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'H-NMR (300 MHz, DMSO-dg) 8 9.06 (s, 2H),
,J=8.5,2.7 Hz, 1H), 8.00 (dd, ] =9.2, 2.7 Hz, H); ESMS (M+H") = 227.14.
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'H-NMR (400 MHz, DMSO-de) § .82 (d, J = 1.6 Hz, 1H), 8.73
(d, J=1.6 Hz, 1H), 8.12 (d, ] =2.5 Hz, 1H), 7.27 (d, ] = 2.4 Hz, 1H), 3.87-3.69 (m, 4H),
3.44-3.34 (m, 4H); ESMS (M+H") = 227.14.
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'H-NMR (300 MHz, CDCl:) § 8.65 (d, J = 2.0 Hz, 1H), 8.35 (d, T = 2.0 Hz, 1H),
6.60 (d, ] = 2.4 Hz, 1H), 6.34 (d, J =2.4 Hz, 1H), 6.11 (d, J= 7.8 Hz, 1H), 4.60 (s, L),
3.97-3.86 (m, 4H), 3.67 (s. 2H), 3.41-3.25 (m, 4H), 1.85 (d, ] = 3.0 Hz, SH), 1.74-1.57 (m,
3H), 1.45 (s, SH).
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Ooooao
'H NMR (300 MHz, CDCL) & 8.64 (d, ] = 1.9 Hz, 1H), 8.36 (d, ] = 1.9 Hz, 1H), 6.59 (d, J
=23 Hz, 1H), 6.34 (d, ] =2.3 Hz, 1H), 6.20 (d, J = 7.9 Hz, 1H), 3.95-3.84 (m, 4H), 3.69

(s, 1H), 3.41-3.25 (m, 4H), 2.93 (d, ] = 8.9 Hz, 1H), 2.09-1.87 (m, 2H), 1.90-1.68 (m, 6H),
1.58 (dd, T = 11.2, 8.7 Hz, 2H); ESMS (M+H") = 328.34.
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"H-NMR (300 MHz,
CDCls) & 8.65 (d, J = 2.0 Hz, 1H), 8.36 (d, ] = 2.0 Hz, 1H), 6.61 (d, ] = 2.4 Hz, 1H), 6.35
(d, ] =2.4 Hz, 1H), 6.10 (d, J = 7.6 Hz, 1H), 4.72 (s, 1H), 4.12 (q, J = 7.0 Hz, 2H), 3.96-
3.82 (m, 4H), 3.68 (3, 2H), 3.42-3.23 (m, 4H), 1.93-1.78 (m, 6H), 1.69 (dd, J =15.0, 6.3
Hz, 2H), 1.25 (t, ] = 7.1 Hz, 3H); ESMS (M+H") = 400.17.
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'H-NMR (300 MHz, CDC1;) § 8.65 (d, ] =2.0 Hz, 1H), 8.37 (d, ] =
2.0 Hz, 1H), 8.27 (d, ] = 4.8 Hz, 2H), 6.60(d, ] = 2.4 Hz, 1H), 6.51 (t, ] = 4.8 Hz, 1H),
6.36 (d, ] =2.4 Hz, 1H), 6.15 (d, J= 7.8 Hz, 1H), 5.20(d, ] =7.7 Hz, 1H), 4.04 (d, ] = 7.9
Hz, 1H), 3.96-3.82 (m, 4H), 3.70 (s, 1H), 3.39-3.24 (m, 4H), 1.94 (dd, T = 13.7, 4.4 Hz,
6H), 1.78 (dt, T=28.8, 16.1 Hz, 2H); ESMS (M+H") = 328.34.
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"H-NMR (400 MHz, CDCl3) d 8.49 (s, 1H), 8.23 (d, J = 1.5 Hz, 1H), 6.48 (s, 1H), 6.18 (d,

J=1.9 Hz, 1H), 6.06 (s, 1H), 4.52 (s, 1H), 4.47 (s, 2H), 3.60 (s, 2H), 3.45 (d, T = 11.6 Hz,
2H), 3.14-3.12 (m, 2H), 1.96-1.84 (m, 4H), 1.79 (s, 5H), 1.54 (s, 3H) and 1.38 (s, 9H)
ppm; ESMS (M+H") = 453.96.
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"H-NMR (400 MHz, CDCl:)
B 8.54 (s, 1H), 8.22 (s, 1H), 6.43 (s, 1H), 6.19 (s, 1H), 6.02 (s, 1H), 4.47 (s, 2H), 4.38 (d, J
=52 Hz, 1H), 4.28 (s, 1H), 3.74 (s, 1H), 3.60 (s, 1H), 3.42 (s, 4H), 3.14-3.09 (m, 4H),
2.05-1.87 (m, 3H), 1.79 (s, 3H), 1.55 (d, J = 7.1 Hz, 2H) and 1.21-1,05 (m, 5H) ppm;
ESMS (M+1") = 425.35.
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'H-NMR (300 MHz, CDCls) & 8.28 (d, J= 4.8 Hz, 10
2H), 6.53 (t, J= 4.8 Hz, 1H), 5.12 (s, 1H), 4.56 (s, 1H), 3.99 (dq, J = 7.0, 3.5 Hz, 1H),

3.65 (s, 1H), 1.83 (tq, J= 10.2, 3.6 Hz, SH), 1.66 (s, 8H), 8.13-7.91 (m, 3H), 1.47 (s, 9H).
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'H-NMR (300 MHz, CDCl5) § 8.20 (d, J=4.9

Hz, 2H), 6.46 (1, ] = 4.8 Hz, 1H), 6.05 (d, ] = 1.6 Hz, 1H), 5.82 (s, 1H), 5.24 (s, 1H), 4.82
(d, 7=7.0 Hz, 1H), 3.98 (s, 1H), 3.85-3.72 (m, 4H), 3.60 (s, |H), 3.23-3.06 (m, 4H), 1.95-
1.62 (m, 8I).
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"H-NMR (300 MHz, CDCl;) & 8.28 (s,
2H), 5.03 (d, J = 8.1 Hz, 1H), 3.91-3.49 (m, 2H), 2.31-1.90 (m, 4H), 1.56-1.19 (m, 4H)..
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'H-NMR (300 MHz, CDCl3) & 8.29 (s, 2H), 5.03 (d,
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J=7.8 Hz, 1H), 4.70 (t, J = 10.6, 3.9 Hz, 1H), 3.80 (dtt, J= 11.2, 7.6, 3.7 Hz, 1H), 3.04
(s, 3H), 2.30-2.12 (m, 4H), 1.93-1.69 (m, 2H), 1.51-1.33 (m, 2H).
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"H-NMR (300 MHz, CDCL) 6 8.69 (q, ] = 1.8 Hz, 2H), 7.80 (d, J =
J=2.1Hz, 1H), 0.96 (s, 9H), 0.81 (s, 7TH).
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'H-NMR (300 MHz,

CDCL) 8 8.75(d, J =2.0 Hz, 1H), 8.46 (d, ] =2.0 Hz, 1H), 7.70 (d, ] = 41.8 Hz, 1H), 7.01

(d, T=2.6 Hz, 1H), 6.89 (d, ] = 2.5 Hz, 1H), 4.12-3.78 (m, 4H), 3.51-3.24 (m, 4H),
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1

H-
NMR (400 MHz, CDCl3) § 8.70 (d, J = 2.0 Hz, 1H), 8.64 (d, J = 1.9 Hz, 1H), 8.29 (s, 2H),
6.98 (d, T=2.5Hz, IH), 6.92 (d, T=2.5 Hz, 1H), 5.29 (d, T = 8.3 Hz, 1H), 4.81 (s, L),
4.04-3.84 (m, 4H), 3.42-3.31 (m, 4H), 2.22 (s, 2H), 1.92 (d, ] = 4.9 Hz, 6H).
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'H-NMR (300 MHz, CDCl3) 3 8.70 (d, J = 1.9 Hz, 1H), 8.63 (d, J = 1.9 Hz, 1H), 8.07 (s,
2H), 6.96 (d,J = 2.5 Hz, 1H), 6.92 (d,J = 2.5 Hz, 1H), 5.01 (d, J = 8.1 Hz, 1H), 4.80 (q, J
=5.6,4.2 Hz, 1H), 4.03-3.87 (m, 5H), 3.80 (s, 3H), 3.42-3.27 (m, 4H), 2.29-2.10 (m, 2H),
1.99-1.82 (m, 61I).
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(300 MHz, Chloroform-d) & 8.52 (d, J = 4.8 Hz, 2H), 6.92 (t, J

=10.7, 6.5, 4.2 Hz, 1H), 4.05-3.87 (m, 4H), 2.14-1.85 (m, 6H),

(M+H") =237.12.
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1.79-1.65 (m, 2H); ESMS
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'H NMR

(300 MHz, Chloroform-d) § 8.54 (d, J = 4.8 Hz, 2H), 6.95 (1, ] = 4.8 Hz, 1H), 5.05 (1, ] =
9.4, 4,0 Hz, 1H), 3.91-3.75 (m, 1H), 2.26-1.99 (m, 4H), 1,76-1.41 (m, 4H); ESMS (M+H")
=195.07,
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'H NMR (300 MHz, Chloroform-d) 3

8.62(d, J =4.9 Hz, 2H), 7.04 (1, = 4.9 Hz, 1H), 5.21 (tt, J = 5.3, 2.6 Hz, 1H), 4.56 (s,
1H), 3.85 (p, J = 5.9 Hz, 1H), 2.17-2.02 (m, 2H), 1.88-1.67 (m, 6H); ESMS (M+H") =
195.07.
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'H NMR (300 MHz, Chloroform-d) 6 8.51 (d, J = 4.8 Hz, 2H), 6.93 (t, ] = 4.8 Hz, 1H),
5.13(dq,1=9.9, 3.0 Hz, 1H), 4.87 (p, I = 3.8 Hz, 1H), 3.04 (d, ] = 2.4 Hz, 3H), 2.28-1.99

(m, 4H), 1.99-1.74 (m, 4H); ESMS (M+H") = 273.52.
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goooao
"HNMR
(300 MHz, Chloroform-d) 8 8.69 (dd, J = 3.4, 1.9 Hz, 1H), 8.62 (dd, J = 3.6, 1.9 Hz, 1H),
8.51(dd, J=4.8, 2.2 Hz, 2H), 7.01-6.83 (m, 3H), 5.18 (tt, ] = 7.0, 3.4 Hz, 1H), 4.79 (1, J =
6.9, 3.1 Hz, 1H), 4.00-3.85 (m, 4H), 3.34 (dq, ] = 4.8, 2.6 Hz, 4H), 2.44-2.16 (m, 4H),
1.92 (tdd, T = 16.4, 7.7, 2.8 Hz, 4H); ESMS (M+H") = 408.56,
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'H
NMR (300 MHz, Chloroform-d) & 8.70 (d, ] = 1.9 Hz, 1H), 8.63 (d, J = 1.9 Hz, 1H), 8.52
(d, J=4.8 Hz, 2H), 7.01-6.87 (m, 3H), 5.17 (ddt, ] = 8.7, 6.7, 3.4 Hz, 1H), 4.76-4.58 (m,
1), 4.00-3.87 (m, 411), 3.40-3.27 (m, 4H), 2.43-2.22 (m, 4H), 2.05-1.87 (m, 2H), 1.86-
1.71 (m, 2H); ESMS (M+H"} = 408.56.
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"H-.NMR

(300 MIz, CDCl5) 3 9.01-8.77 (m, 2H), 8.29 (d, J = 4.8 Hz, 2H), 7.89 (d, J = 1.9 Hz, 1ID),
7.25(d, T=2.0 Hz, 1H), 6.53 (t, ] = 4.8 Hz, 1H), 5.43-5.22 (m, 1H), 4.79 (td, T = 5.2, 2.5

Hz, 1H), 4.18-3.95 (m, 1H), 3.51 (s, 1H), 2.22 (td, J = 10.2, 9.6, 5.4 Hz, 2H), 2.09-1.86

(m, 6I1).
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'H-NMR (300 MHz, CDCl3) & 8.94-8.76 (m, 2H), 8.29 (d, J = 4.8 Hz, 2H), 7.67 (d,
J=1.7Hz, 1H), 6.53 (1, ] = 48 Hz, 1H), 6.37 (tt, ] = 3.1, 1.5 Hz, 1H), 5.30 (d,J = 7.9 Hz,
1H), 4.87 (dt, J = 7.5, 3.6 Hz, 1H), 4.43 (q, ] = 2.8 Hz, 2H), 4.02 (t, ] = 5.5 Hz, 3H), 2.68
(dqd, J = 6.0, 3.4, 3.0, 1.8 Hz, 2H), 2.35-2.11 (m, 2H), 2.07-1.84 (m, 6H); ESMS (M+H")

= 404.2.
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'H-NMR (300 MIlz, CDCLs) 8 8.95 (d, = 1.8
Hz, 1H), 8.86 (d, J = 1.8 Hz, 1H), 7.91 {d, ] = 2.0 Hz, 1H), 7.88-7.80 (m, 2H), 7.77-7.68
(m, 2H), 7.31 (d, ] = 2.0 Hz, 1H), 4.96 (t, ] = 2.9 Hz, 1H), 4.29 (tt, ] = 12.5, 3.8 Hz, 1H),
2.88 (qd, J =12.9, 3.6 Hz, 2H), 2.54-2.32 (m, 2H), 1.94-1.61 (m, 4H),
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'H-NMR (300 MHz, CDCL5) § 8.76-
8.63 (m, 2H), 7.85 (dd, ] = 5.4, 3.1 Hz, 2H), 7.79-7.60 (m, 2H), 7.09 (d, J = 2.6 Hz, 1H),
6.99 (d, J =2.5 Hz, 1H), 5.06 (1, J = 2.8 Hz, 1H), 4.27 (tt, ] = 12.3, 3.8 Hz, 1H), 4.02-3.85
(m, 4H), 3.49-3.27 (m, 4H), 3.03-2.75 (m, 2H), 2.37 (d, J = 14.0 Hz, 2H), 1.83-1.56 (m,
4H),
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"H-NMR (300 MHz,
CDCL) § 8.69 (d. J = 1.9 Hz. 1H). 8.62 (d. J = 1.9 Hz. 1H). 6.95 (d. J = 2.5 Hz. 1H). 6.90
(d, ] =2.5 Hz, 1H), 5.00-4.67 (m, 3H), 4.03-3.81 (m, 4H), 3.49 (s, 111), 3.43-3.25 (m, 4H),

2.88(q, T = 6.2 Hz, 2H), 2.36-1.96 (m, 6H).
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"H-NMR (400 MHz, CDCl5) & 8.6% (d, J = 1.9 Hz, 1H), 8.61 (d, ] = 1.9 Hz, 1H),
8.27 (s, 1H), 8.26 (s, 111, 6.94 (d, J = 2.4 Hz, 11D), 6.90 (d, ] = 2.4 Hz, 1H), 6.50 (t, = 4.8
Hz, 1H), 4.78 (s, 1H), 4.08 - 3.97 (m, 1H), 3.94 - 3.86 (m, 4H), 3.37 - 3.28 (m, 4H), 2.20
(d,1=9.1 Hz, 2H), 1.95 - 1.85 (m, 6H). 30
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1H NMR (400 MHz, CDCI3) § 8.96 (d, ] = 1.8 Hz, 1H),
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8.86 (d,J= 1.8 Hz, 1H), 7.91 (d, ] = 1.9 Hz, 1H), 7.89 - 7.82 (m, 2H), 7.78 - 7.67 (m, 2H),
7.30(d, = 1.9 Hz, 1H), 4.95 (s, 1H), 4.29 (tt, J = 12.5, 3.7 Hz, 1H), 2.87 (qd, T = 13.1, 3.5
Hz, 2H), 2.44 (d, T = 15.2 Hz, 2H), 1.80 (t, T = 14.1 Hz, 2H), 1.67 (d, 2H). ESI-MS m/z

calc. 451.05316, found 452.19 (M-+1)+; Retention time: .92 minutes.
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2.83 (m, 1H), 2.23 (dq, J =11.3, 5.8, 4.8 Hz, 2H), 2.07 (d, J = 8.7 Hz, 1H), 1.92 - 1.62 (m,

GH).
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1H NMR (300 MHz,
Chloroform-d) & 8.65 (d, J = 1.9 Hz, 1H), 8.53 (d, T = 1.9 Hz, 1H), 6.83 (q, J = 2.6 Hz,
2H), 4.83 (t, ] = 6.0 Hz, 4H), 3.87 - 3.60 (m, SH), 3.34 (dt, J = 8.7, 6.6 Hz, 1H), 3.01 -
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1H NMR (400 MHz, Chloroform-d) § 842 (d, J=1.9 Hz, 1H), 8.30(d, ] = 1.9 Hz, 1H),
8.04 (d, ] = 4.8 Hz, 2H), 6.65 - 6.56 (m, 2H), 6.28 (t, ] =4.8 Hz, 1H), 4.99 (d,J=8.1 Hz,
1H), 4.60 (d, J = 6.5 Hz, 3H), 3.79 (dd, J = 8.2, 4.0 Hz, OH), 3.62 - 3.38 (m, 4H), 3.17 -
3.03 (m, 1H), 2.07 - 1.90 (m, 2H), 1.89 - 1.59 (m, 7H).
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1H NMR (400 MHz, Chloroform-d) 6 8.69 (d, J = 1.8 Hz, 1H), 8.61 (d,
I=1.8Hz, 1H), 8.19 (s, 1H), 6.95 (d, J=2.4 Hz, 1H), 6.90 (d, ] = 2.3 Hz, 1H), 5.42 (s,
1H), 4.78 (s, 1H), 4.70 (d, ] = 8.0 Hz, 1H), 3.97 - 3.87 (m, 4H), 3.83 (s, 1H), 3.64 - 3.50
(m, 4H), 3.40 - 3.27 (m, 4H), 2.53 - 2.42 (m, 4H), 2.34 (s, 3H), 2.19 (d, J = 9.2 Hz, 2H),
1.97 - 1.77 (m, 6H). ESI-MS mv/z calc. 504.2961, found 505.44 (M+1)"; Retention time;
0.5 minutes.
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1H NMR (300 MHz, Chloroform-d) 3 8.70 (d, J = 2.0 Hz, 1H), 8.60 (d, =
2.0 Hz, 1H), 8.00 (d, ] = 4.8 Hz, 1H), 6.96 (d, ] = 2.5 Hz, 1H), 6.89 (d, ] = 2.5 Hz, 1H),
6.23 (d, ] = 5.9 Hz, 1H), 5.18 (d, ] = 5.7 Hz, 1H), 4.80 (s, 1H), 3.99 - 3.84 (m, 4H), 3.42 -
3.21 (m, 4H), 2.32 - 2.08 (m, 2H), 2.05 - 1.73 (m, 6H). ESI-MS m/z calc. 440.17276,

found 441.25 (M+1)"; Retention time: 0,69 minutes,
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goooaon
1H NMR (400 MHz, Chloroform-d) & 8.69 (d, J = 1.9 Hz, 1H), 8.61 (d, J
=1.9 Hz, 1H), 7.88 (d, ] = 5.7 Hz, 1H), 6.95 (d, ] = 2.4 Hz, 1H), 6.89 (d, ] = 2.4 Hz, 1H),
5.67 (d, J =5.8 Hz, 1H), 4.84 - 4.63 (m, 2H), 3.99 - 3.83 (m, 5H), 3.82 - 3.73 (m, 4H),
3.37-3.27 (m, 4H), 2.49 - 2.40 (m, 4H), 2.33 (s, 3H), 2.23 - 2.11 (m, 2H), 1.96 - 1.82 (m,
6H). ESI-MS m/z calc. 504.2961, found 505.35 (M+1)"; Retention time: 0.51 minutes.
gooooooboobb oo oooooooDoDoboboobood

ugbooboooooboobooboboobooooboboboboobooooobobobaa
ooooooooano

ooooao
o 0
Cl =
N oH 1) Eﬁ;};ﬁ#ﬂu e cl N "
| — |
A e P
2%-413a
ogooooao
goddooooooooooooooobooobooob0oobooboboboDooooon
o000 oo b0 oo b oo b oo oo oOoooOood
goodoooooooooodobooobooboob0oobooboobooooood
oooooooboobobo o000 oooooDooDoooboooooan
goddodooodoooooooooobooobooobDooboob oo boooooOoon
oo oboob oo oo b oo bbb ooboooog
ooooooooobob o000 ooooooDooDooobooobooOoan
goddooooooooooooooooooooobooboob oo boooooOoon
g0 oob0 oo b oo b oo bbb obOooOoodg
gooooobobooiboibo o000 oooDooDooDoobooDoobooOoo
0o0ooooobooboib o000 oooooDoboDooDoboooooOoan
gooooooooooada
goooad

1H NMR (400 MHz, Chloroform-d) 4 8.99
(d,J=1.1 Hz, 1H), 8.16 (d, J = 1.1 Hz, 1H), 7.90 (s, 1H), 3.06 (d, J = 5.2 Hz, 3H).

gboood

(=}

NHj ,\
O K/N !
o 0 FRUD LT %, ]
N\ Gl CN -~ . N
[ + | N t-BuXPhos /155 H-17 ) o~ C
. . NN 'OA

- N
H

2+—14 13b

[o]

gpboooog
gboobooooooobooboboboooobooboobobooboooooboobobaa
ooooooooobooooobooooooboobooboooobooboooobooooobooo

10

20

30

40

50



(170)

