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% glek.
S5, g e] eFahA AT e A, SUSHA, FUIAMA, B2 EA,
WISPA A A, VB A E A A iz vhE GRS 2 AR F Aol w15
o)L FhE EIE F QUrh L B e 2 E FFH 02 o e
g AEIL A0l E A AL GPALE FARA 7] =] 71 B o] glu).
ool Soha) 12 A ST BN T Al 53] AL 15,
A A8 W Hlolel] QlolA] Fad 92 Brgsts 7l ubAlel ole) vl
w0 A9 M el 2FOR GEsto] o F BYL 2UFORA,
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271l A, el Al 7] uA| 2= Abl, Aurora, AXL, BLK, BMX, Aurora, c-KIT,

¢-MET, CDK, FER, FGFR, FGR, FLT, FRK, FYN, HCK, IRR, ITK, JAK, KDR, KIT,
LCK, LYN, MAPK, MER, MEK, MUSK, PDGFR, PLK, RET, RON, SRC, SRM,
TIE2, TNK1, TRKA, TNIK, VEGFR 5% o A] gk <= 9l 0 1}, o]of] 34 ¥ += A&
ottt tAIEZ e 8k, A, i w/sE 7@01 NoA T3 AeS 3=

1 O

ARl 7IGA =2 Sok 1o &S aofshd vt vk

~

c-Met<- hepatocyte growth factor(HGF) / scatter factor(SF)ol| 352 3188 & 2k
T-&-A B 241 7] YA (RTK, receptor tyrosine kinase) = A1, 21 & &4 8} 944 &
HGF7F A 3Hsha Sz Q1akeh & 142 A A tholmzt #4531 vha] B 241
2717 RIS E A 7] Aol EE YA 8 Atk 0] 5 down stream ] Al 71
AR O] FFEEH UM A R A EE A .

o] #] & HGF/c-Met®] 21 & A& 7 2= 2= MAPK &4 3512 B3 AL o] Z4 @
islol B W 2, PIBK-Akt 2l & A HA2E A A S,
o} L E A A PKCad H =29 E AA 7 o STAT3S A A 72 E 545

transformation 3} tubulogenesisoﬂ Holdl+= Ao 2 oA vl HGFeF
c-MetZ+2] dysregulation X c-Met 2] #Fe] 2 o] ko] Xl &l F= a3k o oh&
G031 el A YOI, e Mer B A R] £ FH02A ool o)t
¢l 2] o] A X 3L 3l (Livio T., Andrea B., Paolo M.; MET signaling: principles and
function in development, organ regeneration and cancer, Nat. Rev. Mol. Cell Biol.
11(12), (2010), 834-848).

w3k tha=e] 23] dlolE 7t 4] A, A, A Holof o] == R E) o
o] 4 HGF % c-Met2] S8 b &) 251 9l o o] 58 F 4 0% 3=
AETHA AA, o7 gl WAL, gHA] 2 oLE] Al 22 RNAT S 9Fe] WA S

A 8= A &= L E}FSTh(Stabile et al., Gene therapy, 11, 2004, 325-335; Jiang et
al., Clin. Cancer Res..9, (2003), 4274-4281). W&} A, c-Met=- 3£ 4] O % 3}= A A4
FIUA] A& A 7F c-Met =-8&A & s}7F i) FoF E SikA] oo kA
e loj A F sk AThE o= ] ARl U] o gA A o=

71t H
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oA DA 7]5S A} 35 Ef5F JetE 312 (paralogues) T
o - FrARSE A E S ZEX T, 15 A, 7], 71 W 2 9 E Y (regulatory
partner)t= A & vl -¢- v} =},

LEHGATE FE FAHEE ST AAEY, 74 FA4A] L] =
3 Q s} t}(Sausville EA. Nat. Med., 10, (2004), 234-235). ®:3F, Q. 22} A+
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HRAE A, A BE BT AASG H TV 19 FEE SAToEHN
Adaad Rl M L Vs g g

L2 B FARE G A B9 V)5S 2he A -T2 A dl o]t
o] AL 3] 2= H39| QI4ks), A4 A o] 324 &5 & Sh5roll st} =g
2| ol = 4 A A vl-o] 2.7 ¢l E]] ©] A (chromosome biorientation), & A - 7] Al| A 3
Hodhg W2 Y AAEXRJE 429l Ao = vt o,
AEZHATEY 5o 442 o S-& sir}

Q=2etC 7| A dia| A= AR E Ao A AR T E = SR
Holth= AL A9 8} A ek A A ko, ¢ 2l C 7)|UAE i
TN BFAd 7 Ade FUH 2 e Al sl Ao ® Bk

Sz 7l Al = ool e, A dAaAd R e 1y oS E9kske
EA 279 ¢to| A Bt g}, o 2el A @B 7 UAE S5 sl elE fAAE
54 T oA 55 = Aol = Wb, L2 C 7| UAE dEstdhe
A A Y R AL = QA 9] o Aol EAgth LRk Av A
gk, Aeh, et Ao G, dHAY R A AR, AV A EE,
D OE AT S 2GS s oA G Sk A H T (Warner et al.;

Molecular Cancer Therapeutics 2,(2003),589-595). &. 2 & A & B 7| YA = AL 9]
etell A RIW 3] S7kel 7 sy 2 o5& aaA <l o Al 5 Sr =g
324 0] E 4= 2t} (Mountzios et al., Cancer Treatment Reviews, 34, (2008), 175-182;
Gautschi et al., Clin., Cancer Res. 14(6), (2008), 1639-1648; Mortlock et al., Current
Topics in Medicinal Chemistry, 5,(2005), 807-821).

o m, diA 9 olo tigh Ao A R e 2dsl= HERA
Aol A= 3] 3] A7 21491 VEGF(Vascular endothelial growth factor)S
E T AUtk VEGF&= 4334 A4 A2HPDGF) ¢} & 9= o] F A4
Gk A 2 YA S R FoF AR ol o s A, A Al E
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[Table 1]

o}t |ste =

No.

1 5-Methyl-2-(3-0x0-2,3-dihydro-1H-isoindol-4-yl)- 1 H-imidazole-4-carboxylic
acid ethyl ester

2 2-[7-(2-Fluoro-4-{[ 1-(4-fluoro-phenylcarbamoyl)-cyclopropanecarbonyl]-ami
no}-phenyl)-3-oxo0-2,3-dihydro-1H-isoindol-4-yl]-5-methyl- 1 H-imidazole-4-
carboxylic acid ethyl ester

3 2-(7-{2-Fluoro-4-[3-(3-trifluoromethyl-phenyl)-ureido]-phenyl } -3-oxo-2,3-di
hydro-1H-isoindol-4-yl)-5-methyl-1H-imidazole-4-carboxylic acid ethyl
ester

4 1-{4-[7-(4,5-Dichloro-1H-imidazol-2-yl)- 1-ox0-2,3-dihydro- 1H-isoindol-4-yl
]-3-fluoro-phenyl }-3-(3-trifluoromethyl-phenyl)-urea

5 Cyclopropane-1,1-dicarboxylic acid
{4-[7-(4,5-dichloro-1H-imidazol-2-yl)-1-0x0-2,3-dihydro- 1 H-isoindol-4-yl]-
3-fluoro-phenyl }-amide(4-fluoro-phenyl)-amide

6 2-(1-Ethoxy-3-0x0-2,3-dihydro-1H-isoindol-4-yl)-5-methyl- 1 H-imidazole-4-
carboxylic acid

7 2-[7-(2-Chloro-phenylmethanesulfonylamino)-3-oxo-2,3-dihydro- 1H-isoindo
1-4-y1]-5-methyl-1H-imidazole-4-carboxylic acid ethyl ester

8 2-[7-(2-Chloro-phenylmethanesulfonylamino)-3-oxo-2,3-dihydro- 1H-isoindo
1-4-yl1]-5-methyl-1H-imidazole-4-carboxylic acid

9 2-[7-(2-Chloro-phenylmethanesulfonylamino)-3-oxo-2,3-dihydro- 1H-isoindo
1-4-yl1]-5-methyl-1H-imidazole-4-carboxylic
acid(2-piperidin-1-yl-ethyl)-amide

10 2-[7-(4-Amino-2-fluoro-phenyl)-3-oxo-2,3-dihydro-1H-isoindol-4-yl]-5-meth
yl-3H-imidazole-4-carboxylic acid

11 2-[7-(2-Fluoro-4-{3-[2-(4-fluoro-phenyl)-acetyl]-ureido }-phenyl)-3-oxo0-2,3-
dihydro-1H-isoindol-4-yl]-5-methyl-3H-imidazole-4-carboxylic acid

12 Cyclopropane-1,1-dicarboxylic
acid{3-fluoro-4-[7-(5-methyl-4-methylcarbamoyl-1H-imidazol-2-yl)- 1-ox0-2,
3-dihydro-1H-isoindol-4-yl]-phenyl } -amide(4-fluoro-phenyl)-amide

13 2-[7-(2-Fluoro-4-{3-[2-(4-fluoro-phenyl)-acetyl]-ureido }-phenyl)-3-oxo0-2,3-
dihydro-1H-isoindol-4-yl]-5-methyl- 1 H-imidazole-4-carboxylic acid
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methylamide

14

Cyclopropane-1,1-dicarboxylic acid
{4-[7-(4-ethylcarbamoyl-5-methyl-1H-imidazol-2-yl)- 1-ox0-2,3-dihydro- 1H-
isoindol-4-yl]-3-fluoro-phenyl }-amide(4-fluoro-phenyl)-amide

15

Cyclopropane-1,1-dicarboxylic
acid(3-fluoro-4-{7-[5-methyl-4-(2-piperidin-1-yl-ethylcarbamoyl)-1H-imidaz
0l-2-yl]-1-0x0-2,3-dihydro- 1 H-isoindol-4-yl } -phenyl)-amide(4-fluoro-phenyl

)-amide

16

2-[7-(2-Fluoro-4-{3-[2-(4-fluoro-phenyl)-acetyl]-ureido }-phenyl)-3-oxo0-2,3-
dihydro-1H-isoindol-4-yl]-5-methyl- 1 H-imidazole-4-carboxylic
acid(2-piperidin-1-yl-ethyl)-amide

17

[(2-{7-[2-Fluoro-4-(2,2,2-trifluoro-acetylamino)-phenyl]-3-oxo-2,3-dihydro- 1

H-isoindol-4-yl}-5-methyl-3H-imidazole-4-carbonyl)-amino]-acetic acid

18

Cyclopropane-1,1-dicarboxylic
acid(4-{7-[5-(2-diethylamino-ethylcarbamoyl)-4-methyl-1H-imidazol-2-yl]-1
-0x0-2,3-dihydro-1H-isoindol-4-yl }-3-fluoro-phenyl)-amide(4-fluoro-phenyl)

-amide

19

2-[7-(2-Fluoro-4-{3-[2-(4-fluoro-phenyl)-acetyl]-ureido }-phenyl)-3-oxo0-2,3-
dihydro-1H-isoindol-4-yl]-5-methyl-3H-imidazole-4-carboxylic
acid(2-diethylamino-ethyl)-amide

20

({2-[7-(2-Fluoro-4-{[ 1-(4-fluoro-phenylcarbamoyl)-cyclopropanecarbonyl]-a
mino }-phenyl)-3-oxo0-2,3-dihydro- 1 H-isoindol-4-yl]-5-methyl-3H-imidazole-

4-carbonyl }-amino)-acetic acid

21

Cyclopropane-1,1-dicarboxylic
acid(3-fluoro-4-{7-[4-methyl-5-(2-pyrrolidin-1-yl-ethylcarbamoyl)- 1H-imida
70l-2-yl]-1-0x0-2,3-dihydro- 1 H-isoindol-4-yl }-phenyl)-amide(4-fluoro-pheny

I)-amide

22

Cyclopropane-1,1-dicarboxylic acid
{3-fluoro-4-[7-(5-hydroxymethyl-4-methyl- 1H-imidazol-2-yl)- 1-ox0-2,3-dih
ydro-1H-isoindol-4-yl]-phenyl } -amide(4-fluoro-phenyl)-amide

23

Cyclopropane-1,1-dicarboxylic
acid(3-fluoro-4-{7-[4-methyl-5-(2-pyrrolidin-1-yl-ethylcarbamoyl)- 1H-imida
70l-2-yl]-1-0x0-2,3-dihydro- 1 H-isoindol-4-yl }-phenyl)-amide(4-fluoro-pheny
1)-methyl-amide

24

Cyclopropane-1,1-dicarboxylic
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acid(3-fluoro-4-{7-[4-methyl-5-(2-morpholin-4-yl-ethylcarbamoyl)- 1H-imida
70l-2-yl]-1-0x0-2,3-dihydro- 1 H-isoindol-4-yl }-phenyl)-amide(4-fluoro-pheny

I)-amide

25

Cyclobutane-1,1-dicarboxylic
acid(4-{7-[5-(2-diethylamino-ethylcarbamoyl)-4-methyl-1H-imidazol-2-yl]-1
-0x0-2,3-dihydro-1H-isoindol-4-yl }-3-fluoro-phenyl)-amide(4-fluoro-phenyl)

-amide

26

2-{7-[2-Fluoro-4-(2,2,2-trifluoro-acetylamino)-phenyl]-3-o0x0-2,3-dihydro-1
H-isoindol-4-yl}-5-methyl-3H-imidazole-4-carboxylic
acid(2-diethylamino-ethyl)-amide

27

Cyclopropane-1,1-dicarboxylic
acid(3-fluoro-4-{7-[5-(2-hydroxy-ethylcarbamoyl)-4-methyl-1H-imidazol-2-
yl]-1-0x0-2,3-dihydro-1H-isoindol-4-yl }-phenyl)-amide(4-fluoro-phenyl)-am
ide

28

2-{7-[2-Fluoro-4-(3-fluoro-benzoylamino)-phenyl]-3-0x0-2,3-dihydro-1H-iso
indol-4-yl}-5-methyl-3H-imidazole-4-carboxylic
acid(2-hydroxy-ethyl)-amide

29

Cyclopropane-1,1-dicarboxylic acid
[3-fluoro-4-(7-{4-methyl-5-[2-(4-methyl-piperazin-1-yl)-ethylcarbamoyl]- 1H
-imidazol-2-yl}-1-0x0-2,3-dihydro-1H-isoindol-4-yl)-phenyl]-amide(4-fluoro
-phenyl)-amide

30

2-[7-(4-Amino-2-fluoro-phenyl)-3-oxo-2,3-dihydro-1H-isoindol-4-yl]-5-meth
yl-3H-imidazole-4-carboxylic acid(2-pyrrolidin-1-yl-ethyl)-amide

31

N-(3-Fluoro-4-{7-[4-methyl-5-(2-pyrrolidin-1-yl-ethylcarbamoyl)- 1H-imidaz
0l-2-yl]-1-0x0-2,3-dihydro- 1H-isoindol-4-yl1 }-phenyl)-N'-(4-fluoro-phenyl)-

malonamide

32

N-(3-Fluoro-4-{7-[4-methyl-5-(2-pyrrolidin-1-yl-ethylcarbamoyl)- 1H-imidaz
0l-2-yl]-1-0x0-2,3-dihydro- 1 H-isoindol-4-yl }-phenyl)-N'- (4-fluoro-phenyl)-N

'-methyl-malonamide

33

2-{7-[4-(Cyclopropanecarbonyl-amino)-2-fluoro-phenyl]-3-oxo0-2,3-dihydro-
1H-isoindol-4-yl}-5-methyl-3H-imidazole-4-carboxylic
acid(2-pyrrolidin- 1-yl-ethyl)-amide

34

2-{7-[2-Fluoro-4-(3-fluoro-benzoylamino)-phenyl]-3-0x0-2,3-dihydro-1H-iso
indol-4-yl}-5-methyl-3H-imidazole-4-carboxylic
acid(2-pyrrolidin- 1-yl-ethyl)-amide
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35

2-[7-(4-Amino-2-fluoro-phenyl)-3-oxo-2,3-dihydro-1H-isoindol-4-yl]-5-meth
yl-3H-imidazole-4-carboxylic acid [2-(4-methyl-piperazin-1-yl)-ethyl]-amide

36

2-[7-(4-Hydroxy-phenyl)-3-0x0-2,3-dihydro- 1H-isoindol-4-yl]-5-methyl-3H-
imidazole-4-carboxylic acid(2-pyrrolidin-1-yl-ethyl)-amide

37

N-(3-Fluoro-4-{7-[4-methyl-5-(3-pyrrolidin-1-yl-propylcarbamoyl)- 1 H-imida
70l-2-yl]-1-0x0-2,3-dihydro- 1 H-isoindol-4-yl }-phenyl)-N'-(4-fluoro-phenyl)-

N'-methyl-malonamide

38

N-{3-Fluoro-4-[7-(4-methyl-5-methylcarbamoyl- 1H-imidazol-2-yl)- 1-ox0-2,
3-dihydro-1H-isoindol-4-yl]-phenyl }-N'-(4-fluoro-phenyl)-N'-methyl-malona

mide

39

2-{7-[2-Fluoro-4-(4-fluoro-benzoylamino)-phenyl]-3-0x0-2,3-dihydro-1H-iso
indol-4-yl}-5-methyl-3H-imidazole-4-carboxylic
acid(2-pyrrolidin- 1-yl-ethyl)-amide

40

2-{7-[2-Fluoro-4-(2-fluoro-benzoylamino)-phenyl]-3-o0x0-2,3-dihydro-1H-iso
indol-4-yl}-5-methyl-3H-imidazole-4-carboxylic
acid(2-pyrrolidin- 1-yl-ethyl)-amide

41

Cyclopropane-1,1-dicarboxylic acid
[3-fluoro-4-(7-{4-methyl-5-[(2-pyrrolidin-1-yl-ethylamino)-methyl]-1H-imid
azol-2-yl}-1-0x0-2,3-dihydro-1H-isoindol-4-yl)-phenyl]-amide(4-fluoro-phen
yl)-amide

42

2-[7-(4-Hydroxy-3-methoxy-phenyl)-3-o0x0-2,3-dihydro- 1 H-isoindol-4-yl]-5-
methyl-3H-imidazole-4-carboxylic acid(2-pyrrolidin-1-yl-ethyl)-amide

43

2-[7-(4-Carbamoyl-phenyl)-3-0x0-2,3-dihydro-1H-isoindol-4-yl]-5-methyl- 1
H-imidazole-4-carboxylic acid(2-pyrrolidin-1-yl-ethyl)-amide

44

2-[7-(4-Amino-2-fluoro-phenyl)-3-oxo-2,3-dihydro-1H-isoindol-4-yl]-5-meth

yl-1H-imidazole-4-carboxylic acid methylamide

45

2-[7-(4-Amino-2-fluoro-phenyl)-3-oxo-2,3-dihydro-1H-isoindol-4-yl]-5-meth

yl-1H-imidazole-4-carboxylic acid dimethylamide

46

2-[7-(2-Fluoro-4-{[3-(4-fluoro-phenyl)-2-oxo-imidazolidine- 1 -carbonyl]-ami
no}-phenyl)-3-o0xo0-2,3-dihydro-1H-isoindol-4-yl]-5-methyl- 1 H-imidazole-4-
carboxylic acid(2-pyrrolidin-1-yl-ethyl)-amide

47

2-[7-(4-Cyano-phenyl)-3-oxo-2,3-dihydro- 1 H-isoindol-4-yl]-5-methyl-1H-im
idazole-4-carboxylic acid(2-pyrrolidin-1-yl-ethyl)-amide

48

2-{7-[2-Fluoro-4-(4-fluoro-benzenesulfonylamino)-phenyl]-3-oxo-2,3-dihydr
0-1H-isoindol-4-yl}-5-methyl-3H-imidazole-4-carboxylic acid methylamide
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49

Cyclopropane-1,1-dicarboxylic acid
[3-fluoro-4-(7-{5-methyl-4-[ (E)-methyliminomethyl]-1H-imidazol-2-yl}-1-0
x0-2,3-dihydro-1H-isoindol-4-yl)-phenyl]-amide(4-fluoro-phenyl)-amide

50

3-(4-Fluoro-phenyl)-2-oxo-imidazolidine-1-carboxylic acid
{3-fluoro-4-[7-(5-methyl-4-methylaminomethyl- 1H-imidazol-2-yl)-1-oxo0-2,3
-dihydro-1H-isoindol-4-yl]-phenyl }-amide

51

2-{7-[2-Fluoro-4-(4-fluoro-benzenesulfonylamino)-phenyl]-3-oxo-2,3-dihydr
0-1H-isoindol-4-yl}-5-methyl-3H-imidazole-4-carboxylic
acid(2-pyrrolidin- 1-yl-ethyl)-amide

52

Cyclopropane-1,1-dicarboxylic acid
{3-fluoro-4-[7-(4-methyl-5-methylaminomethyl- 1H-imidazol-2-yl)-1-oxo0-2,3
-dihydro-1H-isoindol-4-yl]-phenyl }-amide(4-fluoro-phenyl)-amide

53

Cyclopropane-1,1-dicarboxylic acid
{4-[7-(5-dimethylaminomethyl-4-methyl- 1 H-imidazol-2-yl)-1-ox0-2,3-dihydr
0-1H-isoindol-4-yl]-3-fluoro-phenyl } -amide(4-fluoro-phenyl)-amide

54

2-(6-Isopropoxy-3-oxo0-2,3-dihydro-1H-isoindol-4-yl)-5-methyl-3H-imidazol
e-4-carboxylic acid(2-piperidin-1-yl-ethyl)-amide

55

2-(6-Isopropoxy-3-oxo0-2,3-dihydro-1H-isoindol-4-yl)-5-methyl-3H-imidazol
e-4-carboxylic acid [3-(2-methyl-piperidin- 1-yl)-propyl]-amide

56

N-{4-[7-(5-Dimethylaminomethyl-4-methyl-1H-imidazol-2-yl)- 1-ox0-2,3-dih
ydro-1H-isoindol-4-yl]-3-fluoro-phenyl }-N'-(4-fluoro-phenyl)-N'-methyl-mal

onamide

57

2-(7-{2-Fluoro-4-[4-(4-methyl-piperazin- 1-ylmethyl)-benzoylamino]-phenyl}
-3-0x0-2,3-dihydro- 1H-isoindol-4-yl)-5-methyl-3H-imidazole-4-carboxylic

acid dimethylamide

58

2-Fluoro-N-{3-fluoro-4-[7-(4-methyl-5-methylaminomethyl- 1H-imidazol-2-y
1)-1-0x0-2,3-dihydro- 1 H-isoindol-4-yl]-phenyl } -benzamide

59

N-{4-[7-(5-Dimethylaminomethyl-4-methyl-1H-imidazol-2-yl)- 1-ox0-2,3-dih
ydro-1H-isoindol-4-yl]-3-fluoro-phenyl }-2-fluoro-benzamide

60

N-{3-Fluoro-4-[7-(4-methyl-5-methylaminomethyl- 1H-imidazol-2-yl)-1-oxo-
2,3-dihydro-1H-isoindol-4-yl]-phenyl } -N'-(4-fluoro-phenyl)-N'-methyl-malo

namide

61

2-{7-[2-(4-Chloro-phenyl)-2-oxo-ethylamino]-3-0x0-2,3-dihydro- 1 H-isoindol
-4-yl}-5-methyl-3H-imidazole-4-carboxylic acid methylamide

62

N-[3-Fluoro-4-(7-{5-[(2-hydroxy-ethylamino)-methyl]-4-methyl- 1H-imidazo
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1-2-yl}-1-0x0-2,3-dihydro- 1 H-isoindol-4-yl)-phenyl]-N'-(4-fluoro-phenyl)-N'

-methyl-malonamide

63

2-Fluoro-N-[3-fluoro-4-(7-{5-[(2-hydroxy-ethylamino)-methyl]-4-methyl-1H
-imidazol-2-yl}-1-0x0-2,3-dihydro-1H-isoindol-4-yl)-phenyl]-benzamide

64

4-Fluoro-N-{3-fluoro-4-[7-(4-methyl-5-methylaminomethyl- 1H-imidazol-2-y
1)-1-0x0-2,3-dihydro- 1 H-isoindol-4-yl]-phenyl } -benzamide

65

4-Fluoro-N-[3-fluoro-4-(7-{5-[(2-hydroxy-ethylamino)-methyl]-4-methyl-1H
-imidazol-2-yl}-1-0x0-2,3-dihydro-1H-isoindol-4-yl)-phenyl]-benzamide

66

N-{4-[7-(5-Dimethylaminomethyl-4-methyl-1H-imidazol-2-yl)- 1-ox0-2,3-dih
ydro-1H-isoindol-4-yl]-3-fluoro-phenyl }-4-fluoro-benzamide

67

Cyclopropane-1,1-dicarboxylic acid
{4-[7-(5-ethylaminomethyl-4-methyl- 1H-imidazol-2-yl)- 1-ox0-2,3-dihydro-1
H-isoindol-4-yl]-3-fluoro-phenyl } -amide(4-fluoro-phenyl)-amide

68

N-{4-[7-(5-Ethylaminomethyl-4-methyl- 1H-imidazol-2-yl)-1-ox0-2,3-dihydr
0-1H-isoindol-4-yl]-3-fluoro-phenyl }-2-fluoro-benzamide

69

Cyclopropane-1,1-dicarboxylic acid cyclopropylamide
{4-[7-(5-diethylaminomethyl-4-methyl-1H-imidazol-2-yl)-1-oxo-2,3-dihydro
-1H-isoindol-4-yl]-3-fluoro-phenyl } -amide

70

Cyclopropane-1,1-dicarboxylic
acid(3-fluoro-4-{7-[5-(isopropylamino-methyl)-4-methyl- 1H-imidazol-2-yl]-
1-0x0-2,3-dihydro-1H-isoindol-4-yl}-phenyl)-amide(4-fluoro-phenyl)-amide

71

2-Fluoro-N-(3-fluoro-4-{7-[5-(isopropylamino-methyl)-4-methyl- 1 H-imidazo
1-2-yl]-1-0x0-2,3-dihydro-1H-isoindol-4-yl } -phenyl)-benzamide

72

Cyclopropane-1,1-dicarboxylic acid
{4-[7-(5-diethylaminomethyl-4-methyl-1H-imidazol-2-yl)-1-oxo-2,3-dihydro
-1H-isoindol-4-yl]-3-fluoro-phenyl } -amide(4-fluoro-phenyl)-amide

73

N-{4-[7-(5-Diethylaminomethyl-4-methyl-1H-imidazol-2-yl)-1-ox0-2,3-dihy
dro-1H-isoindol-4-yl]-3-fluoro-phenyl}-2-fluoro-benzamide

74

N-{4-[7-(5-Cyclopropylaminomethyl-4-methyl-1H-imidazol-2-yl)-1-ox0-2,3-
dihydro-1H-isoindol-4-yl]-3-fluoro-phenyl }-2-fluoro-benzamide

75

Cyclopropane-1,1-dicarboxylic acid
[4-(7-{5-[(ethyl-methyl-amino)-methyl]-4-methyl-1H-imidazol-2-yl }-1-oxo0-2
,3-dihydro-1H-isoindol-4-yl)-3-fluoro-phenyl]-amide(4-fluoro-phenyl)-amide
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76

Pyridine-2-carboxylic acid
{4-[7-(5-ethylaminomethyl-4-methyl- 1H-imidazol-2-yl)- 1-ox0-2,3-dihydro-1
H-isoindol-4-yl]-3-fluoro-phenyl }-amide

77

N-[4-(7-{5-[(Cyclopropylmethyl-amino)-methyl]-4-methyl- 1 H-imidazol-2-yl
}-1-0x0-2,3-dihydro- 1H-isoindol-4-yl)-3-fluoro-phenyl]-2-fluoro-benzamide

