -
7.47 (m, 3H), 7.25 (t, J=7.7 Hz, 1H), 7.02 - 6.94 (m, 2H), 6.80 (dd, J=8.1,
2.1 Hz, 1H), 5.10 (quin, J=7.2 Hz, 1H), 3.75 (s, 3H), 1.43 (d, J=6.9 Hz, 3H);
APHTAIHPLC RT = 1.5040 80 (5iEE) \1.499 %0 T7VAF) »

[0689]  sLjiffs|63 :N- (2—G& K 3) —3- (2 (R AL & L) —4- (LH-E sk —4-J5k) 2R FR
i

*fs\'w\rt (’} -“j
[0690] N W

ol U d
N f'\T‘N\w*‘"'S)‘h’s":{"“}

R
o £

[0691]  SEJEHI63A: 4R -3— (2— (AL AL) 25 AL) 75 H g HR i
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L 6
: SRR N
- Br KOy N ij&%’ﬁ - i"
[0692] -
2 89°C 1
e S
N R

[0693]  KE4-IR-3-F2HIOR R AR (0.50 g, 2.164 mmol) J&# T AHEH (20 mL) H o A8 Ik
P24 (0.598 g, 4.33 mmol) ,BE/GAIN2—R-N,N-_FHZ % (0.494 g, 3.25 mmol) .58
HEYE65°C T AR T T INIR6 /N o £ FRIEH 4 K TEt0Ac 5K 7] o FH #h 7K 3 %
FtOAc)Z , ZNasSOa T 15, 1L E JF M 45 . #5 B 1E A0 0 3 B AT 24k , 45 348 €20y R S2 it 15116 3A
(145 mg, 22%7=) ,LCMS (ESI) m/z: 302.0/304.0 [M+H]".

[0694]  SEJiff5163B: 3— (2— (ZH IR L) LK) —4- (LH-MEme—4—J%) DR FE IR fis

[0696] A SLi 5634 (163 mg, 0.54 mmol) TDME (10 mL) F7K (2.5 mL) o (KI¥AETR T 7
n4-(4,4,5,5-M F -1, 3, 2- RN ER Jobe-2-58) —1H-AE e -1 -F AT 2 BR (359
mg, 1.22 mmol) \Na2C0s (172 mg, 1.62 mmol) fIPd (PPh3) s+ (62mg, 0.054 mmol) o)z
FE RIS I3 /INI o f e W27 213 FHE tOAC R BE o K N ER KB IBRTR B4 2 NaaS04 T4, 1
PEFEAAR  #5 HH IEAH (B 24k, 3 B SEEH63B (115 mg, 774%™ %) LCMS (ESI) m/z:
290.2 [M+H]",

[0697]  SEJiff163C: 3— (2— (ZH HLE L) 2583 —4- (IH-MEMe-4-J8) TR iR

LI

[0699] sLjff63B (115 mg, 0.397 mmol) AT THE (5 mL) th I INE EAL B K IE
(1 mL, 2.000 mmol) o MEAEGR AR T BRI o 2B RER T 77 P KR B ik A
Vit 1. ON HCLH Al SR 5, 4 HOuR 4 A8 B 25 vp 088, AT 1S BIAE (il 4, R &gk — 20
AR T R8P LOMS  (ESD) m/z: 276.1 [M+H]'.

[0700]  sKififs163:
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& A |
v
Sogg LR \""M DISADVE
E o
0

[0702] W sLjtif5|63C (0.109 g, 0.397 mmol) V&R T-DMFH, [a) o #5 InPyBOP (0. 227
g, 0.437 mmol) ,BHJG N -G ZEE) B £ (0.112 g, 0.794 mmol) AIDIEA (0.2 ml,
1.145 mmol) o 7E 2 N IFEIR A o oM il 8 ZMHPLCAE A0 45 2 K 1 Fu ] (4 RS 5163 (90
mg, 44%77%) LCMS (ESI) 399.3 [M+H]';'H NMR (400 MHz, MeOD) & ppm 8.17 (s, 2
H 7.73 (d, J=8.03 Hz, 1 H) 7.64 (td, j=8.28, 1.51 Hz, 2 H) 7.41 — 7.46 (m, 2
H 7.27 -7.34 (m, 2 H 4.72 (s, 2 H) 4.53 - 4.58 (m, 2 H) 3.73 - 3.79 (m, 2
H 3.00 (s, 6 ) ;9 HMHPLC RT = 4.814%8F (J7iEA) 5.629 80 (J7EB) .

[0703]  SEjifif164 : 3— ((3—FR 4 J—4— (1 H-AH M —4—J5) 25 PP ok e k) PP OE) 5 PR R

[0704]

[0705]  #F==i8 T mE S8 (395 mg, 1.081 mmol) T-THF (20 mL) Al7K (5 mL) o fIIE K
HESLIOH (129 mg, 5.41 mmol) o e MEAE Sl U 2 I N P 4% - I AHHPLCZE AL 43 2]
KA B AR L T 5165 (355 mg, 93%77 %) LCMS (ESI) 352.15 [M+H]"; (500MHz,
DMSO-de) & 9.09 (t, J=6.1 Hz, 1H), 8.13 (s, 2H), 7.91 (s, 1H), 7.81 d, J=7.7
Hz, 1H), 7.74 (d, J=8.0 Hz, 1H), 7.57 (d, J=1.4 Hz, 1H), 7.53 (dd, J=7.8, 1.2
Hz, 2H), 7.47 = 7.39 (m, 1H), 4.54 (d, J=5.8 Hz, 2H), 3.94 (s, 3H) ;2 HrAHPLC
RT = 1.0740%F (O7EE) J0.874 8 (O7iER) .

