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10. 36 B ARAE UM ZE R 1 -8 A — TP IR IR AL & WA 285 Al £ op ) — Rl 22 Al DA B AR
PE U EE RO 23 WAL 5 WAL 1l 2% TRl A/ BRIA T 7 5 S B I8 B AR A SO (1 25 v v
@&

UL ARG BOR EER TPk 1 Alag , Fovb , Birad L5 52 5 %8 ) AR A SR PR 4 1 T S KU



CN 104860885 B W F E Ok #B 7/7 B

PEIRH 2 EAF PR AR I -

12 MR YA ZER VPR 1K) FH 3 , B A9 Jr e 40, 455 fii e« 2L &5 W T i 971 e JR
T8 B e B R PP B SO L BRSO R Sk SRR S D L S0
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SRR AN HAIE S R e

BR G

[0001] A Bl & T 25 WAL 2 AN 29 W ia 7 22 U, BB B 2R R & FL 2 I 3
25 S HoK S BGE TG el K PTd AL & Wi il 26 U5 B & ird e S W 29 A &
WA B AT o 1 T A R 31 (511 YR ) A2 A 9 VEGER -2 771 , £ il 26 T B A/ BRI 7
55 57 MR BT A A SRR K 2540 1) i

BREAR

[0002] I ¥4k (Angiogenesis) , RIM BV 47 7E R0 L Fp A 2 HORBT IO LA, 2 R 2 24E
AP R R AR AL B O I B AR NOR AR IR IR R B I, GG A A
MR AR A ORI A & IR ML B A (Shibuya M.BMB.Rep.2008;41 (4) :
278-86.) , JUHAE B i A Kl 72 b 75 B0 AR I SR O N 5 R HEHA U A, Y B2 I
AT 0L T TR AR 3R S AR 1 38 K

[0003] 7% A K 40 MO I B A AZ 1 R85 5 R & IR N AR K IR (VEGP) J M 32 44
(VEGFR-1,-2F1-3) . VEGFR—2.E. 45 55 /51 ) 1% A0 Itk RS i v M , A0 B 42 1 L o A V7 42 9y
ZY45 54 SR N3 T b o A AL ML N R A KR S2 4K (VEGFRs) ZE R 2 A 2K
SEARSE iR KT 2R A RE AR R B SRR IR LR B B L L e

[0004]  VEGF/VEGFR-215 ‘5 1t i £E Ji s ML A5 1) A2 i b e SC SR A A, P A3 3k R B B0
VEGF /VEGFR—215 5 18 % 111t I 10 387 A8, DA B4 it Iifeled 1) A )97 38 DT G, VR 2 /N3 F
VEGFR—2401 1l 77 IEAE % HH ke , Horp Ay — 28 FH T30 7 I A 1l 2 R A 5 149 5 993 0 98 PR
PRI R0 2 55 o A R B N BE T B T 465 R B RO ) 2R I e S A 540 i LA AR, B T
FERG 7K 40 B 7K P 356 TR 36 T ) /N 53— VEGFR—24101 | 751 o

RARE

[0005] A< WY 3 b e VEGER—2 ) it A2 455 ) N1 HG " F T 2 T2 8 4100 7 700 40 R0 0% R I
BETHE R T — RV FBAIAC G, I 735 S 40 5 126 42 o) T oAb 5 W BEAT i 16
RIIX LAl A AE 7K B % BH 240 i VEGFR— 21 Bl % , 41 i 7K ¥ 4 VEGF 75 5 ) A Jie
Jik A B 4 i (HUVEC) 356t BA 2 25 A 1 H o

[0006] ARG B AT 3RALEA N (D Pronds i =Wl 59 H 25
245 SR S BEE IS

(1 |
[0008]  AKREHI) 55— B 7E THe it il IR ZRBLIZ AL &M T7i2%
[0009]  AKEHMIEH—ABRE TR ERITERERNE S LAEB R A H 2
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F st HL R 25 S R S B 7 & 0 B — Rl 2 A 2 5 )

[0010] AR HH X —A BT R MR B A B A &Y 25 HIEE LT 2 At
TR IETE TR D R ) — P 2 P B 1 T R R 11 1 77 5 S A D VEGFR—2:411
71, FE i 2% FRBI A/ BRI T 5 A LR AR AR SCBIR I 25 b (14 i

(0011 HAfI & , AR W9 S s (D) Fro i) R B S A Ho 24 L HL Rl 28 R Lok
EEIE G

[0012]

[0013]  Hr.
[0014]  RymTRAAE T 2530 L5-8f LRATE—Ar &, HoN& A& ENLOLSHIPH 1 254 24 5
FREARECR BRI 5-16 TG R BR IR B = IR 28 5 4%, (LI N & A 1 NS OFISH g 1 & 34
TR BUARECR BRI 51070 PR B 38 2 55 2 , B AL I N EUARBCR VAR T 21 2 ] -
ML el 56 | R MR | MR e b e St | Wi e , 1 H-Pig | e 6 | 2H-i e ) (RIS 5 [3, 2—c ] ML
H WEWY IR [3, 2-c T Mpme JE  EWY JF (2, 3—d ] Mg i R IF [d] S mgnae i 2R 5 [d] e e i | ]
I s | W Ik 5 B3 S A B s 5 o DI e Dy B REIOR AR T 21 B [« | e B (o, L e ) (IR
Wi FF (3, 2—c] b me i ey 3 [3, 2—c ML e R BME Wy I [2, 3—d ] e J L 2R 9 [d] e L s 7
BB LR Brid BUAREE 7] DU -3 HUACES , BT iR B & B ko b i 3 0% . C1~C3
P CL~C3%m 4 At L i 25 LI 3 L C1 ~ C3% 2 B A fifg ke 2 12 C 1 ~ C3 4 B B R [yt
Mg L, fe e ise R I L B AL B AR WL CL L B ML AR | B R A g b Pk R RT3 2, L AR A
e

[0015] ARk sy =0, RN BL R 4544 -

[0016]
NH, NH; NH,
’N-_, 2 'N_ !\j“ N.;__"NHQ
BE | o
R4 R4 ‘ R4 o
NH
ot
\ 2
N~ ]
S

Horp  RaE A K = Cl~C3LE L fICT ~C3 k& , i ik & F.C1 . Br. FF 3 A1 4K
A,
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H
10017)  § R AT BLBL TSR L 1-4r B 4E— L
O

[0018]  Raidk FI & C1~C6J5E k. C3~COFR it 3k  BAR T AR BRI K B R0 5 14 FI N O SH
[ 125 % 7 AR ER AR BRI 5- 10T A 05 2, ARkt B &L C1 ~C3%e 45 . C3~CoF Jit
BB B R BUAR 0 2 L A5 4T 8 NS ORISR () 128 34 24 R~ 11 BUA QB R BUAR [ 5-6 78 2%
F5 5 s A% H EL L CL~C3%e k. C3~COIF e ik AR B A BUAC A R B 2L [ - 2238 Lk
F e L MR R | SR L DRIy L | IDK AR L | bk e i | e B | IR SR ARTIEL I S 5 B P I
4 C1 ~C3 4t 55, C3~COFR It I FHUAR T AR HUAR I T F1I ] « % 5k bk 2% | e S8 1 S g
e s ZE AR BB LR, B BUAC T LA g 1-3 N B L , ik (1 B 2 % 1 7 Hb ik 1 €1
~C3HEHE CL~CPE I 1 ARC1 ~C3PE L (I AR CL~CIT At o dt L U L i A AN 255
Wik [ C1~C3%m e AL = 0 L = U P AR L R U LAY JF L. C1AIIBr s

H
(0019 RoFT BLALT 2855 1 1-86L LBk T RO Re2Z SN E— B, Sy AL 6 s
®

NEAF.C1EBr.
[0020]  fipadesth, W=l (D Frnf BB SAL E P8 T A D s &4 -

[0021]

an

H
[0022]  Fopt, Rty R (1052 LA (D) o
O

[0023] 7 HC (Rs) =CH.SHEO;

[0024]  YANH.NMe .0, CH=C (Re) B{CH=N;

[0025]  Rsife 4 & 1 25 C1 ~C3%m 3 FICL ~C3 %4 JL , Lk 1% 14 &0 F. C1 . Br . 1 3 Fi 1 41
F 5 Rode 4 I JE | C1 ~ C3%E 3 HUAR 114 bl It 36 N 5 L C 1~ C 3 f5e 38 B AR ARy ML P 2, A2 32 32
5 ML P S5 | R AR 6 ML e I AR 6 2, SR A R P e

[0026]  fiLifih, =0 (D FrosiI ZELE SR & ik 3 T s R &49)
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[0027]

VD)

H
[o028] Hrf, é_lfN‘Rs AT ZE3R B LA B 267 5 RoFIRs [ 52 X Amil = (D i s Ruide
s}
S 2\ CL~C3BEIEMIC ~C3FEAIE , PLieid H &P ClBr F RE A 12
[0029]  VAHSEKO;
[0030]  WANEKC (R) ;
[0031]  Reife [ 40 NI L C1 ~ C3 45 BUAR P ML I R RTS8 R C1 ~ O3 R U O L I £
T 38 F A P R | B R A P ML e R R 2 2, R A e e
[0032]  fLify, A& S (D B Bz A &9 3 S R 1P A&
[0033] %1
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[0034]

et

Z

At

6-(3-2F- 1 H-M| -4 - FE)-N- 75
Fh-]- 25 PR RE

-2

6-(4-2A N IF[3,2-c I E-3-
Fo)-N-ZR - 1- 28 I

6-(4-ZL FL IR R [3,2-c JHtk e -3-
)N 1-25 W%

6-(4-50 FEWEWy 31 [2,3-d]WE I -5-
FON-R - 128 L

6-(4-AIE-T-(1-(2-F2 LA - 1H-
HE s 4 Sy IBES [ 3 2-¢ JIH
“3-E) N1 - 28 T W B

6-(3-5 Ho 1 H-T5 -4 55 )-N-(45

6-(3- 53 1 H-18] M43 ) N-( ]
AL )- 12 P G
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[0035]

6-(3-/2 He- 1 H- U540 N- 8
A 125 TV

5

1-9

6-(3-58 FE-1H-19] -4 -FE)-N-(3-
Lo HE A HE)-1-25 T iz

Q

1-10

6-(3-FF-TH-I3| -4 -HE)-N-(2-
TIREE)-1-25 F B

5

I-11

6-(3-% He- 1H-W3] -4 EE)-N-(3-
BRI -2 P ERIL

2

I-12

TH-W[ 1 -4-FE)-N-(4-
H)-1-2% Ik

6-(3-AH-1
e

m

1-13

6-(3-% FE- 1 H-W| -4 -
FE)-N-(2,4- “FUAHE)-1-28 Tk
iz

F ¢

1-14

6-(3-E A~ 1 H-15] 144 -
H)-N-(3,5- A ) 1 L
Iz

X

I-15

6-(3- -1 H-M| 44 -FE )N -(3-
SUREE)-1- 2 T EE

.

O
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[0036]
6-(3-5 k- 1 H- V3144 5Ly -N-(3- ' O/Br
I-16 |
TAACTE)- 128 TP
6-(3- 28 K- 1 H-15] -4~ o
I-17 FL)-N-(3,5- " GUHE)-1-28 Pk
H& cl
6-(3-8 - | H-W -4 Br
1S | 3DNAG5- A1 T
s Br
6-(3-5 FE- L H-15] H-4- H | e
1-19 F)N-G-(ERPIEATL)-1-28
e
, , . H
| 6-(3 - Fk- T H-W | -4 -JE)-N-(2- . N:O/
1-20 |
-5~ LRI 1- 5 T Mk F
6(3- B HE- V-1 -4 L ) N-(4- N
1-21 | o |
B-3- AR TR )-1-25 T ki ~ENF
H F
6-(3-3 3~ 1 H-4-4-5)-N-(2- | N(j\
1-22
4= AR A1 -2 T I NN
H
, 6-(3- B - TH-M| - 4-FE) N (3 N
I-23

oA ML) 135 TR
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[0037]

1-24

6-(3-S FE-1H-M] -4 55 )-N-(5-
ML R 30 125 T A

1-25

6-(3-U Bk~ -] e-4-F)-N- (it
WE-3-00)-1- 2 TP

1-26

6-(3- A -1H-M| M4 -5 -N-Z
HE-1-25 ARG

6-(3- HL- TH-IB] -4 55) -N-FF
PRS- 128 I

I-28

6-(3- UL - -4 5E)- 535
N- AL -1- 25 F R

1-29

6-(3-A HE-1- T B T H-15 -
BN 125 T

1-30

6-(3- S HE- T H-W| k4 F5)-N- 3¢
H-2-2% R fie

I-31

6-(3 - e L HL- -4 HE)- 535
~N-FR -2 28 TR NG
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[0038]

6-(3- Ik - 1 H-M| M43 55

1-32 e
-N-2 -1 - 25 B e
6-(3- -7 - 1 H-15] 144 -
I-33 , ‘
Y- N- 2R - 125 T i
6-(3-% FE-7-18-1H-W5] -4~
1-34

)N 12 T

6-(3-EHE7- - L4
)N 125 P

1-35

6-(3- -1 H-1] -4 56)-N-(3-
PR R - 1 - 25 PR

1-36

6-(3- B -1 H -1 | .-
137 H)-N-G-(= 5 PRI L ID)-1-
LR

6-(3- 8 Fa-1H-N5] -4 FE)-N-(3-
SRR )-1-28 T

1-38

6-(3-21 Fe- 1 H-M| -4 -55)-N-(3-
FHEE AR L )-1-25 B

1-39
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[0039]
6-(3-2 Ik~ 1 H-15[ 14 -4 -2 )-N-(3-
1-40
G FEIRH)-1 25 T R
6-(3-F I B [d] T M4
I-41 . o
FE-N- - 1-Z P
o 6-(3- R FE-T-F A I [d] S me
1- o
AN T -1 -2 T I e
6-(3-F FE-7- P EE A R[] e hEm
1-43 y ‘
4-F)-N-ZEFE-1- 25 ke
| SCREITRERI R
4B -N- - 125 T %

[0040] A< BAL & WK 2 P2 10 0 %, P RAR FIAG & 000 Tl ik, 55 TE MLERAT HLIR EL 4%

JR RS BLREAT o TERLERAT AL P 2 B SR 1R I R R R« S TR
DRIR TR IR « S KR T e IR = P e bR« 2L e bt P A FR R PR 5

AR F R LR

(00411 A WIe S B AT (D) S5 10 R BUCRAL G W0 il 2 T 1%, il B ds 25

PR

[0042]
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[0043]  MALA WD H R, 1 F S i ple = R0 PR B R I, #2255 (ORI R B , /K R 25 R IR R ) 5
FHRZE) 2/ a4 513 25 B R IR e » B Jo -5 2 0 o R AR AR IR I B2 A3 21 B AR 540
[0044]  BLAKK UL, BTk fil & O iE A aE AP Ik

[0045] 1) Ak EH15 =5 F R ET AERR PR A T S BLAE Ak S 42

[0046]  2) fb 4925 XA A S et I AT AL TR AT AE T R AEAB G IR RNAS DN ER 15 3 5
[0047]  3) fb &3 A E M BB E ALK AL &4,

[0048]  4) 1k &4 5 M R &/ FERaNHo AE - FR O 3 — WP fi% (DCC) < 1- B~ & FER ) -
3= R W% (BDC) « 1- B3~ ~H I IE) -3~ &k W% Eh R &k (EDCT) BN, N~ 5
PR P (DIC) S84 65/ E - N AT 48 51310 545 5

[0049]  5) b4 W5 -5 FH B 1K) Z 2 22 i R XE AT A AL 7 U A7 7R N R AR AR B2 AS B AL &
Yy (D) ;

[0050] o, Ru\Re Re @RI & AL, XA 2R, HLi% yBrafTe

[0051] R B 2R IRk & I i & TTiE B A OB AR AL R E B 515 BB X
SE OSSR

[0052] AR EHIEY Kk—MAWMAEY, Irid WA ESRITAREREA X @ Br
TN IA AW 2 SR T 25 SO K GRS AW () — Mk 2 B DA SR
255 AT g, Hon] T 1B M/ BOR T 5 R L B AR A G IR FiR 24 &
Y] AN HE AN ) 25 24 4 720 1 ol 4 B &5 PR 2K

[0053] AR fak B BRI (D FronZE Bl a2 H L AT 25 oK EY)
MVEFI G —ME 2 MEcE BRI A ERE A X O R &Y.
Ho2h A AT 28 SO KA PRI 551 A 4 b 18— Bh a2 Bh i) 25 1) 41 & W A il 2% T A/ B
TBIT 5 S U AR A DG B 25 R 1 F s, AR IR AR D i 1 T S IR SR BT oh 771), JC L2
Y N VEGFR—-241 1] 751 o

[0054] i, Bk 5 S VST Br AR A G i 326 1 g« IR MR O 19 48 L 22 4 B AR A8 AR
JE 97 o

[0055]  Ffradt (% Fir 60, 55 it - L NReEs 45 e « i B e  Fonee 5 e S e O B L 0
PR B TR B R 2R R - Sk ST iE  JBs e« = e IR e L B e L FROIR s o
PRI T8 VR PRV R RS JUL DRI IRE 24 PRI T JULERD BT B e AR IbR L 0 2 o

BEE

(00561 £ DL (¥ S ot 1] o K 2 — 25 28 48] i I AR Do P o 3o 428 S it 4615 P U R A 15 (H
ANV 5 2QRR HAR W o B 0 A3 8 BRI, AR SCrp e I Br AT Tk 5 8o s 5 R
QBRGNS E I B SCHTA o

[0057] Sl -

[0058] 6 (3~ A=~ 1 H-Mj|Me—4—FE) N2 Fe-1-ZE I Mt fie (1-1)
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[0059]

[0060]  DER1:6- (=5 FF LB A L) -1 -2 F IR I

[0061]  ¥45756—F2H—1 -ZE IRV T 2002 F+ F B b, Hii bt N N2 . 8 A& AN, fin#k
[ 2/, ¥ VR =, WR IR G T b s i A6 - -1 - R R P R, BN T
R 452, 556 k-1 -ZE IR IRVA T 15022 A & R eh, T-78CHid: T, W ne . 522+
TRARELHERG, 3T =R P BB ERET , 75 SR E R R U S BN 1002 FHE &AL
BRI, A A LA, KA = SR B AR B, A 95 A VA, AT S0 8 B, ToKBRER AT
W, T UE L WG FR AR AR ENT (LR CBE - F JhEE=5:95) , 1A 28 ([ 46— (= 90 P L T 9 4
) -1 -, 3,855, I 93%.

