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02.1,0 6.6,0 8.9Hz),0 7.750 (14,0 ddd,0 JO =0 0.7,0 2.1,0 6.8Hz),0 8.21-8.290 (
2H,0 m),0 8.420 (1H,0 t,0 JO =0 5.4Hz)
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NMRO (d®-DMSO)O & O 3.120 (3H,0 s),0 3.830 (3H,0 s),0 4.430 (2H,0 s),0 4.52-4.59
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THO NMRO (d6-DMS0)0 & :0 2.50-2.570 (2H,0 m),0 3.180 (3H,0 s),0 3.690 (2H,0 t,0

JO =0 7.40 Hz),O 3.870 (2H,0 t,0 JO =0 12.2Hz),0 3.940 (3H,0 s),0 4.220 (2H,0 d,
0 JO0 =0 4.7Hz),0 4.410 (2H,0 s),0 5.150 (2H,0 s),0 7.37-7.410 (2H,0 m),0 8.090 (
1H,0 s),0 8.140 (1H,0 t,0 JO =0 5.20 Hz),O 8.410 (2H,0 s),0 9.730 (1H,O s)
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HO NMRO (d6-DMSO)D & :0 1.89-1.920 (4H,0 m),0 3.180 (3H,O s),0 3.450 (4H,0 t,0
JO =0 6.7Hz),0 3.930 (3H,0 s),0 4.210 (2H,0 d,0 JO =0 4.6Hz),0 4.420 (2H,0 s), 0
5.100 (2H,0 s),0 7.33-7.410 (2H,0 m),0 8.070 (1H,0 s),0 8.150 (1H,O0 t,0 JO =0 4.
90 Hz),O 8.330 (2H,0 s),0 9.730 (1H,O s)
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45 372/ N2-T7 /54 XTI DINAFIVALAI-AFVE) D11 )L)
AFINTTZIVAFIVESY—=IL4-hILRFH I R

46 N-(2-2F /7 5-A CFSTIZIVNAFIVB(ZAFILT 2/ - 1H{H2-AFVEY S
1A INAFIN T T ZIILIAFIVNES Y —=IL4-hILRFH I K

47 3T 2/ NA5-A bFI2( ) TIABAFIV T TZIVAFILH-G-AFVE
O A-AINAFINT TZIVAFIVNES =LA BILRFH I R

48 3T 2/ NP7 ABAFIV)SE-A X T ZIVAFILFHG2-AFVEY

DA INAFINT ZZIAFINE S I —IL4-AIRFH I R
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49 NH{[5-Z)IAB-21,23,4T b5V —=IL-1-4IV) T T ZIL A FILR3H{A RFIAF
W HER-FAF YV E ) Do 1A JWAFIVT TZIILAFIV ES J—IL4-H)LRF
v

50 N-[(2,6-F7IAB3-A RFSTTZIAFI3HDAFILT 2/ )\ 1-({G-[2-FFY
EV)SUAAINAFINT T Z)NAFIVES =4 AIRFH I R

51 N-(6->F /-2-2)LARA3-2 rFH DT IV A FIL3(A FFSAFIV)1-(B((2-4
FYEY DAL AINAFIEY) D2 VA FIVES T —IL4-FIILRFH I R

52 N-(6->F /-2-2)LAA3-24 rF DT IV A FIL3(A FFSAFIV)-1-(6-((2-74
FVEY DL INAFIVEY) D3 A IVAFIVES J—)L4-AILRFHI R

53 N{(6->F /-2-7)LA03-2 bFL T T )V AFIL1({4{5- /A O24F Y E
1) O 1-A I AFIN T TZIVAFIL)3(A FFDAFIVES J—IL4-HILRF
v

54 N{(2->F7 / 5-2A bFITTZINAFILB(A FFDAFILIG2-AFVEYD
A INAFINE Y D22-A JVIAFINES J—IL4-hIILRFYE R

55 N{(2->F7 / 5-2A bFITTZINAFIL3H(A FFDAFILLE2-AFVEYD
A INAFINEY D231 JVAFINES J—IL4-hIILRFY S R

56 N{(2->F7 /52 bFITTZIWAFILL{GE-TIAB2AFVE ) D14
IWNAFINT ZZIVAFINBHA FFRDAFIVES —IL4RIILRFHI R

57 N-(6->F/-2-2)LARA3-2 rFH DT IV A FIL3(A FFSAFIV)-1-({B-((2-74
FYVERY DA INAFINT T ZIAFIVES V=4 HIRFH S R

58 N(6->F/-2-7)LARA3-2 rFH T T IV AFILB(A FFTAFIL-1{24(EFD
)1 AINEY) 2 DUSAINAFIVES I —IL4AIRFH I R

59 N{(6-2 7/ 2-TIAB3-A RFITTZ)VYAFILI{2A(ERY D14/ )L)E)
STUUSAIAFILR( R TLAOAFIVNES I —)L4-HIRFH I R
N-[2-Z)LAA-3-A ;FF26(1,234T bZV—IL-1-A V)T )L A FILR3(A b
FAFIV1{AHA-AFILES V=)L-1-A IV AFI T T ZIVAFIL ES =)L

60 AAIRFHI R
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61

NA[5-A F¥-21,234T T V—=I-1-A ) T T DIV AFILR3(A FXIAF
JVA--[@- A FILES T —IL1-A ) A FIL T TZILA FIV ES J—IL-4-hILR
FHYIFR

62

N-{[2-Z)IAO61,234-T T V—=I-1-A L) T T IV AFILR3-(F hFIAF
VA4 A FILES =14 JV) A FIL| 7 2 ZILAFIVES J—IL-4-H LR
FHYIFR

63

N-A[5-* F¥-2-1,2,34-T b5 V=14 L) 7 IV A FILHH{G(2-AFV EY
DA INAFIV T TZILIAFIV)3( R ZILA D AFIVES T —)L4-hILAR
FHIFR

64

NH[2-Z)LA0-6-1,234T b5V —IL-1-4 L) 7 T I A FILHH{A2-AFV EY
DA INAFIV T TZILIAFIV)3-( R 204D AFIVES T —)L4-hILR
FHIFR

65

3T I/ NA2-7)LA03-2 bF61,234T bS5V —IL-1-AI) T TZIVAF
JVHIAG-2-AF YV E V) D14 IV AFIV| 7 T ZIVIAFIV ES Y—IL4-hILRF
HIFR

66

3-7 2/ NA5-* bF2-2(1,234T b5 V—)-1-4 V)T T ZIUA FILFI-{G(2-F
FVEY DA INAFIVNT ZZIVAFIVES V=4 HIIRFHE R

67

37 =/ -N{2-7IAB-6-1,234T T V=11 L) T T =)L A FILHA{E-(2-F
FYEYSUAAINAFIV T ZZIVIAFIVES Y —=IL4-HILARFH I R

68

3(UAFILT 2/ )NL{2-7)LABA3-A bF6(1,234T +SV—IL1-M1IL)T7 T
ZIVNAFILFIHGI-AFVE YDA IV AFIN T ZZIIVIAFIVES Y=L
4HIARFHI R

69

J(CAFILT E/)INA>-H* FF-24(1,234T bS5 V—IL-1-A4 V)T T I AF
JVHAG-[2-AF YV E V) D 1A I AFIV| 7 T ZIVAFIV ES Y—IL4-hILRF
HIR