O 0OooOooao
[N
o

Ooooooooooooo
OO0 oDoo4gog4gogogoooaog
Oooooogogogooooaog
Oooooooooooog
Ooooooooogooao
OO0 oooooggooao
Ooo0ooooogogogooao
OooooooooQgooao
OO0 ooDoooggogogoao
Ooooooogoggooao
OooooooooQgooao
OooooooooQogooao
Oooooooggogooao
OooooooogooQgooao
Ooooooooogooao
OO0 ooDoooggogooao
Oooooooogoggooao
OooooooooQgooao
OO0 ooooogogogoao
Oo0ooooogoggogooao
Oooooooogogogogooao
Ooooooooogooao
OO0 oooooggogooao
Ooooooogoogooao
OooooooooQgooao
OO0 ooDoooggogoao
Oooooooggooao
OooooooogooQgooao

oo ooooooogog

OO0 ooooogogog

oo oooooogoQgog

oo oooooogooQgog

OO0 oo oooggg

OO0 o ooooogogog

oo oooooogoQgg

Ooooooooogodg

OO0 ooooooggog

oo oooooogoQgoog

oo oooooogoog-g

oo ooQgooy

1H NMR (300 MHz, Chloroform-d) 8 8.70 (d, J = 1.9 Hz, 1H), 8.61 (d,J =
1.9 Hz, 1H), 8.53 - 8.44 (m, 1H), 8.00 (d, J = 5.6 Hz, 1H), 7.20(d, ] = 1.2 Hz, 1H), 6.96
(d, J=2.5 Hz, 1H), 6.90 (d, ] = 2.5 Hz, 1H), 5.50 (s, 1H), 4.83 (dt, J = 4.8, 2.5 Hz, 1H),
3.97 - 3.87 (m, 4H), 3.39 - 3.29 (m, 4H), 3.01 (d, J = 5.1 Hz, 3H), 2.31 - 2.19 (m, 2H),
2.06-1.70 (m, 6H). ESI-MS m/z calc. 463.2332, found 464.25 (M+1)+; Retention time:

0.59 minutes.
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1H NMR (300 MHz, Chloroform-d) 8
8.85(d, J=4.9 Hz, 1H), 8.07 (d, ] =4.9 Hz, 1H), 7.82 (s, 1H), 7.27 (s, 0H), 3.06 (d, ] =
5.2 Hz, 3H).
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1H NMR (300 MHz,
Chloroform-d) & 8.69 (d, J = 1.9 Hz, 1H), 8.62(d, I = 1.9 Hz, 1H), 8.48(d, J=4.9 =,
1H), 7.75 (s, 1H), 7.32 (d, ] =49 Hz, 1H), 6.96 (d, ] =2.5 Hz, 1H), 6.91 (d, J=2.5 Hz,
1H), 5.30(d, J = 7.9 Hz, 1H), 4.85 - 4.73 (m, 1H), 4.07 (dd, ] = 8.5, 4.7 Hz, 1H), 3.99 -
3.82 (m, 4H), 3.41 - 3.20 (m, 4H), 3.01 (d, J=5.1 Hz, 3H), 2.20 (g, J = 6.0 Hz, 2H), 2.06 -
1.82 (m, 6H). ESI-MS m/z calc. 463.2332, found 464.31 (M+1)+; Retention time: (.71
minutes
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370.52

(CDCl3) & 8.64 (d, J = 2.0 Uz,
1H), 8.36 (d, T=2.0 Hz. 1H).
6.61 (d,T=2.4Hz, 1H). 634 (d,
J=12.4Hz, 1H), 5.90 (s, 1),
5.40 (d, 1= 7.7 Hz, 111), 3.98 -
3.76 (m, 5H), 3.51 - 3.24 (m,
5H), 2.33 - 2.08 (1, 4H), 1.99 (s,
3H), 1.58 - 1.31 (m, 41)

476.61

(CDCL3) 6 8.63(d, T=1.9 Hz,
1H), 8.34 (d, T= 1.9 Hz, 1H).
7.17 (d, T = 8.6 Uz, 21), 6.90 (d,
J=85Hz, 2M), 6.59 (d,J=22
Hz, 1H), 6.29 (d, T=2.2 Hz,
1H), 5.86 (d, T = 7.6 Hz. 1H).
5.29 (d, T = 8.0 Hz, 111), 3.96 -
3.75 (m, 8H), 3.52 (s, 2H), 3.39 -
3.22 (m, 5H), 2.19(d, T=11.7
Hz, 2H), 2.12 - 1.89 (m, 2H),
1.43 (td, T=13.0, 2.4 Hz, 21),
1.32 - 1.15 (m, 2H)

428.49

(CDCl;)08.65(d, J=2.0Hz,
1), 8.35 (d, T=2.0 Hz, 1H),
6.60 (d,J=2.4Hz, 1), 6.34 (d,
J=24Hz IH), 6.11(d.J=738
Hz, 1H), 4.60 (s, 1H), 3.97 - 3.86
(m, 4ID), 3.67 (s, 2I), 3.41 - 3.25
{m, 4H), 1.85 (d, ] = 3.0 Hz,
5H), 1.74 - 1.57 (m., 3H), 1.45 (s,
9H)
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[B9H 300MHz)
NMRE—=Z7it, 0fg& LT
PEch

S

370.46

(CDCl;) 8 8.64¢(d, J=19Hz,
1H), 8.34 (d, J=1.9 Hz, 1H),
6.61 (d, J=2.2Hz, 1H), 6.35 (d,
J=23Hz, 1H), 6.12 ( brs, 1H),
5.56(d, J=7.5Hz, 1H), 4.11 -
3.81 {m, 5H), 3.70 (im, 1H), 3.42
- 3.24 (m, 4H), 1.99 (s, 3H), 1.86
(m. 6H). 1.75 - 1.51 (m, 2H)

2]

406.12

(CDC13) 8 8.65(d, J=2.01z,
1H), 8.36 (d, T = 2.0 Hz, 1H),
6.62 (d, T=2.4 Tz, 1), 6.34 (d,
J=23Hz 1H), 6.09(d.1=76
Hz, 1H), 4.68 (d,J=7.2 Hz,
1H), 3.97 - 3.82 (m, 4H), 3.76 -
3.47 (m, 2H), 3.40 - 3.23 (m,
4H), 3.01 (s, 3H), 2.04 - 1.65 (m,
8IT)

400.17

(CDCl3) 6 8.65 (d, T=2.0 Tz,
1H), 8.36 (d, T = 2.0 Hz, 1H),
6.61 (d,T=2.4Hz. 1H), 6.35 (d,
J=24THz 1), 6.10 (d.T=7.6
Hz. 1H), 4.72 (s, 1H), 4.12 (q,
= 7.0 Tz, 211, 3.96 - 3.82 (m,
4T1), 3.68 (s, 21), 3.42 - 3.23 (m,
4H), 1.93 - 1.78 (m, GH), 1.69
(dd, T =15.0, 6.3 Iz, 211), 1.25
(t,T=7.1 Hz, 3H)
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442.14

(CDCL;) 0 8.65(d. J=2.0Hz,
1H), 8.35 (d, J =2.0 Hz, 1H),
6.61 (d, J=2.4 Hz, 1H), 6.35 (d,
J=23Hz 1H),6.10(d, ] =77
Hz. 1H), 5.26 (s, 1H), 4.85(d, J
=7.4Hz, 1H), 4.03 - 3.79 (m,
8H), 3.68 (s, 2H), 3.41 - 3.24 (i,
4H), 2.16 (dd, T =13.9, 6.0 Hz,
1H), 2.08 - 1.93 (m, 1H), 1.86
(d,J=3.5Hz, 6H), 1.76 - 1.54
(m, 2H)

416.42

(CDC1;) 6 8.65(d.J=2.0Hz,
1H), 8.36(d, T=2.0Hz, 1H),
6.61(d, J=2.4Hz 1H), 6.35(d,
J=24Hz IH), 6.10(d.J=7.6
Hz, 1H), 4.88 (d. T=6.3 Hz,
1H), 4.21 (d, T=4.1 Hz, 2H),
3.95-388 (m, 4H), 3.87 - 3.59
(n1, 4H), 3.40 - 3.26 (m, 4H).
1.95-1.52 (m, 9H)

424.42

(CDCL3) 6 8.65 (d, T = 1.9 1z,
1H). 8.37 (d. 7 = 2.0 Hz, 1H).
6.61 (d, J=2.3 Hz, 1H). 6.34 (d,
J=231z 11D, 6.09 (d,J= 7.4
Hz, 1H), 4.81 (s, 1H), 4.66 (s,
2H), 4.01 - 3.86 (m, 41D), 3.65 (s,
2H), 3.42 - 3.24 (m, 410), 1.87 (t,
J=23Hz, 5H), 1.64 (d, ] =269
Hz, 6H)
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414.44

(CDC13) 8 8.65 (4, J= 1.9 Iz,
1H), 8.36 (d, = 1.9 Hz, 1H),
6.61 (d, T =23z, 1H), 6.35 (d,
J=23Hz, 1), 6.10(d,J=7.7
Hz, 1H), 4.72 (s, 1H), 4.02 (1, T =
6.6 Hz, 2H). 3.95 - 3.82 (m, 4H),
3.68 (s, 2H), 3.43 - 3.26 (m, 4H).
1.87 (4,7 = 3.7 Hz, 6H), 1.78 -
1.50 (m, 411, 0.94 (t, ] = 7.4 Hz,
3H)

11

414.44

(CDC1:) 8 8.65(¢d, J =2.0 Hz,
1H). 8.35(d, T =2.0 Hz, 1H),
6.60(d, J=2.4Hz 1H). 6.35 (d.
J=24Hz 1H),6.10(d, J=7.7
Hz, 1H), 491 (dt, 1=12.5,6.2
Hz, 1H), 4.69 (s, 1H), 4.01 - 3.81
(m, 4H), 3.68 (s, 2H), 3.46 - 3.24
(m, 4H), 1.93 - 1.76 (m, 6H),
178 -1.56 (m, 2ZH). 1.25 (t, ] =
9.6 Hz, 6H)

12

2
IZ>:O

428.2

(CDC1;)88.65(d,J=19 Hz,
1H), 8.35(d,J=1.9 Hz, 1H),
6.01 (d,J=2.3Hz, 1H), 6.35 (d.
J=23Hz 1H),6.11(d,J=7.6
Hz, 1H), 4.74 (s, 1H), 3.99 - 3.79
(m, 6H), 3.08 (s, 2H), 3.40-3.24
(m, 4H), 1.87 (d, J = 3.5 Hz,
7H), 1.78 - 1.52 (m, 2I), 0.93
(d. T=06.7 Hz, 6H)
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418.44

(CDCl3) & 8.65 (t. T = 1.6 Hz.
1H), 8.36 (1, T= 1.6 Hz. 1H).
6.61 (d,T=2.3Hz, 1H), 6.35 (d,
J=2.0Hz, 11),6.11 (d,J=7.6
Hz. 1H), 491 (d, J=7.2 Hz,
1H), 4.80 - 4.18 (m, 411, 4.00 -
3.84 (m, 4H). 3.81 - 3.56 (m,
2H). 3.46 - 3.21 (m, 41D), 1.87
(d, T=3.5Hz, 6H), 1.71 (dd. T =
16.0, 8.2 Hz, 211

14

H
¢ 1

&

)

=z

410.44

(CDCl3) 8 8.65 (4. T =2.0 Hz,
1H), 8.36 (d. J = 2.0 Hz, 1H),
6.61 (d,T=2.4 Hz, 1H). 6.34 (d,
J=23Hz, 1H), 6.10 (d.T=7.1
Hz. 1H), 4.83 (s, 11), 4.69 (s.

2H), 3.96 - 3.83 (. 4H), 3.68 (s,

2H). 3.40 - 3.23 (m, 411), 2.48 (1,
J=24Hz, 1), 1.87(d, ] =42
Hz. 6H), 1.71 (dd, T = 15.7, 7.4
Hz, 2H)

.
h

478.44

(CDCl3) & 8.66 (d, ] = 2.0 Hz,
1H), 8.37 (d. T=2.0 Hz, 1H),
7.10 - 6.98 (m, 21), 6.87 (d, ] =
9.0 Hz, 2H). 6.62 (d, J = 2.4 Hz,
1H), 6.36 (d. J = 2.4 Hz, 1H),
6.13 (d, 7= 7.3 Hz, 1H), 5.06 (d,
J=7.9Hz, 111), 3.97 - 3.84 (m,
4T1), 3.84 - 3.61 (m, SI), 3.42 -
3.25 (m, 4H), 1.91 (d, T=4.2
Hz. 6H), 1.85 - 1.68 (m, 21)
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453.96

(CDCl3) 0 8.49 (s, 1H), 8.23(d, J
=1.5Hz, 1H), 6.48 (s, 1H), 6.18
(d, T=1.9Hz, 1H), 6.06 (s, 11D,
4.52 (s, 1H), 4.47 (s, 2I), 3.60
(s, 2H),3.45(d.J=11.6 Hz,
2H), 3.14 - 3.12 (m, 2H), 1.96 -
1.84 (m, 4H), 1.79 (s, 5I1), 1.54
(s, 3H) and 1.38 (s. 9H) ppm

17

418.4

(CDCL:) 8 6.13(d, J=1.6 Hz,
1H), 5.89(d, ] = 1.4 Hz, 1H),
4.87 (d,J=7.0 Hz, 1H), 4.59 (s,
1H). 3.26(dd, T =9.2, 4.3 Hz,
4H), 1.98 - 1.74 (m. 6H), 1.65
(dd, T=15.9, 7.3 Hz, 3H), 1.47
(s, 9H)

18

406.48

(CDCL3) 8 8.65 (4. T =2.0 Hz,
1H), 8.37 (d, T = 2.0 Hz, 11D,
8.27 (d, J = 4.8 Hz, 21), 6.60 (d,
T=24THz, 1), 6.51 (t, J=438
Hz. 1H), 6.36 (d, J=2.4 Hz,
1H), 6.15 (d, = 7.8 Hz, 1H),
5.20(d, T=7.7 Hz, 1H). 4.04 (d,
J=7.9Hz, 111), 3.96 - 3.82 (m,
41), 3.70 (s, 111), 3.39 - 3.24 (m,
4H), 1.94 (dd, T=13.7, 4.4 Hz,
GH), 1.78 (dt, T = 28.8, 16.1 Hz.
2H)

10

20

30

40



(178)

JP 6360878 B2 2018.7.18

oooooao
s 'THNMR  (JIEROREEN 20
[
BT e ESMS (B 300MHz)
3 (M+H) | NMRE—Z71E, §ff& LT
v ARG
(CDCl3) 6 8.64 (d,T=1.9 Hz,
1H), 8.35 (d, J= 1.9 Hz, 1H),
’ Nﬂ 6.58 (t, J=5.1 Hz, 2H), 6.34 (d,
o N N J=23Hz, 1H), 6.10(d,J=7.3
" H3C’O\)J\N Q \@ 400,46 Hz. 1H), 4.03 (d, T=8.3 Hz,
H N 1H), 3.88 (1, J = 4.7 Hz, 6H),
[ j 3.68 (s, 1H), 3.42 (s, 3H), 3.37 -
o) 3.23 (m, 4H), 1.98 - 1.78 (m,
6H). 1.69 (dd, T=15.8, 7.5 Hz,
2H)
(400.0 MHz, CDC1;) 8 8.52 (d,
T=17Hz, 1H),823(d,J=1.6
Hz. 1H), 6.47 (d,T=1.9 Hz,
N Nq 1H). 6.19 (s, 1H). 6.03 (s, 1H),
O(l j\ Q \© 5.19 (s, 1H), 4.76 (4, J = 7.6 Hz,
20 0""N 46823 | 1H), 4.47 (s. 2H), 3.87 - 3.76 (m,
N 4H), 3.60 (s, 2H), 3.45 (d. ] =
@ 11.6 Hz, 2H), 3.13 - 3.10 (m,
2H), 2.61 (s, 1H), 2.13 - 2.04 (m,
1H), 1.95 - 1.85 (m. SH). 1.79 (s.
5H)and 1.62 - 1.58 (m, 2H)
O
21 Hsc/\oJ\N’Q’ @ 426.31
H N
()
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'THNMR  (JIEEDFREMN 7710

ESMS [FY 300MHz)

(M+H) | NMRE—2711, §fH&E LT
AT

(400.0 MHz, CDCl;) 3 8.54 (s,

1H). 8.22 (s, 1H). 6.43 (s, 1H),

Nﬁ 6.19 (s, 1H), 6.02 (s, 1H), 4.47 10

H
o) O’N N (s, 2H), 4.38 (d, I = 5.2 Hz, 11D),
22 HyC J\H 42535 | 4.28 (s, 1H). 3.74 (s, 1H). 3.60
N (s, 1H), 3.42 (s, 4H). 3.14 - 3.09
@ (m, 4H), 2.05 - 1.87 (m, 3H),
1.79 (s, 3H), 1.55 (4, J = 7.1 Hz,
2ZH)yand 1.21 - 1.05 (m, 5H)
(CDC1;) §8.20 (d, J =49 Hz,
2H). 6.46 (t, J = 4.8 Hz, 1H),
6.05(d, T = 1.6 Hz, 1H), 5.82 (s,
1H), 5.24 (s, 1H), 4.82 (d. ] =
7.0 Hz, 1H), 3.98 (s, 1H), 3.85 -
3.72 (m, 4H), 3.60 (s, 1H), 3.23 -
3.06 (m, 4H), 1.95 - 1.62 (m,
8H). [2]
(400 MHz, CDCl3) & 8.65 (s,
1H), 8.37 (d, J= 1.8 Hz, 1H),
Nﬁ 8.08 (d, ] = 4.9 Hz, 1H), 7.41 (¢, 30

H
N N T=17.7Hz, 1H), 6.61 (s, 1H),
Q 6.58 - 6.53 (m, 1H), 6.46 - 6.30
24 HN 405.59 |
N (m, 2H), 6.15 (d. ] = 7.3 Hz,
N7 [ j IH), 4.56 (s, 1H), 3.98 - 3.78 (m,
a 0 5H).3.76 - 3.61 (m, 1H), 3.42 -
3.24 (m, 4H), 1.97 (4, ] = 29.6

Hz, 6H), 1.86 - 1.66 (m, 2H)
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N-O
H \
: N ! N
23 HN
N
NJ\lN E
A o

396.2

A

40
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gbooooao

'THNMR (BB OIEEM R
ESMS (R 300MHz)
(M+H) | NMRE—Z71, 6ff& LT
A3
(CDCl3) 6 8.69 (d, T =2.0 Hz,
1H), 8.42 (d, T =2.0 Hz, 1H),
y Nﬁ 8.26 (s, 1), 7.14 (d, T= 2.1 Hz,
N N 1H), 6.64 (4, J =2.4 Hz, 1H),
Q © 6.38 (d, 1 =2.3 Hz, 1H), 6.24 (d,
25 H)N\ ! 467.57 | T=6.8 Hz, 1H), 4.31 (q, T =7.1
e N0 [ Hz, 2H), 3.97 - 3.81 (m, SH),
ON)J o) 3.41-3.24 (m, 4H),2.22 (d, ] =
0 7.5 Hz, 2H), 1.90 (dd, ] =22 4,
10.3 Hz, 6H), 1.35(t, J= 7.1 Hz,
3H)
(CDC13) 3 8.70 (d, 7= 1.9 Hz,
1H), 8.62 (d, T =1.9 Hz, 1H),

5 N¢\|N 6.95 (d, = 2.5 Hz, 1H), 6.88 (d,

Hacj\Hsj\ Q © T=2.5Hz, 1H), 4.82 2 4.60 (m,
26 e O N 429.62 | 2H), 4.00 2 3.88 (m, 4H), 3.69
N (d, T= 6.8 Hz, 1H), 3.42 7 3.28

[Oj (m, 4H), 2.15 (p. J = 0.7, 5.6 Hz,

2, 1.94 2 1.75 (m, 6H), 1.46
(s, 9H)

k&
Wi Lttt

RN
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L eDifiE

ESMS
(M+H)

'HNMR  (BUERDIFEN 0
[FY 300MHz)
NMRE—ZIk, dfE&E LT
/Ji—f;‘

27

)

Q

AN

N/

N

406.58

(CDC;) 8 8.65 (d, J = 2.0 Hz,
1H). 8.36 (d, J=2.0 Hz, 1H),
7.98 (dd, J=2.8. 1.5 Uz, 1H),
7.88 (d, T=1.5 Hz, 1H), 7.79 (d,
J=2.8Hz, 1H), 6.62 (d.J=2.4
Hz, 1H), 6.37 (d, T =2.4 Hz,
1H). 6.17 (s. 1H), 8.69 - 8.61 (m,
1H). 4.60 (d, J=7.7 Hz, 1H),
4.08 - 3.83 (1, 5H). 8.71 - 8.57
(m, 1H), 3.73 (t, T= 6.9 Hz, 1H),
3.40 - 3.25 (. 4H), 1.96 (h, T =
4.9 Hz, 61, 1.77 (q, T=7.4. 6.1
Hz. 2H)

28

407.3

{400 MHz, CDCl3) 6 8.77 - 8.59
(m, 2H), 8.29 (d. ] = 4.9 Hz,
2I), 7.01 - 6.87 (m, 2I), 6.61 -
0.48 (m, 1H), 4.82 (s, 1H), 4.05
(s, 1), 3.93 (t, J = 4.8 Hz, 4I1),
3.35(t, J=4.8Hz, 4H), 2.23 (d,
J=13.1Hz, 2H), 2.05 - 1.82 (m,
o)

29

430.61

(DMSO-dg) 6 12.65 (s, 1H), 8.69
(d, T=2.0Hz, 2H), 8.43(d, T=
2.0 Hz, 1H), 8.00 (d, J= 7.9 Hz,
1H). 6.54 (d, J=2.5 Hz, 1H),
6.48 (d,7=2.3 Hz, 11),6.17 (d,
T=28.2Hz, 1H), 4.06 (s, 1H),
3.77(dd, T = 5.9, 3.8 Hz, 4H),
3.29 (s, 5H). 2.04 - 1.46 (m, 8H)
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=
Y

L& i

ESMS
(M+H)

'"HNMR  (DIERDIGEN 0
BHY300MHZz)
NMRE—Z{E, 6fE& LT
/Ji'fi‘

30

4006.52

(CDCl3) 6 8.66 (d. T = 2.0 [z
1), 8.58 (s, 111), 8.37 (d, J =
2.0 Hz, 1H), 8.13 (s. 2H), 6.63
(d, T=2.4 1z, 1), 6.37 (d. T =
2.4Hz, 1H), 6.14 (d, ] = 7.6 Hz.
1H), 3.96 - 3.86 (m, 4H), 3.76
(d, T=7.7 Hz, 211), 3.54 (d, T =
8.3 Hz, 1T1), 3.39 - 3.29 (m, 41),
2.02 - 1.86 (m, 6H), 1.76 (q, T =
8.9, 8.3 Hz, 2I)

31

(CDC13) 8 12.88 - 12,45 (m, 1H),

8.66 (d, T=2.0 1z, 110), 8.37 (d,
J=2.0Hz 110), 7.81 (s, 1TD),
6.62 (d, T=2.3 Hz, 1H), 6.36 (d,
J=24Hz 11),6.12(d.1=77
Hz, 1), 5.27 (s, 111), 5.05 (d. J
=7.6 Hz, 1H), 4.02 - 3.83 (m.
4H0). 3.63 (d, T = 47.6 Hz, 210),
3.44-3.22 (m, 4H), 1.91 (q, T =
4.8, 4.3 Hz, 6H), 1.82-1.69 (m,
M)

32

464.6

(CDC13) 58.78 (d. = 1.3 Hz,
1H), 8.66 (d. T= 2.0 Hz, 1H),
837 (d, T=2.0 Hz, 1H), 7.91 (d.
J=13Hz 1), 6.62(d,]=2.4
Hz, 1), 6.37 (d. T = 2.4 Hz,
1H). 6.16 (d. T= 7.6 Hz, 1H).
5.13(d, I=7.6 Hz. 111, 4.10 (s,

1H), 3.99 - 3.86 (m, 7H), 3.76 (s.