78

Cyclopropane-1,1-dicarboxylic acid
{4-[7-(5-cyclopropylaminomethyl-4-methyl- 1H-imidazol-2-yl)-1-0x0-2,3-dih
ydro-1H-isoindol-4-yl]-3-fluoro-phenyl }-amide(4-fluoro-phenyl)-amide

79

Piperidine-4-carboxylic acid
{3-fluoro-4-[7-(4-methyl-5-methylcarbamoyl- 1 H-imidazol-2-yl)- 1-ox0-2,3-di
hydro-1H-isoindol-4-yl]-phenyl }-amide

80

2-{7-[2-Fluoro-4-(2-fluoro-benzoylamino)-phenyl]-3-0x0-2,3-dihydro-1H-iso
indol-4-yl}-5-methyl-3H-imidazole-4-carboxylic acid
[2-(4-methyl-piperazin-1-yl)-ethyl]-amide

81

Cyclopropane-1,1-dicarboxylic acid
[4-(7-{5-[(cyclopropylmethyl-amino)-methyl]-4-methyl- 1H-imidazol-2-yl }-1
-0x0-2,3-dihydro-1H-isoindol-4-yl)-3-fluoro-phenyl]-amide(4-fluoro-phenyl)

-amide

82

4-Fluoro-N-(3-fluoro-4-{7-[5-(isopropylamino-methyl)-4-methyl- 1 H-imidazo
1-2-yl]-1-0x0-2,3-dihydro-1H-isoindol-4-yl } -phenyl)-benzamide

83

N-[4-(7-{5-[(Cyclopropylmethyl-amino)-methyl]-4-methyl- 1 H-imidazol-2-yl
}-1-0x0-2,3-dihydro- 1H-isoindol-4-yl)-3-fluoro-phenyl]-4-fluoro-benzamide

84

6-Chloro-pyridine-2-carboxylic acid
{4-[7-(5-ethylaminomethyl-4-methyl- 1H-imidazol-2-yl)- 1-ox0-2,3-dihydro-1
H-isoindol-4-yl]-3-fluoro-phenyl }-amide

85

N-{4-[7-(5-Ethylaminomethyl-4-methyl- 1H-imidazol-2-yl)-1-ox0-2,3-dihydr
0-1H-isoindol-4-yl]-3-fluoro-phenyl } -4-fluoro-benzamide

86

N-{4-[7-(5-Cyclopropylaminomethyl-4-methyl-1H-imidazol-2-yl)-1-ox0-2,3-
dihydro-1H-isoindol-4-yl]-3-fluoro-phenyl }-4-fluoro-benzamide

87

4-Fluoro-N-{3-fluoro-4-[7-(4-methyl-1H-imidazol-2-yl)-1-oxo0-2,3-dihydro-1
H-isoindol-4-yl]-phenyl }-benzamide

88

N-{4-[7-(4-Ethylaminomethyl-5-methyl- 1H-imidazol-2-yl)-1-ox0-2,3-dihydr
o-1H-isoindol-4-yl]-3-fluoro-phenyl }-nicotinamide

89

Cyclopropane-1,1-dicarboxylic acid
{3-fluoro-4-[7-(4-methyl-1H-imidazol-2-yl)-1-oxo-2,3-dihydro- 1 H-isoindol-
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4-yl]-phenyl }-amide(4-fluoro-phenyl)-amide

90

3,5-Difluoro-N-{3-fluoro-4-[7-(4-methyl- 1 H-imidazol-2-yl)- 1-ox0-2,3-dihyd
ro-1H-isoindol-4-yl]-phenyl }-benzamide

91

7-[2-Fluoro-4-(2-fluoro-benzoylamino)-phenyl]-3-oxo-2,3-dihydro- 1 H-isoind

ole-4-carboxylic acid methylamide

92

Cyclopropane-1,1-dicarboxylic acid
[3-fluoro-4-(7-methylcarbamoyl- 1-0x0-2,3-dihydro-1H-isoindol-4-yl)-phenyl
]-amide(4-fluoro-phenyl)-amide

93

7-[2-Fluoro-4-(2-fluoro-benzoylamino)-phenyl]-3-oxo-2,3-dihydro- 1 H-isoind
ole-4-carboxylic acid(2-morpholin-4-yl-ethyl)-amide

94

3-Fluoro-N-{3-fluoro-4-[7-(4-methyl- 1H-imidazol-2-yl)-1-oxo0-2,3-dihydro-1
H-isoindol-4-yl]-phenyl }-5-morpholin-4-yl-benzamide

95

7-[2-Fluoro-4-(2-fluoro-benzoylamino)-phenyl]-3-oxo-2,3-dihydro- 1 H-isoind

ole-4-carboxylic acid

96

7-[2-Fluoro-4-(3-fluoro-5-morpholin-4-yl-benzoylamino)-phenyl]-3-oxo-2,3-
dihydro-1H-isoindole-4-carboxylic acid methylamide

97

7-{2-Fluoro-4-[(pyridine-3-carbonyl)-amino]-phenyl }-3-oxo-2,3-dihydro-1H-

isoindole-4-carboxylic acid methylamide

98

7-[2-Fluoro-4-(4-fluoro-benzoylamino)-phenyl]-3-oxo-2,3-dihydro- 1 H-isoind

ole-4-carboxylic acid methylamide

99

7-[2-Fluoro-4-(2-fluoro-benzoylamino)-phenyl]-3-oxo-2,3-dihydro- 1 H-isoind

ole-4-carboxylic acid amide

100

Cyclopropane-1,1-dicarboxylic acid
{3-fluoro-4-[7-(3-morpholin-4-yl-propylcarbamoyl)-1-oxo-2,3-dihydro- 1 H-is
oindol-4-yl]-phenyl }-amide(4-fluoro-phenyl)-amide

101

Cyclopropane-1,1-dicarboxylic acid
{3-fluoro-4-[1-oxo-7-(3-pyrrolidin-1-yl-propylcarbamoyl)-2,3-dihydro-1H-is
oindol-4-yl]-phenyl }-amide(4-fluoro-phenyl)-amide

102

7-[2-Fluoro-4-(2-fluoro-benzoylamino)-phenyl]-3-oxo-2,3-dihydro- 1 H-isoind
ole-4-carboxylic acid(3-morpholin-4-yl-propyl)-amide

103

7-{2-Fluoro-4-[(pyridine-2-carbonyl)-amino]-phenyl }-3-oxo-2,3-dihydro-1H-

isoindole-4-carboxylic acid methylamide

104

Cyclopropane-1,1-dicarboxylic acid
[4-(7-carbamoyl-1-0x0-2,3-dihydro-1H-isoindol-4-yl)-3-fluoro-phenyl]-amid
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e(4-fluoro-phenyl)-amide

105

Cyclopropane-1,1-dicarboxylic acid
{3-fluoro-4-[7-(2-morpholin-4-yl-ethylcarbamoyl)- 1-ox0-2,3-dihydro-1H-isoi
ndol-4-yl]-phenyl }-amide(4-fluoro-phenyl)-amide

106

7-{4-[3-(2-Dimethylamino-ethylamino)-5-fluoro-benzoylamino]-2-fluoro-phe
nyl }-3-oxo-2,3-dihydro- 1H-isoindole-4-carboxylic acid methylamide

107

Cyclopropane-1,1-dicarboxylic acid
{3-fluoro-4-[1-oxo-7-(2-pyrrolidin-1-yl-ethylcarbamoyl)-2,3-dihydro- 1 H-isoi
ndol-4-yl]-phenyl }-amide(4-fluoro-phenyl)-amide

108

7-(2-Fluoro-4-{[ 1-(4-fluoro-phenylcarbamoyl)-cyclopropanecarbonyl]-amino
}-phenyl)-3-ox0-2,3-dihydro-1H-isoindole-4-carboxylic acid

109

{[7-(2-Fluoro-4-{[1-(4-fluoro-phenylcarbamoyl)-cyclopropanecarbonyl]-ami
no }-phenyl)-3-oxo0-2,3-dihydro-1H-isoindole-4-carbonyl]-amino }-acetic acid

110

4-[2-Fluoro-4-(2-fluoro-benzylamino)-phenyl]-7-(4-methyl-1H-imidazol-2-yl
)-2,3-dihydro-isoindol-1-one

111

7-[2-Fluoro-4-(2-fluoro-benzylamino)-phenyl]-3-0x0-2,3-dihydro- 1H-isoindo

le-4-carboxylic acid methylamide

112

Cyclopropane-1,1-dicarboxylic acid
{4-[7-(2-dimethylamino-ethylcarbamoyl)- 1-0x0-2,3-dihydro-1H-isoindol-4-y
1]-3-fluoro-phenyl }-amide(4-fluoro-phenyl)-amide

113

Cyclopropane-1,1-dicarboxylic acid
{4-[7-(3-dimethylamino-propylcarbamoyl)-1-o0x0-2,3-dihydro- 1 H-isoindol-4-
yl]-3-fluoro-phenyl }-amide(4-fluoro-phenyl)-amide

114

4-[2-Fluoro-4-(2-fluoro-benzylamino)-phenyl]-7-(4-methyl-5-methylaminom
ethyl- 1H-imidazol-2-yl)-2,3-dihydro-isoindol-1-one

115

7-(2-Fluoro-4-{[3-(4-fluoro-phenyl)-2-oxo-imidazolidine- 1-carbonyl]-amino }
-phenyl)-3-0x0-2,3-dihydro-1H-isoindole-4-carboxylic acid amide

116

4-(2-Fluoro-4-hydroxy-phenyl)-7-[5-(isopropylamino-methyl)-4-methyl- 1H-i
midazol-2-yl]-2,3-dihydro-isoindol-1-one

117

Cyclopropane-1,1-dicarboxylic acid
[4-(7-ethylcarbamoyl- 1-0x0-2,3-dihydro- 1H-isoindol-4-yl)-3-fluoro-phenyl]-

amide(4-fluoro-phenyl)-amide

118

Cyclopropane-1,1-dicarboxylic acid
[3-fluoro-4-(7-isopropylcarbamoyl- 1-0x0-2,3-dihydro-1H-isoindol-4-yl)-phe
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nyl]-amide(4-fluoro-phenyl)-amide

119

7-(2-Fluoro-4-{3-[2-(4-fluoro-phenyl)-acetyl]-ureido }-phenyl)-3-oxo0-2,3-dih

ydro-1H-isoindole-4-carboxylic acid amide

120

Cyclopropane-1,1-dicarboxylic acid
{3-fluoro-4-[7-(2-hydroxy-ethylcarbamoyl)-1-0x0-2,3-dihydro- 1 H-isoindol-4
-yl]-phenyl}-amide(4-fluoro-phenyl)-amide

121

7-[2-Fluoro-4-(2-fluoro-benzylamino)-phenyl]-3-0x0-2,3-dihydro- 1H-isoindo

le-4-carboxylic acid amide

122

Cyclopropane-1,1-dicarboxylic acid
[4-(7-cyclopropylcarbamoyl-1-0x0-2,3-dihydro- 1H-isoindol-4-yl)-3-fluoro-p
henyl]-amide(4-fluoro-phenyl)-amide

123

Cyclopropane-1,1-dicarboxylic acid
[3-fluoro-4-(7-methoxycarbamoyl-1-0x0-2,3-dihydro-1H-isoindol-4-yl)-phen
yl]-amide(4-fluoro-phenyl)-amide

124

Cyclopropane-1,1-dicarboxylic acid
[4-(7-cyano-1-0x0-2,3-dihydro- 1 H-isoindol-4-yl)-3-fluoro-phenyl]-amide(4-f

luoro-phenyl)-amide

125

Cyclopropane-1,1-dicarboxylic acid
[4-(7-carbamoyl-1-0x0-2,3-dihydro-1H-isoindol-4-yl)-2-fluoro-phenyl]-amid
e(4-fluoro-phenyl)-amide

126

Cyclopropane-1,1-dicarboxylic acid
[4-(7-carbamoyl-1-0x0-2,3-dihydro-1H-isoindol-5-yloxy)-3-fluoro-phenyl]-a
mide(4-fluoro-phenyl)-amide

127

6-(2-Fluoro-4-{[3-(4-fluoro-phenyl)
-2-oxo-imidazolidine- 1-carbonyl]-amino }-phenoxy)-3-oxo-2,3-dihydro- 1 H-

isoindole-4-carboxylic acid amide

128

Cyclopropane-1,1-dicarboxylic acid
{3-fluoro-4-[7-(4-methyl-5-methylcarbamoyl- 1 H-imidazol-2-yl)- 1-ox0-2,3-di
hydro-1H-isoindol-5-yloxy]-phenyl }-amide(4-fluoro-phenyl)-amide

129

Cyclobutane-1,1-dicarboxylic acid
[4-(7-carbamoyl-1-0x0-2,3-dihydro-1H-isoindol-4-yl)-3-fluoro-phenyl]-amid
e(4-fluoro-phenyl)-amide

130

Cyclopropane-1,1-dicarboxylic acid
{3-fluoro-4-[7-(5-methyl-4H-[1,2,4]triazol-3-yl)-1-ox0-2,3-dihydro-1H-isoin
dol-4-yl]-phenyl }-amide(4-fluoro-phenyl)-amide
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131

7-[4-(4-Chloro-phthalazin-1-ylamino)-2-fluoro-phenyl]-3-oxo-2,3-dihydro-1

H-isoindole-4-carboxylic acid amide

132

3-Fluoro-N-{3-fluoro-4-[7-(5-methyl-4H-[ 1,2,4]triazol-3-yl)-1-ox0-2,3-dihyd
ro-1H-isoindol-4-yl]-phenyl }-5-morpholin-4-yl-benzamide

133

Cyclopropane-1,1-dicarboxylic acid
{3-fluoro-4-[7-(5-methyl-[1,3,4]oxadiazol-2-yl)-1-0x0-2,3-dihydro- 1H-isoind
ol-4-yl]-phenyl }-amide(4-fluoro-phenyl)-amide

134

7-(2-Fluoro-4-{[ 1-(4-fluoro-phenyl)-2-oxo- 1,2-dihydro-pyridine-3-carbonyl]-
amino }-phenyl)-3-0xo0-2,3-dihydro-1H-isoindole-4-carboxylic acid amide

135

1-{3-Fluoro-4-[7-(5-methyl-4H-[1,2,4]triazol-3-yl)-1-o0x0-2,3-dihydro-1H-iso
indol-4-yl]-phenyl }-3-[2-(4-fluoro-phenyl)-acetyl]-urea

136

N-(4-(7-carbamoyl-1-oxoisoindolin-4-yl)-3-methylphenyl)-N-(4-fluorophenyl

)cyclopropane-1,1-dicarboxamide

137

1-{3-Fluoro-4-[7-(5-methyl-4H-[1,2,4]triazol-3-yl)-1-o0x0-2,3-dihydro-1H-iso
indol-4-yl]-phenyl }-3-(3-trifluoromethyl-phenyl)-urea

138

Cyclopropane-1,1-dicarboxylic acid
{3-fluoro-4-[1-oxo-7-(4H-[1,2,4]triazol-3-yl)-2,3-dihydro- 1 H-isoindol-4-yl]-
phenyl }-amide(4-fluoro-phenyl)-amide

139

Cyclopropane-1,1-dicarboxylic acid
{3-fluoro-4-[7-(1H-imidazol-2-yl)-1-oxo0-2,3-dihydro- 1 H-isoindol-4-yl]-phen
yl}-amide(4-fluoro-phenyl)-amide

140

3-Fluoro-N-{3-fluoro-4-[7-(5-methyl- 1H-imidazol-2-yl)-1-oxo0-2,3-dihydro-1
H-isoindol-4-yl]-phenyl }-5-(4-methyl-piperazin-1-yl)-benzamide

141

3-Fluoro-N-{3-fluoro-4-[7-(5-methyl- 1H-imidazol-2-yl)-1-oxo0-2,3-dihydro-1
H-isoindol-4-yl]-phenyl }-5-(2-morpholin-4-yl-ethylamino)-benzamide

142

4-(4-Hydroxy-phenyl)-7-(5-methyl-1H-imidazol-2-yl)-2,3-dihydro-isoindol- 1

-one

143

7-(4-Hydroxy-phenyl)-3-0x0-2,3-dihydro- 1H-isoindole-4-carboxilic acid

amide

144

N-(4-(7-carbamoyl-1-oxoisoindolin-4-yl)-3-fluorophenyl)-N-(2-methoxyphen

yl)cyclopropane-1,1-dicarboxamide

145

7-(5-Methyl-4H-[ 1,2 4]triazol-3-yl1)-4-(3-nitro-phenyl)-2,3-dihydro-isoindol-1

-one

146

N-(5-(7-carbamoyl-1-oxoisoindolin-4-yl)pyridin-2-yl)-N-(4-fluorophenyl)cyc
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lopropane-1,1-dicarboxamide

147

Cyclopropane-1,1-dicarboxylic acid
{4-[7-(4,5-dihydro-1H-imidazol-2-yl)-1-oxo0-2,3-dihydro- 1 H-isoindol-4-yl]-3
-fluoro-phenyl}-amide(4-fluoro-phenyl)-amide

148

3-Fluoro-N-{3-fluoro-4-[ 7-(1H-imidazol-2-yl)-1-oxo0-2,3-dihydro- 1H-isoindo
1-4-yl1]-phenyl }-5-morpholin-4-yl-benzamide

149

methyl
1-(4-(7-carbamoyl-1-oxoisoindolin-4-yl)-3-fluorophenylcarbamoyl)cycloprop

anecarboxylate

150

3-(2-Dimethylamino-ethylamino)-5-fluoro-N-{ 3-fluoro-4-[ 7-(5-methyl-1H-i
midazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindol-4-yl]-phenyl }-benzamide

151

3-Fluoro-N-{3-fluoro-4-[7-(5-methyl- 1H-imidazol-2-yl)-1-oxo0-2,3-dihydro-1
H-isoindol-4-yl]-phenyl }-5-((S)-2-pyrrolidin-1-ylmethyl-pyrrolidin-1-yl)-ben

zamide

152

Cyclopropane-1,1-dicarboxylic acid
{3-fluoro-4-[1-oxo-7-(5-trifluoromethyl-1H-imidazol-2-yl)-2,3-dihydro- 1H-is
oindol-4-yl]-phenyl }-amide(4-fluoro-phenyl)-amide

153

3-Fluoro-N-{3-fluoro-4-[ 1-oxo-7-(5-trifluoromethyl-1H-imidazol-2-yl)-2,3-di
hydro-1H-isoindol-4-yl]-phenyl }-5-morpholin-4-yl-benzamide

154

7-{2-Fluoro-4-[3-(4-fluoro-phenyl)-ureido]-phenyl }-3-0x0-2,3-dihydro- 1 H-is

oindole-4-carboxylic acid amide

155

7-{2-Fluoro-4-[3-(3-trifluoromethyl-phenyl)-ureido]-phenyl }-3-oxo-2,3-dihy

dro-1H-isoindole-4-carboxylic acid amide

156

1-{3-Fluoro-4-[7-(1H-imidazol-2-yl)- 1-ox0-2,3-dihydro-1H-isoindol-4-yl]-ph
enyl }-3-(4-fluoro-phenyl)-urea

157

1-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindo
1-4-yl1]-phenyl }-3-(4-fluoro-phenyl)-urea

158

Ethanesulfonic acid
{3-[7-(5-methyl-4H-[1,2,4]triazol-3-yl)-1-0x0-2,3-dihydro-1H-isoindol-4-yl]-
phenyl }-amide

159

Cyclopropane-1,1-dicarboxylic acid
[3-fluoro-4-(7-hydroxymethyl- 1-ox0-2,3-dihydro- 1H-isoindol-4-yl)-phenyl]-

amide(4-fluoro-phenyl)-amide

160

7-[2-Fluoro-4-(3-m-tolyl-ureido)-phenyl]-3-oxo-2,3-dihydro-1H-isoindole-4-
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carboxylic acid amide

161

Cyclopropane-1,1-dicarboxylic acid
[3-fluoro-4-(7-oxazol-2-yl-1-ox0-2,3-dihydro- 1 H-isoindol-4-yl)-phenyl]-ami
de(4-fluoro-phenyl)-amide

162

1-{3-Fluoro-4-[7-(1H-imidazol-2-yl)- 1-ox0-2,3-dihydro-1H-isoindol-4-yl]-ph
enyl }-3-(3-trifluoromethyl-phenyl)-urea

163

1-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindo
1-4-yl1]-phenyl }-3-(3-trifluoromethyl-phenyl)-urea

164

1-{3-Fluoro-4-[7-(1H-imidazol-2-yl)- 1-ox0-2,3-dihydro-1H-isoindol-4-yl]-ph
enyl }-3-m-tolyl-urea

165

Cyclopropane-1,1-dicarboxylic acid
{3-fluoro-4-[7-(1H-imidazol-2-yl)-1-oxo0-2,3-dihydro- 1 H-isoindol-4-yl]-phen
yl}-amide(2-fluoro-phenyl)-amide

166

1-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindo
1-4-y1]-phenyl }-3-m-tolyl-urea

167

1-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindo
1-4-y1]-phenyl }-3-(3-fluoro-phenyl)-urea

168

N-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-oxo0-2,3-dihydro-1H-isoind
ol-4-yl]-phenyl }-2-morpholin-4-yl-isonicotinamide

169

Cyclopropane-1,1-dicarboxylic acid
{3-fluoro-4-[7-(1H-imidazol-2-yl)-1-oxo0-2,3-dihydro- 1 H-isoindol-4-yl]-phen
yl}-amide phenylamide

170

6-Morpholin-4-yl-pyridine-2-carboxylic acid
{3-fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-oxo-2,3-dihydro- 1 H-isoindol-
4-yl]-phenyl }-amide

171

N-{3-Fluoro-4-[7-(1H-imidazol-2-yl)-1-ox0-2,3-dihydro-1H-isoindol-4-yl]-p

henyl }-2-morpholin-4-yl-isonicotinamide

172

1-{3-Fluoro-4-[7-(1H-imidazol-2-yl)- 1-ox0-2,3-dihydro-1H-isoindol-4-yl]-ph
enyl }-3-(3-fluoro-phenyl)-urea

173

Cyclopropane-1,1-dicarboxylic acid(4-fluoro-phenyl)-amide
{4-[7-(1H-imidazol-2-yl)-1-ox0-2,3-dihydro-1H-isoindol-4-yl]-3-methyl-phe

nyl}-amide

174

6-Morpholin-4-yl-pyridine-2-carboxylic acid
{3-fluoro-4-[7-(1H-imidazol-2-yl)-1-oxo-2,3-dihydro- 1H-isoindol-4-yl]-phen




WO 2012/047017 PCT/KR2011/007370

33

yl}-amide

175

1-[3-Fluoro-4-(7-oxazol-2-yl-1-oxo0-2,3-dihydro- 1 H-isoindol-4-yl)-phenyl]-3-
(3-fluoro-phenyl)-urea

176

3,4,5,6-Tetrahydro-2H-[1,2']bipyridinyl-4'-carboxylic acid
{3-fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-oxo-2,3-dihydro- 1 H-isoindol-
4-yl]-phenyl }-amide

177

1-(4-Chloro-phenyl)-3-{ 3-fluoro-4-[ 7-(5-methyl- 1 H-imidazol-2-yl)- 1-oxo0-2,3
-dihydro-1H-isoindol-4-yl]-phenyl }-urea

178

1-(2-Chloro-phenyl)-3-{ 3-fluoro-4-[ 7-(5-methyl- 1 H-imidazol-2-yl)- 1-oxo0-2,3
-dihydro-1H-isoindol-4-yl]-phenyl }-urea

179

1-(2,5-Difluoro-phenyl)-3-{ 3-fluoro-4-[ 7-(1H-imidazol-2-yl)-1-ox0-2,3-dihy
dro-1H-isoindol-4-yl]-phenyl }-urea

180

1-Cyclohexyl-3-{3-fluoro-4-[7-(5-methyl- 1H-imidazol-2-yl)-1-ox0-2,3-dihyd
ro-1H-isoindol-4-yl]-phenyl }-urea

181

1-[3-Fluoro-4-(7-oxazol-2-yl-1-oxo0-2,3-dihydro- 1 H-isoindol-4-yl)-phenyl]-3-

m-tolyl-urea

182

1-Benzyl-3-{3-fluoro-4-[ 7-(5-methyl-1H-imidazol-2-yl)-1-0x0-2,3-dihydro- 1
H-isoindol-4-yl]-phenyl }-urea

183

N-{3-Fluoro-4-[7-(1H-imidazol-2-yl)-1-ox0-2,3-dihydro-1H-isoindol-4-yl]-p
henyl}-N'-(4-fluoro-phenyl)-N'-methyl-malonamide

184

1-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindo
1-4-y1]-phenyl }-3-oxazol-4-yl-urea

185

1-(5-tert-Butyl-isoxazol-3-yl)-3-{ 3-fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-
1-0x0-2,3-dihydro-1H-isoindol-4-yl]-phenyl }-urea

186

1-(5-tert-Butyl-isoxazol-3-yl)-3-{ 3-fluoro-4-[ 7-(1H-imidazol-2-yl)- 1-oxo0-2,3
-dihydro-1H-isoindol-4-yl]-phenyl }-urea

187

1-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindo
1-4-y1]-phenyl }-3-(3-methoxy-phenyl)-urea

188

1-(3-Ethyl-phenyl)-3-{3-fluoro-4-[ 7-(5-methyl- | H-imidazol-2-yl)-1-0x0-2,3-
dihydro-1H-isoindol-4-yl]-phenyl }-urea

189

1-{3-Fluoro-4-[7-(1H-imidazol-2-yl)- 1-ox0-2,3-dihydro-1H-isoindol-4-yl]-ph
enyl }-3-thiazol-4-yl-urea

190

1-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindo
1-4-yl1]-phenyl }-3-thiazol-4-yl-urea
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191

1-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindo
1-4-y1]-phenyl }-3-pyridin-3-yl-urea

192

1-{3-Fluoro-4-[7-(1H-imidazol-2-yl)- 1-ox0-2,3-dihydro-1H-isoindol-4-yl]-ph
enyl }-3-pyridin-3-yl-urea

193

1-(3-Chloro-phenyl)-3-{ 3-fluoro-4-[ 7-(5-methyl- 1 H-imidazol-2-yl)- 1-oxo0-2,3
-dihydro-1H-isoindol-4-yl]-phenyl }-urea

194

1-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindo
1-4-y1]-phenyl }-3-pyridin-2-yl-urea

195

1-{3-Fluoro-4-[7-(1H-imidazol-2-yl)- 1-ox0-2,3-dihydro-1H-isoindol-4-yl]-ph
enyl }-3-pyridin-2-yl-urea

196

1-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindo
1-4-y1]-phenyl }-3-pyridin-4-yl-urea

197

1-Cyclopropyl-3-{3-fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)- 1-ox0-2,3-dihy
dro-1H-isoindol-4-yl]-phenyl }-urea

198

1-Cyclopropyl-3-{3-fluoro-4-[7-(1H-imidazol-2-yl)- 1-ox0-2,3-dihydro-1H-is
oindol-4-yl]-phenyl }-urea

199

1-{3-Fluoro-4-[7-(1H-imidazol-2-yl)- 1-ox0-2,3-dihydro-1H-isoindol-4-yl]-ph
enyl }-3-pyridin-4-yl-urea

200

1-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindo
1-4-y1]-phenyl }-3-furan-2-yl-urea

201

1-{3-Fluoro-4-[7-(1H-imidazol-2-yl)-1-ox0-2,3-dihydro-1H-isoindol-4-yl]-ph
enyl }-3-furan-2-yl-urea