[0062]  'H NMR (300MHz ,DMSO—ds) & (ppm) :3.97 (s,3H) ,7.74-7.81 (m,2H) ,8.27 (dd, J=7.2,
1.2Hz,1H) ,8.30(d,J=3.0Hz,1H) ,8.36 (d,J=8.1Hz,1H) ,8.94 (d,J=9.3Hz, 1H) .

[0063]  AER2:6-(4,4,5,5-VUF -1, 3, 2- A R I Gl Ge -2 ) —1-FH IR F s

[0064]  Je NEJE R NN 356~ (3 AR A T L 4 L) — 1 - 25 R IR R I8, 2. 74 v SN 1R A S 1t
BE,676%& 5 [1, 17— 8 (R — k] & LA, 4982250 1, 17— X (R ) — %k,
2. 8T LG R F 6022 F+ S /S Bh , 7R U M IR 80 CHi b4/ MK, ¥8 A0 2 2= 5, ALK
M TR T, 5, KA B8 B AL, A A AU AT S A8 HE  To /KB IR T 152, 1
V& WRYE R AR BN (LR B8 A E=5:95) , 1S kE E iR 6- (4,4,5,5-PU A %1, 3,
2- AR RPN E -2 ) -1 - R R R, EE2. T4, URCER : 98%.

[0065]  'H NMR (300MHz ,CDC13) 8 (ppm) :1.40 (s, 12H) ,4.01 (s,3H) ,7.50 (t,J=7.5Hz,1H) ,
7.97(dd,J=8.7,1.2Hz,1H) ,8.06 (d,J=8.4Hz,1H) ,8.22(dd,J=7.5,1.2Hz,1H) ,8.40 (s,
1H) ,8.88(d,J=9.0Hz, 1H) .

[0066]  DU%3.6-(4,4,5,5-PUFFF-1,3, 2- S ZIR A e —2-3) —1 - 25 i

[0067]  ¥52.747%56- (4,4,5,5-VYFFFL-1,3, 2- S ZIR IR e —2—3%) -1 - 25 g FR SV T
2T EZFF VY ARG AT ZF A, B T I L. LU S A A8, BIE PR 12/, ] 2 B8 SR B3 T
()RR ER AL, , 2,18 CEEAREL, & A AU, M AT G AL ARG , oK R ER AN 18 , 3L 0 , Wk 4 , R 4%
YIREENT (B : & F5e=3:97) , 1SR s il ik6- (4,4,5,5-VU 21,3, 2- 5 J2 R
Fe-2-35) — 1 -ZEHR IR, B 2. 0458, YK : T8%.

[0068]  'H NMR (300MHz,CDC1s) 8 (ppm) :1.41 (s,12H) ,7.55 (t,J=8.1Hz,1H) ,7.80 (dd, J=
8.4,1.2Hz,1H) ,8.13(d,J=8.1Hz,1H) ,8.43-8.46 (m,2H) ,9.05(d, J=8.7Hz, 1H) .

[0069]  BBR4:N-ZEI—6-(4,4,5,5-PUHI-1,3,2- A IR —2-38) -1 25 B A
[0070]  #80Z&7i6- (4,4,5,5-PUHIE-1,3,2- S ZFR Rl 235 —-1-Z5 8, VA T8 %
F o E R e R0 CHRE T KK I 39 wid- R A ne 7727 1- G- F & HER
H) —3-Z FBR L ER R £, 158 S , I 2T 2R 1%, T 28 IR PR, IR H 45 , %
RPIFEENT (CEF B KA AEAAN-IRHE-6- (4,4,5 ,5-PY H 3E-1, 3, 2- A 23R Al
Pe—2-38) — 1 -ZE R BEfL, EH522 7, E 1 52%,
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[0071]  'H NMR (400MHz,CDC13) 8 (ppm) :1.40 (s, 12H) ,7.19 (m,2H) ,7.41 (m,2H) ,7.52 (m,
1H) ,7.69-7.01 (m,3H) ,7.79(d,J=6.8Hz,1H) ,7.92(dd,J=8.4,1.2Hz,1H) ,8.02(d,]J=
8.0Hz,1H) ,8.34(d,J=8.4Hz,1H) ,8.15 (s, 1H) .

[0072]  IR5. A-fi—1 H-N5| e -3 fi%

[0073] %5002 7w 22— -6 -BL A AN 1. 32 FF /KA JiF (85%) V& T 10 =2 FH1E T %, IN#E
L10°CHEFE6 /N, A H R I, INNIK I 288 2B, 7, KA 288 2 BR AR B, A FF A L
FH VAT S AL BN GE , TR TR BREA T4, L 08, IR 4 T, 198 3 (Ao [ 4c 4~ 1 — L H—-W| i -3z ,
5022 7L, WL ZE : 96%.

[0074]  'H NMR (300MHz , DMSO—ds) & (ppm) :5.05 (s, 2H) ,6.90-6.96 (m, 1H) ,7.29(d,J=
8.1Hz,1H) ,7.34(d,J=7.5Hz,1H) ,11.80 (s, 1H) .

[0075]  DUR6:6- (3-F L1 H-H| e~ L) -N-IRFE-1 - ZEFF i (T-1)

[0076] M RTINS0 ZZTEN-ZE R -6-(4,4,5,5-PY I 3E-1,3, 2- A 250 Al ge—2-
B —1-Z Bk, 17228 54— TH-W -3 , 52 5l X = R LM — AL 4T, 1822 SRR , 2
EFF O, V2R IRFLZFK ARG IR SS CHeRE2 /NS, ¥ 202 I, I IK AN
LR, 43, KA FH B8 O BEAEEL, & A WA, AN S E , TR IR BN T8, 10
WY R RN (P . S P 5i=3:97) , f5RA AR -1, E14Z 70, U2 : 56%.

[0077]  'H NMR (400MHz ,DMSO—ds) § (ppm) :4.32 (s,2H) ,6.95 (t,J=3.6Hz,1H) ,7.14 (t,]=
8.0Hz,1H) ,7.34-7.37 (m,2H) ,7.39 (t,J=8.0Hz,2H) ,7.68 (dd, J=8.4,7.2Hz,1H) ,7.75 (dd,
J=8.8,2.0Hz,1H) ,7.81 (dd,J=7.2,0.8Hz,1H) ,7.84(d,J=8.0,2H) ,8.14 (d,J=2.0Hz, 1H) ,
8.18(d,J=8.4Hz,1H) ,8.30 (d,J=9.2Hz,1H) ,10.64 (s,1H) ,11.84 (s, 1H) .

[0078]  sKafs2:

[0079]  6- (4 FEWRME IF: [3, 2—-cTMEmE -3-3L) N-KF-1-ZE i (1-2)

-
[0081]  JDHR1: 3R I [3, 2-cIMENE-4-i%
[0082]  ANEEANEFE 1, INN2002& v 3—IR-4— 5K I JF [3, 2-cTHLIE , 32 FHIRZK , 3% 7+
NI, B IR 150 CHREFES R W AR I, INANK MR B8, 73 KA 2R 2
BEAEEL, & A HLAH, PORTSAL BT , To BRI T4 b8, IR A T, 158 2 Ca ] {3 IR IR
W [3, 2-c ML -4-fi , THO8ZE i, Y e - 6T,
[0083]  'H NMR (300MHz ,DMSO—ds) 8 (ppm) :6.19 (s, 2H) ,6.92(d, J=6.0Hz,1H) ,7.85(, J=

6.0Hz, 1H) ,8.11 (s, 1H) .

[0084] L HR2:6- (A-ZIEMRIGIF [3, 2-c]MENE-3-2E) -N-F -1 -2 B (1-2)

[0085] o 4~ — L H-Hg| ek —3 g 5 e 3R IR F: [3 , 2—c JIENE —4 g, FLAR B B} L ) 2%
il 8 IR R SERE L 2D BR6 , A s i A T -2,

[0086]  'H NMR (300MHz ,DMSO—ds) 8 (ppm) :5.68 (s, 2H) ,7.02(d, J=6.0Hz, 1H) ,7.11-7.16
(m,1H) ,7.36-7.42 (m,2H) ,7.66-7.71 (m,1H) ,7.76 (dd,J=9.0,1.8Hz,1H) ,7.82-7.85 (m,

22



CN 104860885 B w Bg B 14/42 T

3H),7.92(d,J=6.0Hz,1H) ,8.13-8.19 (m,3H) ,8.34 (d, J=8.4Hz,1H) ,10.62 (s, 1H) .
[o087]  SEjitafs3:
[0088]  6- (4—ZAFEMEWY JF [3, 2—c Ak WE -3—k) -N-ZR -1 - 25 R B fig (1-3)

S
[0090] 44— | H-N| M8 -3 —figc s Jl 3— VR ME Wy 3 [3, 2—c T L IE —4—fi , FLAR P 75 ek L ikl A
il & VA R SE TR ) L op ) 2D BR6 L 19 5 T A T -3,
[0091]  'H NMR (300MHz ,DMSO—ds) & (ppm) :5.51 (s,2H) ,7.11-7.16 (m, 1H) ,7.34-7.41 (m,
3H) ,7.64(s,1H) ,7.68-7.23 (m,2H) ,7.82-7.88 (m,4H) ,8.16-8.19 (m,2H) ,8.32(d, J=
9.0Hz,1H) ,10.64 (s, 1H) .
[0092] S
[0093]  6- (4—ZFEMEWY JF [2, 3—d] M NE —5—F) -N-2R -1 25 R ik (1-4)

[0095]  JDER1.5-RMEW; FF[2, 3-d] MEIE-4-fik

[0096]  RARANELE oh, NN 3602 76 5—1R —4—- 5 e Wy I [2, 3—d] Mg , 20 & FHIR &K , B 1]
INFRE 0 CHEFE 24/, P A B =, 98, KB, 49 3 U [ RS IR ey FF (2, 3-d] s mE —4-
fi, 2728 50, Y2 : 82%,

[0097]  'H NMR (300MHz ,DMSO-ds) 6 (ppm) :6.99-7.65 (br s,1H) ,7.78 (s, 1H) ,8.32 (s, 1H) .

[0098]  DER2.6- (- FEMEWY I [2, 3-d] Mg —5-Jk) -N-JR -1 - 25 A Bk fie (1-4)

[0099]  F 4T 1 H—Wg| W —3—Jje 6 i - VR BB Wy I [ 2, 3—d ] Wk g —4 - , FLAR I 75 R k1) A
il £ 7L R SE L R AP BRe , 43 A R A AR T4

[0100]  'H NMR (300MHz ,DMSO—des) & (ppm) :7.14 (t,J=7.2Hz,1H) ,7.39-7.41 (m,2H) ,7.63
(s,1H) ,7.67-7.31 (m,2H) ,7.82-7.85 (m,3H) ,8.16-8.19 (m, 2H) ,8.33(d,J=9.0Hz, 1H) ,
8.38(s,1H) ,10.62 (s, 1H) .

[0101]  sLjafs15

[0102]  6- (4-SH-T- (1- (2-F2 2. 3) — 1 H-E i —4—F5) EWY I [3, 2-c T Ak g —3—3) -N-2§%
H-1-F B (1-5)

[0103]

HD—/_N‘N/
[0104] ¥1.2-(4-(4,4,5,5-PUH 3&E-1,3, 2- SR e ER e B —2—48) — L H-nipme—1-) 7, %
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[0105] #5100 554- (4,4,5,5-VUFFF-1,3,2- S 23R e —2-38) —1H-mE e 91 2 7%
1, 3- AU -2-BRVE T2 22 — FF BE R B I , INN 336 22 FLBR IR H , INFA 2 140°CHiHE0. 5/
I, A E 2R IR, TR AR ENT (LR GBS : A ihlE=30:70) , £ ¥R BHCIR 02— (4- (4,4,
5,5-PUFAJE-1,3, 2- S IR e —2-38) —1H-IE k-1 k) 2. B% , 932270 , WL & - T6%.
[0106]  'H NMR (300MHz ,DMSO—dg) 6 (ppm) :1.25 (s, 12H) ,3.71 (q,J=5.4Hz,2H) ,4.15 (t, =
5.4Hz,2H) ,4.87 (t,]=5.4Hz ,1H) ,7.57 (s, 1H) ,7.88 (s, 1H) .

[0107]  DER2.:6- (- H-7-HEW; IF [3, 2-c Ik —3-J8) -N-ZK -1 -Z5 F B ik

[0108] #7802 7i6— (4-Z(JEMEWY F [3,2—c] e —3-3) -N-ZRH-1-ZEF ik (1-3) , 5T 3
T TR B, KR T INNS0 22 TN T R %, IR B, R H K
G, AR T (P EE: & 5i=2:98) , 13 B A [ k6 (4-Z -7 TEE Wy 7 [3, 2—-c Mt
WE —3—2) -N-JR -1 - 25 kL, B 9422 5, 2 : 90%.

[0109]  'H NMR (300MHz ,DMSO—ds) 8 (ppm) :5.58 (s,2H) ,7.13 (t,J=7.2Hz,1H) ,7.39 (¢, J=
7.8Hz,2H) ,7.68-7.73 (m,3H) ,7.82-7.85 (m,3H) ,8.06 (s,1H) ,8.16-8.19 (m,2H) ,8.32(d,]
=8.7Hz,1H) ,10.64 (s, 1H) .

[0110]  BHE3.6- (4-F IHE-T- (1- QL 235 —1H-ME M —4-3%) BEWy I [3, 2-c Tt mE-3-3%) -
N-JR -1 -ZE iz (1-5)

[0111] SR NN 262 76— (A-Z( -7 -HBEWY IF [3, 2-c Tk iE —3-2) -N- k-1 -Z5
B, 2422 50.2- (4- (4,4,5,5-VU B FE-1, 3, 2- S IR A fe —2-38) —1H-HE -1 -3%) 2%,
455 W= IR IR AR, 3SR TBRIRN, 22T 2%, 1 T+ R ZF K, FER AT
A ZE 0 CHEFEA/NE , ¥4 E 2 208, MK AR B8 7, KA 28R 2 BE AL, 5
AHAE WA AN, ToKBR RN T, 1L 08, W48, B R WAL 2T (R B : & be=5:
95) , {AF A [EAR T-5, FQZE T, UL : 32%.

[0112]  'H NMR (400MHz ,DMSO—ds) 6 (ppm) :3.81 (q,J=5.2Hz,2H) ,4.25 (t, J=5.6Hz,2H) ,
5.02(t,]=5.2Hz,1H) ,5.68 (s,2H) ,7.14 (t,]=7.2Hz,1H) ,7.39 (t,]=8.0Hz,2H) ,7.70-7.74
(m,2H) ,7.77 (s, 1H) ,7.83-7.86 (m,3H) ,7.96 (s, 1H) ,8.11 (s, 1H) ,8.18-8.22 (m,3H) ,8.33
(d,J=8.8Hz,1H) ,10.67 (s, 1H) .