[0706]  SEjiaf5]65 : 3—FF 48 -N- (3— (FF B A FF B A0) 0 8) —4— (LH-E e —4 i) oK R B i

[0707]

[0708]  7F 2= i8N Al sLiEfsle4 (25 mg, 0.071 mmol) T-DME (1 mL) 5 VAV s Iin AR i
HC1#: (9.61 mg, 0.142 mmol) \DIEA (0.062 mL, 0.356 mmol) FIHATU (32.5 mg, 0.085
mmo 1) o ¥ S BLAE GRS N AE I T HiFE2 /N o 8 R S A (3 2 A0 AL 1 7=, AN i 75 21 1 [
R SE 5165, LCMS  (EST) 365.2 [M+H]";'H NMR (400MHz , F ¥ -ds) & 8.70 (s, 2H),
7.83 (s, 1H), 7.79 (d, J=8.1 Hz, 1H), 7.70 (d, J=7.7 Hz, 1H), 7.64 (d, J=1.5
Hz, 1H), 7.59 — 7.52 (m, 2H), 7.47 - 7.40 (m, 1H), 4.65 (s, 2H), 4.04 (s,
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SH), 2.91 (s, SH) ;9 #UHPLC RT = 4.924% %% (J57EA) .5.0250 %0 (J7VEB) »
(07091  Z&3rh (¥ DL N SE i 45 Sy i1 5 S i 49116 5 10 T 98] 3 SIS AL A e 3 e S i 451 64 5 3
4 AR B R 1] %

87/192 1l

[0710]
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[0711]  SEJiff5184 : 3-FF F&-N—[ (1R) —1-2 3 £, 3 ] —4— (LH-E P-4 ) 2 H I i

e
b B
[0712] hN ‘%‘55\\\3\. _.-;._ 3,.&“._‘\\‘ o : :
Ml : B P e e
& N

[0713] S {6184 g8 1 5 S it ] L v BT [ R ALL I A e s R (S v ()R 45 () —1-R R 2
R AB Ik 1144 . LCMS  (EST) m/z:306.2[M+H]";'H NMR (500MHz, DMSO-ds) 8.74 (d, J=
8.0 Hz, 1H), 7.94 (br. s., 2H), 7.79 (s, 1H), 7.71 (d, J=8.0 Hz, 1H), 7.49
(d, J=8.0 Hz, 1H), 7.42 = 7.36 (m, 2H), 7.32 (t, J=7.4 Hz, 2H), 7.25 — 7.19
(m, 1H), 5.17 (quin, J=7.2 Hz, 1H), 2.44 (s, 3H), 1.48 (d, J=6.9 Hz, 3H) .%#T
BIHPLC RT = 1.3743%% (7VLE) \1.4353 %80 (O7V4F) .

[0714]  FRAFTFIRI AL G4 B G 5 B R S Tl 491 1 R0 S it 4611 8 4 BT 1) 3k AL i) 72 A48 FH T 1
TR B [ e MV AU R 24 H TR AAR R i B o o SIS Tt 187 1 v P (8 5k 2 RA 4 AT A A% HATUL T3P
BOP - PyBop FEDC/HOBt % 3 & fF ik 7).«
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[0715]
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[0717]
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[0718]
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[0743]

136



118/192 L

B B

i\

CN 105358547 B

e

W) gy

K

7

<

g

137



119/192 L

B B

i\

CN 105358547 B

é@\ W

YL

651

851

o
s
N

138



CN 105358547 B iﬁ. EH :Fg 120/192 L

[0746]

139



121/192 L

%, 2

&v\\\\kx

591

B

iR

pLL T W gL -
{h) 78 99 €U

j

Ny

b Lt

CN 105358547 B

[0747]

140



122/192 T

B B

i\

CN 105358547 B

CHE WP L - 96'C

£255550% g

i

991

141



123/192 L

B

1w

59}

iR

Ny

j

AL C e P Y

#91

CN 105358547 B

e E
S
L

[0749]

142




124/192 L

B B

Ny

j

CN 105358547 B

fi ]

W o1E THE H 890 D

s

BLl

143




125/192 L

B B

i\

CN 105358547 B

sy

m ‘.E vl x m

it

144



CN 105358547 B iﬁ. EH :Fg 126/192 L

[0752]

3 1ol 2,

3

A

145



CN 105358547 B

i3

B B

127/192 T

[0753]

7
: ".{”;/{;!‘ZZ/

] S
PG

%

146




128/192 T

BB 4

_L\

CN 105358547 B

18T L
IS P IS U el

1%

\munww -

147



CN 105358547 B 129/192 L

[0755]

oy
0

e

{ g

148



130/192 1T

B B

Ny

j

CN 105358547 B

trg ‘
/ 81

B 3 . ‘ : R FEs .ﬁu\\\\\ 3
ZEE LT S b 4y | Al T _%”Lm
g k o : ) | v ’ .ﬂf

L PP G

Ko

s

149

[0756]



131/192 L

B B

Ny

j

CN 105358547 B

. Wl gey -

P e
P

150




132/192 L

B B

i\

CN 105358547 B

Rz

"

161

HRE

881

151



133/192 L

B B

i\

CN 105358547 B

35,

g e
=

LEE

152



134/192 L

B

961

THL ML .
L ML Sl

iR

Ny

j

SR

i

CN 105358547 B

[0760]

153



135/192 L

B B

i\

CN 105358547 B

bl

5%

154



136/192 L

B B

i\

CN 105358547 B

% 997 HE

(piE T
TR PP 68
..nh»m Mm\u\&w o M~ .«

TP PP

thy Y

@««««.\w

[0762]

155



CN 105358547 B iﬁ, EH :FS 137/192 L

[0763]

156



138/192 L

B B

i\

CN 105358547 B

862

i

L

[0764]