202

1-{3-Fluoro-4-[7-(1H-imidazol-2-yl)- 1-ox0-2,3-dihydro-1H-isoindol-4-yl]-ph
enyl }-3-(5-methyl- 1H-imidazol-4-yl)-urea

203

1-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindo
1-4-y1]-phenyl }-3-(1H-imidazol-4-yl)-urea

204

1-{3-Fluoro-4-[7-(1H-imidazol-2-yl)-1-ox0-2,3-dihydro-1H-isoindol-4-yl]-ph
enyl}-3-(1H-imidazol-4-yl)-urea

205

1-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindo
1-4-yl1]-phenyl }-3-(1H-imidazol-2-yl)-urea

206

1-tert-Butyl-3-{ 3-fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-oxo-2,3-dihydro
-1H-isoindol-4-yl]-phenyl }-urea

207

1-(4-Cyano-phenyl)-3-{ 3-fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-ox0-2,3
-dihydro-1H-isoindol-4-yl]-phenyl }-urea
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208

1-(3-Cyano-phenyl)-3-{ 3-fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-ox0-2,3
-dihydro-1H-isoindol-4-yl]-phenyl }-urea

209

1-(3-Dimethylamino-phenyl)-3-{3-fluoro-4-[ 7-(5-methyl- 1H-imidazol-2-yl)-
1-0x0-2,3-dihydro-1H-isoindol-4-yl]-phenyl }-urea

210

1-(3-Dimethylamino-phenyl)-3-{ 3-fluoro-4-[7-(1H-imidazol-2-yl)-1-ox0-2,3-
dihydro-1H-isoindol-4-yl]-phenyl }-urea

211

1-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindo
1-4-y1]-phenyl }-3-(5-methyl- 1 H-imidazol-4-yl)-urea

212

1-(4-Dimethylamino-phenyl)-3-{3-fluoro-4-[ 7-(5-methyl- 1H-imidazol-2-yl)-
1-0x0-2,3-dihydro-1H-isoindol-4-yl]-phenyl }-urea

213

1-(4-Dimethylamino-phenyl)-3-{ 3-fluoro-4-[7-(1H-imidazol-2-yl)-1-ox0-2,3-
dihydro-1H-isoindol-4-yl]-phenyl }-urea

214

1-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindo
1-4-y1]-phenyl }-3-piperidin-4-yl-urea

215

4-(3-{3-Fluoro-4-[7-(5-methyl- 1H-imidazol-2-yl)-1-0x0-2,3-dihydro-1H-isoi
ndol-4-yl]-phenyl }-ureido)-benzoic acid

216

1-(4-Benzyloxy-phenyl)-3-{ 3-fluoro-4-[7-(5-methyl- 1H-imidazol-2-yl)- 1-oxo
-2,3-dihydro-1H-isoindol-4-yl]-phenyl }-urea

217

1-{3-Fluoro-4-[7-(1H-imidazol-2-yl)- 1-ox0-2,3-dihydro-1H-isoindol-4-yl]-ph
enyl }-3-piperidin-4-yl-urea

218

1-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindo
1-4-y1]-phenyl }-3-(4-hydroxy-phenyl)-urea

219

1-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindo
1-4-yl1]-phenyl }-3-(2-methoxy-phenyl)-urea

220

1-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindo
1-4-yl1]-phenyl }-3-(3-methyl-furan-2-yl)-urea

221

3-(3-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-ox0-2,3-dihydro-1H-isoi
ndol-4-yl]-phenyl }-ureido)-benzoic acid

222

1-Ethyl-3-{3-fluoro-4-[7-(5-methyl- 1H-imidazol-2-yl)-1-oxo-2,3-dihydro-1H
-isoindol-4-yl]-phenyl }-urea

223

1-{3-Fluoro-4-[7-(1H-imidazol-2-yl)- 1-ox0-2,3-dihydro-1H-isoindol-4-yl]-ph
enyl }-3-(2-piperidin-1-yl-ethyl)-urea

224

1-{3-Fluoro-4-[7-(1H-imidazol-2-yl)- 1-ox0-2,3-dihydro-1H-isoindol-4-yl]-ph
enyl }-3-(2-pyrrolidin-1-yl-ethyl)-urea
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225

1-(p-toulene
sulfonyl)-3-{3-fluoro-4-[7-(5-methyl- 1H-imidazol-2-yl)- 1-ox0-2,3-dihydro-1
H-isoindol-4-yl]-phenyl }-urea

226

3-(3-{3-Fluoro-4-[7-(1H-imidazol-2-yl)-1-oxo0-2,3-dihydro- 1H-isoindol-4-yl]

-phenyl }-ureido)-propionic acid

227

1-(2-Bromo-4-methyl-thiazol-5-yl)-3-{ 3-fluoro-4-[ 7-(5-methyl-1H-imidazol-
2-yl)-1-0x0-2,3-dihydro-1H-isoindol-4-yl]-phenyl } -urea

228

1-(3-Amino-phenyl)-3-{3-fluoro-4-[ 7-(5-methyl- 1 H-imidazol-2-yl)- 1-oxo0-2,3
-dihydro-1H-isoindol-4-yl]-phenyl }-urea

229

1-(2-Amino-phenyl)-3-{3-fluoro-4-[ 7-(5-methyl- 1 H-imidazol-2-yl)- 1-oxo0-2,3
-dihydro-1H-isoindol-4-yl]-phenyl }-urea

230

1-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindo
1-4-yl1]-phenyl }-3-(2-phenyl-thiazol-4-yl)-urea

231

1-(4-Chloro-pyridin-2-yl)-3-{ 3-fluoro-4-[ 7-(5-methyl- 1H-imidazol-2-yl)-1-o0
x0-2,3-dihydro- 1H-isoindol-4-yl]-phenyl } -urea

232

1-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindo
1-4-yl1]-phenyl }-3-(6-methyl-pyridin-2-yl)-urea

233

1-(4-Ethyl-pyridin-2-yl)-3-{ 3-fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-oxo
-2,3-dihydro-1H-isoindol-4-yl]-phenyl }-urea

234

1-(6-Chloro-pyridin-2-yl)-3-{3-fluoro-4-[ 7-(5-methyl- 1H-imidazol-2-yl)-1-o0
x0-2,3-dihydro- 1H-isoindol-4-yl]-phenyl } -urea

235

1-(2,4-Dimethyl-thiazol-5-yl)-3-{ 3-fluoro-4-[ 7-(5-methyl- 1H-imidazol-2-yl)-
1-0x0-2,3-dihydro-1H-isoindol-4-yl]-phenyl }-urea

236

1-(6-Chloro-pyridin-2-yl)-3-{3-fluoro-4-[ 7-(1H-imidazol-2-yl)-1-0x0-2,3-dih
ydro-1H-isoindol-4-yl]-phenyl }-urea

237

1-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindo
1-4-yl1]-phenyl }-3-quinolin-2-yl-urea

238

1-{3-Fluoro-4-[7-(1H-imidazol-2-yl)- 1-ox0-2,3-dihydro-1H-isoindol-4-yl]-ph
enyl }-3-(6-methyl-pyridin-2-yl)-urea

239

1-(4-Chloro-pyridin-2-yl)-3-{ 3-fluoro-4-[ 7-(1H-imidazol-2-yl)-1-0x0-2,3-dih
ydro-1H-isoindol-4-yl]-phenyl }-urea

240

1-(2-Dimethylamino-4-methyl-thiazol-5-yl)-3-{3-fluoro-4-[ 7-(5-methyl-1H-1
midazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindol-4-yl]-phenyl }-urea

241

1-(4-Ethyl-pyridin-2-yl)-3-{ 3-fluoro-4-[7-(1H-imidazol-2-yl)-1-ox0-2,3-dihy
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dro-1H-isoindol-4-yl]-phenyl }-urea

242

1-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindo
1-4-yl1]-phenyl }-3-(4-methyl-pyridin-2-yl)-urea

243

1-{3-Fluoro-4-[7-(1H-imidazol-2-yl)- 1-ox0-2,3-dihydro-1H-isoindol-4-yl]-ph
enyl }-3-(4-methyl-pyridin-2-yl)-urea

244

1-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindo
1-4-y1]-phenyl }-3-(4-methoxy-pyridin-2-yl)-urea

245

1-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindo
1-4-yl1]-phenyl }-3-(6-hydroxy-pyridin-2-yl)-urea

246

1-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindo
1-4-y1]-phenyl }-3-(6-methoxy-pyridin-2-yl)-urea

247

1-(6-Ethyl-pyridin-2-yl)-3-{3-fluoro-4-[ 7-(5-methyl-1H-imidazol-2-yl)- 1-oxo
-2,3-dihydro-1H-isoindol-4-yl]-phenyl }-urea

248

1-(6-Ethyl-pyridin-2-yl)-3-{3-fluoro-4-[ 7-(1H-imidazol-2-yl)-1-ox0-2,3-dihy
dro-1H-isoindol-4-yl]-phenyl }-urea

249

1-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindo
1-4-yl1]-phenyl }-3-pyrimidin-2-yl-urea

250

4-tert-Butyl-N-{3-fluoro-4-[7-(5-methyl- 1 H-imidazol-2-yl)- 1-ox0-2,3-dihydr
o-1H-isoindol-4-yl]-phenyl }-benzamide

251

1-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindo
1-4-yl1]-phenyl }-3-(6-fluoro-pyridin-2-yl)-urea

252

1-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindo
1-4-y1]-phenyl }-3-phenyl-thiourea

253

1-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindo
1-4-yl1]-phenyl }-3-pyridin-2-yl-thiourea

254

1-(3-Ethyl-phenyl)-3-[3-fluoro-4-(1-oxo-7-thiazol-2-yl-2,3-dihydro- 1H-isoin
dol-4-yl)-phenyl]-urea

255

1-[3-Fluoro-4-(1-oxo-7-thiazol-2-yl-2,3-dihydro-1H-isoindol-4-yl)-phenyl]-3-
pyridin-2-yl-urea

256

Propane-2-sulfonic acid
{3-fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-oxo0-2,3-dihydro- 1 H-isoindol-
4-yl]-phenyl }-amide

257

N-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-oxo0-2,3-dihydro-1H-isoind
ol-4-yl]-phenyl }-2-phenyl-acetamide
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258 1-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindo
1-4-yl1]-phenyl }-3-isopropyl-urea

259 1-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindo
1-4-yl1]-phenyl }-3-(4-nitro-pyridin-2-yl)-urea

260 1-(4- Amino-pyridin-2-yl)-3-{ 3-fluoro-4-[ 7-(5-methyl- 1H-imidazol-2-yl)-1-0
x0-2,3-dihydro- 1H-isoindol-4-yl]-phenyl } -urea

261 2-(4-Chloro-phenyl)-N-{ 3-fluoro-4-[7-(5-methyl- 1H-imidazol-2-yl)- 1-oxo-2,
3-dihydro-1H-isoindol-4-yl]-phenyl }-3-methyl-butyramide

262 N-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-oxo0-2,3-dihydro-1H-isoind
ol-4-yl]-phenyl }-2-(4-methoxy-phenyl)-acetamide

263 N-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-oxo0-2,3-dihydro-1H-isoind
ol-4-yl]-phenyl }-2-pyridin-2-yl-acetamide

264 1-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-0x0-2,3-dihydro-1H-isoindo
1-4-y1]-phenyl }-3-(2-methyl-thiazol-4-yl)-urea

265 N-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-oxo0-2,3-dihydro-1H-isoind
ol-4-yl]-phenyl }-2-(4-fluoro-phenyl)-acetamide

266 N-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-oxo0-2,3-dihydro-1H-isoind
ol-4-yl]-phenyl }-2-(4-trifluoromethyl-phenyl)-acetamide

267 2-(3,5-Difluoro-phenyl)-N-{ 3-fluoro-4-[7-(5-methyl- 1H-imidazol-2-yl)- 1-ox
0-2,3-dihydro- 1 H-isoindol-4-yl]-phenyl }-acetamide

268 N-{3-Fluoro-4-[7-(5-methyl-1H-imidazol-2-yl)-1-oxo0-2,3-dihydro-1H-isoind

ol-4-yl]-phenyl }-2-(3-methoxy-phenyl)-acetamide

7] 8552 NMR 2 LCMS d]o]E] & 317] 3% 201 YERY It

hyA

2
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[Table 2]

PCT/KR2011/007370

o3t

= No.

NMR A} 5

LCMS
A2 E/Z;]
M+1]

IH NMR(300 MHz, CDCI13) o 8.73(brs, 1H), 7.69(brs, 1H),
7.48(brs, 1H), 6.48(brs, 1H), 4.57(s, 2H), 4.41(q, J = 6.9 Hz,
2H), 2.67(s, 3H), 1.43(t, ] = 6.9 Hz, 3H)

286

1H NMR(300 MHz, DMSO-d6) 6 10.41(s, 1H), 9.98(s, 1H),
9.53(s, 1H), 8.49-8.43(m, 1H), 7.79(d, J = 12.9 Hz, 1H),
7.69-7.59(m, 3H), 7.54-7.48(m, 2H), 7.16-7.10(m, 2H), 4.44(s,
2H), 4.31-4.21(m, 2H), 2.45(s, 3H), 1.45(s, 4H), 1.32(t, ] = 6.9
Hz, 3H)

600

'H NMR (300 MHz, DMSO-d) 8 15.01(br s, 1H), 9.52(s, 1H),
9.43(s, 1H), 9.22(s, 1H), 8.49~8.35(m, 1H), 8.01(s, 1H),
7.67~7.52(m, SH), 7.34~7.30(m, 2H), 4.52~4.46(m, 2H),
4.27~4.26(m, 2H), 2.48(s, 3H), 1.32~1.21(m, 3H)

582

'H NMR (300 MHz, DMSO-d¢) 8 9.71(br s, 1H), 9.23~9.22(m,
2H), 8.28(d, J = 7.8 Hz, 1H), 8.00(s, 1H), 7.71~7.47(m, 5H),
7.34~7.27(m, 2H), 4.48(s, 2H)

565

'H NMR(300 MHz, DMSO-d¢) 6 10.41(s, 1H), 9.97(s, 1H),
9.73(s, 1H), 8.29(d, J = 8.1 Hz, 1H), 7.81~7.50(m, 6H),
7.16~7.10(s, 2H), 4.47(s, 2H), 1.49~1.45(m, 4H)

583

1H NMR(300 MHz, CD30D) & 8.46(d, J = 7.5 Hz, 1H), 7.76(t,
J=17.5Hz, 1H), 7.63(d, J = 7.5 Hz, 1H), 5.94(s, 1H),
3.70-3.52(m, 2H), 2.57(s, 3H), 1.23(t, T = 6.9 Hz, 3H)

302

1H NMR(300 MHz, CDCI3) & 8.24(d, J= 11Hz, 1H), 7.62(d, J=
11Hz, 1H), 7.57(m, 1H), 7.28(m, 3H), 4.45(s, 2H), 4.40(s, 4H),
1.40(m, 3H).

489

1H NMR(300 MHz, DMSO-d6) & 10.15(s, 1H), 9.46(s, 1H),
8.24(m,1H), 7.65(d, J = 9.0 Hz, 1H), 7.58~7.30(m, 3H), 4.73(s,
2H), 4.41(s, 2H), 2.43(s, 3H).

461

IH NMR (300 MHz, DMSO-d6) 6 10.08(s, 1H), 9.45(s, 1H),
9.00(brd. S, 1H), 8.32(d, J=8.4Hz, 1H), 8.24(m, 1H), 7.62(d, J=
8.4Hz, 1H), 7.50-7.32(m, 4H), 4.75(s, 2H), 4.42(s, 2H), 3.60(m,
4H), 3.23(m, 2H), 2.88(m, 2H), 2.55(s, 3H), 1.82-1.26(m, 6H).

572
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10 |1H NMR(300 MHz, DMSO-d6) 8 9.43(s, 1H), 8.41(d, T =8.1  |367
Hz, 1H), 7.59(d, J = 8.1 Hz, 1H), 7.19(t, J = 8.4 Hz, 1H),
6.48-6.41(m, 2H), 6.75-5.50(brs, 2H), 4.41(s, 2H), 2.48(s, 3H)

11 IH NMR (300 MHz, DMSO-d6) 6 11.03(s, 1H), 10.63(s, 1H), [566
9.47(s, 1H), 8.47(d, J = 7.5 Hz, 1H), 7.72-7.66(m, 1H), 7.53(t, J
=8.1 Hz, 1H), 7.41-7.33(m, 2H), 7.30-7.23(m, 1H),
7.18-7.09(m, 3H), 4.43(s, 2H), 3.74(s, 2H), 2.48(s, 3H)

12 |'H NMR(300 MHz, CDCLy) & 14.28(s, 1H), 10.18(s, 1H), 9.34(s, |585
1H), 8.65(s, 1H), 8.61(d, J = 8.1 Hz, 1H), 8.16(s, 1H),
7.74~7.69(m, 2H), 7.60~7.43(m, 3H), 7.10~7.03(m, 2H),
6.58~6.53(m, 1H), 4.43(s, 2H), 3.00(d, J = 4.8 Hz, 3H), 2.69(s,
3H), 1.67~1.60(m, 4H)

13 1H NMR(300 MHz, CDCI3) 6 8.56-8.51(m, 1H), 7.61-7.53(m, [559
2H), 7.36-7.17(m, 5H), 7.08-7.02(m, 1H), 4.40(s, 2H), 3.62(s,
2H), 3.00(d, J = 5.1 Hz, 3H), 2.71(s, 3H)

14 |'H NMR(300 MHz, DMSO-dy) & 11.21(s, 1H), 10.78(s, 1H),  |599
10.28(s, 1H), 9.33(s, 1H), 8.74(s, 1H), 8.61~8.57(m, 1H),
8.42~8.31(m, 6H), 7.95~7.93(m, 2H), 5.23(s, 2H),
4.16~4.14(m, 2H), 3.36(s, 3H), 2.28~2.26(m, 3H),
1.92~1.90(m, 4H)

15 |: 1H NMR(300 MHz, CD30D) & 8.58(d, J = 8.1 Hz, 1H), 632
7.76(d, J = 12.0 Hz, 1H), 7.65(d, J = 8.1 Hz, 1H), 7.58-7.53(m,
2H), 7.44-7.42(m, 2H), 7.09-7.03(m, 2H), 4.43(s, 2H), 3.55(t, J
= 7.2 Hz, 2H), 2.65-2.51(m, 9H), 1.69-1.60(m, 8H),
1.54-1.45(m, 2H)

16 : IH NMR(300 MHz, CD30D) & 8.57(d, ] =8.1 Hz, 1H), 656
7.69(d, J =12.3 Hz, 1H), 7.63(d, J = 7.8 Hz, 1H), 7.45 -7.29(m,
4H), 7.10-7.04(m, 2H), 4.42(s, 2H), 3.72(s, 2H), 3.56(t, J = 6.6

Hz, 2H), 2.64-2.51(m, 9H), 1.68-1.61(m, 4H), 1.55-1.45(m, 2H)

17 IH NMR (300 MHz, CD30D) 6 8.52(d, J = 7.8 Hz, 1H), 520
7.79-7.79(m, 2H), 7.62-7.50(m, 2H), 4.47(s, 2H), 4.14(s, 2H),
2.64(s, 3H)

18 1H NMR(300 MHz, CD30D) & 8.55(d, J = 8.1 Hz, 1H), 7.74(d, |670
J=13.2 Hz, 1H), 7.62(d, J = 8.1 Hz, 1H), 7.57-7.53(m, 2H),

7.44-7.38(m, 2H), 7.06(t, J = 9.0 Hz, 2H) 4.41(s, 2H), 3.49(t, J =
6.9 Hz, 2H), 2.75-2.61(m, 6H), 2.24(s, 3H), 1.64(s, 4H), 1.11(t,J
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=6.9 Hz, 6H)

19 'H NMR(300 MHz, CDCl,) 6 14.78(s, 1H), 10.64(s, 1H), 9.49(s, |644
1H), 8.46(d, J=8.1Hz, 1H), 7.92(m, 1H), 7.67~7.56(m, 5H),
7.40~7.31(m, SH), 4.43(s, 3H), 3.73(s, 2H), 3.25(m, 2H), 2.55(s,
3H), 2.48(m, 4H), 1.05(m, 6H)

20 |'"H NMR(300 MHz, DMSO-d,) & 10.42(s, 1H), 9.97(s, 1H), 629
9.55(s, 1H), 8.50(d, J = 8.1 Hz, 1H), 8.22(br s, 1H),
7.81~7.70(m, 2H), 7.64~7.51(m, SH), 7.13(t, J = 8.7 Hz, 2H),
4.44(s, 2H), 3.93(d, J = 5.7 Hz, 2H), 2.56(s, 3H), 1.47~1.39(m,
4H)

21 IH NMR(300 MHz, CD30D) 6 8.53(d, J = 7.8 Hz, 1H), 7.73(d, |668
J=13.2 Hz, 1H), 7.61-7.52(m, 3H), 7.44-7.38(m, 2H), 7.05(t, J
=8.7 Hz, 2H)4.39(s, 2H), 3.55(t, J = 6.6 Hz, 2H), 2.74(t, ] = 6.6
Hz, 2H), 2.68-2.59(m, 7H), 1.84-1.81(m, 4H), 1.68-1.60(m, 4H)

22 IH NMR(300 MHz, CD30D) 6 8.40(d, J = 8.1 Hz, 1H), 7.76(d, |558
J=12.0Hz, 1H), 7.65(d, J = 8.1 Hz, 1H), 7.58-7.53(m, 2H),
7.45-7.40(m, 2H), 7.11-7.03(m, 2H) 4.63(s, 2H), 4.43(s, 2H),
2.36(s, 3H), 1.64(s, 4H)

23 1H NMR(300 MHz, CD30D) & 8.58(d, J = 8.1 Hz, 1H), 7.64(d, |682
J = 8.4 Hz, 1H), 7.40-7.18(m, 5H), 7.04(t, J = 8.4 Hz, 2H),
4.43(s, 2H), 3.64(t, ] = 7.8 Hz, 2H), 3.05-2.92(m, 9H), 2.63(s,
3H), 1.98-1.90(m, 4H), 1.53-1.48(m, 2H), 1.35-1.28(m, 2H)

24 |: 1H NMR(300 MHz, CD30D) & 8.55(d, J = 8.1 Hz, 1H), 634
7.75(d, J = 13.2 Hz, 1H), 7.64(d, J = 8.1 Hz, 1H), 7.57-7.53(m,
2H), 7.45-7.40(m, 2H), 7.07(t, J = 8.7 Hz, 2H), 4.42(s, 2H),
3.74-3.67(m, 4H), 3.54(t, ] = 6.6 Hz, 2H), 2.64-2.43(m, 9H),
1.64(s, 4H)

25 IH NMR(300 MHz, CD30D) 6 8.55(d, J = 8.1 Hz, 1H), 7.77(d, [684
J =129 Hz, 1H), 7.63-7.56(m, 3H), 7.50-7.38(m, 2H), 7.05(d, J
=8.7 Hz, 2H), 4.41(s, 2H), 3.53(t, ] = 6.9 Hz, 2H), 2.85-2.74(m,
10 H), 2.61(s, 3H), 2.05-1.94(m, 2H), 1.15(t, J = 7.2 Hz, 6H)

26 IH NMR (300 MHz, DMSO-d6) 6 14.79(s, 1H), 9.50(s, 1H), 561
8.49(d, J =8.1 Hz, 1H), 7.90(s, 1H), 7.78-7.60(m, 4H), 4.44(s,
2H), 3.38-3.23(m, 2H), 2.60-2.51(m, 9H), 0.99(t, J = 6.9 Hz,
6H)

27 IH NMR, 300 MHz, DMSO-d6) o 14.81(s, 1H), 10.40(s, 1H), [615
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9.97(s, 1H), 9.49(s, 1H), 8.49(d, J = 8.1 Hz, 1H), 7.90-7.80(m,
2H), 7.70-7.60(m, 3H), 7.58-7.50(m, 2H), 7.14(t, J = 8.7 Hz,
2H), 4.78(t, J = 5.7 Hz, 1H), 4.42(s, 2H), 3.51(q, J = 5.7 Hz,
2H), 3.38(t, J = 5.7 Hz, 2H), 2.56(s, 3H), 1.45(s, 4H)

28 IH NMR(300 MHz, DMSO-d6) 6 14.82(s, 1H), 10.62(s, 1H),  [532
9.51(s, 1H), 8.51(d, J = 8.1 Hz, 1H), 7.89-7.81(m, 4H),
7.69-7.59(m, 5H), 4.78(t, J = 5.4 Hz, 1H), 4.46(s, 2H), 3.51(q, J
= 5.4 Hz, 2H), 3.34(t, J = 5.4 Hz, 2H), 2.56(s, 3H)

29 'H NMR(300 MHz, CD;OD) & 8.54(d, J = 8.1 Hz, 1H), 697
7.76~7.72(m, 1H), 7.63~7.61(m, 1H), 7.57~7.52(m, 2H),
7.43~7.41(m, 2H), 7.10~7.04(m, 2H), 4.41(s, 2H),
3.56~3.53(m, 2H), 2.66~2.55(m, 9H), 2.29(s, 3H), 1.64(s, 4H)

30 |'H NMR(300 MHz, DMSO-d,) & 10.53(s, 1H), 9.47(s, 1H), 463
8.47(d, J = 8.1 Hz, 1H), 7.84~7.18(m, 6H), 6.40(brd. S, 2H),
4.26(s, 1H), 3.36(m, 4H), 3.23(m, 2H), 2.56(m, SH), 1.68(m,
4H)

31 'H NMR(300 MHz, DMSO-d¢) 6 9.50(br s, 1H), 8.48(d, ] =8.1 |642
Hz, 1H), 7.88~7.86(m, 1H), 7.80~7.75(m, 1H), 7.68~7.44(m,
S5H), 7.18~7.10(m, 2H), 4.42(s, 2H), 3.50~3.28(m, 4H),
2.55~2.48(m, 9H), 1.95~1.92(m, 4H)

32 |IH NMR(300 MHz, DMSO-d6) & 14.79(s, 1H), 10.25(s, 1H),  |656
9.49(s, 1H), 8.49(d, J = 8.1 Hz, 1H), 7.85-7.80(m, 1H),
7.70-7.61(m, 2H), 7.57-7.40(m, 3H), 7.39-7.21(m, 3H), 4.42(s,
2H), 3.39-3.32(m, 2H), 3.22-3.15(m, 5H), 2.59-2.48(m, 9H),
1.67(s, 4H)

33 'H NMR(300 MHz, DMSO-d¢) 6 10.53(s, 1H), 9.47(s, 1H), 531
8.47(d, J =8.1 Hz, 1H), 7.84~7.18(m, 6H), 4.26(s, 1H), 3.36(m,
4H), 3.23(m, 2H), 2.56(m, 5H), 1.78,(m, 1H), 1.68(m, 4H),
0.83(m, 4H).