[0113]  sKitafs6

[0114]  6— (3% k1 H-Wj|M—4 ) —N- (4B-FF 2R 3E) —1 -2 FF i (1-6)

[o116]  DER1:6-(4,4,5,5-PUH 1,3, 2- 5 2 FA G BE—2—3) —N- ({RB-FR 280) -1 -3¢
B

(01171 R IR e bl AT FF M JL AR P s S ek k) B il 5 VA R S 49 1 P ) 20 8R4 13
T A6-(4,4,5,5-PY -1, 3, 2- R Sl be -2 -3) —N- (47 -FF Z50) —1-Z8 T Bk
o

[0118]  'H NMR (400MHz,CDC13) 8 (ppm) :1.40 (s, 12H) ,2.32 (s, 3H) ,7.14-7.17 (m, 1H) ,
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7.25-7.26 (m,1H) ,7.31-7.35 (m, 1H) ,7.51-7.55 (m,2H) ,7.83(d,J=6.4Hz,1H) ,7.94 (dd, J=
8.4,1.2Hz,1H) ,8.03(d,J=8.0Hz,1H) ,8.14 (d,J=7.2Hz, 1H) ,8.40 (d, J=8.4Hz, 1H) ,8.42
(s,1H) .

[0119]  JBPR2.6- (3~ Jk— 1 H-H|ide—4-J) —N- (4F-FF 2K 3E) 125 H B (1-6)

[0120]  gN-ZEHE-6-(4,4,5,5-PY B IE—1,3,2- AR ZBR IR A BE—2— k) —1— 25 R [ i 4 ok
6-(4,4,5,5-PURF 1,3, 2- A Z IR L e -2 —28) —N— (48— FR 2R —1-Z5 H Bt Jie , HL AR B
5 BERE S  7) B il 4 1 R S 1 R 1 20 B8 , 434 2 L [ AR 16

[01211  'H NMR (400MHz ,DMSO—ds) & (ppm) : 2.36 (s, 3H) ,4.33 (s, 2H) ,6.94-6.96 (m, LH) ,
7.20-7.22(m,1H) ,7.25-7.32 (m,2H) ,7.35-7.36 (m,2H) ,7.54 (d,]J=7.6Hz,1H) ,7.69 (t,]=
7.6Hz,1H) ,7.77 (dd,J=8.8,2.0Hz, 1H) ,7.88 (d,J=7.2Hz,1H) ,8.13 (d, J=1.6Hz, 1H) ,8.18
(d,J=8.0Hz,1H) ,8.42(d,J=8.8Hz,1H) ,10.12 (s, 1H) ,11.84 (s, 1H) .

[0122]  sCjafs7

[0123] 6 (3% k1 H-Wj| M —4—J) —N- (] FF L) — 1 - 28 Bk (1-7)

[0124]

[0125]  DI%1.6-(4,4,5,5-P H 3-1,3, 2- SR 20 R B —2—5) -N- (JB) R 8 0) —1-2%
FH It i

[0126] g 2R e ffie ple ) FF RS DR e, G4 B 75 D 8k 3R A i) 46 D7 v [ Sl ) 1 o ) 22 3R 4, 15
PR A 4A6-(4,4,5,5- VU R BE-1, 3, 2- A IR At —2— ) —N— (Ji) F R L) —1 -2 FR Bk ik
[0127]  'H NMR (300MHz ,CDC13) 8 (ppm) :1.40 (s, 12H) ,2.39 (s,3H) ,6.99 (d, J=7.5Hz, 1H) ,
7.27 (t,J=8.1Hz,1H) ,7.42-7.50 (m,2H) ,7.56 (s,1H) ,7.69-7.75 (m,2H) ,7.90 (dd, J=8.4,
0.9Hz,1H) ,7.99 (d,J=8.4Hz,1H) ,8.32(d,J=9.0Hz, 1H) ,8.40 (s, 1H) .

[0128]  JDIE2.6- (3—%(FL—1 H-Mg| I —4—FL) —N- ([ B 2R L) —1 - ZE R Wk i (1-7)

[0129]1  N-FEHE-6-(4,4,5,5-PU A JE-1,3, 2- S Z 30 R bE —2—F5) — 1 —25 B B o 8 o
6-(4,4,5,5- VR JE-1,3, 2- 5 Z0 IR el e —2— ) —N- (JA) FF R E) — 1 -2 R Bk i, o P 7
JEURE R 7 B il 4 T VR R S 2D BRe , 132K A F [ A T-7

[0130] 'H NMR (400MHz ,DMSO-ds) & (ppm) : 2.34 (s, 3H) ,4.32 (s, 2H) ,6.93-6.97 (m, 2H) ,
7.26 (m,1H) ,7.34-7.35 (m,2H) ,7.60(d, J=8.0Hz, 1H) ,6.67 (t,J=7.6Hz,1H) ,7.71 (s, 1H) ,
7.75(dd,J=8.8,1.6Hz, 1H) ,7.79 (d,J=6.8Hz, 1H) ,8.13(d,J=1.2Hz, 1H) ,8.18 (d, J=8.0Hz,
1H) ,8.29(d,J=8.8Hz,1H) ,10.57 (s, 1H) ,11.84 (s, 1H) .

[0131]  SKJafs18

[0132]  6— (3—% k1 H-Wj|M—4 ) —N- O FE L) —1 - 28 R Bk (1-8)
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[0133]

[0134]  B9R1:6-(4,4,5,5-PYHJE-1,3, 2- S Z B0 R A b —2—358) —N— O R 2 ) —1-28
R e

[0135] W ZR icdfie pe v FF RS 2R e, LA B 75 Dk 3K 79 2% ) 4% T 2 IR el ) 1 o ) 20 8R4, 15
B R6-(4,4,5,6- T HE-1,3, 2- A R IR A be—2— ) —N- Cof B RO -1 -2 B ik
[0136]  'H NMR (400MHz,CDC13) & (ppm) :1.40 (s, 12H) ,2.36 (s, 3H) ,7.21 (d, J=8.0Hz, 2H) ,
7.49-7.53 (m,1H) ,7.57 (d,J=8.4Hz,2H) ,7.64 (s, 1H) ,7.78(d,J=7.2Hz, 1H) ,7.92(dd, J=
8.4,0.8Hz,1H) ,7.80(d,J=8.4Hz,1H) ,8.34 (d,J=8.4Hz, 1H) ,8.41 (s, 1H) .

[0137]  DIR2.:6- (3-Z L1 H-H|Mde—4—JL) -N- Ot FF 4 L) ~ 1 -ZE FF i (1-8)

[0138]  CREN-IRAE-6-(4,4,5,5-PU I AE-1,3, 2- S IR Tl be -2 ) —1 -2 R B Jre 6 e
6-(4,4,5,5- VR JE-1,3, 2- 5 ZRBA A be—2— ) -N- Qo) R OR D) — 1 - B i, o P v
JEURE R 7 B il 4 T v R St 1 1 20 B8 , 454 e L [ A 18

[0139]  'H NMR (400MHz ,DMSO—ds) § (ppm) :2.30 (s,3H) ,4.32 (s,2H) ,6.94 (t,J=4.0Hz, 1H) ,
7.19(d,J=8.0Hz,2H) ,7.34-7.35 (m,2H) ,7.65-7.80 (m,5H) ,8.13 (s, 1H) ,8.18 (d, J=8.0Hz,
1H) ,8.30(d,J=8.8Hz,1H) ,10.56 (s,1H) ,11.85 (s, 1H) .

[0140]  SCJaf519

[0141]  6- (3% k1 H- W[4 ) —-N- (3-Z, F: 2R HE) —1 - 25 H Bt e (1-9)

[0142]

[0143]  JDIR1:N- (3-Z B:0K ) -6-(4,4,5,5- T4 AE-1,3, 2- S R il e -2-28) -1~
25 Bk R

[0144] W oK et i [) 2, FE 2R e, HE AR B 75 D ek 3700 2% ) 4% T v IR sl il L ) 20 3R 4, 15
KRB [ AAN- (3- 2 A HE) -6- (4,4,5,5-PUFF -1, 3, 2- A 23R Al e —2-388) —1 - 25 9
fi& o

[0145]  'H NMR (400MHz,CDC13) 6 (ppm) :1.28 (t,J=7.6Hz,3H) ,1.40(s,12H) ,2.69 (q,]J=
7.6Hz,2H) ,7.04(d,J=7.6Hz,1H) ,7.32(t,J=8.0Hz,1H) ,7.49-7.53 (m,2H) ,7.57 (s, 1H) ,
7.65(s,1H) ,7.78(d,J=6.8Hz,H) ,7.92(dd,J=8.4,1.2Hz,1H) ,8.01 (d,J=8.4Hz,1H) ,8.35
(d,J=8.4Hz,1H) ,8.42 (s, 1H) .

[0146]  BIR2.6- (3-Z - 1H-W|Me—4-FL) -N- (3-Z FIK ) —1-ZEH BLfg (1-9)

[0147]  REN-ORHE-6-(4,4,5,5-PU 1,3, 2- S 3R Tl be -2 ) — 1 -5 R B Jre 6 e
N-(3-Z. 378 HE) —-6-(4,4,5,5-PY I 3k-1,3, 2- S IR IR B —2-35) —1 25 bz , He s
5 Rk B A B il & 5 VA R S A L IR 2D B, 45 1 R AR T -9
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[0148]  'H NMR (400MHz ,DMSO~de) & (ppm) :1.21 (t,J=7.6Hz,3H) ,2.63 (q,]=7.6,2H) ,4.32
(s,2H) ,6.94 (t,J=4.0Hz,1H) ,6.99 (d, J=7.6Hz, 1H) ,7.27-7.31 (m, 1H) ,7.33-7.36 (m,2H) ,
7.62-7.69 (m,2H) ,7.73-7.80 (m,3H) ,8.13(d,J=1.2Hz,1H) ,8.18(d, J=8.0Hz, 1H) ,8.30 (d,
J=8.4Hz,1H) ,10.58 (s, 1H) ,11.84 (s, 1H) .

[0149]  SLafsl10:

[0150]  6— (3~ 1 H-Mg| M —4—2E) —N- (2- S 2% 2E) —1 -2 Bt (1-10)

[0151]

[0152]  JDER1.N- - oRHE) —6-(4,4,5,5-PUHHE-1,3, 2- A Z0 R LA fe —2—0) —1-3%
R It e

[0153] W oK ettt i 2~ T » o B i R 7R A il 46 V2 IR St 4 1 v i 2D B4, 15 88
[ fAN- Q- 2K 3E) —6- (4,4,5,5- VY 31,3, 2- S IRl e —2-25) -1 - 25 A% .
[0154]  'H NMR (400MHz,CDC13) & (ppm) :1.40 (s, 12H) ,7.12-7.16 (m,2H) ,7.24-7.26 (m,
1H) ,7.53(dd,J=8.4,7.2Hz,1H) ,7.82(dd,J=7.2,0.8Hz,1H) ,7.93-7.95 (m,2H) ,8.04 (d, J=
8.0Hz,1H) ,8.37 (d,J=8.8Hz,1H) ,8.43 (s,1H) ,8.59 (s, 1H) .

[0155]  DR2.6- (3-Z I~ 1H-Wj|Me—4—FL) -N- Q-F 7% 3L) —1-ZEF Bk (1-10)

[0156]  JWEN-TRFE-6-(4,4,5,5-VU FFH-1,3,2- S 23R Rl b —2-38) —1 25 B B e o
N- (2-FoRIE) —6-(4,4,5,5-PY I H-1, 3, 2- U R IR A e —2-28) -1 -2 R B g, Ho R %
JERE R B 1l 4 v R St A5 1 o 1 21 3Re , A3 2K A [E 4K T-10.

[0157]  'H NMR (400MHz ,DMSO—ds) 8 (ppm) :4.32 (s,2H) ,6.95 (t,J=4.0Hz, 1H) ,7.27-7.36
(m,5H) ,6.68 (t,J=7.6Hz,1H) ,7.76 (dd,J=8.8,2.0Hz,1H) ,7.81-7.86 (m,2H) ,8.13(d, J=
1.6Hz,1H) ,8.19(d, J=8.4Hz,1H) ,8.38(d, J=8.8Hz,1H) ,10.43 (s, 1H) ,11.84 (s, 1H) .
[0158]  sLjiffi11:

[0159] 6 (3—Z k1 H-F|Mde—4 L) -N- (3R L) 1 -ZE R Wiz (1-11)

[0161]  JDIR1.N- 3-F KK -6- 4,4,5,5-VY I H-1,3,2- S 3R Bl be—2-38) —1-2%
FR It e

[0162] % 2K et e 3~ T AR It » oA BT 75 JRUR B 700 B il 4% 7 VA TR SE e 451 L rp 1R 20 B84, 13 9%
B [E AAN- (B-F IR HE) -6-(4,4,5,5- DU -1, 3, 2- S R il ke 25 -1 25 Bk % .
[0163]  'H NMR (400MHz,CDC13) 6 (ppm) :1.40 (s, 12H) ,6.87-6.91 (m, 1H) ,7.29-7.35 (m,

2H) ,7.50-7.54 (m,1H) ,7.69-7.72 (m,1H) ,7.75-7.79 (m,2H) ,7.93(d,J=8.8Hz,1H) ,8.03
(d,J=8.0Hz,1H) ,8.31(d,J=8.8Hz,1H) ,8.42 (s, 1H) .
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[0164]  JDIR2:6- (3-Z JE -1 H-Mj| Mk —4—J) -N- (3-F K 2H) — 1 -ZEF BEhg (1-11)

[0165]  JEN-IRIE-6-(4,4,5,5-VY FJE—1,3, 2- A 24 PR R fe—2-3) —1 — 25 P Ik g 8 ol
N-(B-F2KIE) —6-(4,4,5,5- DU F-1,3, 2- S IR e —2-3) -1 25 Bk i, P
JRk 7 2% il & 7 VR R S s 1 () 20 BRe , 13 R A B AR T-11 .

[0166]  'H NMR (400MHz ,DMSO-ds) § (ppm) :4.32 (s, 2H) ,6.94-7.00 (m, 2H) ,7.35-7.36 (m,
2H) ,7.40-7.45(m,1H) ,7.58(d,J=8.4Hz,1H) ,7.67-7.71 (m,1H) ,7.76 (dd,J=8.8,2.0Hz,
1H) ,7.82-7.86 (m,2H) ,8.14 (d,J=1.6Hz, 1H) ,8.20 (d, J=8.4Hz, 1H) ,8.30 (d, J=8.8Hz, 1H) ,
10.86 (s, 1H) ,11.85 (s, 1H) .

[0167]  SEJEHI12:

[0168]  6- (32 L~ 1H-F|Me—4—E) -N- (4-FR L) -1 -ZE R Wi fiz (1-12)

H

[0170]  JPER1:N- (4-FoRHE) —6- (4,4,5,5-PUFHE-1, 3, 2- A Z0 3R TR b —2—0) —1-3%
FH It e

(01711 ¥ 2K fctfe e AT 2R I » oA BT 75 JRUR) S ) B i) 4% 7 v Rl St i) 1 v 1 20 B4, 19 285
£ [ AAN- (A-R 2R L) —6- (4,4,5,5-PU R -1, 3, 2- 4 0B IR A —2— k) —1 — 25 FR Bk ik
[0172]  'H NMR (400MHz,CDC13) & (ppm) :1.40 (s,12H) ,7.10 (t,J=8.4Hz,2H) ,7.50-7.54 (m,
1H) ,7.64-7.69 (m,3H) ,7.78(d,J=6.4Hz,1H) ,7.93(dd,J=8.4,1.2Hz,1H) ,8.02(d, J=
8.0Hz,1H) ,8.32(d,J=8.4Hz,1H) ,8.42 (s, 1H) .

[0173] D UR2.6- (3-% Jk—1 H-Mg s —4—3) -N- (4—-F 28 ) -1 -ZE ki (1-12)

[0174]  EN-Z£3E-6-(4,4,5,5-PU I 3E-1,3, 2- 230 RN BE -2 ) —1 - 25 B I i 8 ol
N- (4-FIKIE) —6- (4,4,5,5-DU I H-1,3, 2- S 2RI e—2-38) -1 25 Bk i, o i
JERE R B il 4 V2 R SE A 1 b 5Re , R A E AR 112,

[0175]  'H NMR (300MHz ,DMSO-ds) & (ppm) :4.31 (s, 2H) ,6.93-6.96 (m, IH) ,7.24 (t,]=
9.0Hz,2H) ,7.34-7.36 (m,2H) ,7.65-7.70 (m, 1H) ,7.75(dd,J=8.7,1.8Hz,1H) ,7.80-7.88
(m,3H) ,8.13(d,J=1.5Hz,1H) ,8.18 (d,J=8.1Hz, 1H) ,8.31 (d,J=9.0Hz, 1H) ,10.68 (s, 1H) ,
11.83(s,1H) .