157



139/192 L

B B

i\

U P 6LL THE 8
W ELS POSING

CN 105358547 B

5

i A

%,

7

A

S

158



140/192

B B

i\

CN 105358547 B

CPEasTL HE

[0766]

159



141/192 L

B B

i\

CN 105358547 B

I
gt

i
5T LY

B L

[ htoy
g

i

2

Fi

[0767]

160



142/192 7T

B B

i\

CN 105358547 B

i
1
|

éw
5 w
g w.m_ﬁ
}Aw .m m”m

A

1L
“ Gy
198

@.m " “3 a9y w

g
21y ]

161



143/192 1T

B B

Ny

j

CN 105358547 B

(HL Y5 Bl )

o5

s

162




B

_L\

CN 105358547 B

¥7z

‘Wi 4

CT- 9T

59+ 9

12z

1)
A o

E

163



B B

i\

CN 105358547 B

e

it

+m.w

1 E6r

i

244

164



146/192 7L

B B

i\

CN 105358547 B

[0772]

165



147/192 L

B B

i\

CN 105358547 B

¢°L iy

1Sl

L 294 2
UL T £ L P SLL

3

H

e
A

£

R8T

1488

[0773]

s

166



CN 105358547 B iﬁ. EH :Fg 148/192 L

15, 289 « 262 (i, 41

f:k N )
B =
e i
o B
e 3
Lcodt £
b 8
-~ =
f s £

[0774]

(07751 Z&5rh Bl BRIk A1 A Hs R S0 15 B 0 S Tt 45116 4 o ) 3 S ABA ) A2 P A P P 1) S B
T 7 M R Y PR 3 22 o ) 4 R 1 6 o B S Tt 5106 4 v o 58] 38 3 DA A R 3 AHHATU L TsP

167



CN 105358547 B iﬁ. EH :Fg 149/192 L

BOP . PyBop FIEDC/HOBt [t H: & A8 B 71
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[0786]

[0787]  pa)sLjtifs]155 (0.35 g, 0.96 mmol) TTHF (7 mL) AIzK (3 mL) o ¥R 1 s
LiOH (0.12 g, 4.8 mmol) R MAEG SN 7EZ I T HFE2 /NG o 2B 7)o 45 H S AHHPLC
gtk , B3 [ A E AR S F1251 (0.32 g, 95%) .LC-MS (ESI) m/z:350.2[M+H]";'H NMR
(500MHz, DMSO-ds) 6 12.71 (br. s., 2H), 8.82 (d, J=8.3 Hz, 1H), 7.94 (br. s.,
oH), 7.76 (s, 1H), 7.73 = 7.66 (m, 1H), 7.52 (d, J=8.3 Hz, 1H), 7.43 (, J=
7.4 Hz, 2H), 7.34 (t, J=7.6 Hz, 2H), 7.28 — 7.22 (m, 1H), 5.51 - 5.41 (m,
1H), 2.96 — 2.88 (m, 1H), 2.84 — 2.77 (m, 1H), 2.45 (s, 3H) . #rBHPLC RT =
1.2053%F  (7VEE) 0,959 8 (F7ikF) .

[0788]  SEjf5]252: (3R) -N-FF 33— { [3-F B4~ (1H-ML M —4-J%) JRFE ] e it ) 32K
TRt fr

[0789]

g A : 7 e B
i PO &R
: )
R s

T

{%i

FefHCLER (7.3 mg, 0.11 mmol) \DIEA (0.062 mL, 0.36 mmol) FTHATU (33 mg, 0.086
mmo 1) o 52 N AE G R AE S I T S #4470 o H SOMIHPLCAE A, , 45 31 15 2 ] 44IR 52 it 1)
252 (12 mg, 32%) .LC-MS (ESI) m/z:362.2[M+H]";'H NMR (500MHz, DMSO-ds) & 13.04
(br. s., 1H), 8.83 (d, J=8.3 Hz, IH), 7.97 (s, 2H), 7.81 (d, J=4.4 Hz, 1H),
7.75 (s, 1), 7.71 —= 7.66 (m, 1H), 7.52 (d, J=8.0 Hz, IH), 7.42 — 7.37 (m,
2H) , 7.33 (t, J=7.6 Hz, 2H), 7.26 — 7.20 (m, 1H), 5.45 (q, J=7.4 Hz, 1H),
2.73 - 2.62 (m, 2H), 2.54 (d, J=4.4 Hz, 3H), 2.45 (s, 3H) . HrBHPLC RT =
L1353 %F OFEE) L 1358 (iR .

[0791]  SEZjif1253: (3R) -N- Q-2 2E-2-F AL P 2E) —3— {[3-FF Jk—4— (1H-Mk e —4—J8) ZR 2]
PP B e it ) -3 IR I TR B e

[0792]

o
A

[0793] St 253 s B B0 15 SE ] 2527 Jir [ iR SR R e 5 1 - -2 - S T -2
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B Ik A i . LC-MS  (BEST) m/z:421. 1 [W+H] "5 '"H NMR  (500MHz, DMSO-de) 8 13.07 (br.
s., 1H), 8.81 (d, J=8.3 Hz, 1H), 8.08 (br. s., 1H), 7.83 (br. s., 1H), 7.79 -
7.75 (m, 1H), 7.74 (s, 1H), 7.68 (d, J=8.0 Hz, 1H), 7.51 (d, J=8.0 Hz, 1H),
7.41 (d, J=7.4 Hz, 2H), 7.32 (t, J=7.6 Hz, 2H), 7.26 — 7.21 (m, 1H), 5.49 -
5.39 (m, 1H), 4.39 (s, 1H), 3.07 — 2.96 (m, 2H), 2.83 - 2.74 (m, 1H), 2.74 -
2.67 (m, 1H), 2.45 (s, 3H), 0.96 (s, 6H) . HHHPLC RT = 1.1149%F (J5iEE) .
1145980 CHEP) .