70

(S AFILT 2/ )NH2-TILAB61,234T bS5 Y—IL-1-A L) T TZI)L|AF
JVHIAG-[2-AF YV E V) O 1A IV AFIL| 7 TZIVAFIV ES J—IL4-hILRF
VN

71

3-7 2/ -N{5-288-2-1,234T ;T V—IL-1- 1 JL) 7 T Z)L] A FILHA{E{(2-FF
VEYSUAAINAFINT TZIVAFINES =4 h)LRFH I K
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N-{[5-7 A8-2-1,234T b5 V=IL-1-4 )T T A FIL}3{A RFIAF
WA FVE ) Do 1A INAFIN 7 TZIVAFIVE S J—IL4-hILR*
72 B R
N-{[2-7 OB-61,234T b5 V—=IL-1-4 )T T A FIL}3{A FFIAF
JWA{BHR-AFVEY DA I AFIV T T ZIIAFIVES I —IL4-hILRF
73 B R
3{A FFDAFIVA@B2-FAFVE) DA INAFIVI T T ZILIAF
JVNA[24(1,2,34T bS5 V=14 )V) T T2 A FILIES V—IL4-AILREH =
74 N
3 A FEUAFIVNA2-* FIL641,2,34T bS5 V—IL-1-€ V) T T I A F
IWRHH{BHR2-AFVEY D 1A I AFIVI T TZIVAFIVES J—IL4-HILARF
75 VSN
N-[(2-2 7/ -6-ZIAB T T IV AFIL3{A FXDAFIL)1HG[2-AFVEY D
76 DA INAFIVN T ZZIVAFIVNES I —IL4-DILRFH I K
N{[2-Z)LARA-3-A bF26(1,234T S V—IL-1-A V)T T ZIUAFILR3(A b
FOAFIVA{(EQ) DA IV EY) D3 A IAFIVIES Y—IL4HILR
77 FHIF
N-[5-* ;bF-21,234T F V=1 A W) T TZIVJAFILI3( A FFAF
78 W6 ER D 1-AINEY) DU3-AIINAFIVES Y —I4-HAIILRFH I R
NA{[2-ZIAB-3-A b F2-6(1,234T b T V—I-1-4 L) T T )V AFILF3-( A b
FOAFIVA{2HEQ) DA IVEY) 2OUSAINAFIVIES Y—IL4HIL
79 R¥YE R
NA[5-* bF-241,234-T F SV —=I-1-A )T T ZIUAFILR3-(* bFIAF
IWHRAER Y D1 INEY) 2S5 A JUAFIVES V=4 HhIIRFY S
80 N
N-{[2- /LA O6-1,234T b5 V—IL-1-A )T T ZILJA FILR3-(HF FFAF
81 W6 ER D 1-AINEY) DU3-AIINAFIVES Y —I4-HAIILRFH I R

82

N-{[2- /LA O6-1,234T b5 V—IL-1-A )T T ZILJA FILR3-(HF FFAF
IWHRAER Y D1 INEY) 2S5 A JUAFIVES V=4 HhIIRFY S
K
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84 ~
N-{[2-Z)LA B0-6-1,2,34T b5 V=11 L) T T )L AFILR{6e-(EAY O1-1-
AINE Y D23 A JAFILRB R ZILADAFIVNES T —I)L4-HILRFH 3
85 N
1{2-33-Z)LA0EDN) S 1AL EY 254 LA FILINL{2-Z)LA O
3-A ;X T6(1,234T FSYV=I1-AIV) T ZZIAFILRB(A XD AFIVE
86 SY—IL4-AIIARFHYE KR
1{[6-33-C7)LAa QY S 1A I EY) O3 JLJAFILINL{[2-7)LA0O-3-
A RED6(1,234T SV =IL-1-AII) T ZZINAFILR(A FFUAFIVES
87 J—IL4-AIRFHI R
14{2-33-7Z)LA0ED) O 1A IVEY TOU5A LA FILINAS-* FD
241,234 T S Y—IL-1-A V)T TZILAFILR3H(A FFDAFIVES Y —)L4-
88 AILARFHI KR
1{[6-(33->7)LAOEQY) a4 I)EY) D3 JUAFILINASE-* kX
241,234 T S Y—IL-1-A V)T TZILAFILR3H(A FFDAFIVES Y —)L4-
89 HILARFH IR
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& 9:EHHID NMR T—42 (B4 d6 DMSO)