[0176]  SKJaf]13:

[0177]  6- (3-Z -1 H-Wj|Me—4—J) -N- (2, 4- = H R —1 - ZER BEi% (1-13)

[0179]  ZDER1:N-(2,4-—H KK —6-(4,4,5,5-VY A1, 3, 2- S 2 IR Il b —2-3) -
1-25 F B i
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[0180] R OR et 2 , 4- — RN, Hoar s JeURk il m) B il 48 V2 (R STt 9] L v i 22 B4
135 L[ AAN- (2, 4- R HE) —6- (4,4,5, 5-PY I -1, 3, 2- SR A el b —2— ) —1-2%
e

[0181]  'H NMR (400MHz ,CDC13) & (ppm) :1.40 (s, 12H) ,6.92-7.03 (m,2H) ,7.54-7.57 (m,
1H) ,7.83-7.84 (m,2H) ,7.96 (dd,J=8.4,1.2Hz,1H) ,8.06 (d,J=8.0Hz,1H) ,8.37 (d,]J=
8.8Hz,1H) ,8.44 (s,1H) ,8.55-8.58 (m, 1H) .

[0182]  DER2.6- (3-FFE-1H-W|Me—4—JL) N- (2,4~ R FL) 125 Efi% (1-13)

[0183]  N-FEHE-6-(4,4,5,5-PU A JE-1,3, 2- S Ze 30 A bE —2—F5) —1 —25 B o 8 o
N-(2,4-FoRHE) —6- (4,4,5, 5P F L1, 3, 2- S R AR A b —2— ) —1-Z5 B, R
Fr a5 ek R K il £ 5 VR R SE i 4s 1 i 20 BR6 , 15 1 B [l A 113

[0184]  'H NMR (400MHz ,DMSO—ds) & (ppm) :4.32 (s,2H) ,6.95 (t,J=4.0Hz,1H) ,7.18-7.22
(m,1H) ,7.35-7.36 (m,2H) ,7.39-7.44 (m,1H) ,7.68 (t,J=7.6Hz,1H) ,7.75-7.80 (m,2H) ,
7.85(d,J=6.8Hz,1H) ,8.13(d,J=1.6Hz,1H) ,8.19(d,J=8.0Hz, 1H) ,8.38(d, J=8.8Hz, 1H) ,
10.44 (s, 1H) ,11.85 (s, 1H) .

[0185]  sLjiffs14:

[0186]  6- (3~ - 1H-M|Me—4—J) -N- (3,5~ —H KD —1-ZEH Bihk (1-14)

[0188]  DURL:N-(3,5- @A) —6-(4,4,5,5-PU I HE-1,3, 2- 5 R IR Al b —2—2%) -
125 H B Ji

[0189] KoK et i3, 5— RN , Ho AR s JaURE R B il £ 7 V2 1R S it 9] 1 v ) 20 R4
A EEAN- (3,5~ FORE) -6-(4,4,5,5-TUF 1,3, 2- 5 JR IR e —2-48) - 1-
B

[0190]  'H NMR (400MHz,CDC13) & (ppm) :1.40 (s,12H) ,6.61-6.66 (m, 1H) ,7.31(d, J=7.2Hz,
oH) ,7.49-7.53 (m,1H) ,7.75-7.77 (m,2H) ,7.94 (d,J=8.8Hz, 1H) ,8.03 (d, J=8.4Hz, 1H) ,
8.28(d,J=8.4Hz,1H) ,8.42 (s, 1H) .

[0191]  DJR2.6- (3-2 S 1 H-W|Me—4—3) —N- (3,5~ F AR 1 -ZEH BEf% (1-14)

[0192]  EEN-ORJE-6-(4,4,5,5-PU I A-1,3, 2- S 3R el be -2 ) — 1 -5 Y B Jrg 6 e
N-(3,5-FARHE) —6-(4,4,5,5- P F 51,3, 2- S R M Al b -2 0) —1-ZE Bz, o
JIT 75 SRR AR B i 6 5 v R SE A L e ) 0 986 , 15 B 10 [ AR T 14,

[0193]  'H NMR (400MHz ,DMSO—ds) & (ppm) :4.32 (s, 2H) ,6.95-7.02 (m,2H) ,7.35 (s, 2H) ,
7.57-7.59 (s,2H) ,7.69-7.85 (m,3H) ,8.15-8.31 (m,3H) ,11.02(s,1H) ,11.85 (s, 1H) .
[0194]  SKJaf5]15:

[0195]  6- (3—% k1 H-Wj| M —4 ) —N- (3-SR HE) — 1 -ZEH Bk (1-15)
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[0197]  JDIR1:N- 3-&KHL) —6-(4,4,5,5-VY -1, 3, 2- A &R il fe —2-3) —1-2%
FR I fiie

[0198] W 2R et plt 3-SR M, FL AR BT 75 JEUR) L5700 22 bl & 77 V2 (R St il 1 rp 1 2D B84, 439
[ AAN- 3G ZRHL) —6- (4,4,5,5- VU 3E-1,3, 2- S A IR b —2-38) —1 - 25 Bk
[0199]  'H NMR (400MHz,CDC13) § (ppm) :1.40 (s,12H) ,7.16 (d,J=8.4Hz,1H) ,7.30-7.34 (m,
1H) ,7.50-7.54 (m,2H) ,7.70 (s,1H) ,7.77 (d, J=6.8Hz,1H) ,7.86 (s,1H) ,7.93(d, J=8.8Hz,
1H) ,8.02(d, J=8.4Hz,1H) ,8.31 (d,J=8.4Hz,1H) ,8.42 (s, 1H) .

[0200]  JDER2.6- (3—2 - 1H-M|e—4—K) -N- (3-SR L) —1-ZE Bz (1-15)

[0201]  gN-IREE-6-(4,4,5,5-PY R JE-1,3, 2- AU R Al b -2 25) —1 -2 F B i #
N- (3-F ) —6- (4,4,5,5- DY E-1,3, 2- ZHURM Al e —2-50) -1 - R Bz, R rs
JERE R 70 B il 4 T R [E) SR a1 T 1 25 e, 492K A [ 4A T-15.

[0202]  'H NMR (400MHz ,DMSO-ds) & (ppm) :4.33 (s, 2H) ,6.94 (t,J=4.0Hz,1H) ,7.19-7.22
(m,1H) ,7.34-7.35 (m,2H) ,7.42(t,J=8.0Hz,1H) ,7.67-7.73 (m,2H) ,7.75(dd, J=8.8,
2.0Hz,1H) ,7.83(dd,J=6.8,0.8Hz, 1H) ,8.06 (t,J=2.0Hz,1H) ,8.14 (d, J=1.6Hz, 1H) ,8.20
(d,J=8.4Hz,1H) ,8.30 (d,J=8.4Hz,1H) ,10.83 (s, 1H) ,11.85 (s, 1) .

[0203]  sLiiifsi16:

[0204]  6- (32 Jk—1 H-Wj|Mk—4—J) —-N- (3—JR R HE) —1-F H Bt ik (1-16)

[0205]

[0206]  DER1:N- (3-JRORHL) —6-(4,4,5,5- VYR HE-1,3, 2- A Z0 R LA fe -2 2) —1-3%
R Mt

[0207] ¥ 2R fcdfie pl 3—VR 2RI » LA BT 75 SRR R 7R B il 2% 7 VA TR SE B A5 1 e 1R 2B B84, 13 9%
FEHARN- G- IR ZEHE) —6- (4,4,5,5-V -1, 3, 2- A IR IR A B —2-3) —1 25 FF e
[0208] 'H NMR (400MHz,CDC13) & (ppm) :1.40 (s, 12H) ,7.28 (m,1H) ,7.31-7.33 (m, 1H) ,
7.50-7.58 (m,2H) ,7.68 (s, 1H) ,7.77 (d,J=6.8Hz,1H) ,7.93(d, J=8.4Hz, 1H) ,7.80-8.04 (m,
2H) ,8.31 (d,J=8.4Hz,1H) ,8.42 (s, 1H) .

[0209]  BER2.6- (3-F - 1H-W|Me—4-3L) N- 3—IRZRIL) -1 -Z5F Bhfi% (1-16)

[0210]  N-FEIE-6-(4,4,5,5-PU I IE—1,3, 2- S ZI0 TR A BE—2-) —1—25 PP Bk i 46 RN -
(BRI HE) —6-(4,4,5,5- Py H-1,3, 2- R Al b —2-8) - 1 -ZE Wi i, R Prifs )&
BE IR il & 75 VR R SE B PP 1K 25 086 , 1925 A (L [EA T-16,

[0211]  'H NMR (400MHz ,DMSO-ds) 6 (ppm) :4.32 (s,2H) ,6.94 (t,J=4.0Hz, 1H) ,7.32-7.38
(m,4H) ,7.66-7.70 (m,1H) ,7.74-7.76 (m,2H) ,7.83(dd, J=6.8,0.8Hz,1H) ,8.14(d,J=
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1.2Hz,1H) ,8.19-8.21 (m,2H) ,8.30 (d, J=8.8Hz,1H) ,10.82 (s, 1H) ,11.85 (s, 1H) .
[0212]  SLytafsi17
[0213]  6- (3~ - 1H-Mg|It—4-FE) -N- (3,5- AR —1-ZEFHBifg (1-17)

Cl

Cl

[0215]  JBIR1:N-(3,5- & KK —6-(4,4,5,5-PU 1,3, 2- A 2Rk A —2-3) -
1-25% F i fi

[0216] ROt 3, 5- — FR L, HoAR B s JEoR R B il £ 7 V2 (R S it ] L v ) 22 B4
21 EEARN- (3, 5- &R —6- (4,4,5,5- VY HE-1, 3, 2- U R BN Al b —2— ) —1-2%
H e o

[0217]  'H NMR (300MHz,CDC13) 8 (ppm) :1.40 (s,12H) ,7.18 (m,1H) ,7.49-7.54 (m, 1H) ,
7.67-7.76 (m,4H) ,7.93(d,J=8.4Hz,1H) ,8.03 (d,J=8.7Hz,1H) ,8.29 (d,J=9.0Hz, 1H) ,8.41
(s,1H) .

[0218]  BIR2.6- (3-Z FE—-1H-W|Me—4-JE) —N- (3,5~ &R -1 -ZEFBEIZ (1-17)

[0219]  EN-ZIE-6-(4,4,5,5-PU B JE—1,3, 2- A 2% FR R fre—2—-3) —1 -5 B ok g o o
N-(3,5- s KAL) —6-(4,4,5, 5P -1, 3, 2- S R AR A b —2— 0 —1-Z Bz, R
Fr a5 Bk 3R B il 46 77 V23 R SE e s 1 (9 2D 3R6 , 13 R R i AR 117

[0220]  'H NMR (400MHz ,DMSO—ds) § (ppm) :4.32 (s,2H) ,6.95 (t,J=4.0Hz,1H) ,7.35-7.36
(m,2H) ,7.39 (t,J=2.0Hz,1H) ,7.70 (dd, J=8.0,7.2Hz,1H) ,7.76 (dd,J=8.8,2.0Hz, 1H) ,
7.85(dd,J=7.2,1.2Hz,1H) ,7.93-7.94 (m,2H) ,8.15(d,J=1.6Hz, 1H) ,8.22(d,J=8.4Hz,
1H) ,8.31(d,J=8.4Hz,1H) ,10.99 (s, 1H) ,11.85 (s, 1H) .

[0221]  SEjitaf)18:

[0222] 6 (32 -1 H-F|Me—4—E) -N- (3,5~ JRIEHL) —1-ZE R Bif (1-18)

[0224]  JDER1:N-(3,5- K HEL) —6-(4,4,5,5-VY I AE-1,3, 2- S BRI b —2-2) -
1-Z5 P BtR%

[0225] WG OR AR, 5 R ORI, FAR B i JEURE AR A i £ vk R S e L ) AP ER A,
2 A B EEN- (3,5- ZiRRHE) —6-(4,4,5,5- P4 31,3, 2- RN Al e —2-55) -1-
B

[0226]  'H NMR (400MHz,CDC13) & (ppm) :1.40 (s,12H) ,7.48 (s, 1H) ,7.49-7.53 (m, 1H) ,7.71
(s,1H) ,7.75(d,J=7.2Hz,1H) ,7.87 (s,2H) ,7.94 (d,J=8.8Hz,1H) ,8.03 (d, J=8.4Hz, 1H) ,
8.28(d,J=8.0Hz,1H) ,8.40 (s, 1H) .
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[0227]  JDUR2:6- (3 FE—1H-Wy|mk—4-JL) -N- (3,5- IR K L) -1 -Z5FH Bithk (1-18)

[0228]  EN-TRAE-6-(4,4,5,5-PU A1 ,3, 2- S R 3R i be -2 2) — 1 -5 R IS Jre e e
N=-(3,5- IR IEIL) —6-(4,4,5,5-PU FHE-1,3, 2- S 0 IR BE —2-3%) -1 -2 FF Bk e , o 42
e 75 Bk R0 S il £ 77 2 R S g 1 R i 20 5R6 , 15 1 F [l A T-18,

[0229]  'H NMR (400MHz ,DMSO—de) 8 (ppm) :4.32 (s, 2H) ,6.94 (m, 1H) ,7.34-7.35 (m, 2H) ,
7.61(s,1H) ,7.67-7.71 (m,1H) ,7.75-7.77 (m, 1H) ,7.84(d,J=6.8Hz,1H) ,8.11-8.15 (m,
3H) ,8.22(d,J=8.0Hz,1H) ,8.31 (d,J=8.4Hz,1H) ,10.94 (s,1H) ,11.84 (s, 1H) .

[0230]  SEjifsl19:

[0231]  6— (3—Z 21 H-Wg[ Mk —4—JL) —N- (3— (=g 28 R 3E) —1-Z5 F e fie (1-19)

[0233]  BPR1:6-(4,4,5,5-VYH H-1,3, 2- " HURM AN e 258 -N- 3- /P &) &
) —1-Z B

[0234] W 2R et pl 3— = 3R A B R i, AR BT 5 JUR) L 70 22 ) 4 7 V25 R] S e 461 1 g 0 B
4,13 A6 - (4,4,5,5-VU B -1, 3, 2- A 2 IR —2-3E) —N- (3— (U FF 3) ZRE) -
1-Z5 B fi

[0235]  'H NMR (400MHz,CDC13) & (ppm) :1.40 (s,12H) ,7.44 (d,J=7.6Hz,1H) ,7.49-7.54 (m,
2H) ,7.78(d,J=7.2Hz,1H) ,7.85 (s, 1H) ,7.89-7.94 (m, 2H) ,8.00-8.04 (m, 2H) ,8.32(d, J=
8.8Hz,1H) ,8.41 (s, 1H) .

[0236]  BR2.6- (3% - 1H-W|Me—4-3E) N- (3 (ZFF 3L JK ) -1-ZEH BEfg (1-19)
[0237]  GN-Z83E-6-(4,4,5,5-PU I 3E-1,3, 2- 230 RN BT -2 ) —1 25 B I i 48 ol
6-(4,4,5,5- VU JE-1,3, 2- A Z0 IR Al e —2-28) -N- (3— (P A0) 2R D) -1 - B i
HLAR P  JsUkE 7 B i 24 7 v R S 49 L b 1) 2P BR6 , A3 25 1 A [ AR T-19,

[0238] 'H NMR (400MHz ,DMSO-ds) & (ppm) :4.32 (s,2H) ,6.95 (t,J=4.0Hz, 1H) ,7.34-7.35
(m,2H) ,7.50(d,J=7.6Hz,1H) ,7.64 (t,]=8.0Hz,1H) ,7.67-7.71 (m,1H) ,7.75(dd,J=8.8,
2.0Hz,1H) ,7.86 (dd,J=7.2,1.2Hz,1H) ,8.03 (d,J=8.0Hz, 1H) ,8.14 (d, J=1.6Hz, 1H) ,8.21
(d,J=8.4Hz,1H) ,8.33(d,J=8.8Hz,1H) ,8.37 (s, 1H) ,10.99 (s, 1H) ,11.85 (s, LH) .

[0239] S f5120

[0240]  6- (32 -1 H-Mj|Mde—4—Jk) —N- (298 —5-FF HE R L) —1 - 25 FF W fi (1-20)

[0242]  JBHR1:N- Q- -5-F A EL) —6- (4,4,5,5-PU FF 21,3, 2- S %3 bl e -2
B -1-ZFE P B
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[0243] K IR 48 29 —5—FF FE M, JL AR i i B Ak B il 6 D R TR ST 491 1 v 20
R4 AFERET[EARN= (2-FR-5-FF AL RIE) —6-(4,4,5,5-PUF L1, 3, 2- S 2 IR Al e -2
i) -1 P Bl

[0244]  'H NMR (400MHz,CDC13) 8 (ppm) :1.40 (s, 12H) ,2.41 (s, 3H) ,6.91-6.93 (m, L 1) ,
7.00-7.04 (m,1H) ,7.51-7.55 (m,1H) ,7.81 (d,J=6.4Hz,1H) ,7.87 (m,1H) ,7.94 (dd, J=8.4,
1.2Hz,1H) ,8.03(d,J=8.0Hz, 1) ,8.37 (d,]=8.8Hz, 11) ,8.41-8.42 (m,21) .