[0794]  sjiafs|254 :N-[ (1S) —2—Z 12K Kk 2, B ] -3 FR 4 J 4 — (1H-Mk e —4—J%) K FR Bk
iczs

[0795]

[0796]  SZjaf5|254A : (S) -N- 2-B R A1 - I 2. 3E) -3-FH I -4- (I H-NE e -4-3E) K

i‘i‘@m—g e N\i“{g ~
[0797] L on 7 A
ot

[0798] fE=E T mIHE4EL (30 mg, 0.14 mmol) T-DMF (1 mL) A B VAR H @8 I [A) 448
(38 mg, 0.14 mmol) \DIEA (0.12 mL, 0.69 mmol) FIHATU (63 mg, 0.17 mmol) ¥ B
FEGNEZEIR AL . 5/NIF o 3 B SOR E it Al AR i =4, TS 21 13 8 ] 40K S5 e 451
254A (44 mg, 67% .LC-MS (ESI) m/z:363.1[M+H]";'H NMR (400MHz, FfEE-ds) 6 8.17
(s, 2H), 7.72 (d, J=8.1 Hz, 1H), 7.55 (d, J=1.5 Hz, 1H), 7.52 (dd, J=7.9, 1.8
Hz, 1H), 7.47 = 7.42 (m, 2H), 7.41 - 7.34 (m, 2H), 7.33 - 7.26 (m, 1H), 5.38
(dd, J=9.0, 5.3 Hz, 1H), 4.00 (s, 3H), 3.81 - 3.73 (m, 1H), 3.72 - 3.64 (m,
1H) o

[0799] skt 254

[0801] [ SZiiff254A (44 mg, 0.092 mmol) T-MeOHH [ VAR HH s INEAL & (¥5% Pd/C.
W NAE RSB N AEZE I T BehE2/ NS o JE AR, FF 2BV R, T AS 21 3 FufE AR s
JEf254 (32 mg, 98%) LC-MS (ESI) m/z:337.1[M+H]";'H NMR (400MHz, DMSO-ds) §
12.99 (br. s., 1H), 8.78 (d, J=8.4 Hz, 1), 8.14 (br. s., 2), 7.75 (d, J=7.9
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Hz, 1H), 7.58 (dd, J=7.9, 1.5 Hz, 1H), 7.54 (d, J=1.5 Hz, 1H), 7.44 — 7.34
(m, 4H), 7.31 - 7.24 (m, 1H), 5.19 (td, J=8.7, 4.8 Hz, 1H), 3.94 (s, 3H),
3.19 - 3.05 (m, 2H) A HrAIHPLC RT = 6.45% 80 (J7iEA) .6.94% 80 (J7EB) «

[0802]  sEJfaf5|255:N-[ (25) —2— {[3—-FF F—-4- (1H-nkme—4-3k) Z838 ) Rk et —2-K &k 2
F 2B

[0803]

[0804]  7E 2R N A S Ef5/256 (10 mg, 0.031 mmol) TDMF (I mL) VAR TH s N2 18
(9.4 mg, 0.16 mmol) DIEA (0.055 mL, 0.31 mmol) FIHATU (13 mg, 0.034 mmol) .4 %
JRLAE G AURT 2 I N B LN o R R SORE RS Al A 1 ), AT 7 81 1 ] AR S i 491
255 (7.8 mg, 53% LC-MS (ESI) m/z:363.3[M+H]";'H NMR (500MHz, DMSO-ds) & 8.74
(d, J=5.8 Hz, 1H), 8.07 (br. s., 1H), 7.93 (br. s., 2H), 7.77 (br. s., 1H),
7.70 (d, J=6.6 Hz, 1H), 7.51 (d, J=6.3 Hz, 1H), 7.38 (br. s., 2H), 7.33 (br.
s., 2H), 7.24 (br. s., 1H), 5.12 (br. s., 1H, 3.55 — 3.38 (m, 2H), 2.44 (br.
s., 3H), 1.80 (br. s., 3H) 4 AIHPLC RT = 1.124%4%F (J5iEA) 1. 125080 (5EEB) .
[0805] K6 FT B4k A WD BH 5B X St 5] 254 F1 5 it 151] 255 FIr 8] 3 (%) S L6 AL 78 7
A58 IR R T ) T I S 905 1403 >4 v [ A ofe i 4% o
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[0810]

8

[0811]  fE2iR T [H] LT %1256 (10 mg, 0.047 mmol) TMeOH (1 mL) " VAR N2
RS (3.0 mg, 0.10 mmol) FINaBH (OAc)s (10 mg, 0.047 mmol) G RMARST AR
BRI Tk 98 S SIS B SO A g Al AR 1] 4, AT 45 1 £ ] A4 LR S 16126 3
(4.3 mg, 38%) .LC-MS (ESI) m/z:349.3[M+H]";'H NMR (500MHz, DMSO—ds) & 9.27 (br.
s., 1H), 8.98 (br. s., 1H), 7.84 (br. s., 2H), 7.79 d, J=6.6 Hz, 1H), 7.57
(d, J=7.4 Hz, 1H), 7.50 (br. s., 2H), 7.42 (br. s., 2H), 7.35 (br. s., 1H),
5.60 (br. s., 1H), 3.64 (br. s., 1H), 3.47 (br. s., 1H), 2.90 (d, Hz, 6H),
2.48 (br. s., 30 AHFAEIHPLC RT = 1.03450 80 (J7¥EE) L 1.09% 80 (7¥EF) .