EhplES [w=w S
3.20(3H,s),3.71(6H, s), 4.32 (2H, d,  =5.8Hz), 453 (2H, s), 5.07 (2H, 5), 5.28 (2H, s),
6.22 (1H, td, ) = 6.7, 1.4Hz), 6.37 (1H, t,) = 2.3Hz), 6.40 (1H, dd, ) = 9.2, 1.4Hz), 6.44 (2H,
sEmEHA | 2! hes! hodol homl
d,)=2.3Hz), 7.20-7.29 (4H, m), 7.41 (1H, ddd, 1 = 9.1, 6.6, 2.1Hz), 7.76 (1H, dd, ) = 6.8,
2.1Hz), 8.24 (1H,s), 8.32 (1H,t,) = 5.9Hz).
3.82(3H,s),4.36 (2H, d,J =5.7Hz), 5.04 (2H, s), 5.07 (2H, 5), 5.38 (2H, 5), 6.21-6.24 (1H,
m), 6.39 (1H, t,J = 0.7Hz), 6.86-6.87 (1H, m), 7.04-7.07 (2H, m), 7.20 (2H, d, ) = 8.1Hz),
SEEHEI B ) ( ) ( ) ( ) ( )
7.26 (2H,d, ) = 8.1Hz), 7.39-7.43 (1H, m), 7.76 (1H, dd, ) = 6.6, 1.6Hz), 8.00 (1H, s), 8.27
(1H,t,J =5.9Hz).
3.82(3H,s),4.41 (2H, d,J =5.8Hz), 454 (2H, s), 5.57 (2H, 5), 6.87-6.91 (1H, m),
SEZEEFC | 7.03-7.09(2H, m), 7.67 (1H,dd, =88, 2.1Hz),8.07 (1H, d,) = 8.8Hz),8.10 (1H,d, ) =
1.9Hz), 8.30 (1H, d, ) = 1.7Hz), 8.37 (1H, s), 8.39 (1H, t, ) = 5.8Hz), 8.92 (1H, d, ) = 2.2Hz)
3.25(3H,s),3.92 (3H, s), 4.46-4.57 (4H, m), 5.07 (2H, s), 5.28 (2H, s), 6.22 (1H, td, ) = 1.4,
6.7Hz),6.39 (1H,ddd,J=0.7, 1.4, 9.2Hz),7.17-7.28(5H, m), 7.41 (1H,ddd, )= 2.1,
SERIEHI D 639 ) (5H, m), 7.41
6.6, 89Hz),7.75(1H,ddd,J=0.7, 2.1, 6.8Hz),8.21-8.29(2H, m),8.42 (1H,t,)=
5.4Hz)
3.21(3H,s),3.92 (3H, s), 4.47-4.55 (4H, m), 5.06 (2H, s), 5.27 (2H, s), 6.21 (1H, td, ) = 6.7,
SEZERFIE | 1.4Hz),6.39 (1H, d,) =9.1Hz), 7.17-7.31 (5H, m), 7.40 (1H, ddd, ) = 8.9, 6.6, 2.1Hz), 7.67
(1H, dd, ) = 8.6, 1.5Hz), 7.75 (1H, dd, ) = 6.8, 2.1Hz), 8.20 (1H, s), 8.40 (1H, t, ) = 5.2Hz)
3.12(3H,s), 3.83 (3H, s), 4.43 (2H, s), 4.52-4.59 (2H, m), 5.05 (2H, 5), 5.25 (2H, 5), 6.21
SEZEEHF | (1H,td,) = 1.4,6.7Hz), 6.39 (1H, dt, ) = 1.0, 9.2Hz), 7.15-7.44 (8H, m), 7.75 (1H, ddd, ) =
0.7,2.1,6.8Hz), 8.08 (1H, t,J = 4.9Hz), 8.22 (1H, s)
1.90-1.94 (4H, m), 3.31-3.37 (4H, m), 3.82 (3H, s), 4.39 (2H, d, J = 5.6Hz), 5.26(2H, s),
SEZEMBIG | 6.44 (1H,d,) = 8.6Hz), 6.85-6.90 (1H, m), 7.03-7.10 (2H, m), 7.50 (1H, dd, J = 8.8,2.4Hz),
8.14 (1H,d, ) = 2.3Hz), 8.36 (1H, d, ) = 0.6Hz), 8.74 (1H, t, ) = 5.8Hz)
1 1.98 (3H,s),3.31(3H, s), 3.92 (3H, s), 451 (2H, s), 4.53 (2H, dd, ) = 5.4, 2.0Hz), 5.21 (2H,
s),5.28(2H, s), 7.16-7.23 (6H, m), 7.52 (1H, s), 8.23 (1H, s), 8.25 (1H, d, ) = 3.1Hz), 8.42
(1H,t,J=5.2Hz)
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3.24(3H,s),3.90 (3H, s), 4.39 (2H, d, ) =5.8Hz), 4.54 (2H, s), 5.07 (2H, s), 5.30 (2H, s),
6.22 (1H, dt, ) =6.8, 1.4Hz), 6.39 (1H, d, ) = 8.8Hz), 6.76 (1H, d, ) = 0.7Hz), 7.25 (2H, d, ] =
8.5Hz), 7.28 (2H, d, ) = 8.4Hz), 7.39-7.43 (1H, m), 7.76 (1H, dd, ) = 6.7, 2.2Hz), 8.28 (1H,
s), 8.51(1H, t,J = 5.8Hz), 8.72 (1H, d, J = 0.9Hz)

3.91(3H, s), 4.46 (2H, dd, J = 5.6, 2.0Hz), 5.03 (2H, s), 5.06 (2H, s), 5.34 (2H, s, br),
6.20-6.24 (1H, m), 6.39 (1H, d, ) = 8.8Hz), 7.15-7.18 (1H, m), 7.19 (2H, d, ) = 8.2Hz), 7.26
(2H, d, ) =8.2Hz), 7.38-7.43 (1H, m), 7.75 (1H, dd, ) = 6.8, 2.0Hz), 8.01 (1H, s), 8.21 (1H,
d, ) =5.5Hz), 8.23 (1H, s)

3.92 (3H, s), 4.49 (2H, dd, J = 5.6, 2.0Hz), 5.08 (2H, s), 5.40 (2H, s), 6.21-6.24 (1H, m),
6.40 (1H, d,J = 9.0Hz), 7.16-7.25 (1H, m), 7.29 (4H, s), 7.39-7.43 (1H, m), 7.76 (1H, dd, J
=6.8,2.0Hz), 8.21 (1H, d, J = 5.5Hz), 8.44 (1H, s), 8.70 (1H, t, ) = 5.4Hz)

2.69 (6H, s),3.92 (3H, s), 4.53 (2H, dd, J =5.9, 2.0Hz), 5.07 (2H, s), 5.15 (2H, s), 6.20-6.24
(1H, m), 6.40 (1H, d, ) = 8.9Hz), 7.16-7.28 (4H, m), 7.39-7.43 (1H, m), 7.76 (1H, dd, ) =
6.9, 1.9Hz), 8.04 (2H, s), 8.23 (1H, d, ) = 5.5Hz), 8.32 (1H, , J = 5.4Hz)

3.23(3H, s),3.92 (3H, s), 4.49 (2H, d, ) =5.6Hz), 4.55 (2H, s), 5.08 (2H, s), 5.31 (2H, s),
6.21-6.25 (1H, m), 6.40 (1H, d, ) = 9.6Hz), 6.84 (1H, s), 7.22-7.32 (4H, m), 7.39-7.43 (1H,
m), 7.76 (1H, dd, J = 6.8, 1.9Hz), 8.28 (1H, s), 8.58 (1H, t,J =5.7Hz) 8.66 (1H, s)

10

3.26 (3H, s), 3.89 (3H, s), 4.50 (2H, d, J =5.6Hz), 4.54 (2H, s), 5.07 (2H, s), 5.30 (2H, s),
6.20-6.24 (1H, m), 6.40 (1H, d, ) = 8.8Hz), 6.81 (1H, d, ] =5.7Hz), 7.23-7.28 (4H, m),
7.39-7.43 (1H, m), 7.76 (1H, dd, = 6.5, 1.9Hz), 8.27 (1H, s), 8.41-8.47 (2H, m)

11

2.28(3H,'s), 2.34 (3H, s), 3.24 (3H, s), 3.95 (3H, s), 4.52 (2H, s), 4.59 (2H, d, ] =5.2Hz),
5.07 (2H,s), 5.30 (2H, s), 6.21-6.25 (1H, m), 6.39 (1H, d, ] = 8.8Hz), 7.24-7.29 (4H, m),
7.39-7.44(1H, m), 7.77 (1H, dd, = 6.7, 1.9Hz), 8.26 (1H, s), 8.24 (1H, s), 8.60 (1H,t,J =
5.0Hz)