[0245] D UR2: 6 (3~ k1 H-Ng[ME—4—JE) -N— (2—9R—5—FF FEOR L) —1 2% 7 i (1-20)
[0246]  HGN-TRH-6-(1,4,5,5- DU H-1,3, 2~ SR B be—2—5) — 1 2% FR e #0 Fk
N- (2-FR-5-F HEIRIE) —6- (4,4,5,5- DY -1, 3, 2- AU R IR fe —2—Jik) —1 - 25 Ot
F AR Pt SRk AR B ] 4% D VR R SR a1 1 P )25 36, 1928 i 44 1-20

[0247]  'H NMR (400MHz ,DMSO~ds) 8 (ppm) :2.34 (s,3H) ,4.32 (s,2H) ,6.95 (t,J=4.0Hz, 11) ,
7.08-7.10 (m,1H) ,7.18-7.23 (m, 1H) ,7.35-7.37 (m,2H) ,7.62(d,J=6.4Hz, 1H) ,7.65-7.69
(m, 1H) ,7.76 (dd,J=8.8,2.0Hz, 1H) ,7.82 (d,J=6.8Hz, 1) ,8.13 (d,J=1.6Hz,1H) ,8.18 (d,]
=8.0Hz,1H) ,8.37(d,J=8.8Hz,1H) ,10.37 (s, 1H) ,11.86 (s, 11) .

[0248]  SEafsl21

[0249] 6 (32— 1 H-Wg| Mk —4—) —N- (A—3—-3-F AL 75 0) —1 -2 % (1-21)

[0251]  BHR1:N- (4-F-3-F HIIE) -6-(4,4,5,5-PY F IE-1,3,2- S ZFR A e —2-
5 —1-ZE PR

[0252] g 2R e ¥ plgA— T -3~ FF B DR, FL AR i 75 DRk S 3501 B bl 4% D7 vk ) S it ) 1 v 1 20
R4 432K B AAN- -G -3-FF LK) —6- (4,4,5,5- DY H 3E-1, 3, 2- S 23R IR Al e —2-
5 —1-ZE B .

[0253]  'H NMR (300MHz ,CDC13) & (ppm) :1.40 (s, 12H) ,2.32(d,J=0.6Hz,3H) ,7.02 (t,]=
9.0Hz,1H) ,7.39-7.42 (m, 1H) ,7.48-7.53 (m,1H) ,7.57-7.62 (m,2H) ,7.76 (d,J=7.2Hz, 1H) ,
7.92(d,J=8.4Hz,1H) ,8.01 (d,J=7.8Hz,1H) ,8.32(d,]=8.4Hz, 1H) ,8.41 (s, LH) .

[0254]  JDUE2.6- (3-&FE-1H-M5[ME—4—3E) -N- (49 —3-HF 4 30) -1 -ZEHR Bz 1-21)
[0255]  GN-IRJE-6-(4,4,5,5- U 1,3, 2- A R IR A bE -2 k) —1-2% FR B i 4 ok
N- (4-5-3-F 35 ) -6-(4,4,5,5-TU B 31,3, 2- S A 3R Rl b —2-38) -1 - 25 R Bk A
HAx P a5 TR A A il & TR R SRR L R (K 2D 386, 43 2R A Ak T-21 .

[0256] 'H NMR (400MHz ,DMSO—ds) & (ppm) : 2.27 (s,3H) ,4.32 (s, 2H) ,6.94 (t,J=3.6Hz, 1H) ,
7.16 (t,J=9.2Hz,1H) ,7.34-7.35(m,2H) ,7.61-7.69 (m,2H) ,7.73-7.80 (m,3H) ,8.13 (s,
1H) ,8.18(d,J=8.0Hz,1H) ,8.29 (d,J=8.4Hz,1H) ,10.62 (s, 1H) ,11.84 (s,1H) .

[0257]  SEjafs]22:

[0258]  6- (3—% Jk—1 H-Wj|M—4 ) —-N- (2-F—4-FF FL oK 0E) -1 - 25 Bk (1-22)
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[0260] BRI :N- Q- —4-FHIEIL) -6-(4,4,5,5-PY 1,3, 2- A ZFR Al e —2—-
) -1-ZEH B

[0261] g 2R e i p 2 — 4R B DR R, FL AR v 75 DRk L 3701 B bl 2% D7 V25 ) S it ) 1 v 1 20
R4, 152K 0 EAAN- Q- -4-FF R 2EIE) —6-(4,4,5,5- DY B 3E-1, 3, 2- S J PR IR Al e —2-
) -1-FH B

[0262] 'H NMR (300MHz,CDC13) 8 (ppm) :1.40 (s, 12H) ,2.63 (s,3H) ,6.94-7.05 (m, 2H) ,
7.50-7.55(m,1H) ,7.78-7.82 (m,2H) ,7.93(d,J=8.4Hz,1H) ,8.02(d,J=8.1Hz,1H) ,8.36-
8.44 (m,3H) .

[0263]  DUR2:6- (3—2 S | H-H|Mde—4—J) —N- Q-F—4-FF 2% 0E) -1 -2 kA% (1-22)
[0264]  REN-IRAE-6-(4,4,5,5-PU I A-1,3, 2- S IR Tl be -2 ) — 1 -5 R B Jrg 6 e
N- Q- —4-F3IEIH) -6-(4,4,5,5-TU B 31,3, 2- ARl b —2-38) -1 - 25 R A%,
HAR BT R Uk ) B il £ 7 VAR S 49 1 1) AP B , 43 1 B ] 44 122,

[0265] 'H NMR (400MHz ,DMSO—ds) & (ppm) :2.35 (s,3H) ,4.32 (s, 2H) ,6.94 (t,J=4.0Hz, 1H) ,
7.07(d,J=8.0Hz,1H) ,7.16 (d,J=11.6Hz,1H) ,7.34-7.35 (m,2H) ,7.64-7.69 (m,2H) ,7.75
(d,J=8.8Hz,1H) ,7.83(d,J=6.8Hz,1H) ,8.12(s,1H) ,8.18(d,J=8.0Hz,1H) ,8.37(d, J=
8.8Hz,1H) ,10.32(s,1H) ,11.85 (s, 1H) .

[0266]  SEjifs)23

[0267]  6- (32 -1 H-M| -4 k) —N— (3-9p—4-FF LR L) —1 -2 FF M fie (1-23)

[0269]1  DIR1:N- 3-F-4-FHIFEE) -6-(4,4,5,5-PUFIE-1,3, 2- ~ A Rl b -2
5 —1-ZE i

[0270] R DR e B il 3— 3R —4—F R i, HEAR P 75 JEORE R A il 26 T R TR Sk a9 1 v (1) 28
B4, 1850 B AEN- Q- —4-F EFE) —6-4,4,5,5-PYF3E-1,3, 2- A Z 3R LAl b —2-
5 -1-ZE Bz .

[0271]  'H NMR (300MHz ,CDC13) 6 (ppm) :1.40 (s,12H) ,2.27 (d,J=1.8Hz,3H) ,7.17-7.18 (m,
oH) ,7.48-7.53 (m,1H) ,7.61-7.66 (m,2H) ,7.76 (d,J=7.2Hz,1H) ,7.92(dd,J=8.7,1.5Hz,
1H) ,8.01 (d, J=8.4Hz,1H) ,8.32(d, J=8.7Hz,1H) ,8.41 (s, 1H) .

[0272]  JDER2.6- (3 A 1H-|Me—4—JL) —N- (3 —4-FF HLIR L) -1 - 25 ki (1-23)
[0273]  N-ZE3E-6-(4,4,5,5-PUHIE—-1,3, 2- S Ze B0 LR BE —2— ) —1 - 25 B Il 8 1ol
N- (3 —4-F 3L 5 3E) —6-(4,4,5,5-PU B 31,3, 2- S A 3R il ke —2-38) -1 - 25 R Bkt
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HoA s JEUORE alon) A il 2 D7 VR IR Sk i 9 L v () AP 36, 43 3 ([l 4R 123

[0274]  'H NMR (400MHz ,DMSO-ds) 6 (ppm) :2.23 (s, 3H) ,4.32 (s,2H) ,6.94 (t,J=4.0Hz, 1H) ,
7.28(t,J=8.4Hz,1H) ,7.34-7.35(m,2H) ,7.46-7.48 (m,1H) ,7.68 (t,J=7.6Hz,1H) ,7.74~
7.81 (m,3H) ,8.13(s,1H) ,8.19(d, J=8.4Hz,1H) ,8.29 (d, J=8.8Hz,1H) ,10.75(s,1H) ,11.85
(s,1H) .

[0275]  SEjits]24

[0276] 66— (3—Z 1 H-Wg| sk —4—J5L) —N— (5—H 2 e —3 ) —1 - 25 Bt fie (1-24)

[0278]  DUR1:N- (5-F B mlgme—3—J) —6- (4,4,5,5-VU I k-1, 3, 2- AU R 3R LA be—2-
) - 1-ZE i

[0279] & OR it pie 5 H = St frig , LR I 5 JEURE L 7] A ] & V< ] SE e 451 1 v ) 2 B
4,43 1 Bl fAN- (5 F 2t el —3-08) —6-(4,4,5,5-PU F A1, 3, 2- A 20 BR R Al e —2-
) -1-ZE B .

[0280] 'H NMR (400MHz ,CDC13) & (ppm) :1.40 (s,12H) ,2.47 (s,3H) ,6.95 (s, 1H) ,7.50-7.54
(m,1H) ,7.82(dd,J=7.2,1.2Hz,1H) ,7.94(dd, J=8.4,1.2Hz,1H) ,8.05(d, J=8.0,1H) ,8.35
(d,J=8.8Hz,1H) ,8.42 (s,1H) ,8.50 (s, 1H) .

[0281]  JDIR2.6- (3-2 Fa—1 H-Wj| Mk —4—J) -N- (5—FF Jik Selg e —3— ) —1 -2 FH Wi fik (1-24)
[0282]  WgN-IHE-6-(4,4,5,5-PUF 3E—1,3,2- S 2RI bE—2-) —1—25 P Ik e 45 BN
(5—FR L s —3-3) —6- (4,4,5,5-PUFF -1, 3, 2- S J: A e —2—38) —1-Z5 R e f%
FA P a5 R ) A i & T R R SR AL 1 2P B, 45 ) A [ AR 124

[0283]  'H NMR (400MHz ,DMSO-ds) 6 (ppm) :2.46 (s,3H) ,4.32 (s,2H) ,6.87 (s,1H) ,6.95 (t,]
=3.6Hz,1H) ,7.35-7.36 (m,2H) ,7.66 (dd,J=8.0,7.2Hz,1H) ,7.76 (dd,J=8.4,1.6Hz,1H) ,
7.84(dd,J=7.2,0.8Hz,1H) ,8.14(d,J=1.6Hz,1H) ,8.20(d,J=8.4Hz,1H) ,8.31(d,J=8.8Hz,
1H) ,11.58(s,1H) ,11.85(s,1H) .

[0284]  SEjifs25:

[0285]  6— (3—Z 1 H-Wg[Mk—4—J) —N- (b mg —3—4%) —1-Z5 H B iz (1-25)

N
[0286] N=( | N
HN "

[0287]  JBHR1:N- (HEHE-3-3) —6-(4,4,5,5-PU I 5E-1, 3, 2- S0 RIA Al e -2 - 2) —1-3%
B

[0288] o R fid el 3— R A M , FL A P 5 BB Sl B Ml 4 T VATRI SR a0 1 P 20 BR4, 15
£ ] AAN- (R g -3 -) -6 (4,4,5,5-D4 k-1, 3, 2- SR BRI e —2—38) — 1 -2 F g
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fi& o

[0289]  'H NMR (300MHz,CDC13) 6 (ppm) :1.40 (s, 12H) ,7.35-7.39 (m, 1H) ,7.51-7.56 (m,
1H) ,7.75 (s, 1H) ,7.80-7.82 (m,1H) ,7.94 (dd,J=8.4,1.2Hz,1H) ,8.04 (d,J=8.4Hz, 1H) ,
8.32(d,J=8.4Hz,1H) ,8.40-8.44 (m,3H) ,8.67 (d,J=2.1Hz,1H) .

[0290] 59826 (3 F— 1 H-H|Ie—4—3) —N- (kg -3-3%) -1 -25F B i (1-25)

[0291]  JN-ZEHE—6- (4,4,5,5-PY B JE-1,3, 2— AR ZBF B b —2— ) —1— 2% PPk e 8 1
N- (HEIE-3-5) -6- (4,4,5,5-PU R -1, 3, 2- A 23R R e —2-38) — 1 25 Bk fie , A BT
5 TR 7] B il 4 Y R St 1 R 125 086 , 439k B ([l 4R 125

[0292]  'H NMR (400MHz , DMSO-ds) & (ppm) :4.32 (s,2H) ,6.95 (t,J=4.0Hz, 1H) ,7.35-7.36
(m,2H) ,7.43-7.47 (n,1H) ,7.68-7.72 (m, 1H) ,7.76 (dd,J=8.8,2.0Hz, 1H) ,7.87 (dd, J=7.2,
0.8Hz,1H) ,8.15(d,J=1.6Hz, 1H) ,8.21 (d,J=8.4Hz, 1H) ,8.28-8.30 (m, 1H) ,8.33-8.36 (m,
2H) ,8.98 (d,J=2.4Hz,1H) ,10.87 (s, 1H) ,11.85 (s, 1H) .

[0293]  Sijifafs26 -

[0294]  6— (3~ J&— | H-Mg| e —4—JL) -N-7, -1 -5 F i (1-26)

[0296]  BR1:N-2.3—6-(4,4,5,5-PUR 3E-1,3, 2- IR IR e —2—3) —1 25 i
[0297] WKt Rl £ i (288 IR B4 VU SR IR VAR » LA BT 75 JEURE L 7 A il & 7 V2 (A
SE it 1 o 25 B84, 45 3 f [EAAN- 2, 36— (4, 4,5, 5-PY B -1, 3, 2- AR 2R BRI e —2-
5 —1-ZE R W

[0298]  'H NMR (400MHz,CDC13) 6 (ppm) :1.31 (t,J=7.2Hz,3H) ,1.40 (s,12H) ,3.56-3.63 (n,
oH) ,5.96 (m,1H) ,7.45(dd,J=8.4,7.2Hz,1H) ,7.63 (dd,J=7.2,1.2Hz,1H) ,7.90 (dd, J=8.4,
1.2Hz,1H) ,7.95(d,J=8.4Hz,1H) ,8.26 (d,J=8.8Hz, 1H) ,8.38 (s, LH) .

[0299]  DR2.6- (3-F - 1H-H|Me~4—FL) N-2, B~ 1 -ZE FF I i (1-26)

[0300]  EN-IRIE-6-(4,4,5,5-PU R -1, 3, 2- A R IR A bE—2-) —1 2% FR Bk e 4 FiN—
2.3-6-(4,4,5,5-VU 21,3, 2- 5 0 BRI Ie —2—8) —1 -2 R i , FL AR T 75 el Lk
7R % il £ T3 v R St g L P ) D 3R 6 15 1 B AR 126

[0301]  'H NMR (400MHz ,DMSO—ds) & (ppm) :1.20 (t,J=7.2Hz,3H) ,3.40 (m,2H) ,4.30 (s,2H) ,
6.92-6.94 (m, 1H) ,7.34-7.35(m,2H) ,7.58-7.64 (m,2H) ,7.71 (dd,J=8.8,2.0Hz, 1H) ,8.08
(d,J=2.0Hz,1H) ,8.10(dd,J=8.0,2.0Hz, 1H) ,8.31 (d,J=8.8Hz, IH) ,8.60 (t,J=5.6Hz, [H) ,
11.83(s,1H) .

[0302] s fs127

[0303] 6 (32 L~ 1H-Hg|Mde—4 L) -N-FR PR 1 -Z5 FF Wk (1-27)
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[0304]

[0305]  DERL:N-FATRHE-6-(4,4,5,5- VY F3E-1,3, 2- 5 JR IR I A e —2 - 228) — 1 - 25 F 8k
iczs

[0306] o I e dfie S EA TR e, L 4 T 5 D 3501 B ] 2% D7 VR R s s 1 b (1) 20 B4, 43 1
[ AAN-FR T 36— (4,4,5,5-PU B 31,3, 2- S A IR fe—2-3) -1 25 R ke

[0307]  'H NMR (300MHz,CDC13) 8 (ppm) :0.67-0.70 (m,2H) ,0.90-0.94 (m,2H) ,1.39 (s,
12H) ,3.01-3.04 (m,1H) ,6.08 (s, 1H) ,7.41-7.46 (m,1H) ,7.59-7.61 (m, 1H) ,7.89-7.96 (m,
2H) ,8.26 (d,J=8.4Hz,1H) ,8.37 (s, 1H) .