[0812]  SEJifaf51264 :N—[ (1R) —1- (2,6 R AKE) A HE] -3-H Ak —4— (1H-Mp e —4—5%) R
W fi&e

[0814] AL 1170 (22 mg, 0.046 mmol) TMeOH (3 mL) HH IV VR H A8 INfEAL 1 10%
Pd/Co ¥ I MAE AR ER FAE IR R HCREL . 5/ o il AL 7], OF 22 A 70, 1531 (3 £
[ AR S a1 264 (12 mg, 54%) LC-MS (ESI) m/z:372.1[M+H]";'H NMR (400MHz , B i —
dy) 8 8.15 (br. s., 2H), 7.68 (d, J=7.9 Hz, 1H), 7.50 (s, 1H), 7.46 (dd, J=
8.0, 1.4 Hz, 1H), 7.35 - 7.24 (m, 1H), 7.0l - 6.87 (m, 2H), 5.45 - 5.34 (m,
1H), 3.98 (s, 3H), 2.23 - 2.05 (m, 1H), 2.04 - 1.90 (m, 1H), 0.99 (t, J=7.4
Hz, 3H) 4 #FFHPLC RT = 8.23%8F (kA \7.279 %80 (5iEB) «

[0815]  sLjifafs|265:N-[ (15) —1- (2,6- R R HE) —2- (LR IE) 4] -3-F &k -4- (1H-
L Pt —4 ) 2 R [ i

et} -

T O ;
N N

¥
g

R T
SaNEaay 3

[0816]

[0817]  SKHEB265A: (R) —4—¥R-N=(1- (2,6 " FIKHL) M 2k) —3-FF A ALK F Bk
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= o

;‘A »“‘;“\‘\,\5‘_1'5‘3;

[0819]  fE= i FA4-1R-3-FE LW (0.93 g, 4.0 mmol) FDMF (10 mL) F VAR
R NDIEA (2.1 mL, 12 mmol) \H/AI{A11C (0.83 g, 4.0 mmol) FIHATU (1.7 g, 4.4
mmo 1) o FF S BLAEGR AEZ IR T H e LN o FHE tOACH B I MTR A4, FHH20 0 £ 7K BE 3 o
YN IR RN T8, 8 IR 40 o #5 B IEAH Cps SEAL AL =4 , AT 75 2] 1 0[] 44tk 52
152654 (1.5 g, 96% LC-MS (ESI) m/z:382.0/384.0[M+H] ;H NMR (400MHz, Sf/i-
d) 8§ 7.56 (d, J=8.1 Hz, 1H), 7.44 (d, J=2.0 Hz, 1H), 7.34 - 7.20 (m, 1H),
7.13 (dd, J=8.0, 1.9 Hz, 1H), 7.01 — 6.87 (m, 3H), 6.37 - 6.24 (m, 1H), 6.10
(ddd, J=16.7, 10.6, 5.5 Hz, 1H), 5.31 — 5.16 (m, 2H), 3.92 (s, 3H) .

[0820]  SEjafd]265B: (S) ~4—1R-N- (1-(2,6- —FA L) —2-F 402 3E) —3—FF 48 L 2 FR B i

[0822] 7EZ=IE R SEZiEH265 A (0.37 g, 0.96 mmol) T M4z (10 mL) FiZK (2 mL)
FIVE IS MNaTOs (0.61 g, 2.9 mmol) AL ZEHJ0s04 (0.20 mL, 0.019 mmol) ¥/
PAE TSR T B P 77 - FIEtOACH RS S SLVR A4, FIH0A0 E5 7K B sk o 15 A MLAH 2 IR IR
BN, 1ok eI, A B SEEH1265B (0.37 g, 100%) LC-MS (ESI) m/z: 384.1[M+
H]'®

[0823] s f51]265C: (S) ~4—¥-N-(1-(2,6— FRIL) —2- (LREARL) 23) -3-FAHK
P B i

%
S A . Ng‘“‘\
[0824] T5 }L x NabvOdsk B ¢ &
PR By x T L RSN Y N 3 S
e g T e N A — il e Y
: "g.‘s \~§w N A“\g;" “*\3 . g Wity A % @“Q{:S\A%*ﬁ N,
3}:’ 's RR 3 - i 3 N BT ..\\t\\:\‘ : Ny SR ¥ 3

W N i k
Voo R Lond
N o, 2

E\.{‘F B0 M« §: Jf“

[0825]  {E iR N A S f51265B (40 mg, 0.10 mmol) TDCE (3 mL) VAR s Nz i
HC1#h (43 mg, 0.52 mmol) PHHOACHINaBH (OAc) 3 (66 mg, 0.31 mmol) o4 MNAER S
TN T B4/ o 2 BRIE T o i B SORH 8 S AR 1 7 0 DT £ 1 1 ] AATR SE it
#265C (23 mg, 42%) LC-MS (ESI) m/z:413.0/415.0[M+H]";'"H NMR (400MHz , ¥ % —d.1)
§ 7.63 (d, J=8.1 Hz, 1H), 7.50 (d, J=2.0 Hz, 1H), 7.49 - 7.40 (m, 1H), 7.37
dd, J=8.1, 2.0 Hz, 1H), 7.14 = 7.02 (m, 2H), 5.92 (dd, J=10.1, 4.0 Hz, 1H),
3.93 (s, 3H), 3.86 — 3.77 (m, 1H), 3.52 (dd, J=13.1, 4.1 Hz, 1H), 3.17 (q, J=
7.4 Hz, 2H), 1.35 (t, J=7.4 Hz, 3H).