13

3.31(3H,s), 4.52 (2H, s), 4.70 (2H, d, ) =5.4Hz), 5.07 (2H, s), 5.29 (2H, s), 6.22 (1H, td, ) =
6.6, 1.3Hz), 6.39 (1H, d, ) = 8.9Hz), 7.22-7.29 (4H, m), 7.38-7.43 (1H, m), 7.51 (1H, dd,J =
7.9,4.9Hz), 7.76 (1H, dd, ) = 6.8, 1.9Hz), 8.26 (1H, s), 8.30 (1H, dd, ) = 7.9, 1.6Hz), 8.62
(1H,t,J=5.2Hz), 8.79 (1H, dd, ) = 4.9, 1.6Hz)

16

3.25 (3H, s), 4.52 (2H, s), 4.66 (2H, d, ) =5.4Hz), 5.07 (2H, s), 5.29 (2H, s), 6.22 (1H, td, ] =
6.6, 1.3Hz), 6.40 (1H, d, ) = 8.9Hz), 7.22-7.28 (4H, m), 7.39-7.43 (1H, m), 7.76 (1H, dd, ) =
6.6,1.9Hz),8.25 (1H,s), 8.59(1H,d,)=2.4Hz), 8.64(1H,t,J=5.3Hz),8.87(1H,d,J=
2.4Hz)
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3.25 (3H, s), 4.48-4.56 (4H, m), 5.07 (2H, s), 5.28 (2H, s), 6.20-6.24 (1H, m), 6.40 (1H, d, J
=9.0Hz), 7.21-7.28 (4H, m), 7.39-7.43 (1H, m), 7.75 (1H, dd, ) = 6.6, 1.9Hz), 8.07 (1H, dd,
J=9.8,1.9Hz), 8.25 (1H, s), 8.46-8.56 (2H, m)

20

2.20 (3H, s),3.22 (3H, s), 4.05 (3H, s), 4.55 (2H, s), 4.63 (2H, d, J = 5.5Hz), 5.07 (2H, s),
5.32 (2H, s), 6.23 (1H, dt, ) = 6.6, 1.3Hz), 6.39 (1H, d, ) = 8.9Hz), 7.25-7.29 (4H, m), 7.41
(1H, ddd, ) =8.8, 6.6, 2.1Hz), 7.45 (1H, brs), 7.78 (1H, dd, ) = 6.6, 1.9Hz), 8.27 (1H, s),
8.46 (1H, s), 8.65 (1H, t, J = 5.5Hz)

22

2.11(3H,'s), 3.27 (3H, s), 3.85 (3H, s), 4.49 (2H, d, ) = 4.9Hz), 450 (2H, s), 5.06 (2H, s),
5.27 (2H, s), 6.20-6.23 (1H, m), 6.39 (1H, d, ) = 9.0Hz), 6.96 (1H, d, J = 5.7Hz), 7.22-7.27
(4H, m), 7.38-7.43 (1H, m), 7.75 (1H, dd, ) = 6.6, 2.0Hz), 8.27-8.29 (2H, m), 8.43 (1H, ,J
= 4.8Hz)

26

3.25(3H, s), 4.51 (2H, s), 4.55 (2H, d, ] =5.2Hz), 5.07 (2H, s), 5.28 (2H, 5), 6.20-6.24 (1H,
m), 6.38-6.41 (1H, m), 7.21-7.28 (4H, m), 7.38-7.43 (1H, m), 7.75 (1H, dd, ) = 6.7, 2.0Hz),
7.90-7.96 (1H, m), 8.25 (1H, s), 8.44-8.47 (2H, m)

27

2.44(3H,s),3.24 (3H, s), 4.52-4.54 (4H, m), 5.07 (2H, s), 5.28 (2H, s), 6.20-6.24 (1H, m),
6.39 (1H, d, ) = 8.8Hz), 7.19-7.27 (5H, m), 7.38-7.43 (1H, m), 7.55-7.60 (1H, m), 7.76 (1H,
dd,)=8.6, 1.9Hz), 8.25 (1H, s), 8.40 (1H, t, ) =5.3Hz)

28

2.28(3H,d,J = 1.0Hz),3.26 (3H, s), 4.51 (2H, s), 4.56 (2H, dd, J = 5.0, 1.2Hz), 5.07 (2H, s),
5.28 (2H, s), 6.20-6.24 (1H, m), 6.39 (1H, d, J = 9.0Hz), 7.22-7.30 (S5H, m), 7.38-7.43 (1H,
m), 7.76 (1H, dd, J =6.7, 1.9Hz), 8.23 (1H, d, ) = 4.8Hz), 8.27 (1H, ), 8.44 (1H,t, J=
5.2Hz)

29

2.38(3H,s),3.29 (3H, s), 4.49 (2H, d, ) = 1.8Hz), 4.62 (2H, d, ) = 5.1Hz), 5.07 (2H, s), 5.29
(2H, s), 6.20-6.24 (1H, m), 6.39 (1H, d, ] = 9.2Hz), 7.24 (2H, d, ) = 8.5Hz), 7.26 (2H, d, ) =

8.5Hz), 7.35 (1H, d, ) =4.9Hz), 7.38-7.45 (1H, m), 7.76 (1H, dd, ) = 6.8, 1.9Hz), 8.29 (1H,

s), 8.36 (1H, d, ) = 4.8Hz), 8.48 (1H, t, J =5.1Hz)

30

3.25(3H, s),3.92 (3H, s), 4.50 (2H s), 4.53 (2H, dd, ] = 5.3, 2.0Hz), 5.01 (2H, s), 5.28 (2H,
s), 6.43 (1H, dd, J = 10.0, 5.4Hz), 7.19 (1H, t, ) = 6.0Hz), 7.23 (2H, d, ] = 8.2Hz), 7.29 (2H,
d, ) =8.2Hz), 7.54-7.59 (1H, m), 8.02 (1H, t, ) = 3.9Hz), 8.24 (1H, d, ) = 5.5Hz), 8.26 (1H,

s), 842 (1H,t,J=5.3Hz)

31

3.23(3H,s),3.48 (3H, s), 3.81 (3H, s), 4.20 (2H, d, ) = 5.5Hz), 4.52 (2H, s), 5.07 (2H, s),
5.27 (2H, s), 5.55 (1H, s), 6.22 (1H, dt, ) = 6.8, 1.4Hz), 6.39 (1H, d, ) = 8.8Hz), 7.23 (2H, d, J
=8.3Hz),7.27 (2H, d, ) = 8.3Hz), 7.41 (1H, ddd, } =8.9, 6.7, 2.2Hz), 7.75 (1H, dd, ) = 6.8,
2.1Hz), 8.19 (1H,t,) = 5.5Hz), 8.23 (1H, s)
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3.22(3H,s),3.77 (3H, s), 4.33 (2H, d, ) = 5.7Hz), 4.50 (2H, ), 5.06 (2H, 5), 5.27 (2H, s),
6.19-6.24 (1H, m), 6.39 (1H, d, ) =9.0Hz), 7.21-7.27 (4H, m), 7.38-7.43 (1H, m), 7.76 (1H,
dd, ) =6.7, 1.9Hz), 7.89 (1H, s), 8.18 (1H, t, ) =5.2Hz), 8.24 (1H, s)