34 |'H NMR(300 MHz, CD:0D) & 8.59(d, J = 8.1 Hz, 1H), 585
7.89~7.85(m, 1H), 7.84~7.79(m, 1H), 7.72~7.45(m, SH),
7.39~7.34(m, 1H), 4.46(s, 2H), 3.58~3.56(m, 2H),
2.83~2.81(m, 2H), 2.74~2.72(m, 4H), 2.63(s, 3H),
2.03~2.01(m, 4H)

35 |'H NMR(300 MHz, CDCLy) & 14.27(br s, 1H), 8.59(d,J=8.1 492
Hz, 1H), 7.61~7.54(m, 2H), 7.11(t, J = 8.1 Hz, 1H),
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6.57~6.47(m, 3H), 4.44(s, 2H), 3.94(s, 2H), 3.58~3.56(m, 2H),
2.68~2.51(m, 11H), 2.31(s, 3H)

36 1H NMR(300 MHz, DMSO-d6) & 14.80(s, 1H), 9.70(brs, 1H), [446
9.49(s, 1H), 8.46(d, J = 8.4 Hz, 1H), 7.85(t, J = 6.6 Hz, 1H),
7.63(d, J = 8.4 Hz, 1H), 7.45(d, J = 8.4 Hz, 2H), 6.87(d,J = 8.4
Hz, 2H), 4.59(s, 2H), 3.39-3.32(m, 2H), 2.59-2.48(m, 9H),
1.68(s, 4H)

37 |'H NMR(300 MHz, CD:0OD) & 8.68(d, J = 7.8 Hz, 1H), 7.62(m, |670
2H), 7.44~7.18(m, SH), 4.41(s, 2H), 3.40(m, 2H), 2.66~2.61(m,
9H), 1.86~1.83(m, 7H), 1.28(m, 2H), 1.12(m, 2H).

38 'H NMR(300 MHz, DMSO-d¢) 6 14.76(s, 1H), 10.27(s, 1H), 573
9.48(s, 1H), 8.50(d, J = 7.8 Hz, 1H), 7.92~7.90(m, 1H),
7.68~7.65(m, 2H), 7.54~7.26(m, 6H), 4.41(s, 2H), 3.30(s, 2H),
3.17(s, 3H), 2.75(d, J = 4.8 Hz, 3H), 2.55(s, 3H)

39 'H NMR(300 MHz, DMSO-d¢) 6 14.81(s, 1H), 10.58(s, 1H), 585
9.50(s, 1H), 8.50(d, J = 8.4 Hz, 1H), 8.05~8.03(m, 2H),
7.90~7.88(m, 2H), 7.72~7.66(m, 2H), 7.59~7.57(m, 1H),
7.40~7.38(m, 2H), 4.45(s, 2H), 3.42~3.36(m, 2H),
2.56~2.49(m, 9H), 1.70~1.68(m, 4H)

40 'H NMR(300 MHz, DMSO-d¢) 6 14.80(s, 1H), 10.78(s, 1H), 585
9.50(s, 1H), 8.49(d, J = 8.1 Hz, 1H), 7.89~7.87(m, 2H),
7.69~7.59(m, 5H), 7.39~7.36(m, 2H), 4.45(s, 2H),
3.42~3.36(m, 2H), 2.56~2.48(m, 9H), 1.69~1.66(m, 4H)

41 'H NMR (300 MHz, DMSO-d) 8 10.42(br s, 1H), 10.00(s, 1H), |654
9.39(s, 1H), 8.42~8.27(m, 3H), 7.78(d, J = 12.6 Hz, 1H),
7.64~7.49(m, SH), 7.13(t, T = 9.0 Hz, 2H), 4.40(s, 2H), 3.86(s,
2H), 3.49~3.30(m, 2H), 2.69~2.48(m, 9H), 1.70~1.64(m, 4H),
1.46~1.44(m, 4H)

42 1H NMR(300 MHz, CD30D) d 8.56-8.48(m, 2H), 7.69-7.62(m, (476
2H), 7.12-6.86(m, 3H) 4.60(s, 2H), 3.91(s, 3H), 3.76-3.70(m,
2H), 3.51-3.38(m, 6H), 2.63(s, 3H), 2.11(s, 4H)

43 1H NMR( 300 MHz, DMSO-d6) & 14.81(s, 1H), 9.55(s, I[H),  |473
8.52(d, J = 8.1 Hz, 1H), 8.05(s, 1H), 7.99(d, J = 8.4 Hz, 2H),
7.95(t, J = 6.6 Hz, 1H), 7.80(d, J = 8.1 Hz, 1H), 7.72(d, J = 8.4
Hz, 2H), 7.42(s, 1H), 4.65(s, 2H), 3.41(q, J = 6.9 Hz, 2H),
2.63(t, J = 6.9 Hz, 2H), 2.57-2.45(m, 7H), 1.70(s, 4H)
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44 'H NMR(300 MHz, CDCl,) 6 8.62(d, J = 8.1 Hz, 1H), 8.03(m, |380
3H), 7.62(d, J = 8.1 Hz, 1H), 7.26(m, 2H), 6.96(d, J= 9.2Hz,
2H), 6.52(brs. S, 2H), 4.49(s, 2H), 3.00(s, 3H), 2.71(s, 3H).

45 'H NMR(300 MHz, CDCl,) 6 8.64(d, J =8.1 Hz, 1H), 8.05(m, |394
3H), 7.64(d, J = 8.1 Hz, 1H), 7.28(m, 2H), 6.95(d, J=9.2Hz,
2H), 4.45(s, 2H), 2.98(s, 3H), 2.74(s, 6H).

46 'H NMR(300 MHz, DMSO-d¢) 6 14.80(s, 1H), 10.57(s, 1H), 669
9.48(s, 1H), 8.49(d, J = 7.8 Hz, 1H), 8.25~8.22(m, 1H),
7.95~7.88(m, 1H), 7.75~7.52(m, 4H), 7.42~7.32(m, 1H),
7.30~7.24(m, 2H), 4.43(s, 2H), 3.94(s, 4H), 3.48~3.42(m, 2H),
2.56~2.49(m, 9H), 1.70~1.68(m, 4H)

47 IH NMR( 300 MHz, CD30D) 6 8.62(d, J = 8.1 Hz, 1H), 455
8.39(brs, 1H), 7.88(d, J = 8.1 Hz, 1H), 7.77-7.73(m, 2H),
7.65-7.62(m, 2H) 4.61(s, 2H), 3.75(t, J = 7.5 Hz, 2H),
3.54-3.41(m, 6H), 2.64(s, 3H), 2.15-2.08(m, 4H)

48 'H NMR (300 MHz, CDCl,) o 8.62(d, J = 8.1 Hz, 1H), 8.03(m, |538
3H), 7.62(d, J = 8.1 Hz, 1H), 7.26(m, 6H), 6.96(d, J= 9.2Hz,
2H), 6.52(brs. S, 2H), 4.49(s, 2H), 3.00(s, 3H), 2.71(s, 3H).

49 'H NMR (300 MHz, CDCl5) 6 10.12(m, 1H), 8.62(m, 1H), 569
8.42(m, 1H), 7.74~7.06(m, 6H), 6.42(s, 1H), 4.40(s, 2H), 3.66(s,
3H), 2.45(s, 3H).1.25(m, 6H).

50  |'H NMR(300 MHz, CDCL) & 10.57(s, 1H), 8.62(d, J = 8.1 Hz, |572
1H), 7.82~7.16(m, 8H), 4.42(s, 2H), 4.10(m, 2H), 3.97(m, 2H),
3.78(m, 2H), 2.51(s, 3H), 2.34(s, 3H).

51 'H NMR(300 MHz, CD;OD) & 8.55(d, J = 8.1 Hz, 1H), 621
7.95~7.89(m, 2H), 7.59(d, J = 8.1 Hz, 1H), 7.38~7.26(m, 3H),
7.13~7.03(m, 2H), 4.38(s, 2H), 3.75~3.72(m, 2H),
3.40~3.37(m, 6H), 2.63(s, 3H), 2.09~2.07(m, 4H)

52 |'H NMR(300 MHz, CD:0D) & 8.40~8.36(m, 1H), 7.76~7.71(m, |571
1H), 7.61~7.51(m, 3H), 7.41~7.38(m, 2H), 7.09~7.01(m, 2H),
4.39(s, 2H), 3.72(s, 2H), 2.49(s, 3H), 2.33(s, 3H), 1.64~1.62(m,
4H)

53 |'"H NMR(300 MHz, CD;0D) & 8.43(d, J= 7.5 Hz, 1H), 7.75(d, J |585
= 12.0 Hz, 1H), 7.61(d, J = 8.1 Hz, 1H), 7.58~7.53(m, 2H),
7.43~7.41(m, 2H), 7.10~7.03(m, 2H), 4.01(s, 2H), 3.55(br s,
2H), 2.31(s, 9H), 1.65~1.63(m, 4H)
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54 IH NMR (300 MHz, CD30D) 6 8.48(s, 1H), 7.94(s, 1H), 7.09(s, [426
1H) 4.90-4.77(m, 1H), 4.47(s, 2H), 3.75-3.72(m, 2H),
3.30-3.24(m, 6H), 2.60(s, 3H), 1.91-1.73(m, 4H), 1.72-1.62(m,
2H), 1.38-1.35(m, 6H)

55 IH NMR(300 MHz, CD30D) 6 8.52(s, 1H), 7.96(d, J = 1.8 Hz, (454
1H), 7.10(s, 1H) 4.90-4.77(m, 1H), 4.48(s, 2H), 3.52-3.48(m,
4H), 3.12-2.95(m, 2H), 2.61(s, 3H), 2.08-1.95(m, 4H),
1.94-1.75(m, 3H), 1.68-1.57(m, 2H), 1.38-1.34(m, 9H)

56 |1H NMR(300 MHz, CD30D) & 8.42(d, J = 8.1 Hz, 1H), 573
7.67-7.59(m, 2H), 7.44-7.36(m, 3H), 7.29(d, J = 8.1 Hz, 1H),
721(t,J = 8.1 Hz, 2H), 4.40(s, 2H), 3.55(s, 2H), 3.33-3.29(m,
SH), 2.32(s, 9H)

57 'H NMR(300 MHz, CD;OD) & 8.43(d, J = 8.4 Hz, 1H), 610
7.93~7.90(m, 2H), 7.87~7.82(m, 1H), 7.63~7.58(m, 2H),
7.50~7.41(m, 3H), 4.42(s, 2H), 3.60(s, 2H), 3.37~3.34(m, 4H),
3.12~3.10(m, 4H), 2.51(s, 6H), 2.47(s, 3H), 2.28(s, 3H)

58 |'"H NMR(300 MHz, CD;0D) & 8.49~8.48(m, 2H), 7.88~7.84(m, |488
1H), 7.78~7.74(m, 1H), 7.68(d, J = 8.1 Hz, 1H), 7.60~7.56(m,
2H), 7.47(t, T = 8.1 Hz, 1H), 7.36~7.24(m, 2H), 4.46(s, 2H),
4.18(s, 2H), 2.76(s, 3H), 2.41(s, 3H)

59 ['H NMR(300 MHz, CD:0D) & 8.53(br s, 1H), 8.48(d,J = 8.1  |502
Hz, 1H), 7.87~7.83(m, 1H), 7.78~7.73(m, 1H), 7.67(d, J = 8.1
Hz, 1H), 7.60~7.55(m, 2H), 7.46(d, J = 8.1 Hz, 1H),
7.36~7.24(m, 2H), 4.46(s, 2H), 4.13(s, 2H), 2.79(s, 6H), 2.41s,
3H)

60 1H NMR(300 MHz, CD30D) & 8.43-8.39(m, 1H), 7.70-7.59(m, 559
2H), 7.46-7.36(m, 3H), 7.34-7.18(m, 3H), 4.41(d, J = 3.3Hz,
2H), 3.75(s, 2H), 3.34-3.29(m, 5H), 2.44(d, J = 3.6 Hz, 3H),
2.35(s, 3H)

61 1H NMR(300 MHz, DMSO-d6) 14.32(s, 1H), 9.27(s, 1H), 438
8.17(d, J = 8.4 Hz, 1H), 8.09(d, J = 8.4 Hz, 2H), 7.71(q, J = 4.8
Hz, 1H), 7.64(d, J = 8.4 Hz, 2H), 6.86(d, J = 8.4 Hz, 1H), 6.04(t,
J=5.4Hz, 1H), 4.86(d, J = 5.4 hz, 2H), 4.36(s, 2H), 2.73(d, J =
4.8 Hz, 3H), 2.49-2.48(s, 3H)

62 IH NMR(300 MHz, CD30D) 8.40(d, J = 8.4 Hz, 1H), 589
7.67-7.59(m, 2H), 7.43-7.36(m, 3H), 7.31-7.17(m, 3H), 4.40(s,
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2H), 3.79(s, 2H), 3.68-3.58(m, 2H), 3.34-3.25(m, 5H),
2.80-2.69(m, 2H), 2.34(s, 3H)

63 'H NMR(300 MHz, CD;OD) & 8.41(d, J =8.1 Hz, 1H), 518
7.86~7.82(m, 1H), 7.78~7.73(m, 1H), 7.64(d, J = 8.1 Hz, 1H),
7.60~7.54(m, 2H), 7.45(d, J = 8.1 Hz, 1H), 7.36~7.24(m, 2H),
4.43(s, 2H), 3.81(s, 2H), 3.70(t, J=5.4Hz, 2H), 2.80(t, J = 5.4
Hz, 2H), 2.34(s, 3H)

64 'H NMR(300 MHz, CD,0D) 6 8.48(d, J=8.1Hz, 1H), 488
8.05~8.00(m, 2H), 7.88~7.83(m, 1H), 7.67(d, J = 7.8 Hz, 1H),
7.63~7.59(m, 1H), 7.46(t, J=8.4Hz, 1H), 7.29~7.23(m, 2H),
4.46(s, 2H), 4.19(s, 2H), 2.77(s, 3H), 2.41(s, 3H)

65 IH NMR(300 MHz, CD30D) 6 8.42(d, J = 8.1 Hz, 1H), 518
8.05-8.00(m, 2H), 7.85(d, J = 12.9 Hz, 1H), 7.64(d, J = 8.1 Hz,
1H), 7.60(d, J = 8.4 Hz, 1H), 7.46(t, J = 8.4 Hz, 1H), 7.26(t, J =
8.4 Hz, 2H) 4.44(s, 2H), 3.79(s, 2H), 3.71-3.65(m, 2H), 2.78(t, J
=5.7 Hz, 2H), 2.34(s, 3H)

66 IH NMR (300 MHz, CD30D) 6 8.45(d, J = 7.8 Hz, 1H), 502
8.05-8.00(m, 2H), 7.85(d, J = 12.3 Hz, 1H), 7.65(d, J = 7.8 Hz,
1H), 7.60(d, J = 8.4 Hz, 1H), 7.46(t, J = 8.4 Hz, 1H), 7.26(t, J =
8.4 Hz, 2H), 4.45(s, 2H), 3.57(s, 2H), 2.33(s, 9H)

67 1H NMR(300 MHz, CD30D) & 8.47(s, 1H), 7.77-7.74(m, 1H), |585
7.65(brs, 1H), 7.55(brs, 2H), 7.43(brs, 2H), 7.06(brs, 2H),
4.43(s, 2H), 4.19(s, 2H), 3.18-3.12(s, 2H), 2.41(s, 3H), 1.64(s,
4H), 1.39-1.30(m, 3H)

68 1H NMR(300 MHz, CD30D) & 8.45(d, J= 7.8 Hz, 1H), 7.85(d, |502
J = 12.6 Hz, 1H), 7.76(t, J = 7.8 Hz, 1H), 7.66(d, J = 7.8 Hz,
1H), 7.60-7.54(m, 2H), 7.47(t, J = 8.4 Hz, 1H), 7.35-7.24(m,
2H), 4.45(s, 2H), 3.93(s, 2H), 2.93-2.80(m, 2H), 2.37(s, 3H),
1.24(t, T = 6.9 Hz, 3H)

69 1H NMR(300 MHz, CD30D) & 8.48(d, J = 8.1 Hz, 1H), 7.74(d, 559
J=12.9 Hz, 1H), 7.65(d, J = 8.1 Hz, 1H), 7.46-7.37(m, 2H),
4.44(s, 2H), 4.31(s, 2H), 2.72-2.65(m, 1H), 2.43(s, 3H),
1.57-1.53(m, 2H), 1.49-1.38(m, 8H), 0.75-0.71(m, 2H),
0.56-0.53(m, 2H)

70 |1H NMR(300 MHz, CD30D) 8 8.40(d, J = 8.4 Hz, 1H), 599
7.76-7.72(m, 1H), 7.63-7.51(m, 3H), 7.42-7.41(m, 2H),
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7.09-7.02(m, 2H), 4.41(s, 2H), 3.75(brs, 2H), 2.92-2.85(m, 1H),
2.33(s, 3H), 1.65-1.60(s, 4H), 1.14-1.11(m, 6H)

71 IH NMR(300 MHz, CD30D) 6 8.42(d, J = 8.1 Hz, 1H), 7.85(d, [516
J=12.6 Hz, 1H), 7.76(t, J = 7.2 Hz, 1H), 7.66-7.54(m, 3H),
7.46(t, J = 8.4 Hz, 1H), 7.35-7.23(m, 2H), 4.44(s, 2H), 3.77(s,
2H), 2.94-2.89(m, 1H), 2.34(s, 3H), 1.14(d, J = 6.6 Hz, 6H)

72 |'"H NMR(300 MHz, CD:0D) & 8.50~8.47(m, 2H), 7.78~7.74(m, |613
1H), 7.65(d, J = 8.4Hz, 1H), 7.57~7.53(m, 2H), 7.44~7.42(m,
2H), 7.10~7.04(m, 2H), 4.44(s, 2H), 4.28(s, 2H), 3.29~3.26(m,
4H), 2.42(s, 3H), 1.65(s, 4H), 1.40(t, J = 7.2 Hz, 6H)

73 1H NMR(300 MHz, CD30D) & 8.45(d, J = 8.1 Hz, 1H), 7.85(d, |530
J=12.3 Hz, 1H), 7.76(t, I = 7.2 Hz, 1H), 7.65(d, J = 8.1 Hz,
1H), 7.60-7.54(m, 2H), 7.46(t, J = 8.1 Hz, 1H), 7.35-7.24(m,
2H), 4.46(s, 2H), 3.74(s, 2H), 2.70-2.62(m, 4H), 2.33(s, 3H),
1.17(t, J = 6.9 Hz, 6H)

74 |'"H NMR(300 MHz, CD:0D) & 8.42(d, J = 8.4 Hz, 1H), 514
7.87~7.83(m, 1H), 7.78~7.73(m, 1H), 7.64(d, J = 8.1 Hz, 1H),
7.60~7.54(m, 2H), 7.49~7.43(m, 1H), 7.36~7.24(m, 2H),
4.44(s, 2H), 3.82(s, 2H), 2.34(s, 3H), 2.12~2.09(m, 1H),
0.53~0.50(m, 2H), 0.44~0.42(m, 2H)

75 1H NMR(300 MHz, CD30D) & 8.43(d, J = 7.8 Hz, 1H), 7.75(d, 599
J = 12.0 Hz, 1H), 7.62-7.52(m, 3H), 7.46-7.40(m, 2H), 7.06(t, J
= 8.4 Hz, 2H), 4.41(s, 2H), 3.65(s, 2H), 2.62-2.55(m, 2H),
2.32(s, 6H), 1.64(s, 4H), 1.18(t, J = 7.5 Hz, 3H)

76 |1H NMR(300 MHz, CD30D) & 8.73(d, J = 3.6 Hz, 1H), 8.42(d, |485
7=8.1 Hz, 1H), 8.24(d, J = 8.1 Hz, 1H), 8.06-7.96(m, 2H),
7.70-7.60(m, 3H), 7.48(t, T = 8.1 Hz, 1H), 4.45(s, 2H), 3.81(s,
2H), 2.76(q, T = 7.2 Hz, 2H), 2.34(s, 3H), 1.18(t, T = 7.5 Hz,
3H)

77 |'"H NMR(300 MHz, CD:0D) & 8.41(d, J = 8.4 Hz, 1H), 528
7.87~7.82(m, 1H), 7.78~7.73(m, 1H), 7.64(d, J = 8.4 Hz, 1H),
7.61~7,54(m, 2H), 7.48~7.42(m, 1H), 7.36~7.24(m, 2H),
4.43(s, 2H), 3.79(s, 2H), 2.52(d, J = 6.9 Hz, 2H), 2.33(s, 3H),
1.02~0.98(m, 1H), 0.54~0.51(m, 2H), 0.21~0.17(m, 2H)

78 |'"H NMR(300 MHz, CD:0D) & 8.41(d, J = 8.4 Hz, 1H), 597
7.77~7.73(m, 1H), 7.62(d, J = 8.4 Hz, 1H), 7.58~7.53(m, 2H),
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7.43~7.41(m, 2H), 7.10~7.04(m, 2H), 4.41(s, 2H), 3.82(s, 2H),
2.34(s, 3H), 1.64(s, 4H), 0.89~0.87(m, 1H), 0.52~0.50(m, 2H),
0.46~0.42(m, 2H)

79 IH NMR(300 MHz, CD30D) 6 8.53(d, J = 8.1 Hz, 1H), 7.74(d, [491
J=13.5Hz, 1H), 7.61(d, J = 7.8 Hz, 1H), 7.46-7.39(m, 2H),
4.40(s, 2H), 3.56-3.46(m, 2H), 3.12-3.04(m, 2H), 2.93(s, 3H),
2.58-2.50(m, 1H), 2.60(s, 3H), 2.15-1.92(m, 4H)

80 'H NMR(300 MHz, DMSO-d6) 6 10.79(s, 1H), 9.58(s, 1H), 614
8.54(d, J = 8.0 Hz, 1H), 8.28(brd. S, 1H), 7.86~7.26(m, 8H),
5.74(s, 2H), 4.47(s, 2H), 3.59(m, 4H), 3.13(s, 3H), 2.58(s, 3H).

81 'H NMR(300 MHz, CD;0D) 6 8.41(d, J =8.1 Hz, 1H), 7.75(d, J |611
=13.2 Hz, 1H), 7.62(d, J = 8.1 Hz, 1H), 7.58~7.53(m, 2H),
7.43~7.41(m, 2H), 7.10~7.04(m, 2H), 4.42(s, 2H), 3.82(s, 2H),
2.56(d, J = 6.9 Hz, 2H), 2.34(s, 3H), 1.64(s, 4H), 1.02~0.98(m,
1H), 0.55~0.52(m, 2H), 0.21~0.19(m, 2H)

82 |'"H NMR(300 MHz, CD,OD)  8.49(d, J = 8.4 Hz, 1H), 516
8.05~8.01(m, 2H), 7.86(dd, J = 12.6 Hz, 1.8 Hz, 1H), 7.68(d, J =
8.4 Hz, 1H), 7.61(dd, J = 8.4 Hz, 1.8 Hz, 1H), 7.47(t, J = 8.4 Hz,
1H), 7.30~7.24(m, 2H), 4.47(s, 2H), 4.18(s, 2H), 3.49~3.36(m,
1H), 2.42(s, 3H), 1.41(d, J = 6.0 Hz, 4H)

83 'H NMR(300 MHz, CD;OD) & 8.46(d, J = 8.4 Hz, 1H), 528
8.05~8.00(m, 2H), 7.88~7.83(m, 1H), 7.67(d, J = 8.4 Hz, 1H),
7.63~7.59(m, 1H), 7.47(t, J = 8.4 Hz, 1H), 7.27(t, ] = 9.0 Hz,
2H), 4.46(s, 2H), 4.09(s, 2H), 2.87(d, J = 7.5 Hz, 2H), 2.39(s,
3H), 1.05~1.02(m, 1H), 0.69~0.66(m, 2H), 0.37~0.35(m, 2H)

84 1H NMR(300 MHz, CD30D) 6 8.42(d, ] = 8.1 Hz, 1H), 8.19(d, |519
J=7.5Hz, 1H), 8.04(t, J = 7.5 Hz, 1H), 7.96(d, ] = 12.9 Hz,
1H), 7.71-7.63(m, 3H), 7.47(t, J = 8.4 Hz, 1H), 4.44(s, 2H),
3.84(s, 2H), 2.80(q, J = 6.9 Hz, 2H), 2.35(s, 3H), 1.20(t, J =7.2
Hz, 3H)

85 IH NMR(300 MHz, CD30D) 6 8.41(d, J = 8.4 Hz, 1H), 502
8.05-7.99(m, 2H), 7.84(d, J = 12.9 Hz, 1H), 7.65-7.58(m, 2H),
7.46(t,J =8.7 Hz, 1H), 7.26(t, ] = 8.7 Hz, 2H), 4.44(s, 2H),
3.79(s, 2H), 2.73(q, J = 7.2 Hz, 2H), 2.34(s, 3H), 1.73(t, J = 7.2
Hz, 3H)

86 IH NMR (300 MHz, CD30D) 6 8.41(d, J = 8.1 Hz, 1H), 514
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8.05-7.99(m, 2H), 7.86-7.82(m, 1H), 7.64(d, J = 7.8 Hz, 1 H),
7.61-7.57(m, 1H), 7.45(t, J = 8.4 Hz, 1H), 7.26(t, J = 8.4 Hz,
2H), 4.43(s, 2H), 3.83(s, 2H), 2.34(s, 3H), 2.23-2.20(m, 1H),
0.53-0.43(m, 4H)

87  |'"H NMR(300 MHz, CD,OD) 6 8.30(d, J = 8.4 Hz, 1H), 445
8.04~7.99(m, 2H), 7.86(dd, J = 12.6 Hz, 1.5 Hz, 1H), 7.72(d, J =
8.4 Hz, 1H), 7.61(dd, J = 8.4 Hz, 1.5 Hz, 1H), 7.47(t, J = 8.4 Hz,
1H), 7.28~7.22(m, 2H), 7.14(s, 1H), 4.48(s, 2H), 2.39(s, 3H)

88 |1H NMR(300 MHz, CD30D)  8.76(d, J = 3.6 Hz, 1H), 8.44(d, |485
J=8.1 Hz, 1H), 8.23(d, J = 8.1 Hz, 1H), 8.06-7.96(m, 2H),
7.70-7.60(m, 3H), 7.48(t, T = 8.1 Hz, 1H), 4.45(s, 2H), 3.81(s,
2H), 2.76(q, T = 7.2 Hz, 2H), 2.32(s, 3H), 1.20(t, J = 7.5 Hz,
3H)

89 'H NMR(300 MHz, CD;OD) & 8.38(d, J = 8.4 Hz, 1H), 528
7.76~7.71(m, 1H), 7.59(d, J = 8.4 Hz, 1H), 7.57~7.52(m, 2H),
7.43~7.39(m, 2H), 7.09~7.03(m, 2H), 6.92(s, 1H), 4.39(s, 2H),
2.32(s, 3H), 1.64(s, 4H)

90  |'H NMR(300 MHz, CD,0D) & 8.38(d, J = 8.4 Hz, 1H), 7.80(dd, 463
J=12.6 Hz, 2.1 Hz, 1H), 7.65~7.57(m, 2H), 7.45~7.40(m, 1H),
7.31(s, 1H), 7.12~7.09(m, 1H), 6.90~6.85(m, 2H), 4.45(s, 2H),
2.36(s, 3H)

91 IH NMR(300 MHz, DMSO-d6) 6 11.23(q, J = 4.5 Hz, 1H), 422
10.77(s, 1H), 9.39(s, 1H), 8.28(d, J = 8.1 Hz, 1H), 7.85(d, J =
12.3 Hz, 1H), 7.71-7.66(m, 2H), 7.61-7.55(m, 3H), 7.40-7.32(m,
2H), 4.37(s, 2H), 2.87(d, J = 4.5 Hz, 3H)

92 IH NMR(300 MHz, DMSO-d6) 6 11.22(q, J = 4.8 Hz, 1H), 505
10.40(s, 1H), 9.96(s, 1H), 9.37(s, 1H), 8.27(d, J = 7.5 Hz, 1H),
7.78(d, J = 13.2 Hz, 1H), 7.68-7.59(m, 3H), 7.50-7.48(m, 2H),
7.13(t, J = 8.7 Hz, 2H), 4.35(s, 2H), 2.87(d, J = 4.2 Hz, 3H),
1.46(d, J =3.3 Hz, 4H)