[0826]  SLjifif51265:
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[0828]  fF iR T [m] SEJif 51265C (23 mg, 0.056 mmol) T EELE (2 mL) H(IE W H s 0
4-(4,4,5,5-PY -1, 3, 2- AURANZRBR e —2—J) — L H-ME PR —1 - FR R AT 2B (33 mg,
0.11 mmol) \KsPOs (1 M, 0.28 mL, 0.28 mmol) fIXPhos—G2-Pd-PreCat (4.4 mg, 5.6 n
mol) oK K BLAEG T T AE90°C T HdE L/INK] o 5 FH SO B 24k , 45 21 7 €4 [T 440 IR SE it 1 265
(8.5 mg, 24%) .LC-MS (ESI) m/z:401.2[M+H]";'H NMR (500MHz, DMSO-ds) & 8.91 (d,
J=7.0 Hz, 1H), 8.08 (s, 2H), 7.69 (d, J=7.9 Hz, 1H), 7.55 - 7.30 (m, 3H),
7.07 (t, J=8.2 Hz, 2H), 5.67 (br. s., 1), 3.93 - 3.79 (m, 3H), 3.68 (br. s.,
11, 3.35 (br. s., 1), 3.01 (d, J=4.6 Hz, 2H0), 1.17 (t, J=7.0 Hz, 3H) .HrH!
HPLC RT = 1.0143%F (7VAE) 1199380 (O7V4F) o

[0829]  SEjaffi266 :N—[ (1S) —2— GAA AL & L) —1- (2, 6- o) L8] -3-H s i -4-
(LH-TEE M —4—5) 2 FR 1

5% 3
M N RS 3
: e
3

[0830]

7
f}"’"‘e-, ; e

£

[0831]  SEita 151 266 24 # FH 18 17F S it 451 26 5 1 Fir 15 348 SIS ALK 4 6 FH 76 K It 461 26 5CIF) 20 R
v B TR L e A 2, e Rk & il LC-MS  (EST) m/z:413.2[M+H]";'"H NMR (500MHz ,
DMSO-dg) & 8.65 (d, J=6.7 Hz, 1H), 8.11 (br. s., 2H), 7.94 (s, 1H), 7.7l ,
J=7.9 Hz, 1H), 7.56 — 7.43 (m, 2H), 7.32 (t, J=7.3 Hz, 1H), 7.03 (t, J=8.1
Hz, 2H), 5.54 — 5.51 (m, 1H), 5.59 — 5.42 (m, J=6.7 Hz, 1H), 3.92 (s, 3H),
3.28 = 3.18 (m, 1H), 2.94 (dd, J=12.7, 6.0 Hz, 1H), 2.11 (br. s., 1H), 0.36
d, J=4.3 Hz, 2H), 0.28 = 0.09 (m, 2H) . #MHPLC RT = 1.0443%F (J7ikE) .1.39
areh 7R .

[0832]  sEjifafs]267 : 3-F AHIE-N-{[2— (F—2-3%) AR HE] L) —4— (LH-nE e —4-31) 2 P B i

SR ’}“““ {:3
PO el bl
\\;\w{‘
\mﬁ’

[0834]  SEjEHI267A: 2— (-1 —Jfi—2—FL) “RRE L IR AT L BE
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[0835] et et

[0836]  fE = T~ [a] 2 %ﬁ%ﬁﬁ&ﬂTﬁ%®50&18mMD?#ﬁF@mDﬁ
K @2 mL) VA A N4, 4,5, 5-DY B HE-0- (I -1--2-35) -1, 3, 2- S Rl 2R 3R e
(0.49 mL, 2.6 mmol) \KsPOs (0.93 g, 4.4 mmol) FIPdCl2(dppf) (0.13 g, 0.18 mmol) .
R IRLAE TSR AE0 C TR R 2/ o FIE tOACHRE S MLTR 540 » HIH20 R £ 7K B i o F5 A AL
FHEEBR R B8 L DE T 48 o 1 b T A i A ARRL A 7 420 » DT A5 38098 355 T € R s i 451
267A (0.39 g, 89% .LCMS (ESI) m/z:270.1[M+Nal's'H NMR (400MHz, &ffi-d) & 7.37
- 7.29 (m, 1), 7.29 - 7.18 (m, 2M), 7.16 - 7.10 (m, 1), 5.22 (s, 1H), 4.89
- 4.81 (m, 1M, 4.75 (br. s., 10, 4.34 d, J=5.3 Hz, 2H), 2.08 - 2.01 (m,
3, 1.45 (s, 9

[0837] S 267 : 2557 P N k2 2 FR BB T PR

o N

R N
[0838] é-{}\ NH £

\a\v:‘s o '\\

£

[0839] m%ﬁ@m%m (65 mg, 0.26 mmol) TMeOH (5 mL) " (K& - INEAL = 1 10%
Pd/Co ¥ e AR SER T AEZ I N BeFE /Ny I 8 A 771, 2 BRVa 7, A 75 21 1 F il
RS HE267B (64 mg, 98%) LC-MS (ESI) m/z:272.1[M+Nal’;'H NMR (400MHz, S2{/i-
d) 8 7.33-7.24 (m, 2H), 7.24 - 7.20 (m, 1H), 7.17 - 7.11 (m, 1H), 4.67 (br.
s., 1), 4.37 d, J=5.3 Hz, 2H), 3.18 (dt, J=13.6, 6.7 Hz, 1H), 1.46 (s, 9H),
1.24 (d, J=6.8 Hz, 6H).