35

3.81(3H,s), 4.38 (2H, d, ) =5.0Hz), 5.01 (2H, s), 5.06 (2H, s), 5.37 (2H, br.s), 6.22 (1H, td,
J=6.7,1.3Hz),6.39 (1H, d,J = 8.9Hz), 7.00 (1H, td, J = 9.2, 1.7Hz), 7.11 (1H, td, ] = 9.3,
5.5Hz), 7.17 (2H, d, ) = 8.2Hz), 7.25 (2H, d, ) = 8.2Hz), 7.38-7.43 (1H, m), 7.76 (1H, dd, ) =
6.7,2.0Hz), 7.97 (1H, s), 8.10 (1H,,) = 5.2Hz)

37

3.22(3H,s),3.91 (3H, s), 4.34 (2H, d, ) =5.7Hz), 4.53 (2H, s), 5.07 (2H, s), 5.29 (2H, s),
6.20-6.24 (1H, m), 6.39 (1H, d, J = 9.2Hz), 7.18 (1H, d, ) = 8.6Hz), 7.23 (2H, d, J = 8.4Hz),
7.26 (2H, d, ) = 8.4Hz), 7.38-7.43 (1H, m), 7.56 (1H, d, ) = 1.9Hz), 7.74 (1H, s), 7.75 (1H, d,
J=6.6Hz),8.26 (1H, s), 8.27 (1H, t, J = 5.8Hz)

38

3.21(3H,s),3.91 (3H, s), 4.50 (2H, d, ) =5.6Hz), 4.53 (2H, s), 5.07 (2H, s), 5.29 (2H, s),
6.20-6.24 (1H, m), 6.40 (1H, d, J = 8.8Hz), 7.04 (1H, d, ) = 7.6Hz), 7.13 (1H, d, ) = 8.2Hz),
7.23-7.28 (4H, m), 7.39-7.43 (1H, m), 7.60 (1H, t,J = 8.1Hz), 7.76 (1H, dd, = 6.8, 1.9Hz),
8.26 (1H, s), 8.50 (1H, t, J = 5.6Hz)

39

3.18(3H,s),3.94 (3H, s), 4.22 (2H, d, ) = 4.8Hz), 4.41 (2H, s), 5.06 (2H, s), 5.24 (2H, ),
6.20-6.23 (1H, m), 6.39 (1H, d, J = 9.0Hz), 7.19 (2H, d, ) = 8.2Hz), 7.24 (2H, d, = 8.2Hz),
7.33-7.43 (3H, m), 7.75 (1H, dd, = 6.8, 1.9Hz), 8.11 (1H, s), 8.15 (1H, t, ) =5.2Hz), 9.73
(1H,s)

40

3.19 (3H,s), 3.82 (3H, s), 4.16 (2H, d, ) = 5.7Hz), 4.49 (2H, ), 5.07 (2H, 5), 5.28 (2H, s),
6.22 (1H,,J=5.3Hz), 6.39 (1H, d, ) = 8.8Hz), 7.06-7.11 (2H, m), 7.22 (2H, d, J = 8.4Hz),
7.26 (2H,d, ) = 8.2Hz), 7.38-7.43 (1H, m), 7.48 (1H, d, ) = 8.6Hz), 7.76 (1H, dd, ) = 6.8,
2.0Hz), 8.19 (1H, s), 8.27 (1H,t,J = 5.6Hz), 9.76 (1H, )

41

2.20 (3H,'s),3.17 (3H, s), 3.68 (3H, s), 4.32 (2H, d, = 5.5Hz), 4.52 (2H, s), 5.07 (2H, s),
5.28 (2H, s), 6.20-6.24 (1H, m), 6.39 (1H, d, ) = 9.6Hz), 6.73 (1H, q, ) = 2.8Hz), 6.80 (1H, d,
J=2.6Hz),7.09 (1H, d, ) = 8.3Hz), 7.25 (4H, q, ) = 8.3Hz), 7.38-7.43 (1H, m), 7.75 (1H, d, J
=1.8Hz), 8.18(1H,t,J=5.6Hz),8.25 (1H,s)

42

3.21(3H,s),3.92 (3H, s), 4.51-4.52 (4H, m), 5.06 (2H, s), 5.27 (2H, s), 6.18-6.22 (1H, m),
6.39 (1H, d, J = 8.8Hz), 7.20-7.30 (7H, m), 7.35-7.45 (1H, m), 7.66 (1H, dd, ) = 8.7, 1.3Hz),
7.75 (1H, dd, ) = 6.7, 1.9Hz), 8.20 (1H, s), 8.39 (1H, t,J = 5.1Hz)

43

3.92 (3H,s), 4.50 (2H, d, ) = 4.7Hz), 5.07 (2H, s), 5.11 (2H, s), 6.03 (2H, 5), 6.21-6.25 (1H,
m), 6.41 (1H, d, J = 8.9Hz),7.20-7.31 (5H, m), 7.39-7.44 (1H, m), 7.66 (1H, dd, ) = 8.6,
1.2Hz), 7.76 (1H, dd, J = 6.6, 1.9Hz), 8.09 (1H, s), 8.46 (1H, t, ] = 5.0Hz)
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2.73(6H,s),3.92 (3H, s), 4.53 (2H, d,J =5.1Hz), 5.06 (2H, s), 5.15 (2H, s), 6.21-6.24 (1H,
m), 6.40 (1H, d,J =9.1Hz), 7.19-7.29 (5H, m), 7.38-7.43 (1H, m), 7.67 (1H, d, ) = 8.6Hz),
7.76 (1H, dd, ) = 6.7, 1.8Hz), 8.04 (1H, s), 8.39 (1H, t, ) = 4.9Hz)

49

3.20 (3H, s), 4.20 (2H, d, ) =5.7Hz), 4.49 (2H, s), 5.07 (2H, s), 5.28 (2H, s), 6.22 (1H, dt, ) =
6.6, 1.4Hz), 6.39 (1H, d, ) = 9.0Hz), 7.23 (2H, d, J = 8.4Hz), 7.27 (2H, d, ) = 8.3Hz), 7.39 -
7.43 (3H, m), 7.65 - 7.68 (1H, m), 7.76 (1H, dd, ) = 6.5, 1.9Hz), 8.20 (1H, s), 8.35 (1H, t, ) =
5.7Hz), 9.85 (1H, s)