93 IH NMR(300 MHz, CDCI3) o 11.28(bs, 1H), 8.62(d, J = 8.0Hz, (521
1H), 8.58(m, 1H), 8.20(m, 1H), 7.87(dd, J = 1.5, 10.5Hz, 1H),
7.65(d, J =8.0Hz, 1H), 7.59(m, 1H), 7.40(m, 3H), 6.47(s, 1H),
4.41(s, 2H), 3.75-3.65(m, 6H), 2.68(t, J = 6.6Hz, 2H),
2.58-2.48(m, 4H)

94 'H NMR(300 MHz, CD;0D) 6 8.42(d, J = 8.4 Hz, 1H), 7.85(dd, |530
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J=12.3 Hz, 2.1 Hz, 1H), 7.66~7.59(m, 2H), 7.49~7.43(m, 1H),
7.34(s, 1H), 7.14~7.11(m, 1H), 6.94~6.89(m, 2H), 4.44(s, 2H),
3.87~3.83(m, 4H), 2.32(s, 3H)

95 1H NMR(300 MHz, DMSO-d6) & 10.78(s, 1H), 9.36(s, 1H),  [409
8.28(d, J = 8.1 Hz, 1H), 7.85(d, J = 13.2 Hz, 1H), 7.71-7.66(m,
2H), 7.64-7.52(m, 3H), 7.40-7.32(m, 2H), 4.36(s, 2H)

96 1H NMR(300 MHz, DMSO-d6) & 11.23(q, J = 4.8 Hz, 1H), 507
10.52(s, 1H), 9.39(s, 1H), 8.28(d, J = 8.1 Hz, 1H), 7.89(d, J =
12.9 Hz, 1H), 7.72-7.65(m, 2H), 7.56(t, J = 8.7 Hz, 1H), 7.29(s,
1H), 7.14(d, T = 8.7 Hz, 1H), 7.01(d, J = 12.3 Hz, 1H), 4.38(s,
2H), 3.76-3.72(m, 4H), 3.24-3.20(m, 4H), 2.87(d, J = 4.5 Hz,
3H)

97 IH NMR(300 MHz, DMSO-d6) 6 11.23(q, J = 4.5 Hz, 1H), 405
10.75(s, 1H), 9.39(s, 1H), 9.11(d, J = 2.1 Hz, 1H), 8.78(d, J =
8.1 Hz, 1H), 8.32-8.27(m, 2H), 7.91(d, J = 12.6 Hz, 1H),
7.72-7.65(m, 2H), 7.60-7.55(m, 2H), 4.38(s, 2H), 2.87(d, ] =4.5
Hz, 3H)

08 1H NMR(300 MHz, DMSO-d6) & 11.23(q, J = 4.5 Hz, 1H), 422
10.62(s, 1H), 9.39(s, 1H), 8.28(d, J = 8.1 Hz, 1H), 8.08-8.04(m,
2H), 7.92(d, T = 12.9 Hz, 1H), 7.71-7.67(m, 2H), 7.59-7.53(m,
1H), 7.42-7.35(m, 2H), 4.38(s, 2H), 2.87(d, J = 4.5 Hz, 3H)

99 |'H NMR(300 MHz, DMSO-d,) & 10.79(br s, 1H), 10.77(s, 1H), |408
9.36(s, 1H), 8.28(d, J = 8.1 Hz, 1H), 7.88~7.84(m, 2H),
7.71~7.64(m, 3H), 7.61~7.56(m, 2H), 7.40~7.33(m, 2H),
4.36(s, 2H)

100 'H NMR(300 MHz, CD;OD) & 8.26(d, J = 8.1 Hz, 1H), 618
7.79~7.74(m, 1H), 7.69(d, J = 8.1 Hz, 1H), 7.58~7.53(m, 2H),
7.45~7.37(m, 2H), 7.10~7.04(m, 2H), 4.40(s, 2H),
3.88~3.85(m, 4H), 3.57(t, J = 6.6 Hz, 2H), 3.22(t, ] = 6.6 Hz,
2H), 2.09~2.01(m, 4H), 1.91~1.85(m, 2H), 1.65(s, 4H)

101 |'H NMR(300 MHz, CD0D) & 8.32(d, J = 8.1 Hz, 1H), 602
7.79~7.74(m, 1H), 7.69(d, J = 8.1 Hz, 1H), 7.59~7.53(m, 2H),
7.46~7.41(m, 2H), 7.11~7.04(m, 2H), 4.40(s, 2H), 3.55(d, J =

6.6 Hz, 2H), 2.94~2.86(m, 6H), 2.01~1.89(m, 6H), 1.64(s, 4H)

102 'H NMR(300 MHz, CD;OD) 6 8.37(d, J = 8.1 Hz, 1H), 7.86(dd, |535
J=13.5Hz, 1.8 Hz, 1H), 7.78~7.76(m, 1H), 7.72(d, J = 8.1Hz,
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1H), 7.62~7.55(m, 2H), 7.46(t, J = 8.1 Hz, 1H), 7.36~7.24(m,
2H), 4.43(s, 2H), 3.71~3.68(m, 4H), 3.53(t, J = 6.6 Hz, 2H),
3.41~3.29(m, 2H), 2.58~2.53(m, 6H)

103 |1H NMR(300 MHz, DMSO-d6) & 11.23(q, J = 4.5 Hz, 1H), 405
11.03(s, 1H), 9.39(s, 1H), 8.82(d, J = 5.4 Hz, 1H), 8.28(d, J =
6.9 Hz, 1H), 8.18(d, J = 7.5 Hz, 1H), 8.10-8.03(m, 2H), 7.89(d, J
= 8.4 Hz, 1H), 7.72-7.67(m, 2H), 7.57(t, J = 8.7 Hz, 1H), 4.39(s,
2H), 2.87(d, J = 4.5 Hz, 3H)

104 |1H NMR(300 MHz, DMSO-d6) & 10.78(s, 1H), 10.41(s, [H), [491
9.97(s, 1H), 9.34(s, 1H), 8.27(d, J = 8.1 Hz, 1H), 7.79(d, J =
12.6 Hz, 1H), 7.68-7.59(m, 4H), 7.55-7.47(m, 2H), 7.13(t, J =
9.0 Hz, 2H), 4.34(s, 2H), 1.50-1.44(m, 4H)

105 'H NMR(300 MHz, DMSO-d¢) 6 11.38(t, J = 5.4 Hz, 1H), 604
10.42(br s, 1H), 9.98(br s, 1H), 9.36(s, 1H), 8.27(d, J = 8.1 Hz,
1H), 7.81~7.76(m, 1H), 7.69~7.59(m, 3H), 7.49~7.47(m, 2H),
7.16~7.10(m, 2H), 4.35(s, 2H), 3.57~3.44(m, 6H),
2.55~2.40(m, 6H), 1.44(s, 4H)

106  |1H NMR(300 MHz, DMSO-d6) & 11.23(q, J = 4.5 Hz, 1H), 508
10.43(s, 1H), 9.39(s, 1H), 8.28(d, J = 8.1 Hz, 1H), 7.88(d, J =
13.2 Hz, 1H), 7.71-7.65(m, 2H), 7.55(t, J = 8.4 Hz, 1H), 6.97(s,
1H), 6.85(d, J = 8.4 Hz, 1H), 6.59(d, J = 8.4 Hz, 1H), 6.07(t, J =
5.1 Hz, 1H), 4.38(s, 2H), 3.17-3.11(m, H), 2.88(d, J = 4.5 Hz,
3H), 2.44(t, J = 6 Hz, 2H), 2.18(s, 6H)

107 IH NMR(300 MHz, DMSO-d6) 6 11.23(q, J = 4.5 Hz, 1H), 588
10.42(s, 1H), 9.98(s, 1H), 9.36(s, 1H), 8.27(d, J = 7.8 Hz, 1H),
7.79(d, J = 12.3 H, 1H), 7.68-7.59(m, 3H), 7.50-7.48(m, 2H),
7.16-7.09(m, 2H), 4.34(s, 2H), 2.62(t, J = 6.9 Hz, 2H),
2.48-2.46(m, 4H), 1.68-1.65(m, 4H), 1.48-1.43(m, 4H)

108 1H NMR(300 MHz, DMSO-d6) 6 10.42(brs, 1H), 9.99(brs, 1H), |492
8.15(d, J =7.8 Hz, 1H), 7.82-7.73(m, 2H), 7.64-7.58(m, 2H),
7.53-7.49(m, 2H), 7.15-7.10(m, 2H), 4.52(s, 2H), 1.45(d, J = 3.6
Hz, 4H)

109 |1H NMR(300 MHz, DMSO-d6) & 11.69(brs, 1H), 10.42(s, 1H), |549
9.98(s, 1H), 9.41(s, 1H), 8.30(d, J= 8.1Hz,1H), 7.78-7.44(m,
6H), 7.13(t, J= 7.8Hz 2H), 4.37(s, 2H), 4.02(d, ] = 3.6 Hz, 2H).

110 'H NMR(300 MHz, CD;OD) & 8.33(d, J = 8.4 Hz, 1H), 431
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7.55~7.52(m, 1H), 7.42(t, ] = 7.5 Hz, 1H), 7.31~7.24(m, 1H),
7.17~7.06(m, 3H), 6.55(dd, J = 8.4 Hz, 2.1 Hz, 1H), 6.43(dd, J =
13.2 Hz, 2.1 Hz, 1H), 4.41(s, 2H), 4.38(s, 2H), 2.31(s, 3H)

111 |'H NMR(300 MHz, CD0D) & 8.31(d, J = 7.8 Hz, 1H), 408
7.61~7.58(m, 1H), 7.44~7.39(m, 1H), 7.29~7.24(m, 1H),
7.17~7.06(m, 3H), 6.55(dd, J = 8.4 Hz, 2.1 Hz, 1H), 6.44(dd,
13.5 Hz, 2.1 Hz, 1H), 4.41(s, 2H), 4.37(s, 2H), 2.99(s, 3H)

112 |1H NMR(300 MHz, DMSO-d6) & 11.23(q, J = 4.5 Hz, 1H), 562
10.42(s, 1H), 9.98(s, 1H), 9.39(s, 1H), 8.20(d, J = 8.1 Hz, 1H),
7.79(d, T = 13.5 Hz, 1H), 7.69-7.60(m, 3H), 7.53-7.47(m, 2H),
7.13(t, T = 8.7 Hz, 2H), 4.36(s, 2H), 3.60-3.53(m, 2H),
2.54-2.42(m, 8H), 1.46(d, J = 4.2 Hz, 4H)

113 IH NMR(300 MHz, DMSO-d6) 6 11.23(q, J = 4.5 Hz, 1H), 576
10.40(s, 1H), 9.96(s, 1H), 9.36(s, 1H), 8.27(d, J = 8.1 Hz, 1H),
7.78(d, J = 12.9 Hz, 1H), 7.68-7.59(m, 3H), 7.50-7.48(m, 2H),
7.13(t, J = 8.7 Hz, 2H), 4.35(s, 2H), 3.39-3.34(m, 2H), 2.29(t, J
=7.5Hz, 2H), 2.11(s, 6H), 1.71-1.62(m, 2H), 1.48-1.43(m, 4H)

114 |'"H NMR(300 MHz, CD,0OD) & 8.33(d, J = 8.1 Hz, 1H), 474
7.56~7.54(m, 1H), 7.44~7.39(m, 1H), 7.31~7.24(m, 1H),
7.17~7.06(m, 3H), 6.55(dd, J = 8.4 Hz, 2.1 Hz, 1H), 6.44(dd, J =
13.5 Hz, 2.1 Hz, 1H), 4.41(s, 2H), 4.39(s, 2H), 3.99(dd, J = 14.4
Hz, 3.6 Hz, 1H), 3.62(dd, ] = 14.4 Hz, 8.4 Hz, 1H), 2.40(d, ] =
5.7 Hz, 3H), 2.33(s, 3H)

115 |1H NMR(300 MHz, DMSO-d6) & 10.79(s, 1H), 10.58(s, IH),  |492
9.35(s, 1H), 8.27(d, J = 8.1 Hz, 1H), 7.75-7.61(m, 5H), 7.53(t, J
= 8.4 Hz, 1H), 7.41(d, J = 8.4 Hz, 1H), 7.27(t, J = 8.4 Hz, 1H),
4.35(s, 2H), 3.94(s, 4H)

116  |1H NMR(300 MHz, DMSO-d6) & 9.36(s, 1H), 8.39(d, J=8.4  [395
Hz, 1H), 8.29(s, 1H), 7.57(d, J = 7.8 Hz, 1H), 7.34(t, J = 8.4 Hz,
1H), 6.72-6.67(m, 2H), 4.37(s, 2H), 3.87(s, 2H), 3.47-3.41(m,
1H), 2.29(s, 3H), 1.16(s, 6H)

117 |1H NMR(300 MHz, DMSO-d6) & 11.35(t, J = 3.5 Hz, 1H), 519
10.41(s, 1H), 9.97(s, 1H), 9.35(s, 1H), 8.27(d, J = 8.1 Hz, 1H),
7.96-7.42(m, 7H), 7.13(t, J= 7.8Hz, 2H), 4.35(s, 2H), 3.41(m,
2H), 1.19(m, 3H).

118 IH NMR (300 MHz, DMSO-d6) 6 11.38(d, J = 7.8 Hz, 1H), 533
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10.20(s, 1H), 9.98(s, 1H), 9.28(s, 1H), 8.24(d, J = 8.1 Hz, 1H),
7.96-7.42(m, 7H), 7.08(t, J= 7.8Hz, 2H), 4.28(s, 2H), 1.12(m,
6H).

119 |1H NMR(300 MHz, DMSO-d6) & 11.05(s, 1H), 10.78(s, 1H),  |465
10.69(s, 1H), 9.34(s, 1H), 8.26(d, J = 8.1 Hz, 1H), 7.72-7.65(m,
3H), 7.50(t, J = 8.4 Hz,1H), 7.41-7.32(m, 3H), 7.15(t, ] = 8.4
Hz, 2H), 4.34(s, 2H), 3.74(s, 2H)

120 IH NMR (300 MHz, DMSO-d6) 6 11.20(t, J =5.1 Hz, 1H), 535
10.41(s, 1H), 9.96(s, 1H), 9.31(s, 1H), 8.23(d, J = 8.1 Hz, 1H),
7.79(d, J = 13.2 Hz, 1H), 7.68-7.59(m, 3H), 7.51-7.49(m, 2H),
7.13(t, J = 8.7 Hz, 2H), 4.71(t, J = 5.4 Hz, 1H), 4.35(s, 2H),
3.56-3.51(m, 2H), 3.43-3.40(m, 2H), 1.45(s, 4H)

121 |'H NMR(300 MHz, CD0D) & 8.33(d, J = 7.8 Hz, 1H), 374
7.62~7.59(m, 1H), 7.41(t, ] = 7.8 Hz, 1H), 7.31~7.24(m, 1H),
7.18~7.06(m, 3H), 6.57~6.54(m, 1H), 6.47~6.42(m, 1H),
4.42(s, 2H), 4.37(s, 2H)

122 IH NMR(300 MHz, DMSO-d6) 6 11.43(d, J = 4.5 Hz, 1H), 531
10.39(s, 1H), 9.96(s, 1H), 9.34(s, 1H), 8.25(d, J = 8.1 Hz, 1H),
7.78(d, J = 13.5 Hz, 1H), 7.67-7.59(m, 3H), 7.51-7.47(m, 2H),
7.13(t, J =9.0 Hz, 2H), 4.34(s, 2H), 1.44(s, 4H), 0.76-0.73(m,
2H), 0.53-0.50(m, 2H)

123 IH NMR(300 MHz, DMSO-d6) 6 14.04(s, 1H), 10.41(s, 1H), [521
9.96(s, 1H), 9.52(s, 1H), 8.19(d, J = 8.1 Hz, 1H), 7.79(d, J =
12.6 Hz, 1H), 7.71(d, J = 8.1 Hz, 1H), 7.64-7.59(m, 2H),
7.50-7.47(m, 2H), 7.13(t, J = 8.7 Hz, 2H), 4.37(s, 2H), 3.75(s,
3H), 1.45(s, 4H)

124 |1H NMR(300 MHz, DMSO-d6) & 10.44(s, 1H), 9.96(s, 1H),  |473
9.04(s, 1H), 8.03(d, J = 8.1 Hz, 1H), 7.83~7.73(m, 2H),
7.64~7.52(m, 4H), 7.16~7.10(m, 2H), 4.37(s, 2H),
1.46~1.45(m, 4H)

125  |1H NMR(300 MHz, DMSO-d6) & 10.80(s, 1H), 10.42(s, 1H), |471
9.97(s, 1H), 9.35(s, 1H), 8.28(d, J = 8.1 Hz, 1H), 7.80(d, J =
12.6 Hz, 1H), 7.68-7.56(m, 4H), 7.52-7.45(m, 2H), 7.14(, J =
9.0 Hz, 2H), 4.34(s, 2H), 1.50-1.45(m, 4H)

126 |'H NMR(300 MHz, CD0D) & 7.85~7.75(m, 2H), 7.57~7.53(m, |507
2H), 7.38~7.35(m, 1H), 7.26~7.23(m, 2H), 7.09~7.03(m, 2H),
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4.44(s, 2H), 1.62(s, 4H)

127 'H NMR(300 MHz, DMSO-d¢) 6 10.93(s, 1H), 10.49(s, 1H), 508
9.17(s, 1H), 7.81~7.75(m, 2H), 7.68~7.61(m, 3H),
7.41~7.23(m, SH), 4.40(s, 2H), 3.94(s, 4H)

128  |1H NMR(300 MHz, DMSO-d6) 8 10.31(s, 1H), 9.96(s, 1H),  |601
9.25(s, 1H), 8.04(s, 1H), 7.90-7.81(m, 2H), 7.65-7.58(m, 2H),
7.41-7.47(m, 1H), 7.28(t, J = 9.3 Hz, 1H), 7.13(t, J = 9.3 Hz,
2H), 6.96(s, 1H), 4.41(s, 2H), 2.72(t, J = 4.8 Hz, 3H), 2.53(s,
3H), 1.48-1.42(m, 4H)

129 |'H NMR(300 MHz, CD;0D) & 8.39(d, J = 8.1 Hz, 1H), 7.79(dd, |505
J=12.9 Hz, 1.8 Hz, 1H), 7.69(d, J = 8.1 Hz, 1H), 7.60~7.55(m,
2H), 7.49(dd, J = 8.1 Hz, 1.8 Hz, 1H), 7.41(t, J = 8.1 Hz, 1H),
7.08~7.03(m, 2H), 4.38(s, 2H), 2.77(t, J = 8.1 Hz, 4H),
2.01~1.97(m, 2H)

130 IH NMR (300 MHz, DMSO-d6) 6 10.43(s, 1H), 9.98(s, 1H), 529
9.60(s, 1H), 8.40(d, J = 8.1 Hz, 1H), 7.80(d, J = 12 Hz, 1H),
7.64-7.60(m, 2H), 7.54-7.48(m, 2H), 7.13(t, ] =9 Hz, 2H),
4,46(s, 2H), 2.35(s, 2H), 1.45(d, J = 3 Hz, 4H)

131 |'"H NMR(300 MHz, CD;0D) & 8.57~8.53(m, 1H), 8.35~8.32(m, |448
1H), 8.13~8.08(m, 3H), 7.99~7.96(m, 1H), 7.81~7.76(m, 2H),
7.51(t, J = 8.4 Hz, 1H), 4.99(s, 2H)

132 |1H NMR(300 MHz, DMSO-d6) & 10.53(s, 1H), 9.61(s, 1H),  |531
8.41(d,J =7.2 Hz, 1H), 7.90(d, J = 13.2 Hz, 1H), 7.77(d, T = 7.8
Hz, 1H), 7.69-7.58(m, 2H), 7.29(s, 1H), 7.14(d, J = 8.7 Hz, 1H),
7.02(d, J = 12.6 Hz, 1H), 4.48(s, 2H), 3.75-3.72(m, 4H),
3.25-3.21(m, 4H), 2.35(s, 3H)

133 |1H NMR(300 MHz, DMSO-d6) & 10.43(s, 1H), 9.97(s, 1H),  |530
8.83(s, 1H), 7.83-7.79(m, 2H), 7.72(d, J = 7.8 Hz, 1H),
7.64-7.49(m, 4H), 7.16-7.10(m, 2H), 4.36(s, 2H), 2.56(s, 3H),
1.45(d, J = 2.4 Hz, 4H)

134 'H NMR(300 MHz, DMSO-d¢) 6 12.16(s, 1H), 10.80(s, 1H), 501
9.36(s, 1H), 8.58(d, J =7.2 Hz, 1H), 8.26(d, J = 8.1 Hz, 1H),
8.12(d, J =7.2 Hz, 1H), 7.94(d, J = 12.3 Hz, 1H), 7.71~7.38(m,
8H), 7.20(t, J = 7.2 Hz, 1H), 4.36(s, 2H)

135 '"H NMR(300 MHz, DMSO-d¢) 6 11.04,(s, 1H), 10.64(s, 1H), 503
9.59(s, 1H), 8.40(d, J = 8.1 Hz, 1H), 7.75-7.69(m, 2H), 7.54(t, J
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= 8.4 Hz, 1H), 7.42-7.33(m, 2H), 7.16(t, J = 9.0 Hz, 2H), 4.45(s,
2H), 3.74(s, 2H), 2.35(s, 3H)

136 |'H NMR(300 MHz, DMSO-dy) & 10.84(s, 1H), 10.15(s, 1H),  |487
9.99(s, 1H), 9.31(s,1H),8.27(d, J = 8.1 Hz, 1H), 7.68-7.51(m,
6H), 7.21-7.10(m,3H), 4.13(s, 2H), 2.03(s,3H), 1.45(s, 4H)

137 |'H NMR(300 MHz, DMSO-d,) & 9.60(s, 1H), 9.25(s, 1H), 511
9.24(s, 1H), 8.39(d, J = 8.1 Hz, 1H), 8.01(s, 1H), 7.75(d, J = 8.1
Hz, 1H), 7.67-7.49(m, 4H), 7.31(t, J = 9.0 Hz, 2H), 4.48(s, 2H),
2.37(s, 3H)

138 |1H NMR(300 MHz, DMSO-d6) 8 10.53(s, 1H), 9.99(s, 1H),  |515
9.33(s, H), 8.80(s, 1H), 7.85-7.80(m, 2H), 7.74(d, J = 7.5 Hz,
1H), 7.62-7.47(m, 4H), 7.15-7.10(m, 2H), 4.34(s, 2H), 1.44(d, J
= 2.4 Hz, 4H)

139 |'H NMR(300 MHz, DMSO-dy) & 14.64(s, 1H), 10.40(s, 1H),  |514
9.99(s, 1H), 9.41(s, 1H), 8.48(d, J = 8.4 Hz, 1H), 7.78(d, J =
13.5 Hz, 1H), 7.64~7.60(m, 3H), 7.54~7.49(m, 2H), 7.38(s,
1H), 7.16~7.10(m, 3H), 4.41(s, 2H), 1.45(s, 4H)

140 |'H NMR(300 MHz, CD;0D) & 8.41(d, J = 8.1 Hz, 1H), 7.85(dd, |543
J=12.6 Hz, 1.8 Hz, 1H), 7.66~7.59(m, 2H), 7.46(t, J = 8.4 Hz,
1H), 7.35(s, 1H), 7.12~7.10(m, 1H), 6.94~6.90(m, 2H), 4.44(s,
2H), 3.36~3.29(m, 4H), 2.65~2.62(m, 4H), 2.37(s, 3H), 2.33(,
3H)

141 |'H NMR(300 MHz, CD0D) & 8.38(d, J = 7.8 Hz, 1H), 7.82(d, J |573
= 12.3 Hz, 1H), 7.62~7.56(m, 2H), 7.42(t, J = 7.8 Hz, 1H),
6.98~6.85(m, 3H), 6.56~6.53(m, 1H), 4.41(s, 2H),
3.73~3.70(m, 4H), 3.28(t, J = 6.6 Hz, 2H), 2.62(t, ] = 6.6 Hz,
2H), 2.53~2.46(m, 4H), 2.32(s, 3H)

142 |'H NMR(300 MHz, DMSO-dy) & 14.31(d, J = 29.4 Hz, 1H),  |306
9.68(s, 1H), 9.37(s, 1H), 8.39(d, J = 8.4 Hz, 1H), 7.60(d, J = 8.4
Hz, 1H), 7.42(d, J = 8.4 Hz, 2H), 6.92(d, J = 7.4 Hz, 1H),
6.86(d, J =8.4 Hz, 2H), 4.56(s, 2H), 2.23(d, J = 29.7 Hz, 3H)

143 |'H NMR(300 MHz, DMSO-d,) & 10.88(s, 1H), 9.75(s, 1H), 269
9.36(s, 1H), 8.25(d, J = 7.8 Hz, 1H), 7.67-7.64(m, 2H), 7.43(d, J
= 8.7 Hz, 2H), 6.87(d, J = 8.7 Hz, 2H), 4.52(s, 2H)

144 'H NMR(300 MHz, DMSO-dg) 6 10.79(s, 1H), 10.23(s, 1H), 503
10.15(s, 1H), 9.36(s,1H),8.29(d, J = 8.1 Hz, 1H), 8.03(d,J=8.1
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Hz,1H), 7.76-7.66(m, 3H), 7.58-7.51(m,2H),
7.07-7.03(m,2H),6.93-6.87(m,1H),4.35(s, 2H), 3.86(s,3H),
1.59(d, 4H)

145 'H NMR(300 MHz, DMSO-d¢) 6 9.64(s, 1H), 8.43(d, J = 9.0Hz, |336
1H), 8.30(dd, J = 7.2Hz, 1H), 8.12(d, J = 7.5Hz, 1H), 7.92(d, J =
7.8Hz, 1H), 7.84(t,1H), 7.49(m, 2H), 4.66(s, 2H), 2.37(s, 3H)

146 |'H NMR(300 MHz, DMSO-dy) & 10.79(s, 1H), 10.15(s, 1H),  |474
9.99(s, 1H), 9.31(s,1H),8.27(d, J = 8.1 Hz, 1H), 7.68-7.51(m,
6H), 7.21-7.10(m,3H), 4.13(s, 2H), 1.45(s, 4H)

147 |'H NMR(300 MHz, DMSO-ds) & 11.36(brs, 1H), 10.48(s, 1H), |516
9.95(s, 1H), 9.70(s, 1H), 8.16(d, J = 8.1 Hz, 1H), 7.90~7.79(m,
2H), 7.64~7.51(m, 4H), 7.14(t, ] = 8.7 Hz, 2H), 4.48(s, 2H),
4.04(s, 4H), 1.46(d, J = 8.1 Hz, 4H)

148 'H NMR(300 MHz, CD,0D) 6 8.46(d, J =7.8 Hz, 1H), 7.86(d, J |516
=129 Hz, 1H), 7.69~7.60(m, 2H), 7.51~7.45(m, 1H), 7.35(s,
1H), 7.21~7.15(m, 2H), 6.95~6.91(m, 2H), 4.46(s, 2H),
3.85~3.84(m, 4H), 3.32~3.28(m, 4H)

149 |'H NMR(300 MHz, DMSO-ds) & 10.84(s, 1H), 10.79¢s, 1H),  |412
10.64(s, 1H), 9.36(s,1H),8.28(d, J = 8.1 Hz, 1H), 7.77-7.65(m,
3H), 7.54-7.43(m,2H), 4.34(s, 2H),3.68(s,3H), 1.44-1.39(m,
4H)