1H), 3.39 - 3.28 (m, 4H), 1.98
(h, T=4.8 Hz, 6I1), 1.80 (1, T =
8.7 Hz. 2T1)
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A=yl by

ESMS
(M+H)

'HNMR  {(BIEEDOIEEN /20
(B9 300MHz)
NMRE—Zi1, 6fis LT
3

33

Beg e

A g

P

N/

g

407.3

(CDCLy) 5 8.63 (4, J =19 Hz,
1H). 7.99 (dd, T=2.8. 1.5 Hz,
1H), 7.94 - 7.85 (m1, 110), 7.79
(d,7=2.8Hz, 1), 7.14 (d, T =
1.0 Hz, 1H), 7.03 - 6.87 (m, 2H),
4.82(d,T=5.7Hz, 1H). 4.70 (d,
J=18.0 Hz, 11), 4.03 - 3.86 (m,
4H), 3.51 (s, 1H), 3.43 - 3.30 (m,
4H), 2.35 - 1.81 (m1, 8H)

34

N

Sash
o

SR
G

=

408.5

(CDCL) 5 8.69 (dd, T =34, 1.9
Hz, 1H), 8.62 (dd, T=3.6, 1.9
Hz. 1H), 8.51 (dd, T=4.8,2.2
Hz. 2H), 7.01 - 6.83 (m, 3H).
518 (1, T=7.0, 3.4 Hz, 1H).
4.79 (tt, 1= 6.9, 3.1 Hz, 1H),
4.00 - 3.85 (m, 4H), 3.34 (dq, T =
4.8,2.6 Hz, 4H), 2.44 - 2.16 (m,
4H). 1.92 (tdd. T=16.4,7.7. 2.8
Hz, 4H)

Sone

O

(CDCL) 6 8.68 (4, T=1.9 Hz,
1H), 8.61 (d,J=1.9 Hz, 11]),
6.99 - 6.85 (m, 2H), 4.70 (dq, T =
7.3,3.5 Hz, 1H), 4.05 - 3.84 (m,
8IT), 3.40 - 3.25 (m, 411, 2.19 -
1.93 (m, 6H), 1.77 - 1.64 (m,
2H)
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=yl

ESMS
(M+H)

'HNMR  (DIEEDIREN A
[Fv 300MHz)
NMRE—ZIF, 6fEE LT
/J%’f}‘

36

404.2

(CDCl3) 8 8.94 - 8.76 (m, 21D),
8.29 (d, T = 4.8 Tz, 2T1), 7.67 (d,
J=1.7Hz, 1), 653, J=48
Hz, 1H), 6.37 (tt, T=3.1, 1.5 Iz,
1H), 5.30 (d. ] = 7.9 Hz, 1H),
4.87 (dt. T=7.5. 3.6 Hz, 11D),
4.43 (q. 7= 2.8 Hz, 2H), 4.02 (1.
J=5.5Hz 3M), 2.68 (dgd, T =
6.0. 3.4, 3.0, 1.8 Hz, 2H), 2.35 -
2.11 (m, 2H), 2.07 - 1.84 (m,
61

37

42525

(CDC13)68.71(d,J=1.9 Hz,
1H), 8.63 (d. J=1.9 Hz, 1H),
8.18 (dd, T=3.7, 0.8 Hz, 2H),
7.01 - 6.85 (m, 2II), 5.37 - 5.20
(m, 1H), 4.79 (d, T = 5.5 Hz,
1), 4.02 - 3.85 (m, 4I1), 3.43 -
3.29 (m, 4H), 2.31 - 2.15 (i,
2, 2.02 - 1.85 (m, GI)

38

407.25

(CDCL;) 6 8.61 (d, J=2.0Hz,
1H). 8.55(d,J=19Hz, 1H).
8.20(d, J=4.8 Hz, 2H). 6.87 (d,
J=25Hz 1H),681(d, J=25
Hz, 1H), 6.46 (t, 1= 4.8 Hz, 1H),
4.95 (s, 1H), 4.45 (1, T = 10.7,
3.6 Hz, 1H), 3.95 - 3.77 (m, 5H),
3.32-3.19 (m, 4H), 2.34 - 2.10
(m, 4H), 1.82 (dt, J=12.9, 10.0
Hz, 2H), 1.45 - 1.20 (m, 2H)
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A=yl sy

ESMS
{M+H)

THNMR  (BIEEDIREES 2
(B9 300MHz)
NMRE—ZT, 6fEE LT
/]Q'f)‘—

39

441.28

(CDCL) 8 8.72(d. T=1.9 Hz,

1H), 8.62 (d, 7= 1.9 Hz, 111),

8.37 (s, 1H), 6.98 (d, T=2.5 Hz,
1H), 6.92 (d, = 2.5 Hz, 111),

6.36 (d, 7= 1.0 Hz, 1H), 4.91 -
4.76 (m, 11D), 4.00 - 3.88 (m,

4H), 3.45 - 3.24 (m, 4H), 2.34 -
2.17 (m, 21D, 2.03 - 1.84 (m,

6I)

40

4413

(CDCL1; 6871 (d.J=1.9 Hz,
1H), 8.61(d, J=1.9 Hz, 1H),
7.15(d, I =9.3 Hz, 1H), 7.00 -
0.87 (m, 2H), 6.64 (d,J =9.3
Hz, 1H), 4.89 - 4.76 (m, ZH),
4.11-4.03 (m, 1H), 4.00 - 3.83
(1, 4H), 3.40 - 3.24 (m, 4H),
2.23(dq,J=12.9,6.3,5.6 Hz,
2H), 2.02 - 1.79 (m. 6H)

41

42143

(CDCL) 5 8.63 (4. T=1.9 Hz,
1H), 8.55 (d, 7= 1.9 Hz, 111),

7.58 (d, T=23.6 Hz. 2H), 6.89
(d,7=2.4Hz, 1H), 6.84 (d.T=
2.5 Hz, 1H), 4.73 (s, 2H), 3.93 -
3.72 (m, 5H), 3.34 - 3.18 (m,

4TT), 2.29 (s, 31D, 2.15 (m, 210),
1.84 (m, 611)

10

20

30



gbooooan

(186)

JP 6360878 B2 2018.7.18

e
Y&

fbe i

ESMS
(M+H)

'HNMR  (BIEEDIFEEN /2w
B0 300MHz)
NMRE—2Z7i3, 6L LT
Pl

42

o
ST

Nﬂi‘N

g

ok

C

N/

408.56

(CDC13) 8 8.70 (d, T = 1.9 [z,
1H), 8.63 (d. T= 1.9 Hz, 111,
8.52 (d, T= 4.8 Hz, 2H). 7.01 -
6.87 (m, 3H), 5.17 (ddt. T=8.7.
6.7. 3.4 Hz, 1), 4.76 - 4.58 (m,
1H), 4.00 - 3.87 (m, 4H), 3.40 -
3.27 (m, 4H). 2.43 - 2.22 (m,
4H), 2.05 - 1.87 (m, 2H). 1.86 -
1.71 (m, 2H)

43

I
: 2
O

[

(CDCL3) 6 8.70 (4, T= 1.9 Hz,
1H), 8.61 (d. T= 1.9 Hz, 1H),
7.36 (s, 1), 7.12 (d. T = 3.6 Uz,
1H), 6.95 (d. T=2.5 Hz, 1H),
6.90 (d, T=2.5 Hz, 1H). 6.48 (d.
J=3.6Hz, 11),5.18(d, T = 8.0
Hz, 1H), 4.79 (td, T=5.4,2.7
Hz. 1H), 3.97 - 3.85 (m, 4H).
3.70 (q, J = 6.8 Hz, 1H), 3.39 -
3.25 (m, 4H). 2.29 - 2.12 (m,
2H), 2.07 - 1.77 (m, 6I)

44

(CDC1:) 6 8.71 (d,J=2.0 Hz,
1H), 8.64 (d, J = 2.0 Hz, 1H),
8.54 (d, ] =29 Hz, 1H). 8.47 (d,
J=3.0Hz 1H), 6.99(d, =24
Hz, 1H), 6.92 (d, J=2.5 Hz,
1H), 5.81 (d, J=8.3 Hz, 1H),
4.84 (dt, J=5.3, 2.8 Hz, 1H),
4,13 - 4,05 (m. 1H), 4.00 - 3.84
(m, 4H), 3.43 - 3.30 (m, 4H),
2.32-2.17 (m, 2H), 2.02 - 1.85
(m, 6H)
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o=
ES

Ayl sy

ESMS
(M+H)

'HNMR  (BIERDIREL /20
BY 300MHz)
NMRE—ZL, afEE LT
/Ji—f;‘

e
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) QO@N

N

NS

.

485.26

(CDC13) 8 8.70 (d, = 2.0 Hz.
1H), 8.64 (d. J=1.9 Hz, 1),
8.29 (s, 2H), 6.98 (d. T=2.5 Hz,
1H), 6.92 (d. J=2.5 Hz, 1H),
529 (d, T =8.3 Hz, 1H), 4.81 (s,
1H), 4.04 - 3.84 (m, 4H), 3.42 -
3.31 (m, 4H), 2.22 (s, 2H), 1.92
(d, J=4.9 Hz, 61)

46

407.57

(CDCL3) 8 8.63 (d, T =2.0 Hz,
1H), 8.52 (d. J = 4.8 Hz, 211),
8.37 (d, J=2.0Hz, 11), 6.92 (t,
J=48Hz 1H),6.62(d, T=24
Hz. 1H), 6.38 (d, T=2.4 Hz,
1H), 6.16 (s. 1H), 5.27 (s. 1H),

4.06 - 3.78 (m, 411), 3.64 (s, 1T0),
3.48 - 3.20 (m, 4, 2.14 (s, 2H),

2.04 - 1.80 (m. 4H)

47

372.16

(CDCl3) 3 8.66 (dd, ] =20.5,1.9
Hz. 2H), 6.93 (dd, T=17.3,2.5
Hz. 2H), 4.87 - 4.65 (n1, 1H),

4.04 - 3.83 (m, 410), 3.72 (s, 310),

3.46-3.22 (m, 4H),2.72 - 2.40
(m. 1H), 2.35 - 1.99 (m. 4H),
1.99 - 1.51 (m, 4H)

48

358.64

(DMSO-dg) 6 12.13 (s, 1H), 8.72
(L.JT=17Hz 1H), 858 (d,J=
1.8 Hz, 1H). 7.13 (d, I =2.1 Hz,
1H), 6.83 (d, J=2.0 Hz, 1H),
4.94-484 (m, 1H), 3.91 - 3.68
(m. 4H), 3.51 - 3.19 (m. 4H),
2.47-2.33(m, 1H), 2.04 - 1.82
(m, 4H), 1.82 - 1.60 (m, 4H)
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{(M+H)

"HNMR  (BIEEOREED 7
B 300MHz)
NMRE—Z7if, 6f@& LT
/]i'f)}—

49

42539

(400 MHz, CDC13) 8 8.70 (d, T =
1.9 Oz, 1TD), 8.60 (d, J = 1.9 Hz,
1H), 7.99 (s, 1H), 6.96 (d, T =
2.4 Hz, 1H), 6.89 (d, ] =2.3 Hz,
1H), 6.20 (s, 1H), 5.19 (bs, 1TD),
4.81 (bs, 1H), 3.96 - 3.84 (m.
4H), 3.40 - 3.27 (m, 4H), 2.29 -
2.14 (m, 2H), 1.99 - 1.81 (m,
6H)

42539

(400 MHz, CDC13) 6 8.69 (d, I =
1.9 Hz, 1H), 8.60(d, J=1.9 Hz,
1H). 8.30 (d, I =2.1 Hz,

1H), 6.95 (d, T=2.4 Hz, 1H),
6.89 (d, ] =2.4Hz, 1H), 5.84 (s,
1H), 5.42 (s, 1H), 4.81 (s, 1H),
3.99

-3.82 (m, 4H), 3.39 - 3.24 (m,
4H), 2.31 - 2.19 (m, 2H), 2.08 -
1.72 (m, 8H)

425.33

(400 MHz, CDC13) 6 8.69 (d, T =
1.9 Oz, 1TD), 8.60 (d, ] = 1.9 Hz,
1H), 830 (d, J=2.1 Hz, 1),
6.95 (d, T=2.4 Tz, 1H), 6.89 (d,
J=2.4Hz, 1H), 5.84 (s, 1H),
5.42 (s, 1H), 4.81 (s, 1H), 3.99 -
3.82 (m, 4H), 3.39 - 3.24 (m,
4H), 2.31 - 2.19 (m, 2H), 2.08 -
1.72 (m, 8H)
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THNMR  (BIEEDIREL 2
BV 300MHz)
NMRE—Z11, 6fEE LT
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H

Z

CHs

435.19

{400 MHz, CDCl13) 6 8.68 (d, ] =
1.4 Hz, 1H), 8.60(d, = 1.5 Hz,
1H), 6.93 (s, 1H), 6.90 (s, 1H),
6.28 (s, 1H), 5.06 (d, J = 7.9 Hz,
1H), 4.77 (s, 1H), 4.06 (bs, 1H),
3.97-3.84 (m, 4H), 3.38 - 3.25
(m, 4H), 2.27 (s, 6H), 2.18 - 2.09
(m, ZH), 1.94 - 1.83 (m, 7H)

I
=z

N/

O,oﬁjk

43325

(CDCL;) 0.9 Hz, 1H), 828 (d, I =
4.8 Hz, 2H), 6.85{t, ] = 1.9 Hz,
2H), 6.51 (1, ) =4.8 Hz, 1H),
5.29{d,1=6.3 Hz, 1H), 4.80
(dq, J=5.5,2.8 Hz, 1H), 4.57

(A, J=39Hz 2H), 402 (1. J=
6.2 Hz, 1H), 3.54 - 3.43 (m, 2H),
3.19(dd, J=11.6, 2.6 Hz, 2H),
2.27-2.14 (m, 2H), 2.08 - 1.85
(m. 10H)

N

.
ol

N
o,
NJO,CHs 0

437.27

(CDC13) 5 8.70 (d. T = 1.9 Hz,

1H), 8.62 (d, T= 1.9 Hz, 1H),

7.45 (d, T = 7.8 Hz, 2H), 7.02 -
6.81 (m, 2H), 4.78 (ddd, T = 7.3,
5.6.3.1 Hz, 1H), 4.66 (d,1=7.9
Hz, 1H), 4.01 - 3.78 (m. 7H),

3.41-3.25 (m, 4H), 2.30 - 2.08
(. 2H). 1.94 (h, T= 8.8, 8.2 Hz.
6H)
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(M-+H)

THNMR  (BIEEDIREL 2
BV 300MHz)
NMRE—Z713, 6fEE LT
/Ji—f;‘

n
h

(CDC1) 5 8.73 (d.J=2.0 Iz,
1H). 8.63 (d, J=2.0 Hz, 1H),
742 (d, 1= 9.3 Hz, 111), 6.96
(dd, T=19.6. 2.5 Hz, 2H), 6.65
(d,7=9.3 Hz, 11, 5.40 (s, 111),
4.86 (s, 1H), 3.94 (dd. 1= 5.9,
3.8 Hz. 410, 3.37 (dd, T = 6.0,
3.7 Hz 4H),2.27 (d, T=12.7
Hz, 2H), 2.05 - 1.80 (n1,611)

421.47

(CDCL;) 6 8.69 (d. T=1.9 Hz,
1H), 8.61 (d. T= 1.9 Hz, 110,
8.28 (d, J = 4.8 Hz, 2H), 6.98 -
6.86 (m, 2H), 6.53 (t, T = 4.8 Hz,
1H). 5.39 (s, 1H), 4.89 - 4.75 (m,
1H), 4.18 - 3.93 (n1, 2H), 3.93 -
3.72 (m, 2H), 3.70 - 3.52 (m,
2H), 3.00 (¢d, T = 12.0, 3.5 Hz,
1H), 2.66 (dd, T =12.1, 10.3 Hz,
1H). 2.21 (d, T=8.9 Hz, 2H),
1.93 (d, J= 6.7 Hz, 6H), 1.30 (d.
T=6.2Hz, 3H)

Q
<

437.49

(CDC13) 5 8.69 (d. J = 1.9 Hz,
1), 8.62 (d. T= 1.9 Hz, 110,
8.28 (d, J = 4.8 Hz, 2H), 7.02 -
6.86 (m, 2H), 6.53 (t, T = 4.8 Hz,
1H), 5.40 (s, 1H), 4.82 (d,] =
5.8 Hz, 1H), 4.20 - 3.95 (m, 2H),
3.94 - 3.53 (m, 6H), 3.03 (td, J =
12.0,3.5 Hz, 1H), 2.86 (dd. ] =
12.1, 10.4 Hz, 1H), 2.20 (4. T =
9.2 Hz, 2H), 2.11 - 1.80 (m, 7H)
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ST

)

467.16

(400 MHz, methanol-dy) 6 8.69
(d,J=2.0Hz, 1H), 8.56 (d. T =
2.0Hz, 1H), 7.12 (d, ] = 2.3 Hz,
1), 6.89 (d, T= 2.4 Hz, 11,
5.36 (s, 1H), 3.97 (s, 1H), 3.91 -
3.86 (m, 411), 3.84 (s, GH), 3.43 -
3.35 (m, 4, 2.23 - 2.10 (m,
2H), 2.00 - 1.81 (m, 6H)

g

=

HN

N

< =z }\:
S

C

431.19

(400 MHz, CDCl3) 5 8.70 (d, T =
1.9 Uz, 1), 8.61 (d, T= 1.9 1z,
1H), 8.36 (d, J= 1.8 Hz, 11D,
7.54 (dd, T =8.8, 2.2 Hz, 11D,
6.96 (d, ] = 2.4 Hz, 1H). 6.90 (d,
J=24Hz 1H),6.37(d.1=87
Hz. 1H), 5.11 (s, 1H), 4.80 (s,
1H), 3.94 (s, 1H), 3.94 - 3.79 (m,
4H), 3.38 - 3.25 (1, 4H), 2.32 -
2.12 (m, 2H), 2.02 - 1.78 (m,
6H)

60

425.23

(CDCl;)08.71(d,J=1.9 Hz,
1H). 8.62 (d, T=1.9 Hz, 1H),
7.06 - 6.88 (m, 3H), 6.80{dd, J =
9.4, 6.3 Hz, 1H), 497 -4.71 (m,
2H). 4.14 (g, J =7.1 Hz, 1H),
4.01 -3.85(m, 4H), 3.44 - 3.24
(m, 4H), 2.23 (d, ] = 10.7 Hz,
2, 1.96 (dt, T=11.0, 7.6 Hz,
6H)
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397.15

(400 MHz, CDCLy) 6 8.69 (d, J =
1.8 Hz, 1H), 8.61 (4, T = 1.9 Hz,
1H), 6.94 (d, T= 2.3 Hz, 1H),
6.87 (s, 1H), 5.78 - 5.64 (m, 1H),
4.73 (s, 1H), 4.01 (s, 1H), 3.97 -
3.78 (m, 4H), 3.43 - 3.18 (m,
4, 2.26 - 2.05 (m, 2H), 1.98 -
1.73 (m, 6H), 1.36 - 1.26 (m,
1H), 1.01 - 0.92 (m, 2H), 0.78 -
0.67 (m, 211

62

42723

(400 MHz, CDC13) 6 8.69 (d, ] =
1.9 Hz, 1H), 8.62 (4, ] =1.9 Hz,
1H), 6.95 (d, J=2.3 Hz, 1H),
6.87(d, ]=2.2Hz 1H), 6.79 (d,
J=8.1Hz, 1H), 4.73 (s, 1H),
4.34 (dd, T =8.3, 5.9 Hz, 1H),
4,04 - 3.84 (m, 7H), 3.40 - 3.28
(nm, 4H), 2.35 - 2.24 (m, 1H),
2.23-2.11 (m, 2H), 2.09 - 1,98
(m, 1H), 1.97 - 1.76 (m, 8H)

63

463.54

(CDClL:) 6 8.53 (s, 1H), 8.29(d,J
=48 Hz 2H),6.92(d,I=25
Hz, 1H), 6.85 (d, J=2.5 Hz,
1H), 6.532 (t, J=4.8 Hz, 1H),
5.25(d, I =8.3 Hz, 1H), 4.79 (s,
1H), 4.07 (d, ] =20.4 Hz, 1H),
3.98 -3.85 (m. 4H), 3.43 - 3.21
(n, 4H), 3.05 - 2.83 (m, 2H),
2.30-2.14 (m, 1H), 2.03 - 1.71
(m, 7H), 1.45 (dq, T =14.5, 7.3
Hz, 2H), 0.98 (t, 1 =7.3 Hz, 3H)
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64

341.26

(CDCL) 6 8.55 (s, 1H), 8.29(d, T
= 1.5 Hz, 2H), 7.05 - 6.93 (m,
1H). 6.85 (d, T=2.5Hz. 1H).
5.49 (d, T=8.0 Hz, 1H). 4.80 (d,
J=5.8Hz, 111), 4.03 - 3.81 (m,
5H), 3.45 - 3.27 (m, 411), 2.98
(dd, T=8.5, 7.0 Hz, 2H), 2.32 -
2.09 (m. 2H). 2.00 - 1.71 (m,
8H), 1.56 - 1.34 (m. 2H), 0.98
(td, T=7.3,3.3 Hz, 3H)

450.49

(CDCl3) & 8.76 - 8.66 (m, 31D),
8.61(d,T=1.9Hz, 1H),6.99 -
6.87 (m. 2H). 5.71 (d, 1 = 8.1
Hz, 1H), 4.81 (s, 1H), 4.11 (s,
1H). 3.92 (1, T = 4.9 Hz, 4H).
3.34 (1, T= 4.9 Hz, 4H), 2.22 (d,
J=10.2 Hz, 2H), 2.02 - 1.85 (m,
6H)

66

495.23

(CDCL) 8 8.77(d, T=2.3 Hz,
1H). 8.72 (d, T=2.3 Hz. 1H).
7.12 (d,J=2.4 Hz, 11D, 7.02 (d.
J=2.4Hz, 1H), 4.92 (s, 1H),
4.18 - 4.08 (m, 211), 3.93 (t, I =
4.9 Hz, 4H). 3.85 - 3.76 (m, 2H),
3.60 (q, T = 7.0 Hz, 2H), 3.47 (1,
T=4.9Hz, 4H),2.26 (d.T=13.3
Hz. 2H), 2.07 (t, 1 = 10.5 Hz,
2H), 2.01 - 1.72 (m. 2H), 1.26 (1,
J=7.0 Hz, 41D
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67

450.3

(CDC13) 68,71 (d, T=2.0 Hz,
1H), 8.64 (d. T=1.9 Hz, 1H),
8.02 (s, 1H), 6.94 (dd. T = 12.2,
2.5 Hz. 2H). 5.32 (s. 2H), 4.87
(d. T=8.1 Hz, 1H), 4.79 (s, LH),
4,01 - 3.86 (n1, 4H), 3.36 (q, T =
5.4, 4.7 Hz, 4H), 2.83 (s, 6H),
2.19 (s, 2H). 1.92 (d. T = 4.8 Hz,
G6H)

68

I
Z 2
O

48924

(CDC13) § 8.70 (d, T = 1.9 Hz.
1H), 8.63 (d, T= 1.9 Hz, 1H).