51

3.21(3H,s),3.92 (3H, ), 4.50 (2H, s), 4.53 (2H, d, ) =4.8Hz), 5.09 (2H, s), 5.38 (2H, s),
6.24 (1H, td, ) =6.7, 1.3Hz), 6.39 (1H, d, ) = 8.8Hz), 7.14 (1H, d, ) = 8.1Hz), 7.29 (1H, t, ) =
8.5Hz), 7.39-7.44 (1H, m), 7.66-7.70 (2H, m), 7.84 (1H, dd, J = 7.0, 1.9Hz), 8.25 (1H, s),
8.42 (1H,t,J=5.1Hz), 8.50 (1H, d, J = 2.0Hz)

52

3.20 (3H, ), 3.92 (3H, s), 4.50 (2H, s), 4.51 (2H, d, J =5.0Hz), 5.15 (2H, s), 5.33 (2H, s),
6.24 (1H, td, ) =6.7, 1.3Hz), 6.37 (1H, d, ) = 9.0Hz), 7.19 (1H, d, ) = 8.0Hz), 7.28 (1H, t,) =
8.4Hz), 7.41-7.46 (1H, m), 7.63 (1H, dd, ) = 8.1, 2.2Hz), 7.67 (1H, dd, ] =8.7, 1.1Hz), 7.75
(1H, dd, ) =6.7, 1.8Hz), 8.24 (1H, s), 8.40 (1H,,) = 5.1Hz), 8.44 (1H, d, ) = 1.7Hz)

53

3.21(3H,s),3.92 (3H, s), 4.49 (2H, s), 4.51 (2H, d, ) =6.7Hz), 5.01 (2H, s), 5.27 (2H, s),
6.43 (1H, dd, J = 10.0, 5.4Hz), 7.20-7.22 (2H, m), 7.25-7.30 (3H, m), 7.53-7.58 (1H, m),
7.67 (1H, dd, ) = 8.7, 1.3Hz), 8.01 (1H, dd, J = 8.0, 3.2Hz), 8.20 (1H, s), 8.39 (1H, t, J =
5.2Hz)

57

1.69 (4H, t, ) =3.3 Hz), 2.26-2.29 (2H, m), 3.13-3.16 (2H, m), 3.22 (3H, s), 3.39 (3H, s),
4.46 (2H,s), 4.51 (2H, s), 4.52 (2H, d, ) = 4.9 Hz), 5.29 (2H, s), 7.17-7.22 (4H, m), 7.28
(1H,t,) =85 Hz), 7.67 (1H, d, ) = 8.6 Hz), 8.22 (1H, s), 8.40 (1H, t,) = 5.1 Hz)

58

1.89-1.92 (4H, m), 3.21 (3H, s), 3.43-3.46 (4H, m), 3.92 (3H, s), 4.51 (2H, s), 4.52 (2H, s),
5.13 (2H, ), 7.28 (1H, app.t, J = 8.5Hz), 7.67 (1H, dd, ) = 8.6, 1.3Hz), 8.16 (1H, s), 8.35
(2H, s), 8.37-8.39 (1H, m)

60

1.98 (3H, s), 3.18 (3H, s), 3.94 (3H, s), 4.22 (2H, d, ) = 4.7Hz), 442 (2H, s), 5.20 (2H, s),
5.24 (2H,'s), 7.17 (4H, q,) = 6.6Hz), 7.22 (1H, s), 7.33-7.41 (2H, m), 7.51 (1H, s), 8.10 (1H,
s),8.15 (1H, t,J =5.3Hz), 9.73 (1H, s)

61

1.98 (3H, s), 3.19 (3H, s), 3.82 (3H, s), 4.16 (2H, d, ) =5.7Hz), 448 (2H, s), 5.21 (2H, s),
5.28 (2H, s), 7.06-7.11 (2H, m), 7.18-7.23 (5H, m), 7.48 (1H, d, ) = 8.6Hz), 7.52 (1H, s),
8.18 (1H, s), 8.27 (1H, t, ) =5.7Hz), 9.76 (1H, s)
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4.25 (2H, d, ) = 4.8Hz),5.07 (2H, s), 5.37 (2H, s), 6.20-6.24 (1H, m), 6.39 (1H,d, ) =
9.0Hz), 7.25 (2H, d, ) = 8.6Hz), 7.27 (2H, d, ) = 8.6Hz), 7.40-7.46 (2H, m), 7.54-7.65 (2H,
m),7.76 (1H,dd,J= 6.7, 1.9Hz),8.25 (1H, s), 8.51 (1H, t, J = 5.0Hz), 9.80 (1H, s)

71

4.17 (2H, d, ) =5.8Hz), 5.05 (2H, s), 5.07 (2H, s), 5.34 (2H, s), 6.20-6.24 (1H, m), 6.39 (1H,
dd, ) =9.8,9.1Hz), 7.19 (2H, d, J = 8.1Hz), 7.26 (2H, d, ) = 8.2Hz), 7.39-7.43 (1H, m), 7.58
(1H,s),7.62 (2H, d, ) =1.4Hz), 7.76 (1H,dd, ) = 6.4, 1.9Hz), 7.93 (1H, s), 8.30 (1H,t,J =
5.8Hz), 9.88 (1H, )

72

3.20 (3H,s), 4.22 (2H, d, ) =5.8Hz), 4.49 (2H, s), 5.07 (2H, s), 5.28 (2H, s), 6.20-6.24 (1H,
m), 6.39 (1H, d, J = 8.9Hz), 7.23 (2H, d, ) = 8.3Hz), 7.26 (2H, d, ) = 8.4Hz), 7.38-7.43 (1H,
m), 7.63 (3H,s), 7.75 (1H,dd, ) = 7.0, 1.9Hz), 8.19 (1H, s), 8.34 (1H, t, ) = 5.8Hz), 9.87
(1H,s).

73

3.16(3H,s),4.26 (2H,d,J= 5.0Hz), 4.42 (2H, s), 5.05 (2H, s), 5.24 (2H, s), 6.19-6.23
(1H,m),6.39 (1H,d,J= 8.9Hz), 7.19-7.26 (4H, m), 7.38-7.42 (1H, m), 7.56-7.63 (2H,
m),7.75(1H,dd,J= 6.8, 2.1Hz),7.82(1H,dd,J= 7.6, 1.8Hz), 8.13 (1H,s), 8.15 (1H, t,
J= 5.1Hz),9.79(1H,s)

74

3.19(3H, s), 4.23 (2H, d, ) =5.7Hz), 4.49 (2H, s), 5.07 (2H, s), 5.28 (2H, s), 6.20-6.24 (1H,
m), 6.39 (1H, d, J = 9.1Hz), 7.22 (2H, d, ) = 8.4Hz), 7.26 (2H, d, ) = 8.3Hz), 7.38-7.43 (1H,
m), 7.53-7.57 (2H, m), 7.62 (2H, d, ) = 3.0Hz), 7.75 (1H,dd, ) = 6.9, 1.9Hz), 8.19 (1H, s),
8.31(1H,t,J=5.8Hz), 9.86 (1H, s)