150 'H NMR(300 MHz, CD;0OD) 6 8.41(d, J = 8.1 Hz, 1H), 7.84(dd, |531
J=12.6 Hz, 2.1 Hz, 1H), 7.66~7.58(m, 2H), 7.45(t, ] = 8.4 Hz,
1H), 7.00~6.95(m, 2H), 6.90~6.87(m, 1H), 6.58~6.54(m, 1H),
4.44(s, 2H), 3.29(t, J = 6.6 Hz, 2H), 2.64(t, J = 6.6 Hz, 2H),
2.35(s, 6H), 2.34(s, 3H)

151 'H NMR(300 MHz, CD;OD) 6 8.42(d, J = 8.4 Hz, 1H), 7.84(dd, 597
J=12.6 Hz, 1.8 Hz, 1H), 7.66~7.58(m, 2H), 7.46(t, ] = 8.4 Hz,
1H), 7.02~6.90(m, 3H), 6.57~6.53(m, 1H), 4.44(s, 2H),
3.95~3.93(m, 1H), 3.48~3.46(m, 1H), 3.38~3.36(m, 1H),
2.75~2.50(m, 6H), 2.33(s, 3H), 2.17~2.07(m, 4H),
1.88~1.85(m, 4H)

152 |'H NMR(300 MHz, DMSO-dy) & 9.59(s, 1H), 8.46(d, J = 8.4 Hz, |582
1H), 7.97(s, 1H), 7.81-7.77(m, 2H), 7.72-7.68(m, 1H),
7.64-7.59(m, 3H), 7.55-7.49(m, 2H), 7.13(t, J = 9.0 Hz, 2H),
4.45(s, 2H), 1.44(s, 4H)
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153 |'H NMR(300 MHz, DMSO-d,) & 10.51(s, 1H), 9.60(s, 1H), 584
8.47(d,J = 8.1 Hz, 1H), 7.97(s, 1H), 7.90(d, J = 12.9 Hz, 1H),
7.73(d, T = 7.8 Hz, 1H), 7.69-7.65(m, 1H), 7.59(t, J = 9.0 Hz,
1H), 7.30(s, 1H), 7.14(d, J = 8.7 Hz, 1H), 7.01(d, J = 12.0 Hz,
1H), 4.48(s, 2H), 3.76 -3.72(m, 4H), 3.25-3.21(m, 4H)

154 'H NMR(300 MHz, DMSO-d¢) 6 10.80(s, 1H), 9.35(s, 1H), 423
9.22(s, 1H), 8.99(s, 1H), 8.27(d, J = 8.1 Hz, 1H), 7.68-7.60(m,
3H), 7.49-7.43(m, 3H), 7.26(d, J = 8.1 Hz, 1H), 7.12(t, J = 9.0
Hz, 2H), 4.35(s, 2H)

155 'H NMR(300 MHz, DMSO-d¢) 6 10.81(s, 1H), 9.35(s, 1H), 473
9.27(d, J =4.8Hz, 2H), 8.27(d, J = 7.8Hz, 1H), 8.01(s, 1H),
7.69-7.31(m, 8H), 4.36(s, 2H)

156 |'H NMR(300 MHz, DMSO-d,) & 14.62(s, 1H), 9.39(s, 1H), 446
9.19(s, 1H), 8.97(s, 1H), 8.48(d, J = 7.8 Hz, 1H), 7.95(d, J =
12.0 Hz, 1H), 7.65(s, 1H), 7.62(t, J = 6.6 Hz, 1H), 7.50-7.45(m,
2H), 7.37(s, 1H), 7.26(d, J = 12.0 Hz, 1H), 7.15-7.09(m, 3H),
4.40(s, 2H)

157 |'H NMR(300 MHz, DMSO-d,) & 14. 40(d, J = 30 Hz, 1H), 460
9.48(s, 1H), 9.35(s, 1H), 9.25(s, 1H), 8.41(d, J = 8.1 Hz, 1H),
7.64-7.58(m, 2H), 7.51-7.41(m, 3H), 7.28(d, J = 8.4 Hz, 1H),
7.08(d, J = 8.7 Hz, 2H), 6.97(d, J = 92 Hz, 1H), 4.40(s, 2H)

158 'H NMR(300 MHz, CD;OD) 6 8.45(d, J = 7.5 Hz, 1H), 7.79(d, J |398
=8.1 Hz, 1H), 7.51~7.46(m, 2H), 7.35~7.30(m, 2H), 4.62(s,
2H), 3.16(q, J = 7.2 Hz, 2H), 2.45(s, 3H), 1.33(t, J = 7.2 Hz,
3H)

159 |'H NMR(300 MHz, CDCLy) & 10.07(s, 1H), 8.36(s, 1H), 7.66(d, |478
J = 12.9 Hz, 1H), 7.47~7.41(m, 3H), 7.38~7.35(m, 1H),
7.32~7.22(m, 2H), 7.08~7.02(m, 2H), 6.82~6.80(m, 1H),
5.76~5.72(m, 1H), 4.94(d, J = 6.9 Hz, 2H), 4.40(s, 2H),
1.63~1.61(m, 4H)

160 |'H NMR(300 MHz, DMSO-d,) & 10.83(s, 1H), 9.40(s, 1H), 419
9.25(s, 1H), 8.28(d, J = 8.0 Hz, 1H), 7.62~7.38(m, 8H), 4.40(s,
2H), 2.25(s, 3H)

161  |'H NMR(300 MHz, DMSO-d,) & 10.41(s, 1H), 9.97(s, 1H), 515
8.71(s, 1H), 7.82-7.77(m, 2H), 7.67-7.52(m, 3H), 7.53(d, J = 7.2
Hz, 2H), 7.39(s, 1H), 7.13(t, J = 8.7 Hz, 2H), 4.32(s, 2H),
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1.45(d, J = 2.1 Hz, 4H)

162 |'H NMR(300 MHz, DMSO-ds) & 14.61(s, 1H), 9.47(s, 2H), 496
9.40(s, 1H), 8.49(d, J = 8.1 Hz, 1H), 8.01(s, 1H), 7.66-7.60(m,
3H), 7.54-7.46(m, 2H), 7.37(s, 1H), 7.33-7.27(m, 2H), 7.12(s,
1H), 4.42(s, 2H)

163 'H NMR(300 MHz, DMSO-d¢) 6 14.41(d, ] = 29.4 Hz, 1H), 510
9.36(s, 1H), 9.27(s, 2H), 8.42(dd, J = 8.1 Hz, 1.8 Hz, 1H),
8.01(s, 1H), 7.66-7.59(m, 3H), 7.54-7.46(m, 2H), 7.33-7.26(m,
2H), 6.95(d, J =75 Hz, 1H), 4.41(s, 1H), 2.24(d, J = 30 Hz, 3H)

164 '"H NMR(300 MHz, DMSO-dg) 6 14.64(s, 1H), 9.40(s, 1H), 442
9.09(s, 1H), 8.78(s, 1H), 8.48(d, J = 8.4 Hz, 1H), 7.66~7.61(m,
2H), 7.48(t, ] = 8.4 Hz, 1H), 7.38~7.37(m, 1H), 7.30(s, 1H),
7.26~7.22(m, 2H), 7.18~7.12(m, 2H), 6.80(d, J = 7.2 Hz, 1H),
4.42(s, 2H), 2.27(s, 3H)

165 'H NMR(300 MHz, DMSO-d¢) 6 14.64(s, 1H), 10.29(brs, 2H), 514
9.41(s, 1H), 8.49(d, J = 8.1 Hz, 1H), 7.82~7.73(m, 2H), 7.64(dd,
J=8.1Hz, 1.5 Hz, 1H), 7.57~7.48(m, 2H), 7.38~7.37(m, 1H),
7.29~7.12(m, 4H), 4.41(s, 2H), 1.58~1.56(m, 4H)

166 'H NMR (300 MHz, DMSO-dq) 6 14.41(d, J =29.4 Hz, 1H), 456
9.36(s, 1H), 9.03(s, 1H), 8.72(s, 1H), 8.42(d, J = 8.1 Hz, 1H),
7.65-7.58(m, 2H), 7.47(t, J = 8.7 Hz, 1H), 7.30-7.07(m, 5H),
6.80(d, J =7.5 Hz, 1H), 4.41(s, 2H), 2.27(s, 3H), 2.24(d, J = 30
Hz, 3H)

167 |'H NMR(300 MHz, DMSO-dy) & 14.41(d, T = 29.1 Hz, 1H),  |460
9.36(s, 1H), 9.13(s, 1H), 9.05(s, 1H), 8.42(d, J = 8.4 Hz, 1H),
7.64-7.58(m, 2H), 7.51-7.45(m, 2H), 7.35-7.24(m, 2H),
7.16-6.76(m, 3H), 4.41(s, 2H), 2.24(d, J = 29.4 Hz, 3H)

168 |'H NMR(300 MHz, DMSO-dy) & 14.41(d, J =27.3 Hz, 1H),  |513
10.63(s, 1H), 9.37(s, 1H), 8.44(dd, J = 8.1 Hz, 1.8 Hz, 1H),
8.30(d, J = 5.1 Hz, 1H), 7.89~7.85(m, 1H), 7.67~7.56(m, 3H),
7.24(s, 1H), 7.11(d, J = 5.1 Hz, 1H), 6.95(d, J = 75.3 Hz, 1H),
4.42(s, 2H), 3.73~3.70(m, 4H), 3.54~3.51(m, 4H), 2.25(d, J =
29.7 Hz, 3H)

169 'H NMR(300 MHz, DMSO-d¢) 6 14.64(s, 1H), 10.37(s, 1H), 496
9.96(s, 1H), 9.40(s, 1H), 8.48(d, J = 8.1 Hz, 1H), 7.80~7.76(m,
1H), 7.65~7.59(m, 3H), 7.51~7.49(m, 2H), 7.38(s, 1H), 7.29(t, J
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=8.1 Hz, 2H), 7.12~7.03(m, 2H), 4.41(s, 2H), 1.46(s, 4H)

170 |'H NMR(300 MHz, DMSO-dg) & 14.65(s, 1H), 10.37(s, 1H),  |513
9.36(s, 1H), 8.42(d, J = 8.5 Hz, 1H), 7.94(d, J = 12.0 Hz, 1H),
7.78~7.43(m, 6H), 7.10(d, J = 8.5 Hz, 1H), 4.42(s, 2H),
3.74~3.72(m, 4H), 3.61~3.57(m, 4H), 2.20(s, 3H)

171 |'H NMR(300 MHz, DMSO-d,) & 14.64(s, 1H), 10.63(s, IH),  |499
9.39(s, 1H), 8.49(d, J = 8.1 Hz, 1H), 8.29(d, J = 5.1 Hz, 1H),
7.82(d, J=12.0Hz, 1H), 7.68~7.38(m, 3H), 7.23(s, 1H), 7.11(d, J
= 5.7 Hz, 1H), 4.43(s, 2H), 3.78~3.73(m, 4H), 3.70~3.60(m,
4H)

172 |'H NMR(300 MHz, DMSO-ds) & 14.62(s, 1H), 9.40(s, 1H), 446
9.21(s, 1H), 9.13(s, 1H), 8.48(d, J = 8.4 Hz, 1H), 7.65-7.60(m,
2H), 7.51-7.46(m, 2H), 7.37(s, 1H), 7.35 -7.25(m, 2H),
7.16-7.12(m, 2H), 6.80(t, J = 8.4 Hz, 1H), 4.42(s, 2H)

173 |'H NMR(300 MHz, DMSO-dy) & 14.61(s, 1H), 10.13(s, 1H),  |510
10.00(s, 1H), 9.34(s, 1H), 8.45(d, J = 8.1 Hz, 1H), 7.64~7.47(m,
5H), 7.37(s, 1H), 7.23~7.10(m, 4H), 4.20(s, 2H), 2.07(s, 3H),
1.46(s, 4H)

174 |'H NMR(300 MHz, DMSO-ds) & 14.65(s, 1H), 10.38(s, 1H),  |499
9.42(s, 1H), 8.50(d, J = 8.1 Hz, 1H), 7.99(d, J = 12.3 Hz, 1H),
7.81~7.76(m, 2H), 7.68(d, J = 8.1 Hz, 1H), 7.60(t, J = 8.4 Hz,
1H), 7.46~7.39(m, 2H), 7.13~7.10(m, 2H), 4.44(s, 2H),
3.75~3.73(m, 4H), 3.63~3.60(m, 4H)

175 |'H NMR(300 MHz, CD0D) & 8.08(s, 1H), 7.87(d,J = 7.8 Hz, |447
1H), 7.71(d, T = 7.8 Hz, 1H), 7.65(dd, J = 12.9 Hz, 2.1 Hz, 1H),
7.47~7.38(m, 3H), 7.33~7.25(m, 2H), 7.13~7.10(m, 1H),
6.79~6.72(m, 1H), 4.43(s, 2H)

176 |'H NMR(300 MHz, DMSO-dy) & 14.41(d, J = 27.6 Hz, 1H),  |511
10.60(s, 1H), 9.38(s, 1H), 8.43(dd, J = 8.1 Hz, 1.8 Hz, 1H),
8.24(d, J = 5.4 Hz, 1H), 7.90~7.85(m, 1H), 7.68~7.55(m, 3H),
7.20(s, 1H), 7.01~6.99(m, 1H), 6.96(d, J = 75.6 Hz, 1H), 4.42(s,
2H), 3.61~3.59(m, 4H), 2.25(d, J = 29.7 Hz, 3H), 1.58~1.55(m,
6H)

177 'H NMR(300 MHz, DMSO-d¢) 6 14.41(d, J = 28.5 Hz, 1H), 476
9.36(s, 1H), 9.17(s, 1H), 9.03(s, 1H), 8.42(d, J = 8.1 Hz, 1H),
7.63~7.45(m, SH), 7.35~7.24(m, 3H), 6.95(d, J =75 Hz, 1H),
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4.40(s, 2H), 2.24(d, J = 29.7 Hz, 3H)

178 |'H NMR(300 MHz, DMSO-ds) & 14.41(d, J = 27 Hz, 1H), 476
9.78(s, 1H), 9.36(s, 1H), 8.45~8.40(m, 2H), 8.13(dd, J = 8.4 Hz,
1.5 Hz, 1H), 7.68~7.62(m, 2H), 7.60~7.45(m, 2H),
7.34~7.21(m, 2H), 7.05~7.02(m, 1H), 6.95(d, J = 75.3 Hz, 1H),
4.41(s, 2H), 2.24(d, J = 29.7 Hz, 3H)

179 |'H NMR(300 MHz, DMSO-d,) & 14.62(s, 1H), 9.56(s, 1H), 464
9.41(s, 1H), 8.94(s, 1H), 8.49(d, J = 8.4 Hz, 1H), 8.04-7.97(m,
1H), 7.66-7.61(m, 2H), 7.51(t, J = 9.0 Hz, 1H), 7.38(s, 1H),
7.34-7.23(m, 2H), 7.12(s, 1H), 6.88-6.81(m, 1H), 4.42(s, 2H)

180 |'H NMR(300 MHz, DMSO-ds) & 14.39(s, 1H), 9.94(s, 1H), 448
8.68(s, 1H), 8.42(d, J = 8.0 Hz, 1H), 7.58(d, J = 9.6 Hz, 2H),
7.42(t, 1H), 7.24(m, 2H), 6.22(d, J = 8.0 Hz, 1H), 4.39(s, 2H),
1.98-1.42(m, 5H), 1.34-1.16(m, 6H)

181  [|'H NMR(300 MHz, DMSO-d,) & 9.14(s, 1H), 8.81(s, 1H), 443
8.71(s, 1H), 8.26(s, 1H), 7.78(d, J = 8.1 Hz, 1H), 7.68-7.62(m,
2H), 7.50(t, J = 8.4 Hz, 1H), 7.39(s, 1H), 7.30-7.13(m, 4H),
6.80(d, J = 7.5 Hz, 1H), 4.34(s, 2H), 2.27(s, 3H)

182 |'H NMR(300 MHz, DMSO-dg) & 14.40(d, ] = 27.9 Hz, 1H),  |456
9.34(s, 1H), 9.00(s, 1H), 8.41(dd, J = 8.4 Hz, 2.1 Hz, 1H),
7.62~7.57(m, 2H), 7.44~7.16(m, TH), 6.94(d, J = 74.1 Hz, 1H),
6.80~6.78(m, 1H), 4.39(s, 2H), 4.31(d, J = 5.7 Hz, 2H), 2.24(d,
J=29.7 Hz, 3H)

183 |'H NMR(300 MHz, DMSO-dy) & 14.61(s, 1H), 10.25(s, 1H),  |502
9.40(s, 1H), 8.48(d, J = 8.1 Hz, 1H), 7.68-7.62(m, 2H),
7.53-7.26(m, 7H), 7.12(s, 1H), 4.40(s, 2H), 3.21(s, 2H), 3.17(s,
3H)

184  |1H NMR(300 MHz, DMSO-d,) & 9.35(s, 1H), 9.13(s, 1H), 433
9.07(s, 1H), 8.42(d, J = 7.8 Hz, 1H), 8.23(s, 1H), 7.93(s, 1H),
7.64-7.59(m, 2H), 7.48(t, J = 8.4 Hz, 1H), 7.22(d, J = 8.4 Hz,
1H), 6.97(s, 1H), 4.40(s, 2H), 2.24(s, 3H)

185  [|'H NMR(300 MHz, DMSO-dy) & 14.41(d, J =27.3 Hz, 1H),  |489
9.69(s, 1H), 9.36(s, 1H), 9.20(s, 1H), 8.42(d, J = 8.4 Hz, 1H),
7.64~7.47(m, 3H), 7.25(dd, J = 8.4 Hz, 1.8 Hz, 1H), 6.95(d, J =
75.6 Hz, 1H), 6.51(s, 1H), 4.40(s, 2H), 2.24(d, J = 29.7 Hz, 3H),
1.28(s. 9H)
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186  |'H NMR(300 MHz, DMSO-dy) & 14.64(s, 1H), 9.73(brs, 1H),  |475
9.40(s, 1H), 9.25(s, 1H), 8.48(d, J = 8.1 Hz, 1H), 7.65~7.47(m,
3H), 7.38(s, 1H), 7.27~7.25(m, 1H), 7.12(s, 1H), 6.51(s, 1H),
4.42(s, 2H), 1.28(s, 9H)

187  |'H NMR(300 MHz, DMSO-d,) & 9.37(s, 1H), 9.03(s, 1H), 472
8.81(s, 1H), 8.42(d, J = 8.4 Hz, 1H), 7.59(m, 2H), 7.48(t, 1H),
7.23-7.16(m, 3H), 6.94(d, J = 7.8 Hz, 1H), 6.49(d, J= 6.8Hz,
1H), 4.41(s, 2H), 3.72(s, 3H), 2.25(s, 3H)

188 [|'H NMR(300 MHz, DMSO-d,) & 9.37(s, 1H), 9.06(s, 1H), 470
8.76(s, 1H), 8.41(d, J = 8.2 Hz, 1H), 7.62(t, 1H), 7.43(t, 1H),
7.33-7.06(m, 6H), 6.82(d, J = 8.2 Hz, 1H), 4.41(s, 2H), 2.57(m,
2H), 2.20(s, 3H), 1.17(t, 3H)

189 'H NMR (300 MHz, DMSO-d¢) 0 14.64(s, 1H), 9.63(s, 1H), 435
9.41(s, 1H), 9.21(s, 1H), 8.94(d, J = 2.4 Hz, 1H), 8.48(d, J =8.1
Hz, 1H), 7.68~7.63(m, 2H), 7.50(t, J = 8.1 Hz, 1H),
7.38~7.35(m, 2H), 7.25~7.22(m, 2H), 7.12(s, 1H), 4.42(s, 3H)

190 H NMR (300 MHz, DMSO-dy) 6 14.40(d, J =27.9 Hz, 1H), 449
9.64(s, 1H), 9.36(s, 1H), 9.21(s, 1H), 8.94(d, J = 2.4 Hz, 1H),
8.42(dd, ] =8.7 Hz, 2.4 Hz, 1H), 7.67~7.59(m, 2H), 7.49(t, J =
8.7 Hz, 1H), 7.35(d, J = 2.1 Hz, 1H), 7.23(dd, ] = 8.7 Hz, 2.1
Hz, 1H), 6.95(d, J =74.7 Hz, 1H), 4.40(s, 2H), 2.24(d, J = 29.7
Hz, 3H)

191  |'H NMR(300 MHz, DMSO-dy) & 14.4(d, J = 32 Hz, 1H), 9.36(s, |443
1H), 9.31(s, 1H), 9.10(s, 1H), 8.62(d, J = 2.4 Hz, 1 H), 8.42(d, J
= 8.1 Hz, 1H), 8.20(dd, J = 4.5 Hz, 1.2 Hz, 1H), 7.96-7.92(m,
1H), 7.65-7.59(m, 2H), 7.49(t, J = 8.7 Hz, 1H), 7.34-7.26(m,
2H), 6.95(d, T = 75.9 Hz, 1H), 4.41(s, 2H), 2.24(d, J = 29.7 Hz,
3H)

192 'H NMR(300 MHz, DMSO-d¢) 6 14.0(s,1H), 9.41(s, 1H), 429
9.32(s, 1H), 9.11(s, 1H), 8.62(d, J = 2.4 Hz, 1 H), 8.48(d,J =8.1
Hz, 1H), 8.20(d, J = 4.8 Hz, 1H), 7.94(d, J = 8.4 Hz, 1H), 7.65(s,
1H), 7.62(d, J = 6.9 Hz, 1H), 7.49(t, J = 8.4 Hz, 1H), 7.38(s,
1H), 7.34-7.27(m, 2H), 7.12(s, 1H), 4.40(s, 2H)

193 'H NMR(300 MHz, DMSO-d¢) 6 9.36(s, 1H), 9.19(s, 1H), 476
9.08(s, 1H), 8.42(d, J = 7.8 Hz, 1H), 7.70(s, 1H), 7.63(d, J = 6.6
Hz, 1H), 7.59(s, 1H), 7.48(t, J = 8.4 Hz, 1H), 7.31-7.24(m, 3H),




WO 2012/047017 PCT/KR2011/007370
62

7.05-7.01(m, 1H), 6.95(d, J = 75.6 Hz, 1H), 4.41(s, 2H), 2.24(d,
J=29.7Hz, 3H)

194 |'H NMR(300 MHz, DMSO-d¢)  14.40(d, J = 30 Hz, 1H), 443
10.90(s, 1H), 9.61(s, 1H), 9.37(s, 1H), 8.43(d, J = 8.4 Hz, 1H),
8.29(d, J = 5.4 Hz, 1H), 7.79-7.69(m, 2H), 7.62(d, J = 8.1 Hz,
1H), 7.54-7.49(m, 2H), 7.34(d, J = 8.4 Hz, 1H), 7.05-7.01(m,
1H), 6.95(d, T = 75 Hz, 1H), 4.41(s, 2H), 2.25(d, J = 29.7 Hz,
3H)

195  |'H NMR(300 MHz, DMSO-d,) & 14.41(s,1H), 10.88(s, I[H),  |429
9.59(s, 1H), 9.42(s, 1H), 8.49(d, J = 8.1 Hz, 1H), 8.30(d, J = 4.2
Hz, 1H), 7.79-7.64(m, 3H), 7.55-7.48(m, 2H), 7.38(s, 1H),
7.34(d, T = 8.4 Hz, 1H), 7.12(s, 1H), 7.03(t, J = 6.0 Hz, 1H),
4.43(s, 2H)

196 'H NMR(300 MHz, DMSO-d¢) 6 14.40(d, J = 30 Hz, 1H), 443
9.37(s, 1H), 9.32(s, 2H), 8.43(d, J = 8.4 Hz, 1H), 8.36(d, ] = 6.0
Hz, 2H), 7.65-7.60(m, 2H), 7.50(t, J = 8.4 Hz, 1H), 7.46-7.42(m,
2H), 7.28(dd, J = 8.4 Hz, , 1.8 Hz, 1H), 6.95(d, J =75 Hz, 1H),
4.41(s, 2H), 2.24(d, J = 30 Hz, 3H)

197  |'H NMR(300 MHz, DMSO-dg) & 14.40(d, ] = 28.2 Hz, 1H),  |406
9.34(s, 1H), 8.72(s, 1H), 8.40(dd, J = 8.7 Hz, 1.8 Hz, 1H),
7.61~7.56(m, 2H), 7.41(t, ] = 8.7 Hz, 1H), 7.19~7.16(m, 1H),
6.94(d, T =75 Hz, 1H), 6.57(s, 1H), 4.38(s, 2H), 2.57~2.52(m,
1H), 2.24(d, J = 29.7 Hz, 3H), 0.67~0.60(m, 2H), 0.43~0.38(m,
2H)

198 |'H NMR(300 MHz, DMSO-d,) & 14.63(s, 1H), 9.38(s, 1H), 392
8.71(s, 1H), 8.46(d, J = 8.1 Hz, 1H), 7.63~7.56(m, 2H),
7.44~7.37(m, 2H), 7.20~7.11(m, 2H), 6.59(s, 1H), 4.40(s, 2H),
2.55~2.49(m, 1H), 0.66~0.62(m, 2H), 0.43~0.40(m, 2H)

199 |'H NMR(300 MHz, DMSO-dg) & 14.61(s, 1H), 9.41-9.34(m,  |429
3H), 8.49(d, J = 8.4 Hz, 1H), 8.36(d, J = 5.7 Hz, 2H),
7.65-7.60(m, 2H), 7.51(t, J = 8.4 Hz, 1H), 7.46 -7.42(m, 2H),
7.38(s, 1H), 7.29(dd, J = 8.4 Hz, 1.8 Hz, 1H), 7.12(s, 1H),
4.41(s, 2H)

200 |'"H NMR(300 MHz, DMSO-d) & 14.39(d, J = 30 Hz, 1H), 432
9.35(s, 1H), 9.31(s, 1H), 9.20(s, 1H), 8.42(d, J = 8.4 Hz, 1H),
7.63-7.58(m, 2H), 7.47(t, J = 8.4 Hz, 1H), 7.30-7.25(m, 2H),
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6.95(d, J =75 Hz, 1H), 6.41(t, T = 3.0 Hz, 1H), 6.04(d, J = 3.0
Hz, 1H), 4.40(s, 2H), 2.24(d, J = 30 Hz, 1H)

201 |"H NMR(300 MHz, DMSO-d,) & 14.60(s, 1H), 9.40(s, 1H), 418
9.21(s, 1H), 9.10(s, 1H), 8.48(d, J = 8.1 Hz, 1H), 7.65-7.58(m,
2H), 7.48(t, T = 8.7 Hz, 1H), 7.37(s, 1H), 7.31(s, 1H), 7.26(d, J =
8.4 Hz, 1H), 7.12(s, 1H), 6.42(t, J = 3.3 Hz, 1H), 6.05(d, J = 3.3
Hz, 1H), 4.42(s, 2H)

202 |'H NMR(300 MHz, DMSO-dy) & 14.61(s, 1H), 11.86(s, 1H),  |432
9.89(s, 1H), 9.40(s, 1H), 8.48(d, J = 8.4 Hz, 1H), 8.33(s, 1H),
7.67-7.62(m, 2H), 7.48-7.37(m, 3H), 7.22(dd, J = 8.4 Hz, 1.8
Hz, 1H), 7.12(s, 1H), 4.41(s, 2H), 2.10(s, 3H)