8.34 (s, 2H), 7.02 - 6.86 (m, 2H).

6.00 (1, J = 3.0, 1.5 Hz, 1H),
541-521 (m, 1H), 4.81 (dt, ] =
7.2,3.6Hz, 1H), 431 (q.J=2.8
Hz, 2H), 4.03 (dd, J=7.8,4.4
Hz, 1H), 4.00 - 53.82 (m, 6H),
3.42-325 (m, 4H), 2.44 (tdd. J
=5.7.2.9,1.7 Hz, 2H), 2.22 (dq.
I=112 6.6,60Hz 2H), 2.02 -
1.83 (m, 0IT)

69

451.21

(CDCl3) 8 9.05 (s, 1H). 8.88 -
8.71 (m, 3H), 8.49 (s, 1H), 7.06
(d, T=2.3Hz 1), 6.96 (d,J =
2.3 Hz, 1H). 4.85 (s, 1H), 4.17
(s, 111), 3.93 (t, T = 4.8 Tz, 410),
3.42 (1, T=4.9 Hz, 4H), 2.25 -
2.10 (m, 2H), 1.95 (4, J=11.9
Hz, 4H)
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70

409.45

{methanol-dy) o 8.69 (s, 1H),
8.560 (s, 1H), 7.20 (s, 1H), 7.10
(d,T=22Hz, 1H), 6.88 (d, T =
2.4 Hz, 1H), 4.93{d,T1=14.3
Hz, 2H), 3.95 - 3.76 (m, 7H),
3.42-3.32 (m,4H),3.09({d, 1=
7.3 Hz, 1H), 2.21 - 2.09 (in, 2H),
1.85(dd, J=10.8, 5.6 Hz, 6I)

71

464.4

(CDCl;) 6 8.79 - 8.64 (m, 3H),
8.59 (d, J = 1.9 Hz, 1H), 6.99 -
6.88 (m. 2H), 6.19 (q, T = 4.7
Hz, 1H), 5.90 (d, J = 8.2 Hz,
1H), 4.81 (dq. T =5.3,2.7 Hz.
1H), 4.08 (qd. T=8.2,6.5,2.3
Hz, 1H), 3.97 - 3.87 (m, 4H),
3.39-3.29 (m. 4H), 2.93 (d, T =
4.8 Hz, 3H), 2.27 - 2.14 (m, 2H),
2.06 - 1.79 (m, 6H)

72

478.39

(CDCl3) 8 3.97 - 3.87 (m, 41D),
3.39 - 3.29 (m, 4H), 3.10 (s, 6H),
222 (dt, T=11.3, 5.1 Hz, 2H),
1.94 (dd, T=8.3, 3.9 Hz, 6H),
4.12 - 4.01 (m., 1H), 8.70 (d, T =
1.9 Hz, 1H), 8.62 (d, T= 1.9 Hz,
1H), 8.46 (s, 2), 7.00 - 6.87 (m,
2H). 5.57 (d, T = 8.1 Hz, 1H).
4.81 (dq. J=5.1,2.4 Hz. 1)
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4272

(400 MHz, CDC13) 6 8.69 (d, ] =
1.2 Hz, 1H), 8.57(d,J=21.7
Hz, 1H), 6.93 (d,1=1.7 Hz,
1H), 6.86 (s, 1H), 5.75(d. ] =
7.4 Hz, 1H), 4.74 (s, 1H), 4.03 -
3.87 (m, 8H), 3.81 (dd, T =15.2,
7.5 Hz, 1H), 3.37 - 3.25 (m, 4H),
2.96-2.76(m, 1H), 2.23 - 2.07
(m, 4H), 1.84 - 1.78 {m, 6H)

74

411.25

(400 MHz, CDC13) 6 8.69 (d, T =
1.9 Hz, 1H), 8.60 (d, 7= 1.9 Hz,
1H), 6.94 (d, T= 2.4 Hz, 1),
6.86 (d, ] =2.4 Hz, 11, 5.42 (d,
J=7.9Hz, 1H), 4.72 (s, 1H),

3.98 (s, 1H), 3.95 - 3.86 (m, 4H),

3.40-3.26 (m, 4H), 3.05 - 2.87
(m, 1H). 2.32-2.21 (m. 2H),
2.21-2.07 (m, 4H), 2.03 - 1.90
(m, 1H), 1.90 - 1.77 {m, 7H)

(CDCL3) 68.72 - 8.51 (m, 2H),
7.01(d,T=2.5Hz 1H), 6.93 (d,
J=2.5Hz, 11D), 4.84 (s, 11D,
4.40 (s, 2H), 3.99 (s, 1H), 3.83
(dd, J=5.9, 3.8 Hz, 411), 3.65 (s,
2H), 3.35 (t, T = 4.9 Hz, 410),

2.87 (s, 2H), 2.27 - 1.9] (m, 4H),

1.90 - 1.59 (m, 2H), 1.41 (s, 9H)
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462.23

(CDC13) 8 8.70 (t. J=2.2 Hz,

1H), 8.63 (dd, T=2.7, 1.9 Hz,

1H). 7.97 (s. 1H). 7.00 - 6.86 (m,
2H). 5.05 (d, 7 =8.2 Uz, 1H),

4.77 (s, 1H), 4.02 (s, 1H), 3.93

(t, T=4.7 Hz, 4H), 3.86 (s, 1H),
3.35(t, T=4.8 Hz, 4H), 3.17 (. J
=6.0Hz, 1H),2.89(d, T=55

Hz, 1H), 2.71 (t, T= 6.0 Hz, 11D,
2.21(dd, J=9.2, 4.9 Hz, 2H),

1.91 (d, T=5.5Hz, 3H), 1.75 (4,
J=5.6 Hz, 411)

77

413.19

(400 MHz, CDCl1;) 6 8.68 (d, T =
1.9 Hz, 1H), 8.63 - 8.54 {m, 1H),
0.93(d,T=2.4Hz, 1H), 6.86 (d,
J=23Hz 1H), 5.76 - 3.55 (mm,
1H), 4.93 - 4.67 (m, 4H), 3.99
{(d,J=26.0 Hz, 1H), 3.95 - 3.81
(m, 4H), 3.77 - 3.55 (m, 2H),
3.39-3.28 (m,4H), 2.21 -2.09
(m, 2H), 1.90 - 1.75 (m, 6H)

78

371.18

{400 MHz, CDCL;3) 6 8.69 (s,
1H), 8.60 (s, 1H), 6.94 (s, 1H),
0.86 (s, 1H), 5.59 (s, 1H), 4.74
(s, 1H), 4.11 - 3.81 {(m, 5H), 3.42
-3.23 (i, 4H), 2.28 - 2.09 (m,
2H), 1.98 (s. 3H), 1.90 - 1.78 {in,
6H)

10

20

30

40



gbooooan

(198)

JP 6360878 B2 2018.7.18

l#=y
Y&

fLe i

ESMS
{M+H)

'HNMR  (BIEEDIREN 72
B 300MHz)
NMRE—#7d, §fEE LT
/]i'f)}—

79

38518

(400 MHz, CDC1y) 6 8.69 (d. T =
1.9 Hz, 1H), 8.60 (d, ] = 1.9 Hz,
1H). 6.93 (d. T= 2.4 Hz, 1H).
6.86 (d, J=2.3 Hz, 1H), 5.52 (d,
J=73Hz, 1H), 4.73 (s, 1H),

3.99 (s, 1H), 3.96 - 3.87 (m, 4H),

3.38 -

3.30 (m, 4H), 2.24 - 2.08 (m,
4T), 1.88 - 1.79 (m, 6H), 1.16 (t,
J=7.6Hz, 3H)

80

39923

(400 MHz, CDC13) & 8.69 (d, J =
1.9 Hz, 1H), 8.60 (d, T = 1.9 Hz,
1H), 6.93 (d, T= 2.4 Hz, 11),
6.86 (d, T=2.3 Hz, 1H), 5.53 (d,
T=7.7Hz, 1H), 4.73 (s, 1H),

4.00 (s, 11, 3.95 - 3.84 (m, 410),

3.39-3.25(m, 4H), 2.22 - 2.06
(nm, 4H), 1.88 - 1.76 (m, 6H),
1.70 - 1.61 (m. 2H). 0.94 (1, ] =
7.4 Hz, 3H)

81

401.21

(400 MHz, CDC13) & 8.69 (d, J =
1.9 Oz, 11D, 8.62 (d, ] = 1.9 Hz,
1H), 6.94 (d, T= 2.4 Hz, 1H),
6.87 (d, T=2.2 Hz, 1H), 6.65 (d,
J=8.5Hz, 1H), 4.72 (s, 1H),

4.06 (s, 1H), 3.96 - 3.85 (m, 6H),
3.43 (s, 3H). 3.38 - 3.28 (m, 4H),

224 -2.09 (m, 2H), 1.95 - 1.76
(m, 6H)
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41327

(400 MHz, CDCl3) 6 8.68 (d, T =
1.8 Hz, 1H), 8.59 (d, ] = 1.8 Hz,
1), 6.93 (d, T = 2.3 Hz, 1H),
6.86 (d,T=2.0Hz, 1H), 5.53 (d,
J=7.8 Hz, 1H), 4.72 (s, 1H),
4.01 (s, 1H), 3.96 - 3.81 (m, 4H),
3.37-3.24 (m, 4H), 2.24 - 2.06
(m, 3H), 2.01 (d, ] =7.0 Hz,
2H), 1.87 - 1.76 (m, 6H), 0.94
(d, T=0.5 Hz, 6H)

83

413.23

(400 MHz, CDC13) 6 8.62 (d, ] =
1.9 Hz, 1H), 8.55(d, ] =1.9 Hz,
1H). 6.87 (d, J=2.4 Hz, 1H),
6.80(d, ] =2.3 Hz, 1H), 5.62 (d,
J=7.7 Hz, 1H), 4.64 (s, 1H),
3.99-3.76 (m, 5SH),3.37-3.14
(m, 4H), 2.21 - 1.95 (m, ZH),
1.87 - 1.63 (m, 6H), 1.13 (s, 9H)

84

31.19

(400 MHz, CDCl3) 6 8.69 (d, T =
1.9 Hz, 1H), 8.61 (4, 7= 1.9 Hz,
1H), 8.19 (d, T = 4.8 Hz, 1H),
6.95 (d, T=2.3 Hz, 1H), 6.90 (d,
J=2.4THz, 111), 6.70 (dd, J =
5.1, 1.2 Hz, 1H), 6.56 (s, 11),
4.87 (4, 7= 7.6 Hz, 1H), 4.80 (s,
1H), 3.96 - 3.88 (m, 4H), 3.85 (s,
1H), 3.38 - 3.28 (m, 411), 2.28 -
2.14 (m, 2M), 2.00 - 1.85 (m,
6H)

10

20

30

40



gbooooan

(200)

JP 6360878 B2 2018.7.18

Ayl s

ESMS
(M+H)

'HNMR  (BIEEDIEEN 2
BV 300MHz)
NMRE—2Z71%, §fEE LT
/Ji—f;‘

491.3

(CDCL) 6 8.67 (d. T=2.0 Hz,
1H). 8.62 (d, J=2.0 Hz, 1H),
7.05 - 6.95 (m, 21), 6.72 (s, 1H),
4.88 (s, 1H), 3.98 - 3.82 (m, 4H),
3.64 (t, T=5.1 Hz, 2H), 3.41 -
3.31 (m, 41D, 3.24 (s, 31, 3.09
(t, T=5.2 Hz, 2H), 2.68 (s, 3H),
2.30 - 1.99 (m, 4H), 1.86 (d, ] =
9.0 Hz, 4H)

86

4332

{CDC13) 6 9.68 (s, 1H), 8.76 -
8.58 (m, 2H), 7.00(d,J=2.5
Hz, 1H), 6.92 (d, 1 =2.5 Hz,
1H), 6.41(dd, J=17.7, 11.1 Hz,
1H)Y, 5.65(d, 1 =17.7 Hz, 1H),
533(d, J=11.1 Hz, 1H), 4.85
(q. J=3.6 Hz, 1H), 4.01 (s, 1H),
3.94-3.70 (m, 4H), 3.47 -3.19
(m, 4H), 2.27 - 1.94 (m, 4H),
1.93-1.63 (m, 4H)

87

431.2

(CDC1;) 68.63(d,J=19 Hz,
1H), 8.57(d, I =19 Hz, 1H).
2.20(dd, J=5.0,1.9 Hz, 1H),
7.57{dd,J=7.6,1.9 Hz, 1H),
6.89 (d, J=2.5Hz 1H), 6.85 (d,
J=25Hz, 1H), 6.51(dd, J =
7.6,49Hz 1H), 5.12(d,.1=7.7
Hz, 1H), 4.83 - 4.71 (m, 0H),
4.24 -4.03 (m, 1H), 3.92 - 3.77
(1, 4H), 3.35 - 3.19 (m, 4H),
228-210(m, 2H), 1.88 (1d, I =
8.3, 6.8,3.9 Hz, 6H)
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43425

(400 MHz, CDCl3) & 8.69 (s,
1H), 8.63 (s, 1H), 8.57 (s, 1H),
8.30 - 8.12 (m, 210), 7.85 (t, T =
7.1 Hz, 1H), 7.50 - 7.37 (m, 1H),
6.94 (s, 1T0), 6.89 (s, 111), 4.89 -
4.63 (m, 1H), 4.35 - 4.13 (m,
1H), 4.01 - 3.78 (m, 411), 3.43 -
3.19 (m, 4H), 2.37 - 2.15 (m,
2H), 2.12 - 1.82 (m, 6IT)

89

43422

(400 MHz, CDC1;) 6 8.99 (s,
1H), 8753 (d, I = 3.4 Hz, 1H),
8.70(d,J=1.6 Hz, 1H), 8.60 (d,
J=17Hz IH), 811, J=728
Hz, 1H), 740 (dd, J=7.6,4.8
Hz, 1H), 695 (d,J=2.1 Hz,
1H), 6.90 (s, 1H), 6.30 (d, ] =
7.6 Hz, 1H), 4.81 (s, 1H), 4.22
(s, 1H), 3.97 - 3.85 (m, 4H), 3.41
-3.23(m, 4H), 2.32 -2.17 (m,
2H). 2.01 - 1.84 (m. 6H)

90

43422

(400 MHz, CDCl3) 6 8.75 (dd. J
=44,1.7Hz, 2H), 8.70 (d. J =
1.9 Hz, 1H), 8.60 (d,J=1.9 Hz,
1H), 7.62 (dd, ] =4.4, 1.7 Hz,
2H). 6.95 (d, I = 2.4 Hz, 1H),
6.89(d, J=2.5Hz, 1H), 6.33 (d,
J=8.2Hz, 1H), 4.81 (s, 1H),
427 -4.16 (m, 1H), 3.96 - 3.87
(m, 4H), 3.38 - 3.31 (m. 4H),
2.30-2.16 (m, 2H), 2.00 - 1.86
{nm, 6H)
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433.21

{400 MHz, CDCl3) 6 8.69 (d, T =
1.9 Hz, 1H). 8.63 - 8.58 (in, 1H),
7.77(dd,J=5.2, 3.2 Hz, 21D},
7.54 - 7.40 (m, 3H),6.95(d, 1=
2.4 Hz, 1H). 6.89(d, ] =24 Hz,
1H), 6.23 (d, T =8.0 Hz, 1H),
4.78 (s, 1H), 4.31 - 4.13 (m, 1),
3.95-3.87 (m, 4H), 3.38 - 3.27
(m, 4H), 2.31 - 2.17 (m, 2H),
1.97 - 1.85 (m, 6H)

92

Noae:

J\(/ N
o NN/ Eo

NS

437.24

(400 MHz, CDC13) & 8.69 (d, T =
1.9 Hz. 1H), 8.62 (d, T = 1.9 Hz,
1H), 7.47 (d. = 8.9 Hz, 11D,
7.00 (d, T = 1.0 Hz, 111), 6.95 (d,
T7=0.7Hz, 1H), 6.94 (4. T=2.5
Hz. 1H), 6.89 (d, J=2.4 Hz,
1H), 4.81 (s, 1H), 4.07 (d, ] =
12.3 Hz, 4H), 3.98 - 3.85 (m,
4H), 3.41 - 3.24 (m, 4H), 2.34 -
2.12 (m, 2H), 2.06 - 1.83 (m,
6H)

93

o
—Z
@
O
N\
O
\_/

451.21

{methanol-d)) 6 8.69 (d,J=2.2
Hz, 1H), 8.59(d, 1 =2.2 Hz,
1H), 8.53(d, I =4.9 Hz, 1H),
719({d, J=50Hz 1H) 7.15 (d,
J=23Hz 1H), 6.87(d, 1=24
Hz, 1H), 4.95 (d.J=7.7 Hz,
1H), 4.10 (s, 1H), 3.95 - 3.82 (i,
4H), 3.47 - 3.37 (m, 4H), 2.20
{(d,J=10.1 Hz, 2H), 2.04 - 1.81
(1, 6H)
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437.44

(CDC13) 8 8.68 (d. T = 2.0 Hz,
1H), 8.60 (d, T = 1.9 Hz, 1H),
8.29 (s, 2H), 6.98 - 6.87 (m, 2H),
536 (d, T=8.1 Hz, 1H). 4.79 (q.
J=5.2,4.0Hz 1H), 4.52 (s.
2H), 4.01 (dd, T = 8.1, 4.3 Hz,
1H), 3.95 - 3.84 (1, 4H), 3.39 -
3.28 (m, 4H), 2.25 - 2.12 (m,
2H), 1.99 - 1.82 (m, 6H)

42421

(400 MHz, CDC13) 6 8.70 (d, J =
1.7 Hz, 1H), 8.65 - 8.58 (i, 1H),
7.80 (s, 1H), 7.22 (d, ] =9.6 Hz,
1H). 7.15 (d, I =7.6 Hz, 1H),
6.95(d, J=2.4Hz 1H). 6.89 (d,
J=2.4Hz, 1H), 4.80 (s, 1H),
4.24 - 4.09 (m., 1H), 3.98 - 3.85
(n, 4H), 3.40 - 3.29 (m, 4H},
2.29-2.15(m, 2H), 2.02 - 1.86
(m, 6H)

96

435.19

(400 MHz, CDCl5) 8 8.89 (d, J =
4.9 Hz, 2H), 8.69 (d, T = 1.9 Hz,
1H). 8.62 (d, J = 1.9 Hz. 1H),
8.20(d, J=8.3 Hz, 1H), 7.45 (1.
J=49Hz, 1H),6.94 (d.J=2.4
Hz, 1H), 6.89 (d, J=2.4 Hz,
1H). 4.75 (s, 1H), 4.39 - 4.21 (m,
1H). 4.00 - 3.84 (n1, 4H), 3.41 -
3.21 (m, 4H), 2.29 - 2.13 (m,
2H), 2.12 - 1.87 (m. 6H)
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435.19