77

1.91 (4H,t, ) =6.52Hz), 3.18 (3H, s), 3.35 (4H, t, ) = 8.6Hz), 3.93 (3H, 5), 4.21 (2H,d, ) =
4.9Hz), 4.42 (2H, s), 5.09 (2H, s), 6.40 (1H, d, ) = 8.7Hz), 7.33-7.43 (3H, m), 8.03 (1H, s),
8.05 (1H,d,J=2.2Hz), 8.16(1H,t,J=5.2Hz),9.74 (1H,s)

79

1.89-1.92 (4H, m), 3.18 (3H, s), 3.45 (4H, t, ) = 6.7Hz), 3.93 (3H, s), 4.21 (2H, d, ) = 4.6Hz),
4.42 (2H,s),5.10 (2H, s), 7.33-7.41 (2H, m), 8.07 (1H, s), 8.15 (1H, t, ) = 4.9Hz), 8.33(2H,
s), 9.73(1H, s)

80

1.89-1.93 (4H, m), 3.19 (3H, s), 3.44-3.47 (4H, m), 3.82 (3H, s), 4.16 (2H, d, ) =5.7Hz),
4.49 (2H,s),5.14 (2H, s), 7.07 (1H, t, J = 2.8Hz), 7.09 (1H, s, ) = 2.6Hz), 7.48 (1H, dd, J =
11.4,3.2Hz), 8.15 (1H, s), 8.27 (1H, t, ] = 5.8Hz), 8.31-8.34 (1H, m), 8.36 (1H, s), 9.76 (1H,
s)

83

1.90-1.94 (4H, m), 3.35 (4H, t, ) =6.6Hz), 3.94 (3H, s), 4.20 (2H, d, J = 4.4Hz), 5.22 (2H, ),
6.43 (1H, d,) = 8.6Hz), 7.34-7.41 (2H, m), 7.47 (1H, dd, ) = 8.6, 2.4Hz), 8.10 (1H, d, ) =
2.2Hz), 8.18 (1H, s), 8.48 (1H, t,J = 5.0Hz), 9.70 (1H, )
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86 2.50-2.57 (2H, m), 3.18 (3H, s), 3.69 (2H, t, J = 7.4Hz), 3.87 (2H, t, ) = 12.2Hz), 3.94 (3H,
s),4.22 (2H, d, ) = 4.7Hz), 4.41 (2H, s), 5.15 (2H, s), 7.37-7.41 (2H, m), 8.09 (1H, s), 8.14
(1H,t,J=5.2Hz), 841 (2H,s), 9.73(1H,s)

87 246-257 (2H,m),3.18(3H, s), 3.59 (2H, t  =7.3Hz), 3.80 (2H, t, J=8.9Hz), 3.93 (3H,s), 4.22(2H, d,J
=4.8Hz),442 (2H,s),5.14(2H, 5), 359 (1H, d,) =86Hz), 7.33-7.41(2H, m), 7.50(1H,dd, )= 7.7,
2.3Hz),806(1H,s), 3.59(1H, d,J=2.2Hz), 8.14(1H,t, =53 Hz), 9.74 (1H, s)

88 2.51-2.57 (2H, m),3.19 (3H, s), 3.70 (2H, t, J = 7.3Hz), 3.82 (3H, s), 3.88 (2H, £, =

13.1Hz), 4.16 (2H, d,) = 5.7Hz), 4.48 (2H, s), 5.19 (2H, s), 7.06 (1H, d, ] = 2.5Hz), 7.09 (1H,
s),7.49 (1H, d,J = 8.3Hz), 8.18 (1H, s), 8.27 (1H, t, ) = 5.6Hz),8.45 (2H, s), 9.77 (1H, s)
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Oooooo
+*10
I I I 0uM IG
= Coo Ceo Go (E b FXia) °
_ (EFPKal) | (E FKIKL) | (E k FXia) o (E k FXlla)
=S [nM] [nM] [nM] =865 [nM]
FEE%
SEENEG| A 698 >10000 >40,000 0
SEENEH B 8.7 >10000 >40,000 8 >40,000
SEZENEG| C 2580 >10000 >40,000 3
SEENI D 33 >40000 >40,000 0 >40,000
SEENBI E 0.6 >40000 >40,000 28 >40,000
SEENG| F 6.8 >40000 >40,000 14
SEEMH G 742 >10000 >40,000 10
SEZEBIH 1.1 >40,000 >40,000 >40,000
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IGs IG IGs 0uM IGs
EHEH ° ° ° (E k FXia) °
_ (E k PKal) (E bk KLK1) (E b+ FXia) - (E k FXlia)
nM nM nM - nM
[nM] [nM] [nM] BA=Y [nM]
WO 2013/111108
(2&d 2034 >40,000 >40,000 >40,000
=R 7
SEEREG | 2017 >40,000 >40,000 >40,000
W02013/111108
(2&d 110 >4000 >40,000 >40,000
=S5 14
W02013/111108
(2&d 731 >40000 >40,000 >40,000
=R 27
SEZENEG) ) 2869 >40,000 >40,000 >40,000
1 26.1 >40,000 >40,000 >40,000
4 2303 >4000 >40,000 >4,000
5 2.0 >40000 >40,000 >40,000
6 3.2 >4000 >40,000 2 >4,000
7 18.0 >40000 >40,000 >40,000
8 162 >4000 >40,000 >4,000
10 2450 >40000 >40,000 >40,000
11 35.0 >40000 >40,000 >40,000
13 2952 >4000 >40,000 >4,000
16 187 >40000 >40,000 >40,000
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40pM
= G 'Co 'Co (E & FXia) 'Co
%= (E bPKal) | (E kKLK1) (E b+ FXia) =542 (E b+ FXlla)
[nM] [nM] [nM] B [nM]

17 143 >40000 >40,000 >40,000
20 3223 >40000 >40,000 0 >40,000
22 4.9 >40000 >40,000 5 >40,000
26 1760 >40000 >40,000 >40,000
27 775 >40000 >40,000 >40,000
28 163 >40000 >40,000 >40,000
29 217 >40000 >40,000 >40,000
30 6.7 >40000 >40,000 7 >40,000
31 462 >40000 >40,000 >40,000
34 709 >40000 >40,000

35 17 >40000 >40,000 5 >40,000
37 283 >40000 >40,000 7 >40,000
38 301 >4000 >40,000 >4,000
39 0.6 >4000 3700 91 >4000
40 04 >40000 >40000 20 >40000
41 149 >4000 >40,000 >4,000
42 3.6 >4000 >40,000 >4,000
43 0.6 >4000 >40000 27 >4,000
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IGs IGs IGs 0uM IGs
== ° ° ° (E & FXia) °
,:, (E FPKal) | (E b KLK1) (E + FXia) 543 (E k FXlla)

nM nM nM - nM

[nM] [nm] [nm] B [nMm]
44 8.8 >80000 >40000 32 >40000
49 15.9 >4000 >40,000 >4000
51 213 >4000 >40,000 >4,000
52 6.4 >4000 >40,000 >4,000
53 17 >40000 >40,000 5 >40,000
57 27.9 >40,000 >40,000 >40,000
58 57.0 >40000 8500 >40,000
60 0.9 >40000 4700 90 >40000
61 17 >4000 >40,000 >4000
64 0.6 >4000 >40,000 >4000
71 0.3 >4000 4600 >4000