[0840]  SEJifif5267C: (2— 5 TR HEoR L) H JE IR TRAR

\ ,qm::‘i :
[0841] "‘*f i
} X

e

[0842]  #F= iR N A1 5Lt f5]267B (64 mg, 0.26 mmol) T-DCM (3 mL) 1K ¥A VR F ¥ INTFA
(1 mL, 13 mmol) o RLAEGE T T AEZ M T B LN o 5 BR VAR, AT A5 214K 1 [ AR
SEJiE51267C (68 mg, 100%) .LC-MS (ESI) m/z: 150.0[M+H] ",

[0843] st f51267

7
{:’»‘\ g
by o o %
RN»«*‘% ;“( \ X 4 *f\ \'\'_{;‘ J
[0844] ?‘.z“\‘v'l“}\\\“{::-:-::-)} KL}H M }m“' 3 .)‘\}““"'

\\\\\\g\ ?3\‘&\ % g
&%
X\'\'\'\Q\i’

[0845]  fE=IE P EAAL (20 mg, 0.092 mmol) TDMF (2 mL) HHJ¥A R+ #8 IN267C
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(14 mg, 0.092 mmol) \DIEA (0.080 mL, 0.46 mmol) FIHATU (52 mg, 0.14 mmol) .4 %
MAEE S T EZE N R/ NN HE B A Rl , 5 3 A G EAR S iE# 267 (17 mg,
52%) LC-MS (ESI) m/z:350.3[M+H]";'H NMR (500MHz, DMSO-ds) & 8.90 (br. s., 1H),
8.11 (br. s., 20), 7.71 (d, J=7.9 Hz, W), 7.55 (s, 1), 7.51 (d, J=7.9 Hz,
1, 7.33 - 7.28 (m, 1), 7.28 - 7.19 (m, 20), 7.18 - 7.08 (m, 1H), 4.54 (,
J=5.2 Hz, 2H), 3.91 (s, 3H), 3.33 - 3.18 (m, 1), 1.19 (d, J=6.7 Hz, 6H) 5#7
BIHPLC RT = 1.6243%0 (7VLE) 1.6753 %80 (O7V4F) .
[0846]  sjifaf51|268. 2691270 :N= ((R) —1- (4-FhAKIHE) £.4L) -3- (1-FR 2 E) —4- (1H-HE e~
A=) T R B i
H}»a
?

[0847] 4

[0848]  SZjitif5|268A: (R) ~4—¥R-3—(1,3- S ZIA K -2-F5) -N- (1- (4-FA3h) 2.3) X H
i -

g : s
: i 3\@‘“’\ TR
BATLNHER i w

i
e

S 3 Chi A
taaE AT

..@’(‘;"“-\ AR ;Ev

b Nt 0

[0850]  #F = iE N 4-1R-3— (1,3- & 25l -2—45) ZEH R (0.30 g, 1.1 mmol) T-DMF
(3 mL) HEEBR A ®) -1- G-F|oRH) 4% (0.18 g, 1.3 mmol) (HATU (0.49 g, 1.3
mmo1) FIDIEA (0.40 mL, 2.2 mmol) o ARG S N EZE B B4/ N KR S99 B
TEtOAc 5K Z 1) A HLZ LNao SO T8 , 1k 8 FHIR 48 o #5 HH IEAH 5 44k , 15 BT AR SE
i 5268A (0.35 g, 83%) LCMS (ESI) m/z:394.0/396.0 [M+H]";'H NMR (400MHz, &({/i—
d 6 7.95 d, J=1.5 Hz, 1H), 7.71 - 7.60 (m, 2H), 7.42 - 7.32 (m, 2H), 7.05
(t, J=8.7 Hz, 2H), 6.28 (d, J=6.8 Hz, 1H), 6.09 (s, 1H), 5.40 - 5.20 (m, 1H),
4.24 = 4.17 (m, 2H), 4.12 - 4.04 (m, 2H), 1.61 (d, J=6.8 Hz, 3H).

[0851]  SEjitif5|268B: (R) —3— (1, 3- 4 23R —2-3E) -N- (1- (4-F R HL) 2. 5E) —4- (LH-AE
WA —4—J) TR PR e fi -

NK ..\
’§> \\{ :;; ; \\r \-" "\‘\ # AQE’
[0852] ( \V“A4” \\t\' \«‘ Mo, 4}" l ""r '\\W\\* \\,"
\ oS i‘ ‘ i&»- 2

[0853]  7EZ IR T ML 2684 (0.35 g 0.89 mmol) T FELE (7 mL) & W A T
4-(4,4,5,5-VU R HE-1,3, 2- A Z B 2R B0 I e —2-38) — T H-MLE Mk — 1 - FR R AT 2 (0.37 g,
1.2 mmol) \KsPOs (0.31 g, 1.8 mmol) .PdCls (dppf) (46 mg, 0.062 mmol) 7K (1 mL) .

FINoM 3 B2 S, AR Ja B AR 7E 130 °C R #1594 o 1R S0 Bt TEt0Ac 57K Z 18] o 4
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AHUZE LeNazS0a T8, 1 DEIF I A o A it IEAH (i 24k , 19 2R IR SE 41268 (0.17 g,
49 %) JLCMS (ESI) m/z:382.1 [M+H]";'H NMR (400MHz, & ffi-d) & 8.12 (d, J=1.8 Hz,
1, 7.94 = 7.77 (m, 31, 7.42 d, J=7.9 Hz, 1), 7.39 - 7.30 (m, 20, 7.11 -
6.92 (m, 2H), 6.68 (d, J=7.7 Hz, IH), 5.77 (s, IH), 5.33 (quin, J=7.1 Hz,
I, 4.24 = 4.17 (m, 2H), 4.06 — 3.96 (m, 2H), 1.60 (d, J=6.8 Hz, 3H).