[0308]  UR2.:6- (3-Z L1 H-H|Me—4—JL) -N-FRPA 125 Bk (1-27)

[0309]  HN-ZIE-6-(4,4,5,5-PU B -1 ,3, 2 AR 22 FR TR fe—2—3) —1 —25 FP ok g o o
N-PR A H-6- (4,4,5,5-PY I -1, 3, 2- AU 2RI I e —2— ) -1 -5 e e, o P 5 R
kTR il £ 7 VA R SERE 1 PR 1 2P 86 , 15825 A L [EAR T-27

[0310]  'H NMR (400MHz ,DMSO—ds) 8 (ppm) :0.61-0.63 (m,2H) ,0.74-0.76 (m,2H) ,2.97 (m,
1H) ,4.30 (s, 2H) ,6.93(t,J=4.0Hz,1H) ,7.34-7.35 (m,2H) ,7.58-7.60 (m,2H) ,7.71 (dd, J=
8.8,2.0Hz,1H) ,8.07 (d,J=1.6Hz,1H) ,8.09 (dd,J=6.4,2.4Hz,1H) ,8.30 (d, J=8.4Hz, 1H) ,
8.64(d,J=4.4Hz,1H) ,11.84 (s, 1H) .

[0311] St 528

[0312]  6- (32 k-1 H-M Mt —4—JK) —5—FR—N-R k-1 - 25 FR ik (1-28)

[0313]

[0314]  JBIR1.5-F—6-FHh-1 25/ R R G

[0315] K1l 1-ZER P EE T 0= LMEH, AL 9258 1 -E 2431 ,4-
TR [2.2. 2] F kT VURANER) R, IR A 85 CHEFE 24/ A HV B = IR G TR A
Yk JENT (&R 5 , i A E RS- -6 251 -ZEF IR P IR, 5932 7w, UK : 54%,
[0316]  'H NMR (300MHz ,DMSO~ds) & (ppm) :3.92 (s,3H) ,7.40 (t,J=9.0Hz, 1H) ,7.59-7.64
(m,1H) ,7.98(d,J=7.2Hz,1H) ,8.17 (d,J=8.4Hz, 1H) ,8.43(d,J=9.3Hz,1H) ,10.34 (s, 1H) .
[0317]  P3R2.5-F-6- ((ZHF L) M) &) -1 - F R F 5

[0318] g6k —1 25 F i B BG4 A5~ -6 -1 -2 PR R PR G , L4 75 Rk L 17 %
il 2% 77 A R S L (1) 2P 3R 1, 455 08 B IR 53R -6— (o ) Tl ) 4 0) —1-2%¢
R F S

[0319]  'H NMR (300MHz ,DMSO—ds) & (ppm) :3.98 (s,3H) ,7.86-7.97 (m,2H) ,8.36 (dd, J=7.2,
0.9Hz,1H) ,8.47 (d,]=8.4Hz,1H) ,8.75(dd,J=9.6,0.6Hz, 1H) .
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[0320]  JBIR3.5-F-6-(4,4,5,5- VI F-1,3,2- S BIRIF-2-3L) -1 -2 F IR 5

[0321]  Jg6- (&P &L) ML) 40 2E) — 1 -2 H R P G 6 53R —6— (S 22E) T ok
) EHL) -1-FH IR R, R B R ) B i £ O v R S 4 1 1) D R 2, 45 1
5-4-6-(4,4,5,5-PU I JE-1,3, 2- A HIR Fh—2-5) -1 ~ZE R FR I

[0322]  'H NMR (300MHz,CDC13) & (ppm) :1.41 (s,12H) ,4.01 (s,3H) ,7.56 (dd,]=8.4,7.8Hz,
1H) ,7.84(dd,J=8.4,6.0Hz,1H) ,8.27 (dd,J=7.5,1.2Hz, 1H) ,8.38(d, J=8.4Hz, 1) ,8.66
(dd,J=8.7,0.9Hz, 1H) .

[0323]  BIR4:5-%R-6-(4,4,5,5- VY FE-1,3, 2- S ANRIF-2-38) -1 -ZEH IR

[0324] 46— (4,4,5,5-PYH 1,3, 2- M e PR —2—0%) —1 25 AR R R I pl 56— (4,
4,5,5-PY B 3E-1,3, 2- ERIR-2-38) -1 -ZE R R s , e 4x A o JEUR) ) I il 46 5 vk
A St 49 1 2D B3, 15 A U ARG -3/ -6- (4,4,5, 5T -1, 3, 2- Sl R —2-8) -1 -
ZEHIR.

[0325]  'H NMR (300MHz ,DMSO—ds) 6 (ppm) :1.35 (s,12H) ,7.70-7.78 (m,2H) ,8.28 (dd, J=
7.5,1.2Hz,1H) ,8.34(d,J=8.1Hz,1H) ,8.66 (d,J=9.0Hz, 1H) .

[0326]  JGUR5: 5 -N-FH-6-(4,4,5,5-PYF H-1,3, 2- S BIRIF-2-3E) -1 25 BLig
[0327]  K6-(4,4,5,5-PU R 1,3, 2- SN IR—2-50) -1 - IR e plih- i —6- (4,4, 5,
5-VY R 1,3, 2- AW R IR —2-58) — 1 -ZE IR, LA el Dk 4k 7] B ] % J7 2 ) S it 461 1
W )20 R4, 19 5 A AR5 -N-JR -6 - (4,4 ,5,5- DU -1, 3, 2- 5 R 20 —1-2%
F B i

[0328]  'H NMR (300MHz,CDC13) 6 (ppm) :1.41 (s, 12H) ,7.20 (t,J=7.2Hz,1H) ,7.41 (t,]J=
7.8Hz,2H) ,7.53-7.58 (m, 1H) ,7.68-7.72 (m,3H) ,7.77-7.83 (m, 2H) ,8.09 (d, J=8.4Hz, 1) ,
8.29(d,J=8.4Hz,1H) .

[0329]  JB0%6:6- (32 k1 H-15| Mt —4— k) —5—4p—N-8 k-1 25 F Bk ik (1-28)

[0330]  gN-ZEFE-6-(4,4,5,5-PY R E-1,3, 2- AR AR IR —2—E) — 1 — 25 Y Wk e o Rl 5 —
N-IRJE-6-(4,4,5,5- VY H -1, 3, 2- UG —2—8) — 1 -Z H B i, JC 4 e 75 k) L k)
J% il & T3 3 R SE A 1 () 20 3R 6 , A3 ER L[ AR T-28

[0331]  'H NMR (300MHz ,DMSO-ds) & (ppm) :4.19 (s, 2H) ,6.94 (dd,J=5.7,2.1Hz,1H) ,7.12-
7.17 (m,1H) ,7.33-7.42 (m,4H) ,7.61-7.66 (m,1H) ,7.77-7.84 (m,3H) ,7.90-7.92 (m, 1H) ,
8.12(d,J=8.7Hz,1H) ,8.29 (d,J=8.4Hz,1H) ,10.69 (s,1H) ,11.88 (s, 1H) .

[0332]  sEiafs]29:

[0333] 6 (3~ FL—1—FF L~ H-Mg| ik —4—J) -N-ZK -1 -ZE H B fig (1-29)

[0334]

[0335]  ABUE1 . 4—fi—1—FF -1 H-Wg| e —3—fl
[0336] Y& 7K & Jibk 4t ol FR S It 5 L4 T 5 Rk L3k 70 B ) 48 g VAR IR) s e 9 1 b i 2D B85, 15 38
3] 44—~ 1 — B 1 H-Pg k-3
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[0337]  'H NMR (300MHz ,DMSO-de) & (ppm) :3.74 (s, 3H) ,5.12(s,2H) ,6.97 (dd,J=8.4,
7.5Hz,11) ,7.34(d,J=7.8Hz, 1) ,7.40 (d,J=8.4Hz, 1H) .

[0338]  DR2:6- (3-Z k1P A1 H-Hg M -4—hL) NI -1 -2 F Befi% (1-29)

[0339] g 4l — L H—Hg | Me—3 g f ol A~ — 1 — P e — T H-Wg =3 o, T P 5 Jeh ) . il
TR SE G (25 386 453 5 [ A 1-29

[0340]  'H NMR (300MHz ,DMSO~ds) 8 (ppm) :3.83 (s,3H) ,4.38 (s,2H) ,6.96 (d,J=6.9Hz, 1) ,
7.14 (t,J=7.5H0z,1H) ,7.37-7.47 (m,4H) ,7.68-7.75 (m,2H) ,7.80-7.85 (m,3H) ,8.13 (s,
1H) ,8.19(d,J=8.4Hz,1H) ,8.31 (d,J=8.7Hz, 1H) ,10.64 (s, 1H) .

[0341] St f5130

[0342]  6- (3~ FE—1 H-Wg| It —4—J) ~N-TRFE—-2- 25 A i i (1-30)

[0345]  Jg6- &I 1 -ZE R B pli6-F2 3L -2~ 28 FH IR , HL A I 75 RO 5 A il 2% T v ) s
T 1 25 BB L, 45 2 £ 8] 46— (= 80 P JE R G A ) —2— 255 P R P S

[0346]  'H NMR (300MHz ,CDC13) 6 (ppm) :4.01 (s,3H) ,7.45(dd,J=9.0,2.4Hz,1H) ,7.80 (d,]
=2.4Hz ,1H) ,7.94 (d,J=8.4Hz,1H) ,8.06 (d,J=9.3Hz,1H) ,8.17 (dd,J=8.4,1.2Hz,1H) ,8.66
(s,1H) .

[0347]  JBBE2.6-(4,4,5,5-VUF F-1,3, 2- SN IA-2-3%) —2-ZEH iR /R i

[0348] M6 (= 3R FF LML A0 0E) —1-2% AR P R o — (= R R 20 28 —2- IR
FHE , LR B el JaURE R A il 24 T vk R SE ) LR i P 3R 2, 15 1 il ik e - (4,4 ,5,5- 0 FH
1,3, 2- AR -2 ) 22X R R U R

[0349]  'H NMR (300MHz,CDC13) & (ppm) :1.40 (s,12H) ,3.98 (s,3H) ,7.88-7.95 (m,3H) ,8.06
(d,J=8.4Hz,1H) ,8.40 (s, 1H) ,8.60 (s, 1H) .

[0350]  JDU%3.6-(4,4,5,5-PUFF 1,3, 2- S HIRIF—2-3E) 2-ZEH g

[0351] 56— (4,4,5,5-PYH 3E-1,3,2- A ZFR A e —2—3) —1- 25 H iR Y s 45 - (4,
4,5,5-PY B 3E-1,3, 2- E IR -2-38) 2-ZE R HR I , e Ax A 7 DUk ) A il 4% 7 vk
[ St 451 1 b ) 5 B3 L, 45 (A ([l k6 — (4,4 ,5,5-PY I k-1, 3, 2- A Bl FR—-2- k) —2- 25 Ff
.

[0352]  'H NMR (300MHz ,DMSO—ds) & (ppm) :1.34 (s, 12H) ,7.78(d,J=8.1Hz,1H) ,7.98(dd, J=
8.7,1.5Hz,1H) ,8.08-8.13 (m,2H) ,8.38(s,1H) ,8.60 (s, 1H) ,13.15 (s, 1H) .

[0353]  DIRA:N-ZKFHE-6-(4,4,5,5-PUR 31,3, 2- AR IR -2-38) —2-ZE B ik

[0354]  Kr6-(4,4,5,5-PH H-1,3, 2- S R b —2-58) -1 - R IR B k6 (4,4,5,
5-VY R 1,3, 2- 5NN IR —2-58) —2-ZE IR, AR P = Dk Ak 7] B ] % J7 2 ) s it 461 1
L B4, B R YIN-E R —6- (4,4,5,5-PY FH -1, 3, 2- A Bl R FF—2-3E) —2-Z5
P o

[0355]  'H NMR (300MHz,CDC13) 6 (ppm) :1.41 (s,12H) ,7.16-7.26 (m,1H) ,7.41 (t,J=7.8Hz,
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2H) ,7.70(d,J=8.1Hz,2H) ,7.91-8.01 (m,5H) ,8.37 (s,1H) ,8.42(s,1H) .

[0356] LIRS 6- (3 L1 H-W| e —4—3k) N-SKF-2-25 F [ i (1-30)

[0357]  REN-TRAE-6-(4,4,5,5-PU FHAEE-1,3, 2- S0 R 3R il be -2 2) — 1 - R IS Jre e e
N-JRHE-6-(4,4,5,5-V4 L1, 3, 2- 5B REA -2 0%) —2-Z5 FR B e , FLAR P 5 J5UR) L 7]
J i) 24 7 12 R SE A 1 1) 2D 3R 6 , 43 1 L [EAR T30,

[0358]  'H NMR (300MHz ,DMSO—ds) & (ppm) :4.33 (s,2H) ,6.96-6.98 (m, 1H) ,7.13 (t,J=
7.5Hz,1H) ,7.35-7.42 (m,4H) ,7.76 (d,J=8.4Hz,1H) ,7.85(d, J=7.5Hz,2H) ,8.07-8.17 (m,
3H) ,8.22(d,J=8.4Hz,1H) ,8.67 (s, 1H) ,10.48 (s, 1H) ,11.86 (s, 1H) .

[0359] s fs31 :

[0360] 66— (3—Z 1 H-Wg| Mk —4—Jik) —5—F —N-JR k-2 25 F i i (1-31)

[0361] N=(
[0362] DR . 54655 H—2-Z5 F i F /i

[0363]  Wr6—F5Fh—1 —25 B R P G 0 B 6 - P2 3L 225 FR R F G, L A A 75 R LR A il 4%
J7 VAR SEHE R 28 [ 25 3R 1, 195 4 [ A5 -6 F2 S —2-ZE FH IR T I

[0364]  'H NMR (300MHz ,DMSO—ds) 8 (ppm) :3.90 (s,3H) ,7.35 (t,J=8.7Hz,1H) ,7.87 , J=
9.0Hz,1H) ,7.94-7.98 (m,2H) ,8.58 (s, 1H) ,10.58 (s, 1H) .

[0365]  DUR2. 54 —6- (((Z=F A A el fL) %05 —2-Z F IR i

[0366] K6 dk—1-Z5 HI R H G o pli 56— k-2 ZE R R FR G , HL A 75 R R 77 K
Bl 48 i [E S L b G P IR, AR5 RS- -6- (/U 3E) B 42008 —2- 25 IR
H g

[0367]  'H NMR (300MHz,CDC13) & (ppm) :4.02 (s,3H) ,7.48 (dd,J=9.0,6.9Hz,1H) ,7.84 (dd,
J=9.0,1.5Hz,1H) ,8.19-8.26 (m, 2H) ,8.66 (s, 1H) .

[0368] B IR3.5-F-6-(4,4,5,5-VYH 1,3, 2- S BHRIF-2-3L) —2-Z5 F iR Y I

[0369]  #56- (((ZH A ) ML) A L) —1-Z5 H IR FF 5 e 53R —6— (=R 28 Tk
5 L) —2-ZR IR TR, FL AR B s EORE LR A il & T v IR S 4] 1 Hp i 20 3R 2, 45 3 [
5-5-6-(4,4,5,5-PU B 31,3, 2- AR FR—2-4L) —2-ZE AR FE S

[0370]  DIR4:5-%-6-(4,4,5,5- VY HE-1,3, 2- S RIA-2-38) 2-ZEH IR

[0371]  Kr6-(4,4,5,5-PYH H-1,3, 2- S FA-2-58) -1 -ZE IR B 4 plio - -6- (4,
4,5,5-PY B 3E-1,3, 2- H IR -2-38) 2-ZE R HR i , e Ax A 7 EUR) ) A il 46 7 vk
A S g 1 1 A0 3R 3, 49 1 B B S -9m—6- (4,4,5, 5-PU R A1, 3, 2- A Bl Fh—2—0) —2-
I

[0372] B UE5.5-F-N-AFE-6- (4,4,5,5-PUF 3-1,3, 2- S BHRIA-2-3L) 225 kg

[0373]  #56-(4,4,5,5-VYF JE-1,3, 2- A BIRIR—2-3) -1 25 iR e o —#-6—- (4,4, 5,
5-VYH -1, 3, 2- B IA -2 58) —2-F FR IR, AR i fe J ek 7] A i & 7 92 () S e 491 1
W0 R4, 49 5 A [ AR5 -N-2R B -6 - (4,4 ,5,5- VU k-1, 3, 2- A B R -2 0) —2-2%
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F B M

[0374] D06 6— (3—Z JE—1 H-M5| M —4—35) -5 —N-Z5 e —2-ZE I Bk iz (1-31)

[0375]  gN-ZEE-6-(4,4,5,5-PU AR -1, 3, 2- SR R —2— L) — 1 —25 F Ik e e F 5 —
N-JRHE-6-(4,4,5,5-V4 L1, 3, 2- 5B REA -2 0%) —2-Z5 FR B e , FLAR P 5 J5UR) L 7]
J il £ T R SE A L b D BR6 , 1 AR R R T-31

[0376]  'H NMR (300MHz ,DMSO—-ds) & (ppm) :4.21 (s,2H) ,6.96 (d, J=6.0Hz,1H) ,7.14 (t,J=
7.5Hz,1H) ,7.36-7.43 (m,4H) ,7.64 (t,J=8.1Hz,1H) ,7.85(d,J=8.4Hz,2H) ,8.07 (d, J=
8.4Hz,1H) ,8.18 (d,J=8.4Hz, 1H) ,8.26 (d,J=9.0Hz, 1H) ,8.74 (s, 1H) ,10.55 (s, 1H) ,11.85
(s,1H) .