12.7uM
72 0.7 >4000 10600 =$5142 >4000
53%MDIEE

73 23.1 >4000 >40,000 >4000
74 17.6 >40000 >40000 8 >40000
77 14 >40000 235 100 >40000
SEENEF K 2.0 >40000 76 >40000
79 15 >40000 127 9% >40000
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I I I 0uM I
- (ErPKal) | (EFKKY) | (E FFXa) 5142 (E k FXlla)

=S nMm nm nm - nm

[nM] [hM] [hM] BR=o [hM]
80 106 >4000 779 >4000
83 0.3 >40,000 230 >40,000
86 17 >40000 477 99 >40000
87 0.8 >40000 161 >40000
88 83 >40000 4880 >40000
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F11
EEpES Ki FILIF
SZENEH B 6.7 nM 48
SZEHEH H 0.52nM 108
W02013/111108 [Z & % 17
. 139 nM 4x10
EHEp) 14
22 1.9nM 29
39 0.26 nM 1.7
40 0.10 nM 2.2
60 0.30 nM 1.6
72 0.16 nM 6.0
77 0.17 nM 4.2
. 0.38nM KU 0.23nM 7.08 R1r 2.16
(2 DOERIDRTE) (2 DDERIDRTE)
80 2.4nM 14.8
83 0.53 nM 2.24
86 0.28 nM 2.78
88 2.9nM 1x10%
0oo0ooon
0oo0oo0oooooan
000000000000 0000000000000000000000000000
000000000000 00O0D00O0O00O0OO0O0D0O0O0OOO0OO0O0DO0OOOoOGOaOn
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0o0o0oon

O 0Ooo0oo0ooao

10

20

30

40

50



gboooad

OooooogQgQg
Oooo0ooogoQgoQg
OO0 oooggdg
OooooggQg
OoooogQg™g

& R(ERET—H)

(110)

JP 6884801 B2 2021.6.9

RIGHES | 1C50 (M)
TSRz rorEY U

6 >40000 >40000 >40000

30 >40000 >40000 >40000

35 >40000 >40000 >40000

37 >40000 >40000 >40000

39 31200 19300 >40000

40 >40000 >40000 >40000

43 >40000 >40000 >40000

53 >40000 >40000 >40000

72 >40000 39200 >40000

74 >40000 >40000 >40000

79 12010 7310 >40000
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==yl 0.1IN HCI Kimeg/mL)
. mg/m

&S (7KiBi®) (mg/mL)

22 0.90 0.06

30 0.94 0.29

35 0.04 0.02

39 0.019 0.007

72 0.046 0.046

79 0.924 0.093

86 0.05 0.001
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OooOoQ
ErHFEIOV—L4A | Sy rHEHIOY—LA
= R 2N'E 1m B NDE 1m Caco-2
sippEs | g ‘ € >
H=YD H=YD (Pappx10°cm/F1)
Clint pL/%) Cint pL/4%)

SE N H 25 94 12
W02013/111108

(2K HENEH 7 58 62 8

SEZEHEH | 77 153 15
W02013/111108

|2k BEEH 27 71 72 7

SEEER ) 110 187 12

1 33 52 28

5 3 6 2

6 42 30 17

7 22 8 10

22 25 68 25

30 20 22 24

35 24 15 7

37 48 73 20

39 29 19 6

40 22 47 5

42 8 11 4
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eErMFE/0OV—4 | Sy MFEIOY—LA
S (#2308 1mg (#2108 1mg Caco-2
H-Yo H-Yon (Pappx10°cm/#))
Cint p/%) dint p/%)
43 10 5 2
44 162 101 17
49 18 36 6
51 30 25 3
52 16 8 5
53 104 77 13
58 26
60 90 114 25
61 55 132 22
64 35 94 6
71 17 17 1
72 32 72 6
73 4
74 2
77 29 82 28
SEEMEH K

3
79 4 23 19
80 14 54 23
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eErMFEO/0OV—L | SYMFEIOV—LA
EiEpIES (B9 8 1mg (B 21398 1mg Cacc;—Z
H-YD H-Y D (Pappx10°cm/F))
Cint pL/%) dint pL/4%)
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87 4
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00000
4 2 ERIZEITS 4 2 ERIZEITS
EhtEH _ -
= PPB%(E k) | PPB%(T v k) FHE FRZ Yk
e Clp(LBF%) Clp(LBF%)
= 84 87
SEHEf H 14 26

5 77 64 3 5

6 87 95 24 6

22 92 >99 7 <16
30 82 97 12 1

35 96 99 7 1

37 92 95 16 11

39 78 89 21 5

40 76 87 17 14

43 88 92 8 2

53 90 96 35 10

60 91 97 35 12

61 92 96 4 15

64 92 91 19 33

72 90 94 14 12

77 97 >99 3 <20
79 91 95 1 3
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1 VERIZHITS 1 VERIZHITS
ES ] - -
o PPB%(E ) | PPB%(T v k) FHE FRZ Yk
&S Clp(LBF%) Clp(LBF%)
80 92 9 4 6
86 90 97 2 3
0000
0000
000000000000 00000000000000000000000R0
000000000000 0000000000000000000000000
000000000000 000000000000000000000000
000000000000 000000000000000000000000
00000000000000000000000000000000000A0
000000000000 000000000000000000000000
000000000000 0000000000000000000
0000

O 0Ooo0oooao
O 0Ooo0oooao

10



gboooad

R 13ROBET—4

(117)

JP 6884801 B2 2021.6.9

Sy )| F0OA= Cmax Tmax
. LLEY N "
&S (mg/kg) (ng/mL) (52)
s 10%DMS0/10%% L-E
= 95 351 60
=HEf B 2 #4—JL/80%SWFI
s 10%DMS0/10%% L-E
z 10.5 1534 180
EfEHI D 7 #—)L/80%SWFI
s 10%DMS0/10%% L-E
= 5.5 397 30
SEfEH E 7 #—)L/80%SWFI
10%DMSO/10%% LE
6 22 1802 30
7 #—JL/80%SWFI
10%DMSO/10%% LE
22 9.1 1025 60
7 #—JL/80%SWFI
10%DMS0O/10%% L-E
30 43 756 38
7 #—JL/80%SWFI
10%DMSO/10%% LE
39 8.0 187 30
7 #—JL/80%SWFI
10%DMSO/10%% LE
77 7.0 845 90
7 #—JL/80%SWFI
10%DMS0/10%%7 L&
79 11.3 807 45
7 #—JL/80%SWFI
10%DMSO/10%% L&
86 5.0 981 30
7 #—JL/80%SWFI
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