(400 MHz, CDC13) 6 9.25 (d, ] =
1.4 Hz, 1H), 8.97 (d, T = 5.0 Hz,
1H), .70 (d. J= 1.9 Hz, 1H),
8.63 (d, J= 1.9 Hz, 1H), 8.22 -
8.04 (m, 2H), 6.95 (4, T =2.4
Hz, 1H), 6.89 (d, T= 2.4 1z,
1H), 4.81 - 4.72 (m, 1H), 4.26 -
4.15 (m, 111), 3.96 - 3.86 (m,
4H), 3.38 - 3.29 (m, 4H), 2.28 -
2.17 (m, 2H), 2.06 - 1.86 (m,
6I)

98

8

oy
*@[

)

N

435.19

(400 MHz, CDC13) 6 9.33 (s,
1H), 9.12 (s, 2H), 8.70 (d, J =
1.9 Hz, 1H), 8.57 (d, I = 1.9 Hz,
1H), 6.95(d, J=2.4 Hz, 1H),
6.89 (d, ] =24 Hz 1H), 6.44 (d,
J=7.8 Hz, 1H), 4.83 (s, 1H),
4.23(qd,J=9.2,4.7 Hz, 1H),
3.96 - 3.87 (m, 4H), 3.38 - 3.30
(m, 4H), 2.32 - 2.18 (m, 2H),
2.01 - 1.88 (m, 6H)
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435.19

(400 MHz, CDCL3) 6 9.29 (dd, J
=5.0,1.7Hz, 1H),8.70(d, I =
1.9 Hz, 1H), 8.64 (4, T = 1.9 Hz,
1H), 833 (dd, T=8.4, 1.7 Hz,
2H). 7.67 (dd, T= 8.4, 5.0 [z,
1H), 6.95 (d, T= 2.5 Hz, 11I),
6.91 (d, T=2.5 Hz, 1H), 4.85 (s.
1H), 4.29 - 4.13 (m, 1H), 3.98 -
3.85 (m, 4H), 3.40 - 3.26 (m,
4H), 2.32 - 2.16 (m, 2H), 2.12 -
1.98 (m, 211), 1.99 - 1.87 (m,
4T0)

100

42313

(400 MHz, CDC13) & 11.83 (s,
1H), 8.71 (d, T= 1.9 Hz, 11I),
8.59 (d, T= 1.9 Hz, 1H). 7.55 (d,
J=24Hz 1H), 7.05(d. T =85
Hz, 1H), 6.94 (d, T=2.4 Hz,
1H), 6.87 (dd, T=4.7,2.3 Hz,
1H), 6.84 (d, T= 2.4 Hz, 11D,
4.74 (s, 1H), 4.18 (s, 1H), 3.96 -
3.88 (m, 4H), 3.38 - 3.29 (m,
4H), 2.17 - 2.09 (m, 2H), 1.94 -
1.81 (m, 6H)

101

438.18

(400 MHz, CDC13) 6 8.70 (d, 1 =
1.9 Hz, 1H), 8.63 (4, J=1.9 Hz,
1H). 8.07 (s, 1H), 7.01 (d.J =
8.3 Hz, 1H), 6.94 (d,J=2.4 Hz,
1H), 6.88 (d, I = 2.4 Hz, 1H),
4.76 (s, 1H), 4.23 - 4.09 (m, 1H),
3.98 -3.84 (m, 4H), 3.40 - 3.26
(nm. 4H), 2.48 (s, 3H), 2.28 - 2.12
(m, 2H), 1.99 - 1.82 (m, 6H)
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482 .36

(CDCl;)08.71(d, J=1.9 Hz,
1H), 8.59 (d, T=2.0 Hz, 1H),
6.96 (d, J=2.5 Hz, 1H), 6.89 (d,
J=25Hz 1H), 473(d,J=57
Hz, 1H), 4.18 (d,7=7.7 Hz,
1H). 3.93 (dd. T=5.9, 3.8 Hz,
4H), 3.69 - 3.55 (m, 1H), 3.46
(d, T=16.5Hz, 1), 3.41 - 3.28
(m, 4H), 3.08 (d, ] = 16.4 Hz,
1), 2.17 (d, T =11.6 Hz, 21),
2.00 - 1.75 (m., 6H)

103

e
O*@ )

)

N

463.36

(CDCL3) 8 8.72 (d, T = 2.0 H,
1H), 8.64 (d, T=2.0 Hz, 1H),
6.99 (d, T = 2.5 Hz, 11, 6.93 (d,
J=2.5Hz, 1H), 5.74 (s, 1H),
4.80 (s, 1H), 4.02 - 3.87 (m, 41D),
3.36 (t, T= 4.9 Tz, 4H), 2.19 (s,
2T), 2.08 - 1.79 (m, 6IT)

104

443.38

(CDCL3) & 8.73 (s, 1H), 8.68 (d. ]
=24Hz 1H), 699 (d.T=2.4
Hz. 1H), 6.85 (d, T=2.4 Hz,

1H), 5.69 (d, = 2.5 Hz. 1H),
4.76 (s, 1H), 3.84 (dd, T = 5.9,
3.9 Hz, 4H), 3.38 (dd, ] = 6.0,
3.9 Hz, 41, 2.15(d, I=11.1
Hz, 2H), 1.96 - 1.67 (m, 610)
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(CDCl3) 8 8.70(d,J=1.9 Hz.
1H), 8.59 (d.J= 1.9 Hz, 1H),
8.30(d, J=1.3Hz, 1H), 7.89 (d,
J=1.4Hz 1H), 6.93(dd, J=
184,25Hz, 2H), 5.52(d, T =
7.8 Hz, 1H), 4.83 (tt, ] =4.8, 2.7
Hz, 1H), 4.19 - 4.01 (m, 1H),
3.96-3.87 (m, 4H), 3.39 - 3.26
(m, 4H), 2.31 - 2.14 (m, 2H),
2.09 - 1.78 {m, 6H)

106

465.14

(400 MHz, CDCl3) 6 8.71 (d. T =
1.9Hz, 1H). 8.64 (d, J=1.9 Hz,
1H), 7.88 (dd, I =74, 2.1 Hz.
1H), 7.02(dd, T=11.9, 8.3 Hz,
1H), 6.97 (d, J=2.4 Hz, 1H),
6.92(d,T=2.4Hz, 1H), 6.83
(dd.T=12.4, 7.6 Hz, 1H), 4.78
(s, 1H), 4.25 (s, 1H), 4.03 - 3.85
(m, 4H), 3.44 - 3.23 (m, 4H).
2.38 (s, 3H), 2.30 - 2.13 (m. 2H),
2.06 - 1.88 {m, OH)

107

485.12

(400 MHz, CDCl3) 6 8.73 - 8.60
(m, 1H), 8.65 - 8.59 (m. 1H),
8.05(dd, I=6.6,2.8 Hz, 1H),
7.46-7.36 (m, 1H), 7.08 (dd, J =
11.1. 8.8 Hz, 1H), 6.95(d, T =
2.4 Hz 1H), 6.89(d,J=2.4 Hz,
1H). 6.84 - 6.66 (m, 1H), 4.76
(bs, 1H), 4.22 (bs, 1H), 3.96 -
3.87 (m, 4H), 3.37 - 3.28 (1,
4H), 2.28 - 2.10 (m.. 2H). 2.01 -
1.86 {m, 6H)
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478.26

(CDCL;) 5 8.69(d.J=19Hz,
1H), 8.61 (d, ] =2.0 Hz, 1H),
8.49(d, =14 Hz 1H), 7.77 (d.
J=14Hz 1H), 693 (dd, J =
16.1,2.5Hz, 2H), 5.03 (d, T =
79Hz, 1H), 4.81 (td, ] =5.3.2.6
Hz, 1H), 4.09 - 3.98 (m, 1H),
3.98-3.87 (m, 4H). 3.39-3.26
(m, 4H), 3.19 (s, 3H), 3.12 (s,
3H), 2.22(dt,1=11.2,4.9 Hz,
2H), 2.02 - 1.82 (m. 6H)

109

447.02

(CDC13) 0 8.70(d, J =19 Hz,
1H), 8.63(d, =19 Hz, 1H),
8.10 (d, J = 0.5 Hz, 2H), 6.97 (d,
J=235Hz 1H), 692 (d,J=2.5
Hz, 1H), 5.13 (d. 1 =8.3 Hz,
1H), 4.80 (s, 1H), 4.06 - 3.86 (i,
5H), 3.35(dd. J=15.9, 3.8 Hz,
4H),2.27 - 2.14 (m, 2H), 1.92
(d, J=35.1Hz 6H),1.79 - 1.44
(m. 6H), 1.28 (t. J=7.1 Hz, 1H),
1.03 - 0.83 (m, 2H), 0.68 - 0.51
(m, 2H)

110

39519

(400 MHz, CDC13) 6 8.69 (d. T =
1.9 Hz, 1H), 8.64 - 8.54 (m, 1H),
6.94 (d, T=2.4 Hz, 1H), 6.86 (d,
J=12.5Hz, 1H), 6.06 - 5.78 (m,
1), 4.79 - 4.68 (m, 1), 4.11 -
3.96 (m, 1H), 3.96 - 3.86 (m,
4H), 3.40 - 3.27 (m, 4H), 2.13
(dd, T=11.0, 5.2 Hz, 21, 1.94
(s, 3H), 1.90 - 1.78 (m, 6H)
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111 HN 421.19
N
TN ()
O
(400 MHz, CDC13) 8 8.70 (d, T =
1.9 Hz, 1H). 8.66 - 8.53 (1n, 3H),
N 7.93 (dd, T = 6.4, 5.0 Hz, 1H),
0 N
/O’ 6.95(d, T=2.4Hz, 1H), 6.90 (d,
112 HN 452.18 | T=2.4Hz 1H), 6.78 (s, 1H),
o N N 4.78 (bs, 1H), 4.23 (bs, 1H), 3.97
. | _N [O] - 3.85 (m, 4H), 3.38 - 3.27 (m,
4H)y, 2.30 - 2.15 (m, 2H), 2.02 -
1.86 (m. 6H)
(400 MHz, CDC13) 8 8.70 (s,
Nq 1H), 8.60 (s, 1H), 6.94 (s, 1H),
,UO N 6.87 (s, 1H), 5.99 (d, T = 6.8 Hz,
1H), 4.75 (bs, 1H), 4.03 (bs,
113 HIN 439.24 ) (s, 1D (
o N 1H), 3.99 - 3.83 (m, 4H), 3.43 -
X OH[ j 3.21 (m, 4H), 2.33 (s, 1H), 2.24 -
H,G CHy O 2.04 (m, 2H), 1.94 - 1.74 (m,
6H), 1.56 (s, 6H)
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114

452.15

{400 MHz, CDC13) 6 8.7¢ (d. I =
1.9 Hz, 1H), 8.63 (d,J=1.9 Hz,
1H), 8.40 (dt,J=4.3, 1.3 Hz,
1H), 8.01 (d, T =8.5 Hz, 1H),
7.58-7.52 (m, 1H), 7.51 - 7.46
{m, 1H), 6.95 (d, 1 =2.4 Hz,
1H), 6.90 (d. ] = 2.4 Hz, 1H),
4.74 (s, 1H), 4.29 - 4.17 (m. 1H),
3.97 - 3.88 (m, 4H), 3.39 - 3.30
(m, 4H), 2.25 - 2.16 (m, 2H),
2.06 - 1.88 (m, 6H)

451.16

(400 MHz, CDC1;) 8 8.69 (d, T =
1.8 Hz, 1H), 8.62 (d, T= 1.8 Hz,
1H), 8.09 (dd, J = 7.9, 6.1 Hz,
1H), 7.47 (d. T=8.1 Hz, 1H),
713 (dd, T=11.8, 7.9 Hz, 1H),
6.95 (d,7=2.3 Hz, 1H), 6.90 (d.
T=2.3Hz, 1H), 6.82 (s, 1H),
4.77 (s, 1H), 4.24 (s, 1H), 3.96 -
3.88 (m, 4H), 3.38 - 3.30 (m,
4H), 2.27 - 2.14 (m1. 2H), 2.01 -
1.87 (m, GH)

116

473.17

(400 MHz, CDCl3) 6 8.70 (d, T =
1.9 Hz, 1H), 8.63(d,J=1.9 Hz,
1H), 7.853 (d, T = 2.7 Hz, 1H),
7.19 -6.93 (m, 4H), 6.89 (d, ] =
2.4 Hz, 1H). 4.75 (s, 1H), 4.21
(s, 1H), 3.95 - 3.89 (m, 4H), 3.38
-3.30(m, 4H), 2.26-2.13 (m,
2H). 2.03 - 1.86 (m. 6H)
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437.17

(400 MHz, CDCl35) 3 8.69 (d, J =
1.9 Hz, 1H), 8.62 (d, J = 1.9 Hz,
1H). 7.35 (d. T=2.2 Hz, 1H),
6.99 (d, 7= 8.2 Hz, 1H). 6.93 (d,
J=24Hz 1H), 683 (d.J=2.4
Hz, 1H), 6.78 (d, J=2.3 Hz,

1H), 4.73 (s, 1H), 4.26 - 4.14 (m,

1H), 3.96 - 3.87 (m, 7H), 3.36 -
3.29 (m, 41D, 2.23 - 2.12 (m,
2H), 2.01 - 1.82 (m, 6H)

118

N

N

zﬁ Q

CHBE

437.21

(400 MHz, CDCl3) 6 10.00 (s,
1H), 8.63 (d. J = 1.9 Hz, 1H),
8.54(d,J=19Hz, 1H), 6.93 (s,
1H), 6.87 (d. J = 2.4 Hz, 1H),
6.81(d, J=2.4 Hz, 1H). 6.50 (s,

1H), 4.69 (s, TH), 4.15 - 4.05 (m,

1H), 3.92 - 3.77 (m, 41), 3.35 -
3.19 (m, 41D, 2.27(d, J=0.5
Hz. 3H), 2.18 - 2.04 (m, 21D,
1.95 - 1.74 (m, 6H)

119

o
&
\_/

451.25

(400 MHz, CDC13) 3 8.70 (s,

1H), 8.63 (s, 1H), 6.99 - 6.50 (m,

3H), 4.76 (d, T = 20.7 Hz, 11D),

4.19 (s, 1H), 4.13 - 3.74 (m, 7H),

3.41-3.21 (m, 4H), 2.37 - 2.08
(m, SH), 2.03 - 1.79 (m, 6H)
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491.18

(400 MHz, CDCl13) 6 8.73 (d, 1 =
1.9 Hz, 1H), 8.58 (d, J = 1.9 Hz,
1H)Y, 6.97(d, J=2.4 Hz, 1H),
0.93 (s, 1H), 6.88 (d, J=2.3 Hz,
1H), 6.53 (s, 1H), 4.79 (s, 1H),
4.24-4.15 (m, 1H), 3.96 - 3.86
(m., 4H), 3.40 - 3.27 (m. 4H),
222-2.15(m, 2H). 1.94 - 1.82
{m., 6H)

121
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N

436.18

(400 MHz, CDCl13) 8 8.70 (d, 1 =
1.9 Hz, 1H), 8.62 (d, T = 1.9 Hz,
1H). 6.95 (d, = 2.4 Hz, 1H),
6.89(d, T=2.4Hz, 1H), 6.71 (d,
J=2.1Hz, 1T, 6.54 (dd, J =
3.9, 1.7 Hz, 1H), 6.09 (dd, T =
3.9,2.6 Hz, 1H), 5.94 (d, J = 8.1
Hz, 1H), 4.76 (s, 111), 4.11 (s,
1H), 3.98 - 3.86 (m, 7H). 3.39 -
3.27 (m, 4H), 2.27 - 2.14 (m,
2H). 1.95 - 1.83 (1, 6H)

122
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N/

440.18

(400 MMz, CDCls) & 8.70 (s,
1H). 8.61 (s, 1H), 8.51 (s, 1),
7.50 (s, 111), 6.95 (s, 111), 6.89
(s, 1H), 6.16 (d, 1H), 4.80 (s,

1), 4.18 (s, 1II), 4.01 - 3.78 (1,

4H). 3.44 - 3.23 (m, 4H), 2.33 -
2.16 (m, 2H), 1.91 (d, T=25.1
Hz. 6H)
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437.21

(400 MHz, CDC13) 8 8.69 (d, J =
1.8 Hz, 1H), 8.62 (d, J= 1.9 Hz,
1H), 7.50 (d. T = 1.2 Hz, 1H),
7.36(d,T=1.0Hz. 1H), 7.16 (d,
T=79Hz, IH), 6.94 (d.T=23
Hz, 1H), 6.88 (d, T =2.3 Hz,
1H), 4.78 (s. 1H), 4.20 - 4.09 (m,
1H), 3.95 - 3.87 (m, 4H), 3.73 (s,
3H), 3.38 - 3.28 (m, 4H), 2.25 -
2.14 (m, 2H), 2.00 - 1.82 (m,
6H)

124

473.2

(CDCL;) 8 8.68 (4. ] =1.9 Hz,
1H), 8538 (A, 1 =1.9 Hz, 1H),
7.85-7.72 (m,2H), 6.95 (d, I =
2.5Hz, 1H), 6.86(d, J=2.5 Hz,
1H), 4.89 (d, J=7.5 Hz, 1H),
4.71 (dq, T = 5.5, 2.7 Hz, 1H),
4.00-3.85(m, 7H), 3.47-3.27
(m, SH), 2.19 - 2.07 (m, 2H),
1.97 - 1.65 (m, 6H)

47325

(CDCL:) 8 8.70(d, ] = 1.9 Hz,
1H), 8.55(d, ] =19 Hz, 1H),
7.46 (d,J=2.0Hz, 1H). 6.97 (d,
J=2.5Hz, 1H), 6.81 (dd,J =
22.5,2.3Hz, 2H), 5.65-5.56
{(m, 1H), 4.73 (p, ] = 2.5 Hz,
1H), 4.10 (s, 3H), 3.95 - 3.85 (1n,
4H), 3.47 (d, T =15.3 Hz, 1H),
3.36-3.27 (m, 4H), 2.23 - 2.08
(m, 2ZH), 1.98 - 1.62 (m, 6H)
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473.25

(CDC13) 5 8.68 (4, J= 1.9 Hz,
1H), 8.58 (d, T = 1.9 Hz, 11D,
741 (d, J=2.3 Oz, 1H), 6.95 (4,
J=2.5Hz, 1H), 6.86 (d. =25
Hz. 1H), 6.69 (d, T = 2.3 Tz,
1H), 4.95 (d, ] = 7.3 Hz, 1H).
4.72 (h, T=2.6 Hz, 1H), 4.02 -
3.82 (m, 7H), 3.52 (d, 7= 9.0
Hz. 1H), 3.37 - 3.27 (m, 41),
212 (dt, J=16.1, 5.7 Hz, 21,
1.97 - 1.65 (m, 6H)

127

507.2

(CDCL3) 6 8.62 (d, J= 1.9 H,
1H), 8.54 (d, T = 1.9 Hz, 1H),
8.01 (s. 2H), 6.88 (s, 1H), 6.83
(d, T=2.5Hz, 1H), 4.93 (d, T =
8.1Hz, 1H), 4.72(d, ] = 5.8 Hz,
1H), 4.53 (d, T = 6.0 Hz, 2H),
438 (d, ] = 6.0 Hz, 2H), 3.89 -
3.75 (m, 410, 3.35 - 3.13 (m,
4H), 2.10 (s, 3H). 1.95 - 1.72 (m,
6H). 1.36 (s, 3H)

128

477.2

({CDC1:) 5 8.70(¢(d, J =19 Hz,
1H), 8.63 (d,I1=1.9 Hz, 1H),
8.56 (s, 2H), 7.04 - 6.87 (m, 2H),
6.19(d, J=68Hz, IH). 515 (d,
J=82Hz IH), 501(d,J=6.8
Hz, 1H), 4.81 (s, 1H), 4.11 - 3.83
(m, 6H), 3.43 - 3.22 (m, 4H),
2.21{(d, J=95Hz 2H). 1.94 (1,
J=39Hz 6H), 1.36(t,J=7.1
Hz, 3H)
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L&

ESMS
(M+H)

THNMR  (BIEEDIEES A
[FO 300MHz)
NMRE—Z1E, 6fgé LT
P

129

478.93

(CDCL;) 6 8.60 (d, J=1.9 Hz,
1H), 8.53 (d, J=1.9 Hz, 1H),

7.81 (s, 2H), 6.91 - 6.75 (m, 2H).

5.08 - 4.89 (m. 2H), 4.89 - 4.77
(m, 2H), 4.67 (ddd, T =8.2, 4.7,
1.9 Hz, 3H), 3.94 - 3.72 (m, 5H),
3.34-3.17 (m. 4H), 2.21 - 2.00
(m, 2H). 1.91 - 1.69 (m, 6¢H)

130

401.24

(400 MHz, methanol-d,) & 8.69
(d.T=2.0Hz, 1H), 8.355(d, T=
2.0Hz 1H), 7.10(d,J=2.3 Hz,
1), 6.89 (d, T=2.4 Hz, 1),
4.85-4.82(m. 1H),4.07 (g, J =
6.9 Hz, 2ID), 3.95 - 3.81 (m, 4,
3.64-3.53 (m, 1), 3.42 - 3.35
(m, 4H), 2.20 - 2.02 (m, 2H),
1.94 - 1.66 (m, 6H), 1.24 {t, ] =
7.1 Hz, 3H)

131

42921

(400 MHz, CDCl3) 6 8.73 - 8.65
(m, 1H), 8.60 (d, J = 1.9 Hz,
1H), 6.94 (d, T=2.4 Hz, 1H),
6.87 (d, I=2.3Hz, 1H), 4.90 -
4.58 (m, 2H). 3.97 - 3.88 (1,
4H), 3.83 (d. T=6.3 Hz, 2H),

3.72 (s, 1H), 3.39 - 3.27 (m. 4H).