203 |'H NMR(300 MHz, DMSO-dy) & 14.40(d, ] = 27.9 Hz, 1H),  |432
11.83(s, 1H), 9.35(s, 1H), 8.78(s, 1H), 8.41(dd, J = 8.1 Hz, 1.8
Hz, 1H), 7.66~7.58(m, 3H), 7.48~7.42(m, 2H), 7.18(dd, J = 8.4
Hz, 1.8 Hz, 1H), 6.94(d, J = 75 Hz, 1H), 6.92(s, 1H), 4.40(s,
2H), 2.24(d, T = 29.4 Hz, 3H)

204  |"H NMR(300 MHz, DMSO-d,) & 14.64(s, 1H), 11.85(brs, 1H), |418
9.40(s, 1H), 8.83(s, 1H), 8.48(d, J = 8.4 Hz, 1H), 7.76~7.62(m,
3H), 7.49~7.37(m, 3H), 7.20~7.12(m, 2H), 6.92(s, 1H), 4.41(s,
2H)

205  |'H NMR(300 MHz, DMSO-dy) & 14.40(d, ] = 28.2 Hz, 1H),  |432
11.80(s, 1H), 9.35(s, 1H), 8.75(s, 1H), 8.41(d, J = 8.4 Hz, 1H),
7.73~7.69(m, 1H), 7.60(d, J = 7.5 Hz, 1H), 7.46(t, J = 8.4 Hz,
1H), 7.29(dd, J = 6.6 Hz, 1.2 Hz, 1H), 6.93(d, J = 75.6 Hz, 1H),
6.80(s, 1H), 6.70(s, 2H), 4.40(s, 2H), 2.24(d, T = 30 Hz, 3H)

206  |'H NMR(300 MHz, DMSO-d,) & 9.34(s, 1H), 8.61(s, 1H), 422
8.41(d, J = 8.2 Hz, 1H), 7.60~7.32(m, 3H), 7.01(m, 2H), 6.11(s,
1H), 4.38(s, 2H), 2.19(s, 3H), 1.29(s, 9H)

207 |'"H NMR(300 MHz, DMSO-d,) 8 9.37(s, 1H), 9.34(s, 1H), 467
9.24(s, 1H), 8.41(d, J = 8.2 Hz, 1H), 7.77~7.22(m, 9H), 4.40(s,
2H), 2.20(s, 3H)

208 'H NMR(300 MHz, DMSO-d¢) 6 14.41(d, J = 28.2 Hz, 1H), 467
9.36(s, 1H), 9.31(brs, 1H), 8.42(d, J = 8.1 Hz, 1H), 7.97(s, 1H),
7.71~7.59(m, 4H), 7.52~7.42(m, 3H), 7.29~7.26(m, 1H),
6.95(d, J =74.7 Hz, 1H), 4.41(s, 2H), 2.24(d, J = 29.7 Hz, 3H)

209 'H NMR(300 MHz, DMSO-d¢) 6 14.41(d, J = 26.7 Hz, 1H), 485
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9.35(s, 1H), 9.00(s, 1H), 8.66(s, 1H), 8.41(d, J = 8.1 Hz, 1H),
7.64~7.59(m, 2H), 7.46(t, ] = 8.4 Hz, 1H), 7.22(d, J = 8.4 Hz,
1H), 7.09~6.82(m, 3H), 6.72(d, T = 7.5 Hz, 1H), 6.37(d, ] = 7.5
Hz, 1H), 4.40(s, 2H), 2.86(s, 6H), 2.24(d, J = 29.1Hz, 3H)

210 |'"H NMR(300 MHz, DMSO-de) & 14.64(s, 1H), 9.40(s, 1H), 471
9.24(s, 1H), 8.88(s, 1H), 8.48(d, J = 8.4 Hz, 1H), 7.65~7.61(m,
2H), 7.46(t, J = 8.7 Hz, 1H), 7.37~7.35(m, 1H), 7.24(dd, J = 8.7
Hz, 2.4 Hz, 1H), 7.12~7.03(m, 2H), 6.93~6.92(m, 1H),
6.75~6.72(m, 1H), 6.38~6.35(m, 1H), 4.42(s, 2H), 2.87(s, 6H)

211 |'"H NMR(300 MHz, DMSO-d) & 14.40(d, J = 30 Hz, 1H), 446
11.86(s, 1H), 9.91(s, 1H), 9.35(s, 1H), 8.41(d, J = 8.1 Hz, 1H),
8.36(s, 1H), 7.67-7.58(m, 2H), 7.44(t, J = 9.0 Hz, 1H), 7.40(s,

1H), 7.22(d, T = 9.3 Hz, 1H), 6.94(d, J = 74.7 Hz, 1H), 4.40(s,

2H), 2.24(d, T = 29.7 Hz, 3H), 2.10(s, 3H)

212 H NMR (300 MHz, DMSO-dy) 6 14.40(d, J = 29.1 Hz, 1H), 485
9.36(s, 1H), 8.97(s, 1H), 8.48(s, 1H), 8.42(d, J = 7.8 Hz, 1H),
7.64-7.58(m, 2H), 7.45(t, J = 8.7 Hz, 1H), 7.26(d, ] = 9.0 Hz,
2H), 7.21(dd, J =9.0 Hz, 2.1 Hz, 1H), 6.94(d, J = 75Hz, 1H),
6.69(d, J =9.0 Hz, 2H), 4.40(s, 2H), 2.82(s, 6H), 2.24(d, J = 30
Hz, 3H)

213 |'H NMR(300 MHz, DMSO-ds) & 14.60(s, 1H), 9.40(s, 1H), 471
9.01(s, 1H), 8.53(s, 1H), 8.48(d, J = 8.4 Hz, 1H), 7.65-7.59(m,
2H), 7.45(t, T = 8.4 Hz, 1H), 7.37(s, 1H), 7.26(d, J = 9.0 Hz,
2H), 7.22(d, T = 8.4 Hz, 2.1 Hz, 1H), 7.12(s, 1H), 6.69(d, J = 9.0
Hz, 2H), 4.42(s, 2H), 2.82(s, 6H)

214 |'"H NMR(300 MHz, DMSO-d,) & 14.38(d, J = 29.4 Hz, 1H),  |449
9.33(s, 1H), 8.69(s, 1H), 8.41(d, J = 7.8 Hz, 1H), 7.59-7.54(m,
2H), 7.40(t, T = 9.0 Hz, 1H), 7.12(d, J = 8.4 Hz, 1H), 6.94(d, J =
74.7 Hz, 1H), 6.28(d, J = 7.5 Hz, 1H), 4.38(s, 2H), 3.57-3.43(m,
1H), 2.90-2.86(m, 2H), 2.57-2.41(m, 2H), 2.24(d, J = 29.7 Hz,
3H), 1.76-1.72(m, 2H), 1.27-1.15(m, 2H)

215 'H NMR(300 MHz, DMSO-d¢) 6 9.67(s, 1H), 9.20(s, 1H), 486
9.10(s, 1H), 8.33(d, J = 8.4 Hz, 1H), 7.84-7.06(m, 12H), 4.50(s,
2H), 2.34(s, 6H)

216 'H NMR(300 MHz, DMSO-d¢) 6 14.40(d, J = 29.4 Hz, 1H), 548
9.36(s, 1H), 9.04(s, 1H), 8.67(s, 1H), 8.42(d, J = 8.1 Hz, 1H),
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7.63-7.59(m, 2H), 7.49-7.30(m, 8H), 7.22(d, J = 8.7 Hz, 1H),
6.95(d, J =9.0 Hz, 2H), 6.94(d, J = 75Hz, 1H), 5.05(s, 2H),
4.40(s, 2H), 2.24(d, J = 30 Hz, 3H)

217 |'"H NMR(300 MHz, DMSO-d,) & 14.61(s, 1H), 9.40(s, 1H), 435
8.72(s, 1H), 8.47(d, J = 8.1 Hz, 1H), 7.62-7.55(m, 2H),
7.44-7.36(m, 2H), 7.14-7.11(m, 2H), 6.31(d, J = 8.1 Hz, 1H),
4.40(s, 2H), 3.58 -3.45(m, 2H), 2.93-2.88(m, 2H), 2.55-2.45(m,
2H), 1.79-1.70(m, 2H), 1.31-1.19(m, 2H)

218 |'H NMR(300 MHz, DMSO-d) & 14.39(d, J = 29.7 Hz, 1H), 458
9.36(s, 1H), 9.08(s, 1H), 8.94(s, 1H), 8.48(s, 1H), 8.41(d, T = 8.1
Hz, 1H), 7.63-7.58(m, 2H), 7.45(t, J = 9.0 Hz, 1H), 7.23-7.20(m,
3H), 6.94(d, J = 75 Hz, 1H), 6.68(d, J = 8.7 Hz, 2 H), 4.40(s,
2H), 2.24(d, T = 30 Hz, 3H)

219 |'"H NMR(300 MHz, DMSO-d,) & 14.41(d, J = 30 Hz, 1H), 472
9.69(s, 1H), 9.37(s, 1H), 8.42(d, J = 8.7 Hz, 1H), 8.32(s, 1H),
8.12(dd, T = 7.5 Hz, 1.5 Hz, 1H), 7.67-7.58(m, 2H), 7.48(t, J =
8.7 Hz, 1H), 7.19(dd, J = 8.1 Hz, 1.8 Hz, 1H), 7.07-6.82(m, 4H),
4.41(s, 2H), 3.88(s, 3H), 2.24(d, J = 30 Hz, 3H)

220 'H NMR(300 MHz, DMSO-d¢) 6 14.40(d, J = 30 Hz, 1H), 446
9.36(s, 1H), 9.29(s, 1H), 9.20(s, 1H), 8.42(d, J = 8.4 Hz, 1H),
7.63-7.58(m, 2H), 7.47(t, J = 8.4 Hz, 1H), 7.30-7.25(m, 2H),
6.95(d, J =75 Hz, 1H), 6.04(d, J = 3.0 Hz, 1H), 4.41(s, 2H),
2.24(d, J =30 Hz, 1H), 1.95(s, 3H)

221 |'"H NMR(300 MHz, DMSO-d,) d 14.40(d, J = 28.2 Hz, 1H),  |486
9.37(s, 1H), 9.18(s, 1H), 9.02(s, 1H), 8.42(d, J = 8.1 Hz, 1H),
7.91(s, 2H), 7.66~7.25(m, 6H), 6.95(d, J = 75 Hz, 1H), 4.41s,
2H), 2.24(d, T = 29.7 Hz, 3H)

222 |'"H NMR(300 MHz, DMSO-ds) & 14.40(d, J = 30 Hz, 1H), 394
9.35(s, 1H) 8.86(s, 1H), 8.31(d, J = 8.4 Hz, 1H), 7.61-7.56(m,
2H), 7.40(t, J = 8.7 Hz, 1H), 7.14(dd, J = 8.7 Hz, 2.1 Hz, 1H),
6.94(d, T =75 Hz, 1H), 6.29(t, ] = 5.4 Hz, 1H), 4.39(s, 2H), 3.15
-3.06(m, 2H), 2.24(d, J = 29.7 Hz, 3H), 1.05(t, J = 7.2 Hz, 3H)

223 |'"H NMR(300 MHz, DMSO-d,) & 14.62(s, 1H), 9.40(s, 1H), 463
9.18(s, 1H), 8.47(d, J = 8.1 Hz, 1H), 7.63-7.56(m, 2H),
7.44-7.35(m, 2H), 7.16-7.11(m, 2H), 6.31(t, J = 5.1 Hz, 1H),
4.40(s, 2H), 3.22-3.15(m, 2H), 2.58-2.42(m, 2H), 2.34(t, T = 6.0
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Hz, 4H), 1.55-1.32(m, 6H)

224 |"H NMR(300 MHz, DMSO-ds) & 14.61(s, 1H), 9.40(s, 1H), 449
9.07(s, 1H), 8.47(d, J = 8.1 Hz, 1H), 7.63-7.56(m, 2H),

7.43-7.36(m, 2H), 7.14-7.11(m, 2H), 6.29(t, J = 5.1 Hz, 1H),
4.40(s, 2H), 3.22-3.15(m, 2H), 2.58-2.41(m, 6H), 1.69(s, 4H)

225 'H NMR(300 MHz, DMSO-d¢) 6 9.18(s, 1H), 8.28(d, J = 7.8 Hz,|520
1H), 7.85~7.62(m, 5H), 7.58-7.38(m, 4H), 7.26-7.08(m, 3H),
4.64(s, 2H), 2.32(s, 3H), 2.28(s, 3H)

226 'H NMR(300 MHz, DMSO-d¢) 6 9.43(s, 1H), 9.01(s, 1H), 425
8.45(d, J =7.5 Hz, 1H), 7.64-7.04(m, 5H), 6.85(s, 1H), 6.61(s,
1H), 6.39(t, 1H), 4.41(s, 2H), 2.48-2.40(m, 4H), 2.15(s, 2H)

227 |'H NMR(300 MHz, DMSO-dy) & 14.40(d, ] = 27.9 Hz, 1H),  |542
9.59(brs, 1H), 9.36(s, 1H), 9.28(s, 1H), 8.42(d, J = 1H),

7.61~7.47(m, 3H), 7.27(dd, J = 8.4 Hz, 2.1 Hz, 1H), 6.95(d, J =
73.8Hz, 1H), 4.40(s, 2H), 2.29(s, 3H), 2.24(d, J = 29.7 Hz, 3H)

228 |'H NMR(300 MHz, DMSO-d¢) & 14.40(d, J = 28.2 Hz, 1H), 457
9.36(s, 1H), 9.03(s, 1H), 8.59(s, 1H), 8.42(d, J = 8.1 Hz, 1H),
7.65~7.58(m, 2H), 7.46(t, ] = 8.4 Hz, 1H), 7.22~7.19(m, 1H),
7.07~6.77(m, 3H), 6.57~6.54(m, 1H), 6.19(d, J = 7.5 Hz, 1H),
5.02(s, 2H), 4.40(s, 2H), 2.24(d, J = 29.7 Hz, 3H)

229 'H NMR(300 MHz, DMSO-d¢) 6 14.38(d, J = 30 Hz, 1H), 457
9.36(s, 1H), 9.19(s, 1H), 8.42(d, J = 8.1 Hz, 1H), 7.88(s, 1H),
7.65-7.58(m, 2H), 7.46(t, J = 8.7 Hz, 1H), 7.32(d, J = 8.1 Hz,
1H), 7.22(dd, J = 8.4 Hz, 1.8 Hz, 1H), 7.07(s, 1H), 6.88-6.82(m,
1H), 6.74(d, J=7.8 Hz, 1H), 6.57(t, J = 7.5 Hz, 1H), 4.8(s, 2H),
4.40(s, 2H), 2.24(d, J = 30 Hz, 3H)

230 'H NMR (300 MHz, DMSO-dg) 6 10.99(s, 1H), 9.42(s, 1H), 525
9.28(s, 1H), 8.42(d, J = 7.8 Hz, 1H), 7.84(d, J = 7.5Hz, 2H),
7.86~7.24(m, 7TH), 6.85(s, 1H), 4.42(s, 2H), 2.24(s, 3H)

231 |'H NMR(300 MHz, DMSO-d,) & 14.41(d,J = 27.6 Hz, 1H), 477
10.37(s, 1H), 9.74(s, 1H), 9.37(s, 1H), 8.43(dd, J = 8.1 Hz, 1.8
Hz, 1H), 8.28(d, J = 5.4 Hz, 1H), 7.74~7.49(m, 4H), 7.32(dd, J
= 8.4 Hz, 1.8 Hz, 1H), 7.16(dd, J = 5.4 Hz, 1.8 Hz, 1H), 6.95(d,
J =75 Hz, 1H), 4.41(s, 2H), 2.24(d, J = 30.6 Hz, 3H)

232 |'H NMR(300 MHz, DMSO-d¢) & 14.40(d, J = 28.2 Hz, 1H), 457
11.21(s, 1H), 9.64(s, 1H), 9.37(s, 1H), 8.43(dd, J = 8.1 Hz, 1.8
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Hz, 1H), 7.74~7.49(m, 4H), 7.31~7.21(m, 2H), 6.95(d, J = 74.4
Hz, 1H), 6.89(d, J = 7.5 Hz, 1H), 4.41(s, 2H), 2.47(s, 3H),
2.25(d, J = 30 Hz, 3H)

233 |'"H NMR(300 MHz, DMSO-d,) 8 14.40(d,J = 27.9 Hz, 1H), 471
11.10(s, 1H), 9.63(s, 1H), 9.37(s, 1H), 8.42(d, J = 8.4 Hz, 1H),
8.17(d,J = 5.1 Hz, 1H), 7.75~7.71(m, 1H), 7.61(d, J = 8.4 Hz,
1H), 7.51(t, J = 8.4 Hz, 1H), 7.35~7.32(m, 2H), 6.95(d, J = 74.7
Hz, 1H), 6.91(d, J = 5.4 Hz, 1H), 4.41(s, 2H), 2.59(q, ] = 7.5 Hz,
2H), 2.24(d, T = 29.7 Hz, 3H), 1.17(t, J = 7.5 Hz, 3H)

234 |'"H NMR(300 MHz, DMSO-d,) & 14.38(d,J = 29.7 Hz, 1H), 477
9.79(s, 2H), 9.37(s, 1H), 8.42(d, J = 8.1 Hz, 1H), 7.81-7.77(m,
2H), 7.66-7.59(m, 2H), 7.52(t, J = 9.0 Hz, 1H), 7.26(d, J = 8.4
Hz, 1H), 7.12(dd, J = 6.6 Hz, 1.8 Hz, 1H), 6.95(d, J = 74.7 Hz,
1H), 4.41(s, 2H), 2.24(d, J = 30 Hz, 3H)

235 |'"H NMR(300 MHz, DMSO-d,) 8 9.37(s, 1H), 9.28(s, 1H), 477
9.08(s, 1H), 8.42(d, J = 8.7 Hz, 1H), 7.62-7.58(m, 2H), 7.48(t, J
= 8.7 Hz, 1H), 7.26(dd, J = 8.4 Hz, 2.4 Hz, 1H), 6.95(d, J = 75.3
Hz, 1H), 4.40(s, 2H), 2.24(d, J = 29.7 Hz, 3H), 2.22(s, 6H)

236 'H NMR(300 MHz, DMSO-dg) 6 14.62(s, 1H), 9.77(s, 2H), 463
9.42(s, 1H), 8.49(d, J = 8.1 Hz, 1H), 7.84-7.76(m, 2H),
7.68-7.64(m, 2H), 7.53(t, J = 8.7 Hz, 1H), 7.38(s, 1H), 7.31(dd, J
=8.4 Hz, 1.8 Hz, 1H), 7.13-7.10(m, 2H), 4.42(s, 2H)

237 |'"H NMR(300 MHz, DMSO-d,) & 14.42(d, J = 27.6 Hz, 1H), 493
12.28(s, 1H), 10.25(s, 1H), 9.38(s, 1H), 8.44(d, J = 8.1 Hz, 1H),
8.31(d, J=9.0 Hz, 1 H), 8.00(d, J = 8.1 Hz, 1H), 7.89-7.83(m,
2H), 7.72(t, T = 6.9 Hz, 1H), 7.66-7.39(m, 5H), 6.96(d, J = 74.7
Hz, 1H), 4.43(s, 1H), 2.25(d, J = 29.4 Hz, 3H)

238 |'H NMR(300 MHz, DMSO-d¢) & 14.64(s, 1H), 11.20(s, [H), 443
9.62(s, 1H), 9.42(s, 1H), 8.49(d, J = 8.4 Hz, 1H), 7.74~7.61(m,
3H), 7.52(t, J = 8.4 Hz, 1H), 7.38(s, 1H), 7.29(d, J = 8.4 Hz,
1H), 7.22(d, J = 8.4 Hz, 1H), 7.12(s, 1H), 6.90~6.87(m, 1H),
4.42(s, 2H), 2.46(s, 3H)

239 |'H NMR(300 MHz, DMSO-d,) & 14.64(s, 1H), 10.33(s, [H), 463
9.70(s, 1H), 9.41(s, 1H), 8.49(d, J = 8.1 Hz, 1H), 8.27(d, J = 5.4
Hz, 1H), 7.73~7.63(m, 3H), 7.52(t, J = 8.1 Hz, 1H),
7.38~7.31(m, 2H), 7.17~7.12(m, 2H), 4.42(s, 2H)
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240  |'"H NMR(300 MHz, DMSO-d,) & 14.40(d, J = 28.2 Hz, 1H),  |506
9.35(s, 1H), 9.08(s, 1H), 8.41(d, J = 8.4 Hz, 1H), 8.32(s, 1H),
7.62~7.57(m, 2H), 7.45(t, J = 8.4 Hz, 1H), 7.25(dd, J = 8.7 Hz,
1.8 Hz, 1H), 6.94(d, J = 75 Hz, 1H), 4.39(s, 2H), 2.94(s, 6H),
2.24(d, T = 29.7 Hz, 3H), 2.03(s, 3H)

241 'H NMR (300 MHz, DMSO-dy) 6 14.62(s, 1H), 11.05(s, 1H), 457
9.56(s, 1H), 9.42(s, 1H), 8.49(d, J = 8.1 Hz, 1H), 8.18(d, ] =5.4
Hz, 1H), 7.73(d, J = 12.6 Hz, 1H), 7.65(d, J = 8.4 Hz, 1H),
7.52(t, J = 8.4 Hz, 1H), 7.38-7.33(m, 3H), 7.12(s, 1H), 6.91(d, J
= 5.1 Hz, 1H), 4.43(s, 2H), 2.59(q, 7.5 Hz, 2H), 1.17(t, J = 7.5
Hz, 3H)

242 |'"H NMR(300 MHz, DMSO-ds) & 14.39(d, J = 30 Hz, 1H), 457
11.02(s, 1H), 9.52(s, 1H), 9.36(s, 1H), 8.43(d, J = 8.1 Hz, 1H),
8.16(d,J = 5.7 Hz, 1H), 7.72(d, J = 13.2 Hz, 1H), 7.62(d, J = 8.1
Hz, 1H), 7.51(t, J = 8.7 Hz, 1H), 7.35-7.28(m, 2H), 6.95(d, J =
75.6 Hz, 1H), 6.88(d, J = 5.4 Hz, 1H), 4.41(s, 2H), 2.24(d, J =
28.2 Hz, 6H)

243 |"H NMR(300 MHz, DMSO-d,) & 14.62(s, 1H), 11.04(s, [H), 443
9.54(s, 1H), 9.42(s, 1H), 8.49(d, J = 8.1 Hz, 1H), 8.16(d, J = 5.1
Hz, 1H), 7.73(dd, J = 12.9 Hz, 2.1 Hz, 1H), 7.65(d, J = 8.1 Hz,
1H), 7.52(t, J = 8.4 Hz, 1H), 7.38-7.29(m, 3H), 7.12(s, 1H),
6.88(d, J = 4.2 Hz, 1H), 4.43(s, 2H), 2.29(s, 3H)

244 |"H NMR(300 MHz, DMSO-d¢) 8 14.41(d,J =27.9 Hz, 1H), 473
11.07(s, 1H), 9.53(s, 1H), 9.37(s, 1H), 8.42(d, J = 8.1 Hz, 1H),
8.11(d, J = 6.0 Hz, 1H), 7.73~7.48(m, 3H), 7.34~7.30(m, 1H),
7.03(d, J = 1.8 Hz, 1H), 6.95(d, J = 75.3 Hz, 1H), 6.65(dd, J =
6.0 Hz, 1.8 Hz, 1H), 4.41(s, 2H), 3.80(s, 3H), 2.24(d, J = 30 Hz,
3H)

245 'H NMR(300 MHz, DMSO-d¢) 6 14.38(brs, 1H), 10.93(brs, 1H),|459
10.85(s, 1H), 9.47(s, 1H), 9.38(s, 1H), 8.43(d, J = 8.1 Hz, 1H),
7.81~7.51(m, 4H), 7.17(d, J =7.8 Hz, 1H), 7.07(d, J = 8.1 Hz,
1H), 6.75~6.73(m, 1H), 6.24(d, J = 7.8 Hz, 1H), 4.42(s, 2H),
2.24(brs, 3H)

246 |"H NMR(300 MHz, DMSO-d,) 8 14.40(d, J = 26.7 Hz, 1H), 473
10.07(s, 1H), 9.37(s, 1H), 9.32(s, 1H), 8.42(d, J = 8.1 Hz, 1H),
7.70~7.51(m, 4H), 7.26~7.20(m, 2H), 6.95(d, J = 75 Hz, 1H),
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6.44(d, T = 7.8 Hz, 1H), 4.41(s, 2H), 3.88(s, 3H), 2.24(d, J =
29.7 Hz, 3H)

247 |'"H NMR(300 MHz, DMSO-d,) 8 14.41(d,J =29.7 Hz, 1H),  |471
9.67(s, 1H), 9.37(s, 1H), 8.43(d, J = 7.8 Hz, 1H), 7.74-7.60(m,
3H), 7.53(t, J = 8.7 Hz, 1H), 7.27(d, J = 8.4 Hz, 1H), 7.21(d, J =
8.4 Hz, 1H), 6.95(d, T = 75.9 Hz, 1H), 6.90(d, J = 6.9 Hz, 1H),
4.42(s, 2H), 2.75(q, T = 7.5 Hz, 2H), 2.25(d, J = 29.4 Hz, 3H),
1.26(t, J = 7.5 Hz, 3H)

248 |"H NMR(300 MHz, DMSO-d,) & 14.62(s, 1H), 11.28(s, [H), 457
9.67(s, 1H), 9.42(s, 1H), 8.49(d, J = 8.4 Hz, 1H), 7.74-7.64(m,
3H), 7.53(t, J = 8.4 Hz, 1H), 7.38(s, 1H), 7.29-7.20(m, 2H),
7.12(s, 1H), 6.90(d, J = 7.8 Hz 1H), 4.43(s, 2H), 2.75(q, T = 7.8
Hz, 2H), 1.26(t, J = 7.8 Hz, 3H)

249 |'H NMR(300 MHz, DMSO-dy) & 14.40(d, T = 29.7 Hz, 1H),  |444
11.07(s, 1H), 9.65(s, 1H), 9.39(s, 1H), 8.74(d, J = 8.4 Hz, 2 H),
8.29(d, J = 5.4 Hz, 1H), 7.80-7.72(m, 2H), 7.64(d, J = 8.1 Hz,
1H), 7.54-7.49(m, 1H), 7.32(d, J = 8.4 Hz, 1H), 6.95(d, ] = 75
Hz, 1H), 4.41(s, 2H), 2.24(d, ] =29.7 Hz, 3H)

250  |'"H NMR(300 MHz, DMSO-d¢) & 14.38(s, 1H), 10.48(s, [H), 483
9.28(s, 1H), 8.42(d, J = 7.8 Hz, 1 H), 7.90(m, 3H), 7.74-7.45(m,
5H), 7.04-6.82(m, 1H), 4.43(s, 2H), 2.20(d, J =25 Hz, 3H),
1.32(s, 9H)

251 |'"H NMR(300 MHz, DMSO-d,) 8 14.41(d,J =282 Hz, 1H), |46l
9.54(s, 2H), 9.37(s, 1H), 8.42(d, J = 8.1 Hz, 1H), 7.94~7.88(m,
1H), 7.77~7.74(m, 1H), 7.66~7.48(m, 3H), 7.24(d, J = 8.4 Hz,
1H), 6.95(d, J = 75.6 Hz, 1H), 6.74(d, J = 1.8 Hz, 1H), 4.41s,
2H), 2.24(d, T = 29.7 Hz, 3H)