[0377]  sKJaf]32:

[0378]  6- (3~ -1 H-My|Mk—4-FE) —5-G(-N-I I 1 -ZEH i (1-32)

[0379]

[0380]  ABUR1.5-5-6-F k-1 25 FF R G

[0381] M1 5d 655 Hh—1 -2 IR A iR AN 76 2 28 SEN-SUA T BE I % v T 10022 F1 Y S 5k e
i, IR RS /NS WG, BR AR AR JEHT (R 0 - =10 90) , 15 1 (il 45 -5 6%
Jh-1-ZEH R ES, 1. 1758, W 100%,

[0382]  'H NMR (300MHz ,DMSO-d6) & (ppm) :3.93 (s,3H) ,7.43(d,J=9.3Hz,1H) ,7.67 (dd, J=
8.1,7.2Hz,1H) ,7.96 (d,J=7.5Hz,1H) ,8.32(d, J=8.4Hz,1H) ,8.57 (d,J=9.3Hz,1H) ,10.73
(s,1H) .

[0383]  JDER2.5-F-6- (= H ) T e ) 4000 —1-25 /R HP I

[0384]  Hg6-Fk—1-25 FF R R e -G -6 F2 dh— | - R S, o4 i JERE il 5m &
Bl VL R SEREB] L B 3R 1, 150 8 [l A5 &6 - (P ) Bl L) A0k —1-25 7
R i .

[0385] 'H NMR (300MHz,CDC13) & (ppm) :4.03 (s,3H) ,7.56 (d,J=9.6Hz, 1H) ,7.71-7.77 (m,
1H) ,8.33(dd,J=7.2,0.9Hz,1H) ,8.58 (d, J=8.4Hz, 1H) ,9.05 (d,J=9.0Hz, 1H) .

[0386]  HIR3.5-F-6-(4,4,5,5-VIH 1,3, 2- S BRI -2-3L) -1 -Z5 F IR g

[0387]  Jg6- (=8 FFIL) BRI IE) S0 3E) — 1 - 25 H R P R 6 53 -6- (S 4) T ik
) AL -1-FHR RS, R P R 7 B i £ 7 A R S 4 1 1 D R 2 45 6 A
h5-5—-6-(4,4,5,5-PU R 3E-1,3, 2- B RIF-2-35) -1 -ZEHF IR P IS .

[0388] 'H NMR (300MHz,CDC13) & (ppm) :1.43 (s, 12H) ,4.00 (s, 3H) ,7.60 (t,J=8.1Hz, 1H) ,
7.79(d,J=9.0Hz,1H) ,8.23(d,J=7.2Hz,1H) ,8.66 (d,]=8.4Hz, 1H) ,8.80 (d, J=8.7Hz, 1H) .
[0389]  IR4.5-F-6-(4,4,5,5-VYHF 1,3, 2- S BLIA-2-38) -1 -ZEHF R

[0390]  M46-(4,4,5,5-PYH F-1,3, 2- M R —2— ) —1 - 2% AR R R IR pl - -6- (4,
4,5,5-PY B 3E-1,3, 2- AR FR-2-38) —1-ZE R R B , 4% A o DUk 3 B il 4% 5 vk
[ S it 9] 1 1 2D B3, 15 2 L [ RS -5 -6- (4,4, 5, 5T &1, 3, 2- S e R —2- %) -1 -
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EHIR.

[0391]  JDER5.5-G -N-2RHE-6-(4,4,5,5-PYF -1, 3, 2- A WIS IR -2 %) —1 -2 9 e fix
[0392]  Kg6-(4,4,5,5-PURFHE-1,3, 2- S IR -2-38) -1 - ZEHF IR e pli5--6- (4,4, 5,
5-VUR JE-1,3, 2- A IR —2-8) —1-FR IR, LA v s Uk k71 A il & 77 2% [ < i 491 1
A5 R4, 49 85 10 RS- S -N-2R e —6- (4,4 ,5,5-P A k-1, 3, 2- ARl —2-3) -1 -2
R Bt A o

[0393]  JDUR6:6- (3-ZFE—1H-H|—4—J) -5 -N-FK FE—1 -Z5 H Bk i (1-32)

[0394]  WUN-ZEHL-6-(4,4,5,5-PUFF HE-1,3, 2- A IR ER—2- ) —1 25 P P e 8 J 58—
N-JRJE-6-(4,4,5,5-PY -1, 3, 2- Ul -2 ) — 1 -Z H B i, e P 75 J5R) L 1K)
J% il 24 J7 V2 R SE 1 (1) 20 3R 6 , A ER L[ AR 132,

[0395] 'H NMR (300MHz,DMSO-ds) & (ppm) :4.01 (s,2H) ,6.84-6.86 (m, IH) ,7.14 (t,]=
7.5Hz,1H) ,7.35-7.42 (m,4H) ,7.63 (d, J=8.7Hz, 1H) ,7.82-7.89 (m,3H) ,7.92-7.94 (m, H) ,
8.25(d,J=7.8Hz,1H) ,8.49(d,J=8.1Hz,1H) ,10.72(s,1H) ,11.80 (s, 1H) .

[0396] S f5133

[0397]  6- (3~ FL~T—F— [ H-Wg| i —4—3k) ~N- 1 - 25 R ke (1-33)

[0398]

[0399] DR . 74 —4—Hil—1 H-Ng| i —3—figg
[0400] g 2-9m—6-f 2K P i el 2, 3— g -6 R 2K Y I , LA i 75 SRR 3R R ) 4% vk
(7] S it ) 1 H 1) 20 BR5 , 45 3 E [ 44 79— 4 - — L H-g e -3 iz
[0401]  'H NMR (300MHz ,DMSO—ds) 8 (ppm) :5.18 (s,2H) ,6.88(dd,J=11.1,7.8Hz,1H) ,7.28
(dd,J=8.1,4.2Hz,1H) ,12.33 (s, 1H) .
[0402]  JDIR2.:6- (3-Z JE-T— 1 H-M| e —4—J) -N-ZR k-1 -Z5 H Bt fig (1-33)
[0403]  >{g4—fi—1 H—My| Wt —3— e 4 b, 7~ —4 Ml — L H-Pg| it —3— i, JL AR BT 75 Rk 771 A ol 4%
J7VEF S A L A )20 BR6 , 15 1 L AR T-33,
[0404]  'H NMR (300MHz ,DMSO—ds) & (ppm) :4.43 (s,2H) ,6.88-6.92 (m, 1H) ,7.11-7.24 (m,
2H) ,7.36-7.42 (m,2H) ,7.65-7.74 (m,2H) ,7.80-7.85 (m,3H) ,8.11(s,1H) ,8.18(d,J=
8.1Hz,1H) ,8.30(d,J=8.7Hz,1H) ,10.62(s,1H) ,12.34 (s, 1H) .
[0405]  SEJiafs34 -
[0406]  6- (3~ JE—T—JR -1 H-Mg|e—4—JE) -N-IRJE -1 -Z5 H e i (T-34)

7

[0407]

[0408]  JDIR1 . 7R —4-fl—1 H-Hg| -3
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[0409] ¥ 2-F—6—HIL A FR Ji 40 il 3— TR —2— T —6— RIS PR IS , HL A s k) R 70 A il 48 vk
() S e A5 1 () 20 B85, 19 2 0[] A4 7— YR —4 -l — L H-Wg PR3-l

[0410]  'H NMR (300MHz ,DMSO—ds) 8 (ppm) :5.18 (s,2H) ,7.19(d,J=7.8Hz,1H) ,7.27 W, J=
7.5Hz,1H) ,12.18 (s, 1H) .

[0411]  BI%2.6- (35 -7 IR - L H-Wg| M —4—3k) -N-8 F—1 - ZE 1 ke (1-34)

[0412] 4~ 1 H-Pg e —3— g ol 7— R —4— il — L H- e — 3 , Ho 4% i 7 JEUR) 3k 771) % il 4%
D7 VAR SE L P BR6 , 15 1 A i AR T-34,

[0413]  'H NMR (300MHz ,DMSO—ds) 8 (ppm) :4.45 (s,2H) ,6.89 (d,J=7.5Hz,1H) ,7.14 (t, =
7.5Hz,1H) ,7.37-7.42 (m,2H) ,7.59(d, J=7.2Hz, 1H) ,7.69-7.75 (m,2H) ,7.81-7.85 (m,3H) ,
8.15(s,1H) ,8.19(d,J=8.1Hz,1H) ,8.32(d,J=8.7Hz,1H) ,10.64 (s, 1H) ,12.22 (s, 1H) .
[0414]  SCiaf5135

[0415] 6 (3~ FL~7—FF L1 H-Mg| ik —4—J) -N-ZK -1 -2 B (1-35)

[0416]

[0417] D1 - A-F-7-FR 1 H-W M -3

[0418] 72— —6— M2 PG 0 j 2R —6 Tl —3— FF L 2 PR R , HL 4 P 75 SR 791 % i 4%
VAR SE A L rp R S0 BR5 45 5 £ [ 444 -7 - R -1 H-g i -3z

[0419]  'H NMR (300MHz ,DMSO—ds) & (ppm) : 2.33 (d, J=0.9Hz,3H) ,5.02 (s,2H) ,6.74 (dd, J=
7.5,1.2Hz,1H) ,7.24 (d,J=7.5Hz,1H) ,11.83 (s, 1H) .

[0420]  JBIR2.6- (3-47 Hh—7-FF Jh—1 H-Mg| e —4— k) ~N-2 J— | — 25 FF ¥ iz (1-35)

[0421] 474~ 1 H-We i —3— i 3 ol AT —7— FF e — 1 - e -3 fiz , L A% B 735 J e 3 7] A A
B 7 VR RS R KD 6, 43 () B [ 4R T35,

[0422]  'H NMR (300MHz ,DMSO—ds) & (ppm) : 2.47 (s,3H) ,4.31 (s, 2H) ,6.86 (d,J=6.9Hz, 1H) ,
7.11-7.16 (m,2H) ,7.39 (t,J=7.5Hz,2H) ,7.64-7.69 (m,1H) ,7.72(dd,J=8.4,1.8Hz, 1H) ,
7.78-7.80 (m,1H) ,7.84 (d,J=7.5Hz,2H) ,8.10 (d,J=1.5Hz,1H) ,8.17(d,J=8.1Hz, 1H) ,8.29
(d,J=8.7THz,1H) ,10.63 (s, 1H) ,11.88 (s, 1H) .

[0423] S f5136 -

[0424]  6- (32 A1 H-Wj| M4 ) —N- (3-FF A L IR J) —1 -ZE R Bt i (1-36)

[0425] e

[0426] ﬁggél «N— (B_EFI ﬁ%%%) —6— (4 ) 4 ) 5 ) S_IE EFI %_1 ’ 3 s 2_:3:5“46%&%_2_%) _l_ﬁ
FR i fie
[0427] g 24 fric i ple ) BRI R i, FLAR T s JEURE STk 2 ) 2 U Vs [R) S T a1 1 ep B 20 34
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FAE A B ARN- (3-FR AL IR HL) —6-(4,4,5,5-TU -1, 3, 2- A B R -2 0) —1 -2 PR
iz o

[0428]  JDUR2.:6- (3—Z Jk—1 H-g|mk—4-J) —N- (3-H 28 JEoR ) —1 25 FF ik (1-36)

[0429]  JHN-ZEFE—-6- (4,4,5,5-PY B FE-1,3, 2- A ZFF R B —2— ) —1 —2% AP B e e
N- (3-FRA LR IE) -6- (4,4,5,5-PU R -1, 3, 2- AW R —2- ) -1 -ZE A W g, Ho AR i o
JEORE AR 2 14 VR R St 8 1 R 0 386, 15 1 8 44 136

[0430]  'H NMR (300MHz ,DMSO~ds) & (ppm) :3.77 (s, 3H) ,4.31 (s, 2H) ,6.72(dd,J=8.1,
2.4Hz,1H) ,6.94 (t,J=3.9Hz, 1H) ,7.26-7.31 (n, 1H) ,7.34-7.35 (m,2H) ,7.39 (d, J=8.4Hz,
1H) ,7.55 (s, 1H) ,7.65-7.70 (m, 1H) ,7.75(dd, J=8.7,1.5Hz, 1H) ,7.79 (d,J=7.2Hz, 1H) ,
8.13(d,J=1.5Hz,1H) ,8.19 (d, J=8.7Hz, 1H) ,8.29 (d, J=8.7Hz,1H) ,10.61 (s, 1H) ,11.83 (s,
1H) .

[0431]  Sjiafs]37 -

[0432]  6- (3~ JE—1H-Mj|Mk—4-JE) -N- 3— (g A 2D KAL) —1-ZEHF lthg (1-37)

[0434]  JDURL:N- G- =P ALK 6-(4,4,5,5-PYHF H-1,3, 2- A B IR -2-45) -
125 F i i

[0435] ¥ I fra ffte ot 1) = 380 FF 4
R4, 5K € [ AARN- (3- =5 &
1~ 25 R e

[0436]  'H NMR (300MHz ,CDC1s) 8 (ppm) :1.40 (s, 12H) ,7.05(dd,J=8.4,0.9Hz, 1H) ,7.38-
7.43 (m,1H) ,7.49-7.55 (m,2H) ,7.75-7.79 (m,3H) ,7.93 (dd,J=8.4,1.2Hz,1H) ,8.03 (d,]J=
8.1Hz,1H) ,8.32(d,J=8.7Hz,1H) ,8.42 (s, 1H) .

[0437]  BER2.6- (3-FFE—-1H-W|Me—4-FE) N- 3~ (ZH P EID) HFL) ~1-ZEF Bz (1-37)
[0438]  JEN-IRIE-6-(4,4,5,5-PU 1,3, 2- A IR be -2 ) —1 - R IS Jle 6 e
N-G-=F P AL —6-4,4,5,5-PUFF 1,3, 2- AW RIF—2-38) -1 -ZE P BLi , 4
JIT 75 SRR AR B i 4% 7 VA R SE G A 1 e ) 20 9R6 , 15 1 B AR T-37

[0439]  'H NMR (300MHz ,DMSO-ds) & (ppm) :4.31 (s,2H) ,6.93-6.96 (m, 1H) ,7.12-7.15 (m,
1H) ,7.34-7.36 (m,2H) ,7.52 (t,J=8.1Hz,1H) ,7.69 (dd,J=8.1,7.2Hz,1H) ,7.74-7.77 (m,
2H) ,7.86 (dd,J=7.2,0.9Hz,1H) ,8.03 (s, 1H) ,8.14 (d,J=1.5Hz, 1H) ,8.21 (d,J=8.4Hz, 1H) ,
8.32(d,J=8.7Hz,1H) ,10.92 (s, 1H) ,11.83 (s, 1H) .

[0440] S5 538«

[0441]  6- (3% k1 H-Wj|Mk—4 ) -N- (3R JE IR JE) 1 -ZE A Bk % (1-38)

i

PRI, Foa BT 75 JEURE X7 A il 4% 7 v (R S i@ 45 1 1 20
RHL) -6-(4,4,5,5-VUFF 3-1,3, 2- AR FR-2-3%) -

i
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[0443]  DIR1.N- (3-$2JLIEHE) —6-(4,4,5,5-PY B 3E-1,3, 2- Bl R —2-3) —1-Z5 0
I fiz

[0444] & O fracffie jf ) 0 R DR Jie , HL A P 5 DB X1 A i) 24 7 3k (R S 1) 1 b 1) 20 3R 4, 45
ERELEARN- B3-F2 I 2K IE) —6-(4,4,5,5-PU -1, 3, 2- SR A —2-3) — 1 -ZE k%
[0445]  JDIR2.6- (3-Z -1 H-W|E—4-J) -N- 3~ (ZHF A ZH) —1-ZEF W% (1-38)
[0446]  EN-IRIE-6-(4,4,5,5-PU A1 ,3, 2- S IR T be -2 ) —1 -5 R B Jre 6 e
N- (3-FRH 2R —6- (4,4,5,5-PUFRJE-1,3, 2- A W R IR —2-28) — 1 -2E Wi e, EL R T aE it
BE TR B B £ VR R SERE ] L ep K B g6, 49 1 4 B4R T-38.