[0854]  SEZjif51268C: (R) —N— (1- (4=FAIREE) £5E) —3-H Btk —4- (LH-ME M —4-3L) JR i
i

TR e R R o Rt e "xﬁ\"\k B
[0855] oW 5 sortHE . Y Y i o
N \’Iﬁw o e \r e
ot & i

[0856]  7FZEiH Tl SziEfi268B (0.17 g, 0.44 mmol) T-THE (5 mL) A VAR ¥ nik
HCT (0.30 mL, 9.9 mmol) o ¥ e MAE G M EIE T P RGN R R E T
EtOAcH, FI1.5M KoHPOuZK I WA « $h7K BEVAS , eNaoS0a -1 , i e i 4 o 75 H IE A ik 4k,
BB HEFECR S f51]268C (0.13 g, 85%) oLCMS (ESI) m/z:338.1 [M+H]';'H NMR (400MHz,
HfE-dy) 6 10.24 (s, 1H), 8.42 (d, J=2.0 Hz, 1H), 8.11 (dd, J=8.1, 2.0 Hz,
1H), 7.66 (d, Jj=8.1 Hz, 1H), 7.48 — 7.38 (m, 3H), 7.13 - 6.98 (m, 3H), 5.27
(@, J=7.1 Hz, 1H), 1.65 — 1.50 (m, 3H).

[0857]  sEjifafs|268:N- ((R) —1- (4-FRHE) 2. 38) -3- (1-F2 2, 5) —4- (1H-ME Pk —4 ) JR

e e ”W*Q’x,\gﬁi\\‘xﬁ SN

[0859] /e iR N A SLEf268C (0.13 g, 0.37 mmol) TTHE (6 mL) o AVAVR T iZ TR
TR R BRI VAR (3.0 MT-Z W ,0.87 mL, 2.6 mmol) o M AEGE/ S FAEZ IR TH
FEA0 > Bh o BRI B0 B AL EE (3.0 MTFZ Wk, 0.49 mL, 1.5 mmol) 45 K NAE
AT T HHEE L/, AR G FIMeOHAINHACT /K VTR K o BB IER, HAGHR AW 5
BCAEEtOAC 57K Z 17) o FHER K BRI AHLE » ANaoS04 T8 , i i ik 4 o #5 FH IEAH (Rt 44k, 15
P EORSL 51268 (73 mg, 53%) LCMS (ESI) m/z:354.2[M+H]";'H NMR (400MHz , FA /i -
do 8 8.13 (t, J=2.1 Hz, 1H), 7.89 - 7.68 (m, 3H), 7.53 = 7.36 (m, 3H), 7.18
- 6.99 (m, 2H), 5.26 (dd, J=7.0, 2.6 Hz, IH), 5.12 (q, J=6.5 Hz, 1H), 1.58
(d, J=7.0 Hz, 3H), 1.45 (d, J=6.4 Hz, 3H) 4H7AIHPLC RT = 6.5140 80 (J7iA) .
5.949 %80 (J7i£EB) »

[0860]  SEjifi {41269 41270

[0861]  FEFH FPESFCAECHIRALPAK ® AD-H, 21 X 250 mm, 5u(25% MeOH / 75% C0s) I
AN REAR 268 (70 mg) , ISR SEHE #1269 GEEXTHLFMEA, RT 3.8min, >99.5%
ee) (27 mg, 38%) MSLiEH270 (HEXTHL FAAEB, RT 6.8min, >99.5% ee) (23 mg,
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0.065 mmol, 33%) .SZjifif5269:LCMS (ESI) m/z:354.1[M+H]';"H NMR (400MHz , FF % —d.)
§ 8.13 (d, J=1.8 Hz, 1H), 7.74 (dd, J=8.0, 1.9 Hz, 3H0), 7.49 - 7.37 (m, 3H),
7.12 - 7.00 (m, 2H), 5.27 (q, J=7.0 Hz, 1), 5.16 - 5.07 (m, 1H), 1.58 d, J=
7.0 Hz, 3H), 1.45 (d, J=6.4 Hz, 3H) .7#rHPLC RT = 6.555- 80 (J5ikA) F15.934)
B (F7EEB) < SEHEM270: LCMS  (ESI) m/z:354.1[M+H]"s'H NMR (400MHz , FHfE-ds) & 8.13
(d, J=1.8 Hz, 1H), 7.87 - 7.69 (m, 3H), 7.49 - 7.36 (m, 30, 7.06 (t, J=8.8
Hz, 2H), 5.26 (q, J=6.8 Hz, 1H), 5.12 (q, J=6.4 Hz, 1H), 1.58 (d, J=7.0 Hz,
3H), 1.45 (d, J=6.4 Hz, 3H) ./ #rAIHPLC RT = 6.52%0%F (7iEA) 5.9190 %0 ik
B) .

[0862]  SEJiff5271 :N-[ (1R) —1- (4-FRHL) £ 5] -3- GEH JE) —4- (LH-ME e —4—J%) R

Q8
[0863] (Y Nessosep e L
= > SRR O i (_p"'}"\.\_{,ﬁ"‘\ _;.-»’&s;': X =

[0864]  SEJifi 5127 1 24 H <Lt 51 26 8CHs FH A H - T-DCEH (1) = £ B AU AN ALY (53%) 3k 5k
Hil4 LCMS  (ESD) m/z:340.1[M+H]";'H NMR (500MHz, DMSO-ds) & 8.80 (d, J=7.9 Hz,
11, 8.02 (s, 1), 7.95 (s, 20), 7.79 (d, J=7.6 Hz, 1H), 7.52 (d, J=8.2 Hz,
1H), 7.46 - 7.36 (m, 2H), 7.13 (t, J=8.7 Hz, 2H), 5.17 (t, J=7.2 Hz, 1H),
4.55 (s, 2H), 1.47 (d, J=6.7 Hz, 3H) ./ #HrBYHPLC RT = 1.2293%8F (FVLE) \1.199
B O71EF) o

[0865] K7 P B A4 s FH -5 5 X S 461268 . 269 L 270 FN27 Ll (8] 3k LA K 72 F K Al
o
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