252 |'H NMR(300 MHz, DMSO-d¢) & 14.40(d, J = 29.4 Hz, 1H), 458
10.09(s, 2H), 9.38(s, 1H), 8.44(d, J = 8.1 Hz, 1H), 7.74(d, J =
12.3 Hz, 1H), 7.61(d, J = 8.4 Hz, 1H), 7.54-7.46(m, 3H),
7.41-7.30(m, 3H), 7.13(t, T = 6.9 Hz, 1H), 6.95(d, J = 75.3 Hz,
1H), 4.42(s, 2H), 2.24(d, J = 30 Hz, 3H)

253 |'"H NMR(300 MHz, DMSO-d) & 14.40(d, J = 30 Hz, 1H), 459
14.25(s, 1H), 11.05(s, 1H), 9.39(s, 1H), 8.44(d, J = 8.1 Hz, 1H),
8.35(s, 1H), 8.13(d, J = 13.2 Hz, 1H), 7.85(t, J = 6.9 Hz, 1H),

7.66-7.59(m, 3H), 7.27(d, J = 8.1 Hz, 1H), 7.13(s, 1H), 6.96(d, J
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=75 Hz, 1H), 4.42(s, 2H), 2.25(d, J = 29.4 Hz, 3H)

254 |"H NMR(300 MHz, DMSO-ds) 8 9.12(s, 1H), 8.82(s, 1H), 473
8.79(s, 1H), 8.19(d, J = 8.1 Hz, 1H), 7.96(d, J = 3.3 Hz, 1H),
7.89(d, J = 3.3 Hz, 1H), 7.68-7.63(m, 2H), 7.49(t, J = 8.4 Hz,
1H), 7.33(s, 1H), 7.27(s, 1H), 7.24(s, 1H), 7.18(t, J = 8.1 Hz,
1H), 6.84(d, J = 7.2 Hz, 1H), 4.34(s, 2H), 2.57(q, T = 7.5 Hz,
2H), 1.17(t, J = 7.5 Hz, 3H)

255 |"H NMR(300 MHz, DMSO-d,) & 10.89(s, 1H), 9.59(s, 1H), 446
8.79(s, 1H), 8.30(d, J = 5.1 Hz, 1H), 8.20(d, J = 8.1 Hz, 1H),
7.96(d, J = 3.3 Hz, 1H), 7.89(d, J = 3.3 Hz, 1H), 7.79-7.65(m,
3H), 7.57-7.49(m, 2H), 7.37(d, J = 8.4 Hz, 1H), 7.05-7.01(m,
1H), 4.34(s, 2H)

256 |'H NMR(300 MHz, DMSO-d) § 8.41(d, J = 5.1 Hz, 1H), 429
7.61(d, T = 7.8 Hz, 1H), 7.43(s, 1H), 7.44-6.95(m, 4H), 4.34(s,
2H), 2.37(s, 2H), 1.92(m, 1H), 1.86(m, 6H)

257 |"H NMR(300 MHz, DMSO-d,) & 10.51(s, 1H), 9.36(s, 1H), 441
8.41(d,J = 8.1 Hz, 1H), 7.68(d, J = 12.0 Hz, 1H), 7.58-6.94(m,
12H), 4.39(s, 2H), 3.67(s, 2H), 2.23(s, 3H)

258 |'H NMR(300 MHz, DMSO-ds) & 14.39(d, J = 27 Hz, 1H), 408
9.33(s, 1H), 8.66(s, 1H), 8.40(d, J = 8.1 Hz, 1H), 7.58~7.56(m,
2H, 7.39(t, T = 8.4 Hz, 1H), 7.11(dd, J = 8.4 Hz, 1.8 Hz, 1H),
6.95(d, T =75 Hz, 1H), 6.12(d, J = 1.8 Hz, 1H), 4.38(s, 2H).
3.81~3.70(m, 1 H), 2.23(d, J = 27.3 Hz, 3H), 1.10(s, 6H)

259 |'"H NMR(300 MHz, DMSO-d) & 14.41(d, T = 27.9 Hz, 1H),  |488
10.04(s, 1H), 9.37(s, 1H), 8.62(d, J = 5.4 Hz, 1H), 8.49(s, 1H),
8.43(d, J = 7.8 Hz, 1H), 7.74~7.51(m, 5H), 7.33(d, J = 8.4 Hz,
1H), 6.95(d, T = 75.3 Hz, 1H), 4.41(s, 2H), 2.24(d, T = 30 Hz,
3H)

260  |'H NMR(300 MHz, DMSO-d,) & 14.40(d, J = 30 Hz, 1H), 458
11.02(s, 1H), 9.54(s, 1H), 9.35(s, 1H), 8.40(d, J = 8.1 Hz, 1H),
8.11(d, J = 6.0 Hz, 1H), 7.73~7.48(m, 3H), 7.34~7.30(m, 1H),
6.95(d, J =75 Hz, 1H), 6.64(d, ] = 1.8 Hz, 1H), 6.48(dd, J = 6.3
Hz, 1.8 Hz, 1H), 5.80(s, 2H), 4.41(s, 2H), 2.24(d, J = 29.7 Hz,
3H)

261 |"H NMR(300 MHz, DMSO-d,) & 14.40(d, J = 27.9 Hz, 1H),  |517
10.47(s, 1H), 9.35(s, 1H), 8.41(d, J = 8.4 Hz, 1H), 7.73(d, J =
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12.6 Hz, 1H), 7.59~7.37(m, 7TH), 6.95(d, J = 75.6 Hz, 1H),
4.37(s, 2H), 2.34~2.32(m, 1H), 2.24(d, J = 29.7 Hz, 3H), 1.02(d,
J = 6.3 Hz, 3H), 0.68(d, J = 6.6 Hz, 3H)

262 |'H NMR(300 MHz, DMSO-d,) 8 14.40(d, J = 28.2 Hz, 1H), 471
10.45(s, 1H), 9.36(s, 1H), 8.42(d, J = 8.1 Hz, 1H), 7.74(dd, J =
12.9 Hz, 1.8 Hz, 1H), 7.60(dd, J =9.6 Hz, 1.2 Hz, 1H), 7.51(d, J
= 8.4 Hz, 1H), 7.41(dd, J = 8.4 Hz, 1.8 Hz, 1H), 7.25(d, J = 8.7
Hz, 2H), 6.95(d, J = 74.7 Hz, 1H), 6.89(d, J = 8.7 Hz, 2H),
4.39(s, 2H), 3.72(s, 3H), 3.59(s, 2H), 2.25(d, J = 30 Hz, 2H)

263 |"H NMR(300 MHz, DMSO-d,) & 10.81(s, 1H), 9.84(s, 1H), 442
8.50(m, 2H), 7.84(m, 3H), 7.52(m, 5H), 6.10(m, 1H), 6.00(m,
1H), 4.52(s, 2H), 3.93(s, 2H), 2.39(s, 3H)

264  |"H NMR(300 MHz, DMSO-d,) & 14.41(d,J = 28.5 Hz, 1H), 463
9.45(s, 1H), 9.36(s, 1H), 9.16(s, 1H), 8.43(d, J = 7.8 Hz, 1H),
7.67~7.60(m, 2H), 7.49(t, I = 8.7 Hz, 1H), 7.24~7.21(m, 2H),
6.95(d, J = 75.6 Hz, 1H), 4.41(s, 2H), 2.60(s, 3H), 2.25(d, J =
29.7 Hz, 3H)

265  |'H NMR(300 MHz, DMSO-d,) & 14.40(d, J = 28.5 Hz, 1H),  |459
10.52(s, 1H), 9.36(s, 1H), 8.42(dd, J = 8.1 Hz, 1.8 Hz, 1H),
7.73(d, T = 12.9 Hz, 1H), 7.60(d, J = 8.4 Hz, 1H), 7.51(d, J = 8.4
Hz, 1H), 7.42~7.34(m, 3H), 7.18~7.12(m, 2H), 6.95(d, ] = 75.6
Hz, 1H), 4.39(s, 2H), 3.68(s, 2H), 2.25(d, J = 29.4 Hz, 3H)

266 |TH NMR(300 MHz, DMSO-d,) & 14.41(d, J = 28.5 Hz, 1H),  |509
10.54(s, 1H), 9.36(s, 1H), 8.42(dd, J = 8.1 Hz, 1.8 Hz, 1H),
7.72~7.60(m, 2H), 7.53~7.50(m, 1H), 7.45~7.39(m, 3H),
7.17~7.08(m, 2H), 6.95(d, J = 75 Hz, 1H), 4.40(s, 2H), 3.70(s,
2H), 2.25(d, J = 29.7 Hz, 3H)

267  |'H NMR(300 MHz, DMSO-d¢) & 14.40(d, J = 27.6 Hz, 1H), 477
10.54(s, 1H), 9.35(s, 1H), 8.42(dd, J = 8.1 Hz, 1.8 Hz, 1H),
7.73(dd, J = 13.2 Hz, 1.5 Hz, 1H). 7.60(dd, J = 7.8 Hz, 1.5 Hz,
1H), 7.52(t, J = 8.4 Hz, 1H), 7.41(dd, J = 8.4 Hz, 1.8 Hz, 1H),
7.17~7.08(m, 3H), 6.94(d, J = 69.3 Hz, 1H), 4.39(s, 2H), 3.77(s,
2H), 2.25(d, J = 29.7 Hz, 3H)

268 |'H NMR(300 MHz, DMSO-d,) 8 14.40(d, J = 27.6 Hz, 1H), 471
10.50(s, 1H), 9.35(s, 1H), 8.42(d, J = 9.0 Hz, 1H) 7.74(d, J =
12.6 Hz, 1H), 7.60(d, J = 7.8 Hz, 1H), 7.51(t, J = 9.0 Hz, 1H),
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7.43~7.40(m, 1H), 7.27~6.81(m, 5H), 4.38(s, 2H), 3.72(s,
3H), 3.63(s, 2H), 3.63(s, 2H), 2.25(d, J = 30 Hz, 1H)

[155] A7) A 26870 3AYE F c-Met, Aurora 2 KDR(VEGFR-2)9) A #A]o]
AA oz FL FJFES AN, dEFHeZE 25 ¢ 259 A viAH
SAo] W =82 37 ¥ 3 2 F 49 JERIYT.
[156] X 3
[Table 3]
o | um o Ll A
)0“1. ....11, 91 ﬁ Methyl - 68%
i ZiNHe / Dioxane ¢ % frg Methy - 65%
HN
M, H ! A
00 | - .ﬂ "’1 - 83%
A :«15[1. X X ~
101 Lirg ~0 - e
104 Ail’O H - 78%
105 X"LrO' V\O - 83%
12 Ktp \/\'1’ - 80%
A-15 g
113 ti Y - 9%
a4 3 " AA{U Etnl ] 66%
118 Kolrg iso—Propyl - 64%
122 K"H,Cf Cyclopropwl - 0%
127 ._,.\;J(O} H - 72%
129 &.0} H - 70%
134 ﬁ.ﬁ H - 68%
] F
MJOLN,Z. NI’ILH’Z‘ 119 - H -w 70%
ZiNHz / Diowane
A-17 . y 155 - H .O\f; 68%
z,
Y -
A6 a | H Q 2%
[157] X 4

AKX (F= K26%)
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[Table 4]
- - 2 Al !}gg A
3o | ma g4 we 2 4 &S ]
F
[ )
N M 89 Xrg - 65%
F '0171 F 9]
-1 . . . _
" EDC, HOBT w 0 o4
¢ | DMF .
S
" | o )6 ~ - 8%
BS B9 ’"v\“
141 \q C* - 50%
B9
M\/\"t
150 (? | - a7y
176 UO - 49%
3
250 *OX - 68%
257 v@ - 65%
0
G ™| 157 - . O} 51%
A oONZ4 166 - Q 48%
° oHH
NN L]
= | o - 0 381
B8 B-10
182 - ’@ 9%
185 - ;_?,' 25%
HE4 5 -
190 - ',k,s M%
194 - ,@ 531
B-10
197 - ,A 55%
200 - ,D 49%
NA
203 - Pl 39%
206 - P 35%

HAEAX (7= H262x)
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219 - OO 54%

222 - A 38%
268 - By 40%
- -]‘ s r
. 130 | - [0 - 7
Y ' K 67%
B-14| % EpC HOBT 0

1/ DMF : 132 | ° - 62%

B-13 B)-T4 T';

.y

. . r
< 135 - IS
B-15 - —_—

- > 137 - ’O‘f: an

[158]  AAle] 4. &4 84 oA ZAY

[159]  c-Met, Aurora R KDR(VEGFR-2)& 2}t &3 AHIXA thg3} #e Woz
LEAD F, ARvlEaHY PYPo R FA s

[160] c-Met & 2 AHH

[161] 483 High Five cell(Trichopulsia ni cell line)& 1% EZE X-100& 3
W A(50 mM Tris-HC1, 100 mM NaCl, 5% glycerol, 5 mM B-mercaptoethanol, pH

HAEAX (7= H262x)
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[162]

[163]

[164]
[165]

[166]

[167]
[168]
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8.0)0ll €1 ¥r3} %t} SonicatorE ©]-8-3}o] A3 ¢ ErolS- 1} gk 3-
040521 (35.000xg, 1414, 4°C)3h0] 35918 A ek, of
filter(0.45 ym)E ©]-&3Fo] 7 & 5-, ¥ AR WIS =
A 2v}E 28] 9] 7 2 (GE healthcare, Histrap™ HP)ol| 2 &} v}, 2 o] £}
W3 AE UV #ko] 71 (baseline)ol] =g w] 744 & 5%t} 500 mM
oMt} e I AE o] &3lo] G A E GE A 7| HA] -

N
o

4% S gk}, o] R-8o|A Al R E A H 519 SDS-PAGES £ 4| H-7]
whild o] A5 SRl 5 v A E K d ek 183 Bok
U5 T A= ¥ ¥ B(25mM Tris-HCI, 200mM NaCl, 5% glycerol, 2mM DTT,

10mM EDTA, pH 7.5)E ©]-&3}o] 2l o3} 4 2 v} ¥ 218 9](GE healthcare, HiLoad
16/600 Superdex 200 pg) & 3 3} At} 2 - ol A A 55 2] F 8o
SDS-PAGEE §all &2 etz o] A& 82lgh 5 L83 Kokt

U8 A= W3 C25mM Tris-HCl, 5% glycerol, 2mM DTT, 1mM EDTA, pH
7.5)5 o] &-3}o] o] A X n}E 17 3] (GE healthcare, Resource Q)= 53 3} %1 T}
olw &4 WAL o] AJof] FX| gl 8% ¥ X2 flowthroughE o}
Loket. o] &8 10 mg/méF F 53k - -70°Cel| W73} T

Aurora W& 9 A A

Auroras gt M E(E. coli)ol A TAA ] 3, #5H4 A 3ZE 1 mM PMSF7}
ZshE W 3H A (50 mM Tris-HCI (pH 7.5), 200 mM NaCl, 10 % glycerol, 2 mM
DTT)ell #Eato] 7423151 18,000 rpm ol 4] 1A14F 52t 141 2] 38t o] A5 &
FoAth HelE FedS 75 A AR EIY I E F8) 14}
] xﬂfg}Oﬂ;} FA A o o7, =l AR 35 A1 7] F4 28 A] 74@((}]3
healthcare, Histrap™ HP)ol] 2% 3}-of -4 w2l -8 “A3A1 7] - 500 mM

O HIHES P RE AZ o] G3ko] YUES §E A UM B
=95 WA SDS-PAGEE &8l 54 @i o] 91X & 2Qleh 9 v
HAE e 82 Rt

S, A o] 3} o 2 v}E 17 I](GE healthcare, HiLoad 26/600 Superdex 200 pg)Z

B3 A5 A o, ¥ 3= 50 mM Tris-HCI (pH 7.5), 100 mM NaCl, 2 mM
DTTE o|-&3}3lt}. 2t &l oA A &5 2| # 3} SDS-PAGEE &3l -7
o] YA E Sl 5 58S vol AAE ARk AAE vk 5
Autophosphorylations $] 3l 4°Coll 4] 4 mM ATP9} 26 mM MgClLE 3 7138} 315
ok uk-g-&} o WkS-o] EF 55 50 mM Tris-HCI (pH7.5), 100 mM NaCl, 2 mM
DTT W ¥ 2 F43-9 v} o] 08 | mg/ml = 553 3 -70°Ce] 23381310,

KDR 93] 91 A

<~2}3l High Five cell(Trichopulsia ni cell line)2 1 mM PMSFE &3 1] 3
A(50 mM Tris-HCI, 100 mM NaCl, 5% glycerol, 5 mM B-mercaptoethanol, pH 8.0)¢]l
& B3} 3 T} SonicatorE ©]-&3}o] A3 e S s} gk 9 A -2 (35,000%g,
1A %Y, 4°C)3lo] s NS H At o] 25 NS membrane filter(0.45 um)S

4
&

O
=
KN
=

o
4o
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[169]

[170]

[171]
[172]

[173]
[174]
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o] g3lo] A2 F Wy AR HESA 7 F5 WA A =vtE T A3(GE
healthcare, Histrap™ HP)ol| 2% 3} $1t}. = o] 1 B3 AE UV 4to]
m
W

7)=A 9 EDWIWW EZH 5 500 mM o) v Y-S ok-3k 1T AS
o] &35lo] g A& BFA7|AA F BZ NG wkorr), o] F-F oA
A2 E 2 F 3o SDS-PAGE% Tl HA da A o] 91X & &R1% F U

oA 2 A8 e B8-S wotr)

& @& ¥ ¥ B(50mM Tris-HCI, 25mM NaCl, 5% glycerol, 1mM DTT, pH
8.0)& ©o]-8-3}o] A o] 3} o 2 v}E 17 J|(GE healthcare, HiLoad 26/600 Superdex
200 pe)E A3l Th ZF ol A Al =2 E A F] 8} SDS-PAGEE &3] 54|
Tz o] 91X & 1k 5 i8S okt o] 8ol HF 4 mM ATP, 26 mM
MgCLZE 3 7}8}o] autophosphorylation JF-8-2- 4°Col| A HEA] 1 8§ A] F T,

Phosphorylations A] %1 A &5 ¥ C(10 mM HEPES, 10 mM NaCl, 10 mM
DTT, pH7.5) 2 (& ©]-& 3} 2~3A| 7} A= £ 81l v}, o] & 33] HH&-31a1, 6.0
mg/md = &3k 3= -70°Col W3} ).

<4-1>c-Met 34 2 A M (ELISA method)

g o] ShobE o] e-Met A A A A o] B4 3 H7H8L7] A 8k, e-Met
@NAL §al A2 3ol o9 3 WA T A A oMet 45
AFEBFo] A WESS AT A A 02 20 nM 2] c-Met 49} 7] A 2
ZH-8-3F+= 250 nM biotin-Axl 714 FE] =5 kg 1] 7 (15 mM Tris-HCl (pH 7.5),
10 mM MgCl,, 5 mM MnCl,, 0.01% Tween-20, 2 mM DTT) Wl 4] &4 WH&-&

FUSHSITE AL S 0 SHHEE A1k 300 1125
WG A R T ¥hg-o] £ §- ELISA WS o] &3fo] &4 o] -5 S48t
shetE S A YAl &8 AR ?flau%)cﬂ 100% &7 C. 2 afat 1 3} 312}
3t w29 35HES A @ gl A moll A c-Met G4 2] X &4 9 %E’\ﬂ c-Met
oA A o] B4 S bk ATt T ek 29 stekE A2 A Eol A+ e-Met
24 S SAHT S dE2a Y] 50% c-Met 5.4 &4 A7 dofrh=
32 HEE c-Met QA A 9] IC,, Fho2 A A3}

<4-2> Aurora &4 1A -4 (kinase-glo method)

2 V] S Awora A STALAR A S SR 1) S5, 1
A zghell o sko] HEF A1 7] 5 A A Aurora AS AFESFA T SHEES
100% DMsooﬂ &8 3lo] A& o}%ﬂr. 71421 100 uM Kemptide, 1 uM ATP, WF-%-
B ¥ [20 mM HEPES(pH 7.4), 5 mM MgCl,, 0.5 mM EGTA, 200 mM KCI, 0.2 mM
DTT, 0.25% Triton X-100]2} $}-3+&¢ll 7 nM Aurora AE 3 7}3} 31, 30°Col| A
1A ZF &9 HE-S- Al AT, HE-§-0] £ 3 kinase-glo mix(Promega)E 3 7|3} 2L
AF2-of| A 1034 & <F %] 8k 3~ Fusion-FP(Packard) 7] 7] & A}-&38}¢]
Luminescence = 3Lk 84 Aslle2 Al shghEo] gl AE ol A ¢
A gholl o gt 7\] 3@}}} A Al Y] SAH S AR EAS 0 T, 50% 9
BAEE Al et eHE Y] T E IC(uM) #F o= A 53l T

1

=

[
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[176]

[177]
[178]

[179]

[180]
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<4-3> KDR(VEGFR-2) &4 2] A -4 (kinase-glo method)

2.5nM KDR &4 9] 7] A & 2F-8-3}+= 250 uM E4Y F1E] =, 1 uM ATP= WHS
1 3 (50 mM Tris- HCI (pH 7.5), 15 mM MgCL, 1 mM MnCl, 0.01% Tween-20, 2
mM DTT) Woll A &4 w35 F8 33t Al ekala) ah= w9 sletas
A g gko] 30°Coll A 1A1ZF &9t WhE- A Zi vk, 8.4 Whg-o] £ 5+, kinase glo
mix& F78}aL 2 2o A 10&-S WA -, Fusion-FP(Packard) 7] 7] &
AF-8-3}o] LuminescenceS =431t =4 3 RLU Lo & H)o]E & F-4 3}o]
KDR &} A| A o] €48 AFalqlth s5taS Ay ahA] &2 A/ 59 RLU ¢t
100% 2o &2 afar, Al ¢ &tarA)l & 9] 8322 X3k A] #oll A4 KDR
w40 A5t &g 9] %= A KDR A A o] &5 H7tskaltt vhdst s e
shstE AP Al Fol 9= KDR &4 848 =43k 5, gl dlv] 50% KDR
g4 84 A7 Ao g3hE 9] =5 KDR A A 9] IC,, #h o=

=2 (MTS assay)

F71e M Alzd shekEol Al A Exd 7 vA &4 oA F T8kl AR
54 oA E9hE 7P A o5 Belsy] 9)5te] MTS 1AL
=38 3} %1 th(Barltrop, J.A. et al., (1991)
5-(3-carboxymethoxyphenyl)-2-(4,5-dimethylthiazoly)-3-(4-sulfophenyl) tetrazolium,

A
=
N
v
>,
!
[~
rE
b0l
N
>,
b2,
i
2
|2,
(o
&)
Y,
b,
¢ RE

inner salt(MTS) and related analog of
3-(4,5-dimethylthiazolyl)-2,5,-diphenyltetrazolium bromide(MTT) reducing to purple
water soluble formazans as cell-viability indicators. Bioorg. Med. Chem. Lett. 1,
611-4; Cory, A.H. et al(1991) Use of an aqueous soluble tertrazolium/formazan assay
for cell growth assays in culture. Cancer Comm. 3, 207-12.).

QUZFo] 919k A =91 MKN45 A 3277 2L ol 9t Al 325591 HCT-116
A 3LF(ATCC, http://www.atcc.org) & U7 O 2 37| 9} 2 -4 S =8 5} 3l vl
MKN45 2 HCT-116 Al 5= 10% FBSE 3 3+3}+= RPMI-1640 1] 2| (GIBCO,
Invitrogen) 7} £ L= 96-¥ Z & o] Eof 7}7} 5,000 Al /9] 5 L2 -3¢ 5,
5% CO, ™ 37°C Z 1ol A 24X 31 “g-F v F3} vt 21 5, 2 def] 7] A Ao
3ol A &3 33252 217H0.2, 1, 5,25 2 100 uM 5= 2 2 8] 849 at,
ko7 v " A 2E AL =(DMS0)E 315t A g A] ARE-EE A3t Ed 9
0.08 TF% 2| == Aok qlvh. 21 5, 2 Al L5 4841 7)<t vl oF et 3l

Azl AE 58 E glstr] Hste], 7] ZF wi < Al 322 v Al CellTiter
96® AQ,..s Non-Radioactive Cell Proliferation Assay Kit(Promega)°ll A Al & % &=
MTS<} PMS(phenazine methosulfate)2] <35 20 plE 3 7}8}aL, 37°C 2710l A
214 B9k FbE M FI AT T T, 490 mel H FYEE S0,
S3Ee AelshA e UzT AT FYEE /FOR 7 B EY A

o] I AE 34 A4S GRS 0, olu) AT FHE 50%
o AlSHE 7 S5 o] IR ECuuM) 32 A4 asle 2L AhE 3 5
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[Table 5]
3} 315 No. |Enzymatic assay 1Cso(uM) Cellular assay
ECs(uM)
c-Met VEGFR-2 Aurora A MKN45
1 D D D -
2 A A C F
3 B A D F
4 D B D -
5 B B D H
6 D D D -
7 D C D -
8 D D D -
9 D C D -
10 D A C -
11 A B B H
12 A A A E
13 A A A E
14 A A A ,
15 A A B F
16 A A C F
17 C A A H
18 A A A E
19 A B B E
20 A A A H
21 A A B E
22 A A C F
23 D A C G
24 A - - -
25 B A B -
26 C A C H
27 A A B E
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28

29

30
31

32
33
34
35
36
37

38

39
40
41

42
43

44
45

46

47

48

49

50
51

52
53
54
55
56
57

58
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59
60
61

62
63

64
65

66
67

68

69
70
71

72

73
74
75
76
77
78

79

80
81

82
83
84
85
86
87
88
89




PCT/KR2011/007370

WO 2012/047017

82

90
91

92
93

94
95

96

97

98

99

100

101

102

103

104

105

106

107

108

109

110
111

112
113

114
115
116
117
118
119

120
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121

122

123

124

125

126

127

128

129

130

131

132

133

134

135

136

137

138

139

140

141

142

143

144

145

146

147

148

149

150
151
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152

153

154

155

156

157

158

159

160
161

162

163

164

165

166

167

168

169

170

171

172

173

174

175

176

177

178

179

180
181

182
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183

184

185

186

187

188

189

190

191

192

193

194

195

196

197

198

199
200
201
202
203
204
205
206
207
208
209
210
211
212
213
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214
215
216
217
218
219
220
221
222
223
224
225
226
227
228
229
230
231
232
233
234
235
236
237
238
239
240
241
242
243
244
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245

246

247

248

T Q|| =T

249

250

251

| Q|@|>|>]| >

252

Qla|a

253

254

g|laQ|la|»|»|w| Q0O |m| >
S|lw|@|>»|» |0 | OQ|Q|»>]|>»|»

olO

255

256

257 - - -

258 - - -

259 - - -

260 - - -

261 - - -

262 - - -

263 - - -

264 - - -

265 - - -

266 - - -

267 - - -

T|IZ|ID|E|lQz|jQaz|la|miQlx

268 - - -

[182] 714, A: <50 nM, B: 50 nM ~ 200 nM, C: 200 nM ~ 1 uM, D: > 1 uM, E: <
0.5uM, F: 0.5 uM ~ 1 uM, G: 1 uM ~ 5 uM = H: > 5 uMS HEpdiT),
[183] A7) A &k = QL= e o], ¥ ik o §)9k &2 c-Met, VEGFR-2 % Aurora
A9 A& FIVHA] @ Aol sl A BRF of e, Y oF R o et Al 2o tiEf A =
Hold 7| uA] oA &S Ve R R, o] e d iy 7 uA &4
A A e A, Ao g 9 ool A=, ¢ e oo
o)

FEHA A E 5 DS ST,
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