220-2.06(m. 2H). 1.95-1.76
(m, 7H). 0.93 (d, J = 6.7 Hz, 6H)
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dn=
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L& i

ESMS
{M+H)

'"HNMR  (DIERDFEEN 0
BEY 300MHz)
NMRE—Z%, 6f&s LT
/JQ_Z)}—

132

449.16

(400 MHz, CDC13) 8 8.70 (d. T =
1.6 Hz, 1H), 8.62 (d, 7= 1.7 Hz,
1H), 7.36 (t, T = 7.6 Hz, 2H),
7.19 (1, 7= 7.3 Hz, 1), 7.13 (d,
J=17.7 Hz, 21), 6.96 (s, 11I),
6.89 (s, 1H), 5.12(d, T = 7.2 Hz,
1H), 4.77 (s, 1H), 3.98 - 3.85 (m,
4T1), 3.79 (s, 111), 3.39 - 3.28 (m,
4H), 2.29 - 2.11 (m, 2H), 1.98 -
1.79 (m, 611)

133

493.25

(CDC1;) 8871 (d,J=191Hz,
1D, 8.63 (d, I = 1.9 Hz, 1),
8.04 (s, 2ZH). 6.97 (d, ] = 2.5 Hz,
1H), 6.92 (d. J=2.7 Hz, 1H),
4.79 (s, 2ID), 4.07 - 3.83 (m. CH),
3.42-3.25(m, 4H),2.29 - 2.02
(n. 2H). 1.92 (d. J = 4.6 Hz,
oH), 1.36 - 1.12 (m., 3H)

134

437.3

(CDCL3) 58,70 (4. T= 1.9 Hz,
1H), 8.63 (d. ] = 1.9 Hz, 1H),
8.07 (s, 21), 6.97 (d. T = 2.5 Hz,
1), 6.92 (d. 1= 2.6 Hz, 111),
4.99 (d, 1= 8.0 Hz, 1I1), 4.81 (d,
T=59Hz 1H),3.93(dd, T =
6.0. 3.7 Hz, 5H), 3.81 (s, 3H),
3.45-3.24 (m, 410),2.21 (d, T =
8.6 Hz, 2T, 2.05 - 1.78 (m, 6H)
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*35

A=yl sy

ESMS
{(M+H)

THNMR  (BIEXDIREH U
(B0 300MHz)
NMRE—Z7T, oftié LT
/]2_55—

479.2

(CDCL) 8 8.70 (d, T = 1.9 Hz,
1H), 8.63 (d, = 1.9 Uz, 1H),
8.19 (s, 2H), 6.96 (d, T = 2.5 Hz,
1H), 6.92 (d, T =2.5 Uz, 1H),
5.12(d, T=8.1Tz 111, 481 (d,
J=5.6 Hz, 11, 4.09 - 3.85 (m,
5H). 3.63 - 3.41 (m, 411), 3.43 -
3.26 (m, 4H0), 2.69 (t, ] = 6.6 Hz,
2H)., 2.33 - 2.13 (m, 211), 2.03 -
1.83 (m, 6H), 1.21 (¢, J=7.0 Uz,
3H)

136

49424

{methanol-dy) 0 8.77 - 8.65 (m,
3, 8.56 (d, T=2.0 Hz, 1H),
7.11(d, J=2.4 Hz, 1H), 6.89 (d.
J=2.4Hz, 1), 4.92 (s, 1H),
4,02 (dd, T=8.4,4.3 Hz, 1H),
3.93-3.83 (m, 41, 3.69 (t, I =
5.7 Hz, 2H), 3.47 (1, ] = 5.8 Hz,
2H), 3.42 - 3.33 (m. SH), 2.26 -
2.15 (m, 2H), 2.08 - 1.78 (in,
6H)

137

(CDCl3) 8 8.73 - 8.58 (m, 4H),
7.01-6.87 (m, 2H), 6.12 (d, J =
79 Hz, 1H), 5.57 (4, J = 8.1 Hz,
1H). 4.80 (s. 1H), 4.39 - 4.28 (m,
1H), 4.10 (d, T = 6.9 Hz, 1H),
3.97 -3.87 (m, 4H), 3.54 - 3.29
{m, 9H), 2.21 (d, =99 Hz,
2H), 2.08 - 1.84 (m, 6H), 1.28
(d,J=6.8 Hz, 3H)

10

20

30

40



gbooooan

(218)

JP 6360878 B2 2018.7.18

b
GRS

L& tfhiE

ESMS
(M—+H)

"M NMR  (RIEEOIEED /2
B¥Y 300MHz)
NMRE—ZIT, 6fed LT
2597

138

Sl

T
=
/

(CDCL;) 6 9.04 (d.J=3.2 Hz,
1H), 8.97 (d, J=3.3 Hz, 1H),
8.64 (d, ] =19 Hz, 1H), 8.55 (d,
J=19Hz, 1H),690(d,J=25
Hz, 1H), 6.84 (d,]1=2.5 Hz,
1H), 6.03 (d, J=8.2 Hz, 1H),
477 (td, J=5.1,2.6 Hz, 1H),
4.15-4.07 (m, 1H), 3.92 - 3.79
(n, 4H), 3.35-3.15 (m, 4H),
2.25-2.11 (m, 2H), 1.95 - 1.69
(nm, 6H)

139

450.17

(400 MHz, CDC1;) 6 874 (d, ] =
1.9 Hz, 2H), 8.70 (d, ] = 1.9 Hz,
1H), 8.03 (dd, T=8.9, 2.0 Hz,
1H), 6.97 (d, J=2.4 Hz, 1H),
6.92(d, J=2.4Hz 1H), 6.37 (d,
J=289Hz, 1H), 6.05 (s, 1H),
4.81 (s, 1H), 3.99 - 3.88 (m, 4H),
3.84 (s, 1H), 3.39 - 3.27 (m, 4H),
2.31-2.17 (m, 2H), 2.08 - 1.98
(m, 2H), 1.98 - 1.82 (m, 4H)

140

449.19

(400 MHz, CDCl1) 6 870 (d, I =
1.9 Hz, 1H), 8.61 {d, ] =1.9 Hz,
1H), 8.53(d, J=2.1 Hz, 1H),
7.88 (dd, I =828, 2.4 Hz, 1H),
6.95(d, J=2.4Hz 1H), 6.90 (d,
J=24Hz 1H), 6.39 (d.J =87
Hz, 1H), 5.61 (s, 2H), 4.97 (d, ]
=7.9Hz 1H), 4.80 (s, 1H), 4.02
- 3.82 (m, 5H), 3.42 - 3.26 (m.
4H), 2.27 - 2.14 (m. 2H), 2.00 -
1.81 (m, 6H)
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=y
SES

L&t

ESMS
(M+H)

THNMR  (BIEEDIREL R
(B0 300MHz)
NMRE—ZT, sfid LT
3

141

(CDC1;) 6 8.70(d, J =19 Hz,
1H), 8.63 (d,1=1.9 Hz, 1H),
8.09 (s, 2H), 7.01 - 6.806 (m, 2H),
4.88-4.75 (m. 1H), 4.08 - 3.80
(m, 9H), 3.43 - 3.27 (m, 4H),
3.09-2.96 (m, 4H), 2.31 - 2.15
{m, 2H), 2.05 - 1.81 (m, 6H)

142

421.2

(CDCL) 6 8.70(d. J=1.9 Hz,
1H), 8.63 (d, J=1.9 Hz, 1H),
8.14 (d, J=0.8 Hz, 2H), 7.01 -
6.90 (m, 2H), 4.81 (td, ] = 5.6,
2.7 Hz, 1H), 4.08 - 3.84 (im, 5H),
3.43-3.26(m,4H), 2.25-2.10
(m, 5H), 2.02 - 1.83 (m, 6H)

143

(CDC1;)68.70(d, J= 1.9 Hz,
1H), 8.63 (4, T=1.9 Hz, 1H),
8.02 (s, 2H), 6.95 (dd, T=11.8,
2.5 Hz, 2, 4.81 (s, 2H), 4.08 -
3.85 (m, 5H), 3.41 - 3.30 (mm,
4H), 2.20 (d, IT=10.1 Hz, 2H),
1.95(d, T=19.7 Hz, 6H}, 1H
NMR (300 MHz,

Methanol-d4) ? 8.68 (d, ] = 2.0
Hz, 1H), 8.56 (d,T=2.1 Hz,
1H), 7.93 (s, 2H), 7.11 {(d, J =
2.5Hz, 1H), 6.88 {(d, J=2.4 Hz,
1H), 3.96 -3.71 (m, 5H), 3.37
(dd, J=5.8,39 Hz, 41),2.27 -
2.04 (m, 2ID), 1.98 - 1.74 (1,
oH). [2]
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Al S

ESMS
(M-+H)

'HNMR (BRI EHN A
B 300MHz)
NMRE—Z7ii, dfEE LT
/];7)1—

144

v

N~ N

. L
C

N/CH3

H

Jeas

N/

C

N

463.2

(400 MHz, CDCLy) 6 8.69 (d, T=
1.9 Hz, 1H), 8.61 (d, = 1.9 Hz,
1H), 8.47 (d, T=2.1 Hz, 11D,
7.84 (dd, T =8.7. 2.4 Hz, 1H),
6.95 (d,J=2.4Hz, 1H). 6.90 (d,
J=24Hz 11), 637 (d,]=8.7
Hz, 1H), 5.94 (d, T = 3.9 Hz,
1H), 4.92 (d, T=7.8 Hz, 11D,
4.79 (s, 1H), 3.98 - 3.84 (m, 5H),
3.39 - 3.26 (1, 4H), 2.98 (d, T =
4.8 Hz, 3M), 2.27 - 2.12 (m, 21]),
1.97 - 1.83 (m, 61T

477.2

(400 MI1z, CDCLy) 6 8.69 (d, T =
1.9 Hz, 1H), 8.61 (4, I =1.9 Hz,
1H), 8.20 (s, 1H), 7.61 (d, T =
8.2 Hz, 1H), 6.95 (d, T =2.4 Hz,
1H), 6.91 (d, T= 2.4 Tz, 11D,
6.43 (d,J=7.9Hz 1H), 481 (s,
1H). 3.98 - 3.81 (m, 5I), 3.40 -
3.27 (m, 410), 3.09 (s, 6H), 2.27 -
2.15 (m, 2H), 1.99 - 1.83 (m,
6H)

146

464.17

(CDC13) 6 8.76(d, ] =2.0 Hz,
1H), 8.71 (d, J=1.9 Hz, 1H),
8.63(d,J=19Hz 1H), 7.99
(dd, J=18.8, 2.2 Hz, 1H), 6.97
(d,J=25Hz 1H), 6.92(d,T=
2.5Hz, 1H), 6.38(d, J=8.9 Hz,
1H), 5.13 (s, 1H), 4.82 (s, 1H),
4.11-3.73 (m, 8H), 3.44 - 3.27
(m, 4H), 2.30 - 2.17 (m, 2H),
2.07 - 1.79 (m, 6H)
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fLetisis

ESMS
(M+H)

'HNMR (BB OIEEN 72
BO 300MHz)
NMRE—Zik, §f& LT
PNCE

147

423.2

{400 MHz, CDCl13) 6 10.77 -
1042 (m, 1H), 8.70{(d, J=1.9
Hz, 1H), 8.63(d. =19 Hz,
1H), 7.30(d, J=8.2 Hz, 1H),
7.15(d,]=5.7 Hz, 2H), 6.95 (d.
J=25Hz 1H), 690(d,J=24
Hz, 1H), 4.83 (s, 1H), 4.19 - 4.05
(m, 1H), 3.99 - 3.84 (m, 4H),
3.40-327 (m, 4H), 2.31 - 2.15
(m, 2H), 2.06 - 1.93 (m, ZH),
1.93-1.79 (m, 4H)

148

53428

(DMSO-dg) 58.73 (4, T=1.5
Hz, 3H), 8.59 (d, 7= 1.9 Hz,
1H), 8.12 (d, T= 8.2 Hz, 1H),
784 (d, T=7.4 Tz 11D, 7.14 (d,
T=24Hz 1H), 6.84 (d,T=223
Hz, 1H), 4.93 (s, 1H), 4.51 (ddd,
J=13.3,8.2,52 Uz, 1H), 4.01 -
3.74 (m, 6H), 3.55 (¢, ] = 8.0
Hz, 110), 3.38 - 3.27 (m, 41D),
2.33-2.15 (m, 1H), 2.06 (d, J =
11.1 Hz, 2H), 1.96 - 1.67 (m,
§H), 1.02 (d, T = 6.3 Hz, 3H)
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fLEtiE

ESMS
(M+H)

'HNMR (BB DIBEH 7
B9 300MHz)
NMRE—Zit, 6fE: LT
AR

149

Or
HN

Né;\N

o

0”7 'N
H

)

&

O

N

52033

(DMSO-ds) & 8.76 - 8.67 (m,
3M), 8.59 (d, T = 1.9 Tz, 11D,
8.32(d,7=6.5Hz 1H). 7.84 (d,
J=73Hz, 1H), 714 (d, T=2.5
Hz, 1H), 6.84 (d, T =2.3 Hz,
1), 4.93 (s, 1H), 4.49 - 4.37 (m,
1), 3.96 - 3.63 (m, 910), 3.55
(dd, T=8.9, 4.2 Hz, 1H), 3.38 -
3.27 (m, 4H), 2.23 - 2.00 (m,
4T, 1.95 - 1.71 (m. 6H)

150

520.33

(DMSO-dg) 6 8.76 - .67 (m,
3M), 8.59 (d, T = 1.9 Hz, 111),
8.32(d, T=6.5Hz, 1H), 7.84 (d,
J=731Hz, 1), 7.14 (4, ] =2.5
Hz, 11, 6.84 (d, T=2.3 Iz,
1H), 4.93 (s, 1H), 4.49 - 4.37 (m,
1H), 3.96 - 3.63 (m, 9H), 3.35
(dd, T= 8.9, 4.2 Hz, 111), 3.38 -
3.27 (m, 4H), 2.23 - 2.00 (m,
4H), 1.95 - 1.71 (m, 6H)

151

(CDC13) 6 8.70 (d, T = 1.9 Hz,
1), 8.64 (d, T = 2.0 Hz, 11),
7.93 (s, 2H). 7.02 - 6.90 (m, 2,
4.82 (t, 1 =6.7 Hz, 3H), 4.66 (1, T
=6.4Hz, 2H), 4.14 (q. T=7.1
Hz, 1H), 4.08 - 3.89 (m, SH).
3.42 - 3.25 (m, 4H), 2.80 (s, 31D),
2.22 (s, 2H), 2.05 - 1.79 (m, 6H)
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A=zliis ey

ESMS
(M+H)

THNMR  (BIEXDIREH
(B 300MHz)
NMRFE—ZiE, §fié LT
/JE—Z;‘

152

46421

(CDCl) 5 8.70 (d, J = 1.9 Hz,
1H). 8.64 (d, T=1.9 Hz, 1H).
7.94 (s, 2H), 6.99 - 6.90 (m, 21),
4.82 (s, 1H), 4.05 - 3.87 (m, 5H).
3.44 (q, 1= 6.3 Hz, 1H),3.39 -
3.26 (m, 41, 2.23 (d, = 12.4
Hz, 2H), 2.03 - 1.82 (m, 6ID),
1.23 (d, 7= 6.3 Hz, 6H)

153

483.1

{(CDCl13) 6 8.64 - 8.49 (m, 2H),
6.93(d, ] =3.9 Hz, 1H), 6.83 (d.
J=24Hz 1H), 5327 ({d,J=28.1
Hz, 1H), 494 (t, 1 =1.9 Hz, 2H),
4.81 (t, J =19 Hz, 2H), 4.72 (s,
1H). 3.96 (s, TH), 3.89-3.78
(1, 4H), 3.37 - 3.25 (m.,
4H),2.11 (s, 2H), 1.82 (d, J =5.1
Hz, 6H)

154

483.1

{(CDC1;) 6 8.68 (dd, I =8.7, 2.0
Hz, 1H), 8.56 (d,1=2.0 Hz,
1H)Y, 6.92(d, ] =2.3 Hz, 1H),
6.84 (d, ] =2.4Hz 1H), 4.92 (1,
J=27Hz 2H), 482 {t, 1=2.7
Hz, 2H), 4.75 (s, 1H), 3.94 - 3.81
{m, 4H), 3.35 - 3.15 (m, 4H),
2.14 (d, ] =12.0 Hz, 2H), 1.82
(d,T=17.3 Hz, 6H)
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PN 'THNMR  (BIERDHEEA R
, . ESMS BV 300MHz)
W il S .
m (M+H) | NMRE—2Z%, §fiid LT
7— -
’ /]{_55—
. N/m (CDC13) 5 8.71 (4,7 =19 Hz,
O 1H), 8.64 (d, J = 1.9 Hz, 1H),
HN 7.02 - 6.89 (m, 2H), 4.83 (s, 1H),
155 NJ\N N 478.3 | 4.08 - 3.87 (m, SH), 3.4 - 3.33
&{) [Oj (m, 4H), 3.27 (d, T = 26.0 Hz,
Nj 4H), 2.23 (d, T = 9.8 Hz, 2H),
S s o
i, L, 2.05 - 1.80 (m, 6H), 1.14 (s, 6H)
(CDCl3) 8 8.70 (d, T = 2.0 H,
NP 1H), 8.63 (d, J = 1.9 Hz, 1H),
o N 7.72 (s, 2H), 6.96 (d, T = 2.5 Hz,
Q’ 1H), 6.92 (d, T = 2.5 Hz, 1H),
HN =
5.03 (s, TH), 4.80 (q, T = 4.4 H,
156 A N 4223 |07 1480 |
NN E j 1H), 4.03 - 3.89 (m, 4H), 3.83 (t,
%) o T=7.1 Hz, 4H), 3.44 - 3.29 (m,
N 4H), 2.41 (dq, T=8.6, 7.1 Hz,
NV 2H), 2.20 (q, T = 5.9 Hz, 2H),
1.99 - 1.81 (m, 6H)
Nﬂ
O N
157 OYO’ 433.2
OO
0
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PR 'THNMR  (BUEEDEEA R
_ \ ESMS BV 300MHz)

Y& L&t . -
~ (MH+H) | NMRE—271, §fEE LT
T -

AR
(CDCl3) 6 8.71 (d, ] = 2.0 Hz,
NT) 1H), 8.64 (d, T = 1.9 Hz, 1H),
Q'O N 8.41 (s, 210), 6.97 (d, J = 2.4 Hz,
s HN 1), 6.93 (d, 7= 2.5 Hz, 11]),
) N;\N N 532(d, 1= 8.1 Hz, 1H), 4.82 (s,
%} [oj 1H), 4.07 (s, 1H), 4.00 - 3.88 (m,
o 4TT), 3.43 - 3.29 (m, 4H), 2.22 (s,
2H), 2.06 - 1.81 (m, 6H)
Nﬁ
0 N
159 OYO’ 434.24
HN | N ENj
_N o
(400 Mz, CDCLy) 6 8.69 (d, 1 =
7 1.9 1z, 1H), 8.61 (d, J= 1.9 [z,
o /\I\I 1H), 8.05 (d, ] = 2.2 Hz, 1),
/O’ 7.46 (dd, T=8.5, 2.3 Hz, 11,
HN 6.94 (d, T=2.4 Tz, 1T, 6.90 (d,
160 N 436.2
N [ j T=2.4Hz 1H), 639 (d, T =86
S o Hz, 1), 4.77 (s, 1H), 4.53 (s,
2H), 3.95 - 3.87 (m, 5H), 3.36 -
OH 3.32 (m, 4H), 2.25 - 2.12 (m,
2H), 1.90 (d, ] = 4.4 Hz, 6H)
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o ettt

ESMS
(M+H)

'HNMR  (BIEEOREED 7
[EH 300MHz)
NMRE—Z01, ofgé LT
/Jg—é‘

161

. Oo\@N

PN

8

N
N
g{\; .
.CH
o Cs

451.28

(CDC1;) 6 8.69 (d,J=1.9 Hz,
1H), 8.61(d, T=1.9 Hz, 1H),
8.26 (s, 2H), 6.95 (d, ] = 2.5 Hz,
1H), 6.90(d, J=2.6 Hz, 1H),
5.23(d,J=8.1 Hz, 1H), 4.80 (d,
J=35.8 Hz, 1H), 4.26 (s, 2H),
4.03 (s, 1H), 3.97 - 3.85 (m, 4H),
3.44-3.21 (m, 7H), 2.32 - 2.09
(m, 2H), 2.06 - 1.70 (m. 6H)

162

I
Z 2
O

b

—_
—Z
"
/N
O
N/

O
Iz
@)
I
5

=

Z
J
=

(DMSO-d) 5 8.81 - 8.64 (m,
3H). 8.58 (d, J = 1.9 Hz, 1H),
7.99 (d,J=7.6 Hz, 111), 7.76 (d,
J=74Hz 1H), 7.14(d. T =2.5
Hz. 1H). 6.84 (d, T=2.3 Hz,
1H), 4.92 (s, 1H), 3.98 - 3.84 (m,
1H), 4.05 (dq, T = 13.5, 6.7 Hz.
1H), 3.79 (d, J = 9.6 Hz, 4I1),
3.32(d, T=8.2 Hz, 4H), 2.06 (d,
J=11.8 Hz, 21, 1.96 - 1.66 (m,
6H). 1.14 (d. J = 6.6 Hz, 6H)

163

=

50426

(CDCL3) 6 8.69 (d. T= 1.9 Hz,
1H), 8.65 - 8.53 (m, 3H), 6.93
(dd, J=14.6, 2.5 Hz, 2H), 5.48
(d,J=8.0 Hz, 1H), 4.81 (d. J =
6.1 Hz, 1H), 4.19 - 4.03 (m, 1H),
3.92 (dd, T= 6.0, 3.7 Hz, 410),
3.65 - 3.54 (1, 4H), 3.34 (dd, T =
5.9,3.7 Hz, 4H), 2.27 - 2.15 (m,
2H), 2.08 - 1.81 (n1, 10H)
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484.12