[0447]  'H NMR (300MHz ,DMSO—ds) & (ppm) :6.52-6.56 (m, 1H) ,6.97 (dd,J=4.2,3.6Hz,1H) ,
7.12-7.20 (m,2H) ,7.37-7.38 (m,2H) ,7.42 (s, 1H) ,7.63-7.69 (m,1H) ,7.72-7.77 (m,2H) ,
8.12(d,J=1.5Hz,1H) ,8.17 (d,J=8.1Hz,1H) ,8.27 (d,J=8.7Hz,1H) ,10.51 (s, 1H) .

[0448] S 15139«

[0449]  6- (3 -1 H-M| -4 ) —N- (3-HH 2L IR I —1-Z5 R B fik (1-39)

HN02

[0451] B0 .N- (3-AYJEZEIE) -6-(4,4,5,5-PU I 3E—1,3, 2- (Bl FR—2-3E) -1 -Z5 H1
B fi&

[0452] & I frac 4t il ) i 2 2 fie , HG A P 05 DR k1) A o] 2% T 2k (R s i) 1 o 1) 20 3R 4, 45
A [ AN (3R FE AR IE) —6-(4,4,5,5-PU -1, 3, 2- A IR IR —2-38) 1 25 R %
[0453]  DR2.6- (3-F FE—-1H-H|Me—4 L) —N- (3-R 2K 3) —1-ZEH Bk (1-39)

[0454]  EN-IRJE-6-(4,4,5,5-PU 1,3, 2- A IR T be -2 ) —1 -5 R B Jle 6 e
N- (3-RS R 2R L) -6— (4,4,5,5-PU A HE-1, 3, 2- AR FR—2- %) —1 25 A Wi e , LR e Joi
BEIRTR B i £ 7 1R RS2 L b 2 586 , 151 14 B AR T-39,

[0455]  'H NMR (300MHz , DMSO-ds) & (ppm) :4.33 (s,2H) ,6.95 (t,J=3.9Hz, 1H) ,7.34-7.36
(m,2H) ,7.67-7.78(m,3H) ,7.88(d, J=6.9Hz,1H) ,8.02(dd,J=8.1,1.5Hz,1H) ,8.15-8.18
(m,2H) ,8.23(d,J=8.1Hz,1H) ,8.35(d, J=8.7Hz,1H) ,8.91 (s,1H) ,11.12(s,1H) ,11.84 (s,
1H) .

[0456]  SKita {5140«

[0457]  6- (3% Ak —1 H-Wj| M —4 ) -N- (3-ZF 2k JE) —1 - 25 F Bt i (1-40)
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[0459]  F5 2022 3e6— (3—2 2~ 1 H-F|Mde—4—J8) —N— (3R 2 R 58E) —1-ZR R i (1-39) ¥ T°1
T BT, NN 252 5 SALEE 10 5= FH KAWL 132 S8k, INIRAET0 CHEFEO . 5/,
REZZ=E W08, W45, MK 2R B8, 73 KA 2. B8R C BEFE L, & 3 A HLAH , d A
FAENGE , ToKBRER AN T8, T8 WRAE T, 13 A B [ A 140, 1322 50, U2 - 72%,

[0460] 'H NMR (300MHz,DMSO-ds) & (ppm) :4.31 (s, 2H) ,5.16 (s, 2H) ,6.34 (dd, J=7.8,
0.9Hz,1H) ,6.88(d,J=8.1Hz,1H) ,6.93-7.01 (m,2H) ,7.21 (s, 1H) ,7.34-7.35 (m,2H) ,7.63-
7.68(m,1H) ,7.72-7.75(m,2H) ,8.11(d,J=1.5Hz,1H) ,8.16 (d,J=8.1Hz,1H) ,8.27(d,J=
9.0Hz,1H) ,10.33 (s, 1H) ,11.84 (s, 1H) .

[0461]  SCyaf141 «

[0462]  6- (3-~F LA I [d] FREME—4-3E) -N-R -1 -ZEH BhR% (1-41)

[0464]  DIR1 : A-WACIR I [d] Fel@me-3-Jig

[0465] K561 2 vw LB AT IRVE T 1 227N, N- F B B e Jiig , fi bk T~ 218 A9 1 2250 BT
B A, IR0 . 5/ , R A2 NN 10022 70 235 -6 - B B i , = il e Hi 12768, InN 10
ZEFEIK, L UE, SRR UL, M o R4 - R I [d] R -3 -, 725 v, IR
69%,

[0466]  'H NMR (300MHz , DMSO—ds) & (ppm) :5.93 (s, 2H) ,7.24-7.29 (m, 1H) ,7.55 (dd, J=8.4,
0.6Hz,1H) ,7.69-7.71 (m, 1H) .

[0467]  JDER2.:6- (3T [d] Frhgmk—4-3L) -N-RH-1-ZE R Bifi% (1-41)

[0468]  f4—fif— 1 H-Wg W —3—fiZe ¥ pe 4 AR R I [d] el —3—fie , HoAx i 75 JUR) L 37 A% il
247 VE R SE T ) P 3R, 43 A L AR T-41

[0469]  'H NMR (300MHz ,DMSO—ds) 6 (ppm) :5.23 (s, 2H) ,7.14 (t,J=7.5Hz,1H) ,7.30 (dd, J=
7.2,0.9Hz,1H) ,7.37-7.42 (m,2H) ,7.59 (dd, J=8.1,0.6Hz,1H) ,7.64-7.72(m,2H) ,7.77
(dd,J=8.4,1.5Hz,1H) ,7.83-7.85 (m,3H) ,8.19-8.21 (m, 2H) ,8.35(d, J=8.7Hz,1H) ,10.63
(s,1H) .

[0470]  sKjaf]42:

[0471] 6 B-EE-T-F A I [d] Fphgns—4-J) -N-JRFE-1-Z58 F e i (1-42)
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[0473]  DER1: T —4- WK I [d] el —3-i%

[0474]  Hg2-F 62K I # a2, 3— -6 -MIR R i , Ho AR BT a5 Uk kR A il 4 vk
A S g4 1 ()20 3R 1, 15 3 B EAR T - 4-TACR I [d] el -3-fi%.

[0475]  JDUR2.6- (3-FIE-T-F K [d] FlEme—4—JE%) -N-ZR -1 -ZEF BEi% (1-42)

[0476] P A—f—1 H—My| - 3— g4t j, 7 — 4 - IR R I [d] S -3, Ho R B i k) L ik
7 S il 24 J7 1 R SE Tt A L (1) 2 3R 6 , 43 B [ AR T-42,

[0477]  'H NMR (300MHz ,DMSO—des) 8 (ppm) :5.41 (s, 2H) ,7.11-7.16 (m, 1H) ,7.26-7.30 (m,
1H) ,7.39 (t,J=7.5Hz,2H) ,7.58-7.76 (m,3H) ,7.82-7.85 (m, 3H) ,8.18-8.20 (m,2H) ,8.35
(d,J=8.7Hz,1H) ,10.63 (s, 1H) .

[0478]  SKaf5143:

[0479]  6- (3 HL-7-FF HEIR I [d] Fpigm —4—J) -N-JR -1 -ZE I B ik (1-43)

[0481]  JD U1 . A7 —FF FE IR F [d] Sk —3-fi%

[0482] 42— —6- M2 PP G 0 12— R —6 Tl —3— FF SR 2 PR , HL A P 75 JEURE R 71 &% i 46 T
TEFSEE A1 (D BR L, 49 A AR 47— FF DR T [d] Sidnde-3-fi

[0483]  'H NMR (300MHz,DMSO-ds) & (ppm) :2.35 (s, 3H) ,5.91 (s, 2H) ,7.09 (dd, J=7.5,
0.9Hz,1H) ,7.58 (d,J=7.2Hz, 1H) .

[0484]  JDUR2.6- (3-FFE-T-F FIIF: [d] S —4—JE) N-RF—1-ZEH i (1-43)
[0485] 44—~ 1 H-Fg| e — 345t jfe AT —7— R L 9 [d ] SR —3—fi , o Ax i 75 TR ik
7 % il £ 7 i R St g L P D BR6 15 ) R AR 143

[0486]  'H NMR (300MHz ,DMSO—-ds) & (ppm) :5.22 (s,2H) ,7.14 (t,J=7.5Hz,1H) ,7.20 (d, J=
7.5Hz,1H) ,7.40 (t,J=8.1Hz,2H) ,7.48 (d, J=7.5Hz, 1H) ,7.67-7.76 (m,2H) ,7.83-7.85 (m,
3H) ,8.16-8.21 (m,2H) ,8.34 (d,J=8.7Hz,1H) ,10.63 (s, 1H) .

[0487]  sKitafs44

[0488]  6- (3-FL-7T-F AT [d] FlEmME-4-J) -N-IR -1 -2 Bifg (1-44)
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[0490] DI A-fl-7-F A ORI [d] S -3 fi

[0491] K 2-F—6-R 2 IS e 2 —6- M —3—FF SR L 2R AR G , AR T 75 TR k7 A il 4%
J7iE RIS a4 1 R D R, 15 1 A ] A4 -7 - R A R DR O [d] i3k o

[0492]  'H NMR (300MHz ,DMSO—ds) 8 (ppm) :3.91 (s,3H) ,5.91 (s,2H) ,6.91 (d,J=8.4Hz, 1) ,
7.57(d,J=8.1Hz,1H) .

[0493]  JDIR2:6- (3-ZJE-T-F E LRI [d] Fldme—4-J) -N-ZR B -1 -Z5 H Btk (1-44)
[0494] Y 4-f—1H-Ng[ e -3l 4t pl 4 — M7 — FR AU DR 5 [d ] e g -3, AR BT 75 I Bk
TR S ] £ T vk R SE e ) L R 2D 3R, 45 A B AR 144

[0495]  'H NMR (300MHz ,DMSO—ds) 8 (ppm) :4.00 (s,3H) ,5.23 (s,2H) ,7.14 (t,J=7.5Hz,1H) ,
7.20-7.26 (m,2H) ,7.39 (t,]J=7.5Hz,2H) ,7.65-7.74 (m,2H) ,7.81-7.85 (m,3H) ,8.13 (s,
1H) ,8.18(d,J=8.4Hz,1H) ,8.32(d,J=8.4Hz,1H) ,10.61 (s, 1H) .

[0496]  SCitaf5145

[0497]  fLAW1E 537K A VEGFR-2[ 3 1) 52 ]

[0498]  1.52B& )51k

[0499]  Kr il S NI Poly (Glu, Tyr) 4: 1 TG ¥ & + [ PBS (1 0mME% B 4 22 ML »
150mMNaCl ,pH7.2-7.4) ke i20ug/ml , 125m1 /FLAAREEFRAR , B37 C RN 12-16/ N o FF 25
FLrP AR G BEAR , FH200m1/FLIKIT-PBS (550 1%Tween—20f¥1PBS) ¥tk =X , TR 5538 . T-37
CHEFE TR AR AR 1 -2/N0F o B LI R RS2 i (50mM. HEPES, pH7 .4, 50mM MgCls,
5mM MnCl2,0.2mM NasVOs, ImM DTT) %% BEMT ATPYA L 50mL , 2494 B 5uM . 259 FH 1 %DMSORF B ik
AIEIAEE , 101 /AL, BN FHA00 1 5 B 52 i A B (1) VEGF R— 2758 22 12 W3l 5 1 - B 37 CHR
PR (100rpm) JZ N2 1ZNEF o T-PBSHEMR =K o CBE IR SE 5 75 BT B AT HE AL =L S AH S DMSOME (1)
FTHEFL) o I —$HTPY99100m1 /4L (p—Tyr (PY99) ,Cell Signaling Technology, Piifk H &
BSA5mg/m1 ) T-PBS1: 100050 , 37 CHEIR S MLO0 . 5/INRF o T-PBSHEAR =R o IIA —HuBiAR it
ANYIEE AR IC EBUR I 1gG100m1 /L Ak S BSASmg/m1 [ T-PBS1 : 2000%7 85 , 37 CHEIR
0. 57N o T-PBSHEAR =% o M 2mg/m1 [KJOPDZ 2438 100m1 /FL (&0 . 03%H202/£10 . 1M
FrBETR — B R AN ZE P (pH=5. D TR , 25 °C Y6 2 B2 1-1040 B » (OPDYA B 55 FH B 75
DR FEIECILAD A 2M HaS0450m1 /FL A 1E 5 87, FH AT 18 98 4K = FL AR B AR A SPECTRA
MAX190 3 52 WK 5 FEODARL, ¥ K 490nm

[0500]  fhAWpi i 22 ad st T B A 2R

[0501]

[H M 4 OD (P-4 54041 OD i P34l
WA F %= x100%
B R4 OD (B F3{s
[0502]  TCsofiL e i #1111l h 2% LA Y S50 A1 5
[0503]  2.sEf4E
[0504] 43 —F 7K P BB PR WA 3R BH , AR 5 B I 2R B R Ak B W AE R S S 4R EE TR AT B 56
VEGFR— 2 2 PRI A 1R 1O 1 R 5L, 35 - AL A W) S VEGFR—2 1) 2 B3 IR JE AE InM A A
S0 T[S P 6T BB A A SUT 1248 FITABTS69 , 4 — i 4 11 VEGFR— 2% 4 B it 11 11 7]
[0505]  2R2: A% BH S ith 4K A ) 5o B2 A I B WA I VE G R—2174) 2= B3 01 il ok S5
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[0506]

&Y 1Cs0 (nWD
SU11248" 7.4
ABT869" 6.2
I-1 1.6
1-2 7.0
-3 7.1
-4 1.5
I-5 1.3
1-6 26.7
1-7 7.3
1-8 1.9
-9 18.2
I-10 18.7
I-11 7.1
I-12 9.2
I-13 92.5
I-14 10.8
I-15 48.4
I-16 24.0
[0507]
I-17 1.4
I-18 2.5
1-19 7.3
1-20 3.8
1-21 8.1
1-22 7.6
1-23 4.5
1-24 9.7
1-25 20.2
1-26 101.3
1-27 95.2
1-28 8.6

[0508]  2SU112484E NFH X HE Mendel ,D.B.% AClin.Cancer Res.2003:;9 (1) :327-

37.)

[0509]  PABT869/E JyBH X HE (Dai, Y. %% A J. Med.Chem. 2007 :50 (7) :1584-97.)

[0510]  SLJifi {5146

[0511] AL S Ha7E AN ML AT X VEGE U 3 19 AT ik P9 B 24t M, CHUVEC) SR

[0512]  1.52EG )77
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[0513] b T5- 1545 3 H 2 BT 14 JEUARHUVECHH i 5000-8000/FL 5 77 T-96 FL 5 F7 IR
, BFFLO0uT , 15 350 JG FHAS 2 M35 1 il 32 3L ooul /AL 40 e 24 /NisE , LR s B 1L
AN LOR AR ERIAE Y, BEES NI T, AR IE3 R AL, N2 J5 2/ S IMVEGF A&
KA R F100ng /mL o {E FHA8/INE &, 35 2585 3290, FHTIVA 1K 10%T CATE4 C [ 58 1 /N, 7818
IR, 2339 EH AR T8 o SR 5 A FL N 190K B 2 2 1 1 Amg /m 1 () i 19 20 o 0 B
(sulforodamine B,SRB) VAR 10011, I YL 1570 4, 3525 Ye (i, L%0KEEBRBL IR 51K, 25 7/K
o AR T e SR RE AL N 15001 Tris—HCIIEWR (10mM Tris,pH10.0) , BEAR{Y560nmi K
NI ' P ODAH o K WAk A A HUVECAN B 3 5 41 1) 28, I AL A )0 VEGE A5 ) 3R G 41
HifE FH o
[0514] Ak A4 Zeadad T 51 A R4

| | BATEXT A OD (H-F I E- L &4 OD EF3E
[0515] 4L A EHHIFR Y%~ <100%

BR M B 2 OD {H-F-2A10E

[0516]  TCsoffLidat # i it £ LA VU S HU AT 5o
[0517] 2. s2EG 4t IR
[0518] M 3MIEAR AT N, AR A R BRG44SR VEGE T 2 A
O R Tk P B2 40 L (HUVEC) 885 1~ 0400 i ¢ R R A i BE R K, oAb B4 1-4.1-8.1-9,
T= 14T =21 (¥ 20 75 P 56 T BH P T HE AL A 9 ABT869 6
[0519]  &3: A BH S 4k & )R VEGE 5 3 BN T bk P 52 411 e (HUVEC) 395 1) - 040

il B
[0520]
S Bl RIS 1Cs0 (nMD
ABT869 2.32
I-1 3.76
1-2 20.54
1-3 20.17
1-4 0.9
1-6 86.36
1-7 2.08
1-8 1.3
1-9 1.44
I-10 6.1
I-11 2.26
I-12 16.99
I-13 2.63
1-14 1.57
I-15 3.12
1-16 3.86
1-17 >100
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1-18 >100
1-19 >100
1-20 6.09
[-21 1.53
[-22 3.261
1-23 4.456
[-24 5.72
1-26 6.96
=27 2.79

o1