(400 MHz, CDCl3) 3 8.60 (d, J =
1.9 Hz, 1H), 8.52 (d, T = 1.9 Hz,
1H), 8.01 (d. J=2.1 Hz, 1H),
7.35(dd, T=8.8, 2.5 Hz, 1H),
6.86 (d, T=2.5 Hz, 1H), 6.80 (d,
J=2.5Hz 1H),6.20 (d,J = 8.4
Hz, 1H), 4.68 (s, 1H), 4.47 (d, J
= 8.0 Hz, 11), 3.92 - 3.80 (m,
4HD), 3.74 (s, 1H), 3.34 - 3.14 (m,
4H), 2.18 - 2.02 (m, 2H), 1.94 -
1.67 (m, 6H)

165

HN

3

H. G~ F

ot

»

448.15

(400 MHz, CDC13) 6 8.69 (d, T =
1.9 Hz, 1H), 8.63 (d, T= 1.9 Hz,
1H), 8.44 - 8.37 (m, 1T]), 8.33
(d, T=8.1 Hz, 1H), 7.58 (dd, T =
7.8, 0.9 Hz, 111), 7.31 (dd, J =
7.7, 4.6 Hz, 11), 6.95 (d, T = 2.4
Hz, 1H), 6.90 (d, ] =2.4 Hz,
1H), 4.75 (s, 1H), 4.25 - 4.10 (m,
1H), 3.97 - 3.85 (m, 4H), 3.41 -
3.26 (m, 4H), 2.75 (s, 3H), 2.29 -
2.13 (m, 2H), 2.06 - 1.85 (m,
6H)
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166

448.19

(400 MHz, CDCly) 6 8.69 (d, T =
1.9 Hz, 1H), 8.63 (d, ] = 1.9 Hz,
1H), 8.41 (d, T=4.5 Hz, 1H),
8.21(d, J7=8.0 Hz, 1H), 8.08 -
7.98 (m, 1H), 7.25 - 7.22 (m,
1H), 6.95 (d, T=2.5 Hz, 1H),
6.90 (d, J = 2.4 Hz, 1H), 4.76 (s,
1H), 4.27 - 4.15 (m, 1H), 3.98 -
3.86 (m, 4H), 3.40 - 3.29 (m,
4H), 2.43 (s, 3H), 2.29 - 2.16 (m,
2H), 2.07 - 1.86 (m, 6H)

167

448.19

(400 MOz, CDC1y) 8 8.70 (d, T =
1.9 Oz, 110), 8.63 (d, T = 1.9 Hz,
1H), 8.37 (dd, T = 1.4, 0.7 Hz,
1H), 8.16 (d, T = 8.4 Hz, 11),
8.09 (d, T= 8.0 Hz, 1H), 7.66 -
7.61 (m, 1H), 6.95(d, T=2.4
Hz, 11, 6.90 (d, T=2.4 Iz,
1H), 4.75 (s, 1H), 4.29 - 4.16 (m,
1H), 3.97 - 3.86 (m, 4H), 3.39 -
3.29 (m, 4H), 2.41 (s, 31T), 2.28 -
2.15 (m, 2H), 2.04 - 1.84 (m,
6H)
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462.16

(400 MHz, CDCL;) 6 8.69 (d. T =
1.8 Hz, 1H), 8.63 (d, J=1.9 Hz,
1H), 8.39 (d, J = 1.6 Hz, 1H),
8.17(d, T=8.6 Hz, 1H), 8.11 (d,
J=8.0 Hz, 1H), 7.66 (dd, ] =
7.9,2.0 Hz, 1H), 6.95 (d, T=2.3
Hz, 1H), 6.90 (d, T =2.4 Hz,
1H), 4.76 (s, 1H), 4.31 - 4.14 (m,
1H), 4.00 - 3.85 (m, 411), 3.42 -
3.25 (m, 4H), 2.73 (q, T = 7.6
Hz, 2H), 2.30 - 2.14 (m, 21D,
1.99 (ddd, T =34.6, 19.6, 10.3
Hz, 7H), 1.29 (t, T = 7.6 Uz, 3H)

169

448.19

(400 MHz, CDCl3) 6 8.70 (d, J =
1.9 Hz, 1H), 8.64 (d,J=1.9 Hz,
1H), 8.24 (d, J = 7.8 Hz, 1H),
8.01(d,J=75Hz, 1H), 7.72 (1,
J=77Hz 1H), 7.27(d,J=06.6
Hz, 1H), 6.95(d,1=2.4 Hz,
1H), 6.90 (d, ] =2.4 Hz, 1H),
4.82-4.68(m, 1H),4.27 -4.13
(m, 1H), 3.98 - 3.86 (m, 4H),
3.41-3.28 (m, 4H), 2.60 (s, 3H),
2.30-2.18 (m, 2ZH), 2.09 - 1.88
{m, 6H)
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170

464.17

(400 MHz, CDC13) 6 8.69 (d, J =
1.8 Hz, 1H), 8.61 (d, J=1.9 Hz,
1H), 7.90(d, J = 7.2 Hz, 1H),
7.83-7.78 (m, 1H), 7.76 - 7.69
(m, 1H), 6.96 (d, ] = 2.3 Hz,
1H), 6.94 - 6.86 (m, 2H), 4.77 {s,
1H), 4.17 (s, 1H), 4.00 (s, 3H),
3.95-3.86 (m, 4H), 3.40 - 3.29
(m, 4H), 2.30 - 2.17 (m, 2H},
2.06 - 1.88 (m, 6H)

171

459.17

(400 MHz, CDCl5) 3 8.76 (dd, J
=4.9,0.8 Hz, 1H), 8.70 (d, T =
1.9 Oz, 1H), 8.62 (d, T = 1.9 Hz,
1H), 8.48 - 8.38 (m, 111), 8.09
(d, T=8.0 Hz, 11), 7.67 (dd, T =
4.9, 1.6 Hz, 1H), 6.96 (d, 1= 2.4
Hz, 1H), 6.90 (d, T = 2.4 Hz,
1H), 4.76 (s, 1H), 4.31 - 4.14 (m,
1H), 4.01 - 3.83 (m, 411), 3.43 -
3.26 (m, 41D, 2.31 - 2.15 (m,
2H), 2.08 - 1.87 (m, 6H)
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(400 MHz, CDC13) 6 8.70(d, ] =
1.9 Hz, 1H), 8.64 (d,J = 1.9 Hz,
1H). 8.11(dd, J=7.4, 1.4 Hz,
1H), 7.96 (dd, T =15.6, 7.7 Hz,
1H), 7.82 (d, J=7.7 Hz, 1H),
7.09(dd, J=8.1, 1.8 Hz, 1H),
6.96 (d, J=2.4 Hz, 1H), 6.91 (d,
J=2.4Hz 1H), 4.80 (s, 1H),
4.26-4.09 (m, 1H), 3.99 - 3.86
(m, 4H), 3.41 - 3.25 (m, 4H),
2.31-2.17 (m. 2H), 2.05 - 1.86
{m, 6H)

173

174

470.22

(400 MHz, CDC13) 6 8.69 (d, J =
1.9 Hz, 1H), 8.62 (d, ] =1.9 Hz,
1H). 8.30 (d. J=2.1 Hz, 1H),
7.80(d, J=79Hz, 1H). 7.32
(ddd,J=10.3,8.1, 2.3 Hz, 1H),
6.95(d, J=2.4 Hz, 1H), 6.89 (d,
J=2.4Hz 1H), 4.74 (s, 1H),
4.27-4.15 (m, 1H), 4.00 - 3.86
(m, 4H), 3.41 - 3.27 (m, 4H),
2.27-2.13 (m, 2H), 2.08 - 1.86
(m, 6H)
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450.13

176

)
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—

) C

450.2

(400 MHz, CDCl3) 6 12.21 (s,
1H), 8.70 (d, I =1.9 Hz, 1H),
8.63 (d, J=19Hz 1H), &17 (d,
J=7.4Hz, 1H), 807 (dd, J =
4.2, 1.5 Hz, 1H), 7.33 (ddd, J =
10.0, 8.5, 2.9 Hz, 2H), 6.97 (d. J
=24Hz IH). 6.90(d,J=2.5
Hz, 1H), 4.83 - 4.74 (m, 1H),
424 -4.11 (m, 1H), 3.99 - 3.86
(m, 4H), 3.41 - 3.26 (m, 4H},
2.30-2.18 (m, 2H), 2.08 - 1.87
(m, 6H)

177

450.17

(400 MHz, CDCl13) 6 11.13 (s,
1H), 8.71 (d, T=1.9 Hz, 1H),
8.59(d, J=1.9Hz, 1H), 7.64 -
7.39 (m, 2H), 7.07 (d, ] = 6.8
Hz. 1H), 7.02 - 6.79 (m. 3H),
4,76 (5. 1H). 4.32 - 4.15 (m, 1H),
3.96-3.85 (m. 4H), 3.42 - 3.24
(m, 4H). 2.39 - 2.14 (m, 2H),
2.10-1.82 (m, 6H)
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178

468.17

(400 MMz, CDC13) 8 8.70 (d, T =
1.9 Hz, 1H), 8.64 (d, I = 1.9 1z,
1H), 8.14 (dd, T= 7.6, 0.7 Hz,
1H), 7.91 (d, T = 8.1 Hz, 11]),
781 (1, T=7.8 Hz, 1H), 7.46
(dd, T=79,0.7 Hz, 1H), 6.96
(A, T=2.4Hz 1H),6.91 (d, T=
2.4 Hz, 1H), 4.80 (s, 1H), 4.24 -
4.08 (m, 111), 3.99 - 3.83 (m,
4H), 3.41 - 3.26 (m, 4H), 2.33 -
2.18 (m, 2H), 2.11 - 1.98 (m,
2H), 1.98 - 1.87 (m, 41)

179

464.28

(400 Mz, CDCl3) 6 8.70 (d, T =
1.9 Hz, 1H), 8.63 (d, ] = 1.9 1z,
1H), 8.13 (d, J=7.7 Hz, 1H),
8.02(d, T=7.8 Hz, 1H), 7.86 (,
J=7.7Hz, 1H), 748 (d, 1= 7.8
Hz, 1H), 6.96 (d, T=2.4 Hz,
1H), 6.91 (d, J= 2.4 Hz, 11]),
4.85 (s, 2H), 4.79 (s, 1H), 4.28 -
4.15 (m, 111), 4.00 - 3.87 (m,
AH), 3.41 - 3.27 (m, 417), 2.88 (s,
1H), 2.33 - 2.16 (m, 2H), 2.07 -
1.88 (m, 6H)
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503.27

(400 MHz, CDC1,) 6 8.68 (d, T =
1.9 Hz, 1H). 8.62 (d, J= 1.9 Hz,
1H), 8.16 (d, T = 7.8 Hz, 1H),
7.56 (dd, T = 8.4, 7.3 Hz, 1H),
7.43 (d,J=6.7 Oz, 1H), 6.96 (d,
J=2.4Hz, 1), 691 (d,J=2.4
Hz, 1H), 6.50 (4, T = 7.8 Hz,

IH), 4.74 (s, 1H), 4.21 - 4.07 (in,

1H), 3.97 - 3.86 (m, 41, 3.54 -
3.48 (m, 410), 3.40 - 3.29 (m,
4H), 2.26 - 2.14 (m, 2H), 2.07 -
1.88 (m, 10H)

181

501.25

(400 MHz, CDC13) 8 8.91 (s,
2H), 8.71 (d, T = 1.9 Hz, 1H),
8.64 (d,J=1.9 Hz, 1H), 8.30
(dd, T=7.7,0.7 Hz, 1H), 8.11 (1,
J=7.9Hz, 1), 7.74 (d,J=8.2
Hz, 1), 7.57 (dd, J=8.0, 0.7
Hz, 1H), 6.97 (d, T =2.4 Hz,
1H), 6.92 (d, T=2.4 Hz, 1H),

4.82 (s, 1), 4.27 - 4.11 (m, 1H),

3.99-385(m,4H),3.42-3.27
(m, 4H), 2.34 - 2.20 (m, 2H),
2,12 -2.00 (m, 2ZH), 2.00 - 1.84
(m, 4H)
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182

42421

(400 MHz, CDC13) 6 8.71 (d, J =
1.9 Hz, 1H), 8.63 (d, I =1.9 Hz,
1H), 8.15 (s, 1H), 743 (d. J =
8.1 Hz, 1H), 6.97 (d,J=2.3 Hz,
1H). 6.90 (d, I =2.4 Hz, 1H),
4.82 (s. 1H), 4.24 - 4,13 (m, 1H),
3.98 - 3.86 (m, 4H), 3.40 - 3.27
(m, 4H), 2.30 - 2.16 (m, 2H),
2.05-1.78 (m. 6H)

183

440.12

(400 MHz, CDC1y) 6 8.69 (d, T =
1.9 Hz, 1H), 8.63 (d, T= 1.9 Hz,
1H), 7.86 (d, J = 3.1 Hz, 11D,
7.57(d, T=3.1 Hz, 1H), 7.38 (d,
T=8.0THz, 11]),6.95 (d, T =24
Hz. 1H), 6.90 (d, T= 2.4 Hz,
1H), 4.79 (s, 1H), 4.25 - 4.09 (m,
1H), 3.97 - 3.88 (1, 4H), 3.39 -
3.29 (m, 41, 2.28 - 2.17 (m,
2H). 2.07 - 1.96 (m, 2H), 1.96 -
1.85 (m, 4H)

184

454.09

(400 MHz, CDC13) 6 8.69 (d, J
1.9 Hz, 1H), 8.62 (d, I =1.9 Hz,
1H). 7.50(d, T =

1.1 Hz, 1H), 7.28 (d, ] = 8.3 Hz,
1H). 6.95(d, J=2.4 Hz, 1H),
6.89 (d, ] =24 Hz 1H), 4.78 (s,
1H). 4.23 - 4.07 (m. 1H), 3.99 -
3.87 (m, 4H), 3.40 - 3.27 (in,
4H), 2.53 (4, T = 1.0 Hz, 3H).
2.28-2.14 (m, 2H), 2.04 - 1.95
(m, 2H), 1.95 - 1.84 (m, 4H)
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454.13

{400 MHz, CDCl3) 6 8.70 (t, T =
5.0 Hz, 1H), 8.01 (dd, J=12.5,
1.9 Hz, 1H), 7.35(d, J= 8.0 Hz,
1), 7.11 (d, T = 0.9 Hz, 111},
7.01-692(m, 1H), 6.89(d,T=
2.4 Hz, 1H), 4.85 - 4.70 (m, 1H),
426-4.11 (m, 1H),3.90(dd, I =
15.3,10.4 Hz, 4I1), 3.42 - 3.25
(m. 4H), 2.49 (d, ] = 0.9 Hz,
3H), 2.30-2.16 (m, 2H), 2.12 -
1.84 (m, GH)

186

437.2

(CDCL) 6 8.71 (d.T=1.9Hz,
1H). 8.63 (d, J=1.9 Hz, 1H),
.01 (d, J=5.8 Hz, 1H), 7.00 -
6.86 (m, 2H), 6.03 (d, J=5.8
Hz, 1H), 4.80 (d, T = 5.8 Hz,
1H), 4.07 (s, 1H), 3.97 - 3.83 (m,
7H), 3.41 - 3.28 (m, 4H), 2.20
(dd, J=12.3, 5.6 Hz, 21), 1.95
(dh, T=11.8, 5.6, 4.7 Hz, 6I1)

187

492 .26

(CDCL;) 6 8.70 (d. ] = 1.9 Hz,
1H). 8.63 (d, J=1.9 Hz, 1H),
7.70 (s, 1H), 6.96 (q, J = 2.6 Hz,
2H), 5.75 (d, = 6.5 Hz, 111,
4.82 (s, 1H), 4.65 (s, 1H), 3.93
(dd, T=5.9, 3.8 Hz, 4H), 3.63 (s,
4H), 336 (dd, T=6.1, 3.7 Hz,
4H), 2.14 (s, 21D, 1.95 (d, T =
31.2 Hz, 6H)
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188

451.14

(400 MMz, CDCl3) 6 9.02 (d, T =
2.6 Hz, 1H), 8.70 (d, T= 1.9 Hz,
1H). 8.61 (d, J=1.9 Hz, 1H),
8.17 (dd, T=9.3,2.6 Hz, 1H),
6.97(d,T=2.4Hz, 1H). 6.91 (d,
J=2.4Hz 1H), 6.36 (d, T =93
Hz, 1H), 5.37 (s, 1H), 4.82 (s,
1H), 4.04 (s, 111, 3.96 - 3.87 (m,
4D, 3.40 - 3.27 (m, 410), 2.31 -
2.18 (m, 2H), 2.03 - 1.84 (m,
6H)

189

474.147

(400 Mz, CDC13) 6 8.69 (d, T =
1.6 Hz, 1H), 8.61 (d, T= 1.7 Hz,
1H). 8.32 (s, 1H), 7.56 (d. T =
6.7 Hz. 1H), 6.96 (d, 1 = 2.2 1z,
1H), 6.90 (d. J = 2.3 Hz, 1H),
6.40 (d, T = 8.7 Hz, 1), 4.96 (s,
1H), 4.80 (s, 111), 4.01 - 3.84 (m,
SH). 3.42 - 3.24 (m, 4H), 2.21
(d, T=8.4Hz 2H), 1.92 (d. T=
6.4 Hz. 6H)

O N
190 HNO

{(CDC1;) 6 8.52 (s, 1H), 8.29(d, J
=48Hz 2H), 6.90(d,T=2.5
Hz, 1H), 6.85 (d.J=2.5 Hz,
1H), 6.52 (t, J=4.8 Hz, 1H),
5.36 (s, 1H), 4.79 (dq. T = 3.6,
2.9 Hz, 1H), 4.04 (dp, J = 8.0,
3.8 Hz, 1H), 3.97 - 3.85 (in, 4H),
3.38-3.26 (m, 4H), 2.70 (s, 3H),
2.29-2.11(m, 2H), 2.00 - 1.78
{m, 6H)
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191

421.24

(CDCLs) 6 8.52 (s, 1H), 8.29 (d. ]
=48 Hz, 2H), 690 (d, T =2.5
Hz. 1H), 6.85 (d,T=2.5 Hz,
1H), 6.53 (t, J = 4.8 Hz, 11D),
5.42(d, T=7.9 Hz, 1H), 4.80
(dq. 7=5.9,2.9 Hz, 1H), 4.11 -
3.98 (m, 1H), 3.91 (dd, T =5.9,
3.8 Hz, 411, 3.42 - 3.21 (m, 41D),
2.71 (s, 3H), 2.31 - 2.07 (m, 2H),
2.04 - 1.77 (m. 6H)

192

463.2

(CDC13) 6 8.70(d, J=1.9 Hz,
1H). 8.63 (d,J=1.9 Hz, 1H),
7.97 (s, 1H), 6.97 (d,J = 2.5 Hz,
1H). 6.93 (d, T =2.5 Hz, 1H),
5.36 (s, 1H), 4.80 (d, J=6.2 Hz,
1H), 4.65 (d, 1 = 0.9 Hz, 2H),
4.02 (t, J = 5.8 Hz, 3H), 3.958 -
3.82 {m, 4H), 3.42 - 3.30 (m,
4H), 2.80(t, J=5.8 Hz, 2H),
229-211 (m, 2H), 2.03 - 1.77
(m, 7H)

193

52421

(CDC13;) 6 8.70(d, J=1.9 Iz,
1), 8.63 (d, T = 1.9 Hz, 1H),
7.95 (s, 2ID), 7.05 - 6.88 (m, 2H),
4.92 (s, 1H), 4.79 (s, 1H), 3.93
(t. J=4.8 Hz, SH), 3.60 - 3.44
(m, 4H), 3.37 (d, ] = 10.5 Hz,
9I), 2.20 (d, 1 = 6.9 Hz, 2H),
1.91 (d, T = 4.6 Hz, 6H)
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l#=y
Y&

fbe i

ESMS
(M+H)

'HNMR  (BIEEDIREEN /oW
B0 300MHz)
NMRE—Zd, d§fis LT
P

194

)

ooy
HN

_ N
e O

437.23

(CDC13) 0 8.70(d, J =19 Hz,
1H), 8.62 (d, T =1.9 Hz, 1H),
8.28 (d, =09 Hz 1H), 6.97 (d,
J=25Hz 1H), 691(d. J=25
Hz, 1H), 5.74 - 5.58 (m, 1H),
516 (d,J=8.0Hz, 1H), 4.82
(dq, T =54, 2.7 Hz, 1H), 4.06 -
3.85 (m, 7H). 3.70(d, J=14.0
Hz, 1H), 3.42 - 3.28 (m, 4H),
2.30-2.16 (m, 2H), 1.99 - 1.75
(m, 6H)

A\

)
P
S

\_/

431.22

(CDCL;) 6 8.70(d, T =1.9 Hz,
1H), 8.62 (d, ] =2.0 Hz, 1H),
7.43(dd, J=8.6,7.2 Hz, 1H),
7.02-6.86(m, 3H), 6.35(dd, J =
8.6,0.8 Hz, 1H), 4.80(d, 1 =6.6
Hz, 2H), 4.10 - 3.81 (m, 5H),
347 -325(m, 4H), 2.30 - 2.11
(m, 2H), 1.99 - 1.8] (m, 6H)

196

ST

Cwo e

@%

I
/

463.27

(CDCl5) 8 8.71 (d, =19 [z,
1H), 8.63 (d, T= 1.9 Hz, 11,
7.61(d, T=9.4 Hz, 1), 7.41 (d,
J=72Hz 1H), 7.05 - 6.87 (m,
2H). 6.65 (s, 1H), 4.86 (s, 11D,
4.04 - 3.87 (m, TH), 3.74 (s, 1H).
3.43-3.27 (m, 410,221 (d, ] =
10.8 Hz, 2H), 1.98 (d, T=23.5
Hz. 6H)

10

20

30

40



gbooooan

(240)

JP 6360878 B2 2018.7.18

L eDifiE

ESMS
(M+IHD)

THNMR  (BIEXDIREH W
(B 300MHz)
NMRE—ZT, §fiié LT
/Ji—f;‘

197

pones
SEENG

NH

421.69

{400 MHz, CDC13) 06 8.68 (d,J =
1.9 Hz, 1H), 8.61 (d,J=1.9 Hz,
1H), 8.13 - 8.04 (m, 1H), 7.67
(d,J=24Hz 1H), 6.99 -6.93
{m, 2H), 6.90 (d, ] = 2.4 Hz,
1H), 6.33 (d, ] =8.7 Hz, 1H),
4.77 (s, 1H), 3.99 - 3.65 (m, 7H),
3.39-327 (m, 4H), 2.25 - 2.10
(1, 2ZH), 1.96 - 1.82 (m. 6H)

198

(400 MHz, CDC1;) 6 8.69 (d, T =
1.6 Hz, 1H), 8.61 (d,J=1.7 Hz,
1H), 8.57(d, ] =2.1 Hz, 1H),
7.89(dd, 1 =8.9,2.3 Hz, 1H).
6.95 (s, 1H), 6.90 (s, 1H), 6.62
(d,J=9.0Hz, 1H),599(d, 1=
7.7 Hz, 1H), 4.78 (s, 1H), 4.18
(s, 1H), 4.03 - 3.81 (m, 4H), 3.76
- 3.60 (m, 4H), 3.42 - 3.25 (m,
4H), 2.62 - 2.44 (m, 4H), 2.36 (s,
3H), 2.29 -2.14 (m, 2H), 1.99 -
1.84 (m, 6H)

199

533.01

(400 MHz, CDCl3) 6 8.73 - 8.65
{m, 3H), 8.60 (d, =19 Hz,
1H), 6.95(d, ] =2.4 Hz, 1H).
0.89(d, ] =24 Hz 1H), 593 (d,
J=8.0Hz, 1H), 4.79 (s, 1H),
4.23-4.09 (m, 1H), 3.97 - 3.88
(m, 8H), 3.40 - 3.25 (m, 4H),
2.53-2.42 (m, 4H), 2.34 (s, 3H),
2.26-2.18 (m, 2ZH), 1.97 - 1.83
{m, 6H)
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o=
ZES

asgelise

ESMS
(M+H)

'HNMR  (DIEEDIREMN W
ED 300MHz)
NMRE—ZIE, 0L LT
/587

200

549.17

(400 MHz, CDCl3) 6 8.69(d. T =
1.9 Hz, 1H), 8.61 (d,J=1.9 Hz,
1H), 7.51 - 7.42 (m, 2H), 6.98 -
0.85 (m, 3H), 6.07(d,J=8.0
Hz, 1H), 4.77 (s, 1H), 425 -4.11
(m, 1H). 3.99 - 3.85 (m. 4H),
340-3.27 (m, 4H), 3.26 - 3.14
(m, 4H), 2.67 - 2.52 (m, 4H),
2.36(s,3H), 2.28 - 2.13 (m., 2H),
1.98 - 1.84 (m, 6H)

201

549.1

(400 MHz, CDCl3) 6 9.47 (s,
1H), 8.68 (d, J = 1.7 Hz, 1H),
8.56(d, J=1.7Hz, 1H), 8.21 -
8.11 (m, 1H), 6.97 - 6.85 (m,
4H), 4.82 (s, 1H). 4.23 - 4.07 (in,
1H), 3.96 - 3.87 (m. 4H), 3.38 -
3.29 (m, 4H), 3.03 (s, 4H), 2.65
(s, 4H), 2.37 - 2.25 (m, SH), 2.02
- 1.84 (m, 6H)

202

464.13

(400 MHz, CDC13) 3 8.69 (d. T =
1.8 Hz, 1H), 8.63 (d, J= 1.9 Hz,
1H), 8.27 (dd. T=4.7, 1.9 Hz,
1), 8.19 (s, 11T), 8.11 (d, J =
6.8 Hz, 1), 6.95 (d, J= 2.4z
1H). 6.92 (d. T=2.3 Hz. 1H).
6.51 (dd, T =74, 4.9 Uz, 110),
4.76 (s, 1H), 4.30 (s, 1H), 4.02 -
3.90 (m. 4H), 3.88 (s. 3H), 3.41 -
3.26 (m. 4H). 2.29 - 2.11 (m,
M), 2.11 - 1.85 (m, 61T
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=yl

ESMS
(M+H)

'HNMR  (DIEEDIREN A
[Fv 300MH z)
NMRE—ZIk, 6fEE LT
/J%’f)“

203

(CDC1;) 6 8.70(d,J=1.9 Hz,
1), 8.60 (d, T=1.9 Hz, 1H},
8.15 (s, 1), 6.93 (dd, T =17.9,
2.5 Hz, 2ID), 6.43 (d, J=6.1 Hz,
1), 5.20 (s, 1II), 4.82 (s, 1H),
4.00 - 3.82 (m, 4H), 3.44 - 3.25
(m. 4H), 2.23 (d, J=11.2 Hz,
21, 1.91 (s, 6I)

204

421.65

(CDC13) 5 8.70 (d. = 1.9 Hz,
1H), 8.61 (d, T= 1.9 Hz, 1H),
8.09 (d, T = 6.0 Hz, 1H), 6.93
(dd, T=16.1, 2.5 Hz, 2H), 6.15
(d, T=6.0 Hz, 1H), 5.10(d, T =
8.0 Hz, 1H), 4.81 (td, ] =5.5,2.7
Hz. 1H), 3.97 - 3.87 (n1. 4H),
3.49 (s. 1H), 3.39 - 3.27 (m, 4H),
2.49 (s, 3H), 2.27 - 2.14 (m, 2H),
2.03 - 1.80 (m. 6H)

436.63

(CDC13) 8 8.70 (d. T = 1.9 Hz,
1H), 8.61 (dd, T=5.3, 1.9 Hz,
1H), 8.19 - 8.06 (m, 1), 6.99 -
6.84 (m, 20), 5.34 - 5.21 (m,
1H), 4.76 (d, T= 9.7 Hz, 3H),
3.92 (t, T= 4.9 Hz. 4H), 3.81 (s,
1H), 3.33 (dd, T=5.7. 4.1 Hz,
4H). 2.87 (d, T = 5.2 Hz. 3H),
2.19 (d, J = 8.5 Hz, 2H), 1.88
(dd, T=13.3, 5.1 Hz, 61

10

20

30

40



gbooooan

(243)

JP 6360878 B2 2018.7.18
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L& iiE
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(M+H)

"HNMR  (BIEEDIREEL R
[EH 300MHz)
NMRE—Zlk, 6fE&E LT
/Ji—f;‘

206

436.18

(400 MHz, CDCl3) 6 8.68 (d, T =
1.9 Oz, 1), 8.61 (d, T = 1.9 Hz,
1H), 7.82 (d, T = 2.8 Hz, 11D,
7.09 (dd, T=8.9, 3.0 Hz, 11D,
6.94 (d, T=2.5 Hz, 1H). 6.90 (d,
J=25Hz, 1), 6.37 (d, T =8.8
Hz. 1H), 4.77 (s, 1H), 4.29 (bs,
1H), 3.98 - 3.87 (1, 4H), 3.85 -
3.79 (m, 1H), 3.77 (s, 3H), 3.41 -
3.24 (m, 4H), 2.27 - 2.12 (m,
2H), 1.97 - 1.79 (m, 6H)

207

(CDC1;) 5 8.71 (d,] =2.0 Hz,
1H), 8.64 (d,J=1.9 Hz, 1H),
8.44 (s, 1H), 6.98 (d, ] = 2.5 Hz,
1H), 6.92 (d, J=2.5 Hz, 1H),
6.82(d, ] =4.7Hz, 1H), 5.56 (d,
J=30.8Hz IH), 483 (d,J=5.2
Hz, 1H), 4.04 (s, 2H), 3.97 - 3.84
(m, 4H), 3.44 - 3.29 (m, 4H),
223(d, J=82Hz 2H). 2.02 -
1.77 (m, 6H)

208

435.6

(CDC13) 5 8.70 (d, T = 1.9 Hz,
1H), 8.64 (d, J=1.9 Hz, 1H),
8.16 (s, 2H), 7.00 - 6.84 (m, 2H),
5.32 (s, 1H), 4.81 (s, 1H), 4.03
(s, 1H), 3.96 - 3.85 (m, 4H), 3.43
-3.32(m, 4H), 2.49 (q, ] = 7.6
Hz. 2H), 2.21 (d, T=8.8 Hz,
2H). 2.06 - 1.75 (m, 6ID), 1.21 (1,
J=7.6Hz, 31
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gbooooan

'HNMR  (BIERDIREL /v

o=
ESMS (R0 300MH z)
_ P
%fé feamins (M+H) | NMRE—2Z7{k §{EE LT
T i
/J\‘_Z;_

(CDC15) 8 8.70 (d, T = 1.9 Hz,
w 1H), 8.63 (d, ] = 1.9 Hz, 1H),
- 8.18 (s, 211), 7.01 - 6.88 (m, 210),

o N Pt
Q 5.30(d, J=9.0 Hz, 1H), 4.81 (d,
HN

J1=5.9Hz, 11]), 4.02 (s, 11D),

209 N
N“ "N [ j 3.96-3.85(m, 4H),3.42-3.29
ﬁ\) 0 (m, 4H), 2.78 (p, I = 6.9 Hz,
1H), 2.31 - 2.14 (m, ZH), 2.01 -
H;C CH4
1.83 (m, 6D, 1.25(d, I =6.9
Hz, 6H)

(400 MHz, methanol-dy) 6 8.69
(d, T=2.0Hz 1H), 8.57(d, T =
Nﬁ 2.0Hz, 1H), 7.92 (d, J= 6.2 Hz,

Q 1H), 7.17 - 7.10 (1, 2H), 7.02
(d, J=7.1 Hz, 1H), 6.90 (d, J =

210 450.17 ,
2.5 Hz, 1H), 4.93 (s, 1H), 3.93 -
o [ 3.87 (m, 41, 3.84 - 3.79 (m,
1H), 3.44 - 3.37 (m, 4H), 2.24 -

2.15 (m, 2, 1.97 - 1.82 (m,
6H)

=

\_/

T

N

211 YU 434.19

HN i [Nj
= 0

=
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R 'THNMR (I DIREM 2L
_ . ESMS [RY 300MHz)
W& L& #thiE .
L (M+H) | NMRE—Z11, §ff& LT
7— -
’ /_]\‘7)1—
N7
O N
0 |
212 YO, i 437.12
HN /N N
o
HaC o
Nﬁ
O N
213 OYO/ 434.15
HN o N
]
N_ .=z o
NP (400 MHz, CDCly) 5 8.98 - 8.83
O N (m, 1H), 8.79 - 8.67 (m, 1H),
Q 8.64 - 8.50 (m, 1H), 8.35 (d, ] =
HN
| 9.2 Hz, 1H), 7.04 - 6.86 (m, 2H),
214 NF N 47412 ,
| [ j 6.75 (d, T = 9.0 Hz, 2H), 4.78 (s,
5 o 1H), 4.00 - 3.79 (m, SH), 3.42 -
N7 NH 3.21 (m, 4H), 2.17 - 2.11 (m,
N=N 2H), 2.02 - 1.81 (m1, 6H)
(CDC1;) 8 8.70 (d. T = 1.9 Hz,
1H), 8.61 (d, T = 1.9 Hz, 1H).
8.25 (d, 7= 0.9 Hz, 1H), 6.93
. N/\|N (dd, T=17.1,2.5 Hz, 2H), 5.64
Q’ (d. T=0.9 Hz, 1H), 5.00 (d, T =
215 HN 45121 | 8.1 Hz, 1H), 4.80 (dq, T = 5.5,
N)\/”\ [Nj 2.7 Hz, 1H), 433 (q, J=7.1 Hz,
k\N 0 cHNo 2H), 3.97 - 3.87 (nw. 4H), 3.71 (s,
1H), 3.38 - 3.29 (m, 4H), 2.27 -
214 (m, 2H), 2.03 - 1.80 (m,
GH). 1.37 (1, T = 7.1 Hz, 3H)
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216

o
N N

|
H
H3C/L§T/L\S/C 3

CHj

\>_§

8

N

)

O

481.26

(CDC1:) 0 8.69(d, J=1.9 Hz,
1H), 8.62 (d, J=19 Hz, 1H),
6.95(d, ] =2.5Hz, 1H), 6.90 (d,
J=2.5Hz, 1H), .23 - 0.16 (in,
0H), 4.93 (s, TH), 4.76 (s, 1H),
4,19 - 4.01 (m, 1H), 3.97 - 3.87
(m, 4H), 3.38 - 3.29 (m, 4H),
2.49 (s, 3H). 2.26 (s, 3H), 2.21 -
210 (m, 2H), 2.05(d, J=1.8
Hz, 3H), 2.00 - 1.85 (m, 6H)

217

2

Nes
SWG

z

464.17

(400 MHz, CDCl3) 8 8.69 (d, T =
1.9 Hz, 1), 8.61 (d, ] = 1.9 Hz,
1H). 8.15 (d, T = 5.3 Hz. 1H).
7.06(dd, J=5.4, 1.3 Uz, 11D,
7.00 (s, 1T0), 6.95 (d, T = 2.4 Mz,
1H), 6.91 (d, J = 2.4 Hz, 1H).
5.15 (s, 1), 4.81 (d, T=2.5 Hz,
1H). 3.95 - 3.83 (m. 8H), 3.38 -
3.30 (m, 4H), 2.27 - 2.16 (m,
2H), 1.97 - 1.85 (m, 6IT)

218

o

g
HN

N

& )

(CDCl3) §8.70 (d, T = 2.0 Hz,
1H), 8.63 (d, J = 1.9 Hz, 1),
8.17 (d,J=0.9 Hz, 1H), 7.02 -
6.85 (m, 2H), 5.40 (s, 1H), 5.05
(td, J=1.8, 0.8 Hz, 2H), 4.91 -
4.73 (m, 3H), 4.05 (s, 0II), 3.99 -
3.85 (m, 410), 3.43 - 3.27 (m,
4H), 2.30 - 2.12 (m, 2H), 2.02 -
1.82 (m, 6H)
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219

471.06

(CDC1;) 8 8.70(d,J=19 Hz,
1H), 8.61 (d. = 1.9 Hz, 1H),
0.96 (4,1 =2.5 Hz, 1H), 6.89 (d.
J=2.5Hz, 1H), 6.03 (s, 1H),
5.00 (s, 1H), 4.79 (s, 1H), 3.92
(d.J=93Hz 7H), 341 -3.25
(m, 4H), 2.28 - 2.13 (m. ZH),
1.92 (d,J=18.6 Hz, 6H)

220

474.07

(400 MHz, CDC1;) & 8.69 (s,
1H). 8.62 (s, 1H), 8.34 (s, LH),
821(d,J=49Hz 1H), 7.22 -
7.08 (m, 2H), 6.96 (s, 1H}, 6.93
(s, 1H), 4.84 {5, 1H), 3.98 - 3.86
(m. SH), 3.38 - 3.26 (m. 4H),
2.31-2.19(m, 2H), 2.03 - 1.86
(m, 6H)

221

474.12

(400 MHz, CDCL3) 8 8.75(d, T =
1.9 Hz, 1H). 8.69 (d, ] = 1.9 Hz,
1H), 8.61 (d. T = 1.9 Hz, 1H),
8.39 (s, 1I1), 8.05 (dd. T = 8.8,
2.3 Hz, 1H). 6.95 (d, ] =2.4 Hz,
1H), 6.91 (d. ] = 2.4 Hz, 1H),
6.49 (4,7 = 8.8 Hz, 1H), 5.23 (s,
1H), 4.88 - 4.71 (m, 1), 4.05 -
.95 (m. 1H). 3.95 - 3.85 (m,
4H), 3.39 - 3.26 (m, 4H), 2.28 -
2.16 (m, 2H). 2.00 - 1.83 (m,
6H)
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N
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o
N o
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CH,
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N

S

485.14

(CDC13) 5 8.63 (d, =19 Hz,
1H). 8.53 (dd, J=1.9, 0.6 Hz,
1), 7.71 (d. T = 9.4 Hz, 1),
6.89 (d, T=2.4 Iz, 1), 6.83 (d,
J=2.35Hz 1H), 6.68(d,T=9.4
Hz, 1H), 5.33 (s, 1H), 4.76 (dq. T
=5.0,2.5 Hz, 1H), 4.14 (s, 1H),
3.93 -3.77 (m, 4H), 3.28 (d, T =
5.1 Hz. 7H), 2.18 (dt, T = 13.4,
4.6 Hz, 2H), 2.02 - 1.75 (m, 6H)

223

435.18

(CDCl:) 8871 (d, J=1.9 Hz,
1H), 8.61 (d. J=1.9 Hz, 1H),
6.94 (dd, J=15.2, 2.5 Hz, 2H),
6.07 (s, 1H), 4.82 (dt. T =3.8,
3.0 Hz, 1H), 4.02 - 3.83 (m, 4H),
3.77-3.57 (m, 1H), 3.43 - 3.28
(m, 4H), 2.52 (s, 3H), 2.37 (s,
3H). 2.30-2.16 (m, 2H), 2.05 -
1.78 (m, 6H)

224

475.02

(CDC13) 6 8.72(d, T= 1.9 Hz,
1H), 8.63 (d. 7= 1.9 Hz, 1H).
8.27 (s. 1H), 6.98 (d. T = 2.4 Hz,
1H). 6.92 (d. ] = 2.6 Hz, 1H).
6.44 (d, T = 6.0 Hz, 1), 4.84 (s.
1), 3.93 (dd. T=6.0, 3.7 Hz.
4TT), 3.43 - 3.25 (m, 41), 2.23 (s,
2H), 2.08 - 1.83 (m1, 6H)

18
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L& 4 isiE
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(M+H)

'HNMR  (JIERXDIgEH /2
B 300MHz)
NMRE—Z{L, df& LT
/]QT)}‘

451.16

(CDC15) 5 8.70 (d. T = 1.9 Hz.
1H), 8.62 (d. J = 1.9 Hz, 1H),
8.49 (d,J = 1.1 Hz, 1H). 6.93
(dd, J = 16.7. 2.5 Hz, 2H), 6.45
(d.7=1.2 Hz, 1H), 5.01 (s, 1H),
4.81 (s, 1H), 4.39 (d. T = 0.9 Hz,

2H). 3.97 - 3.87 (m. 4H). 3.49 (s,

3H), 3.39-3.29 (m, 4H), 2.22
(d, J=94Hz, 2H), 1.99 - 1.87
(m. 6H)

226

463.18

(CDC15) 6 8.70 (d, T = 2.0 Iz,
1H). 8.63 (d. ] = 1.9 Hz, 1H),
6.95 (d,J=2.5Tz 1H)., 6.91 (d,
J=25Hz 1H), 4.75(d.J=56
Hz, 1H), 4.66 (s, 111), 4.32 (s,
1H), 4.00 - 3.83 (m, 4I1), 3.43 -
3.22 (m, 410, 2.46 (d, T = 15.1
Hz, 5H), 2.36 (s, 3H), 2.19 (q.
=6.3,3.9Hz 2I), 1.12 (1. T =
7.6 Hz. 3H)

227

HsC

453.2

(CDC13) 6 8.72 (d. T = 1.9 Iz,
1H). 8.64 (d, T= 1.9 Hz, 1H),
8.33(d, 7= 1.8z 1H). 7.04 -
6.87 (m, 2H), 5.15 (s, 1T1), 4.82
(dq. T=52,2.6 Hz, 1H), 4.24
(dt, T=18.3, 4.7 Hz, 111), 4.03 -
3.86 (m, 411), 3.44 - 3.28 (m,
4H), 2.74 (qd. 1 =7.6, 2.3 Hz.
2H), 2.24 (dq. T = 9.6, 4.6 Hz.
2H), 2.09 - 1.85 (n1, 6I1), 1.29 (1,
J=7.6Hz, 3H)
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'THNMR  (IERDIFEN

ESMS [RH 300MHz)

(M+H) | NMRE—=7}k, §fEE LT
PNCh

(CDC13) 3 8.60 (dd, T=8.1, 1.9

N7 Hz, 1H), 8.54 (4, T=19 Hz,

QO N 1H), 8.00 (s, 1H), 6.92 - 6.75 (m, 10
HN 2H), 5.06 (d, J = 8.0 Hz, 1H),
|

Yk L& MkiE

228 N 462.14 | 4.70 (s, 1H), 3.94 (s, 1H), 3.89 -

[ j 3.76 (m, 4H), 3.75 - 3.62 (m,

O=g 4H), 3.34 - 3.17 (m. 4H), 2.50 (s,
& CHy 3H), 2.11 (s, 2H), 1.82 (4. ] =

5.0 Hz, 5H)

(400 MHz, CDC13) & 8.70 (d, J =

1.9 Hz, 1H), 8.62 (d, ] = 1.9 Hz,
Né\” - LH), (d, 20

0 N 1H). 8.44 (d, 7= 2.0 Hz, 1H),
O 7.91 (d, J = 8.8 Hz, 1), 6.97 (d,
|

T=24Hz 1H), 692 (d.T=24
N 488.57
E j Hz, 1H), 6.60 (d, T = 8.6 Hz,

o) 1H), 5.52 (s. 1H), 4.83 (s, LH),
~CHs 4.18 (s, 3H), 4.00 - 3.87 (m, 5H),
3.39 - 3.24 (n1, 4H), 2.31 - 2.18
(1, 2H), 2.04 - 1.87 (m, 6H)
(400 MHz, CDCl3) 3 8.81 (d, J =
N4\|N 1.8 Hz, 1H), 8.69 (d, = 1.9 Hz,

O
O’ 1H). 8.61 (d, T=1.9 Hz, 1H),
HN 8.13 (dd, T = 8.8, 2.2 Hz, 1H),
|

229 NF

30

N 6.95 (d, = 2.4 Hz, 1H). 6.92 (d,
488.57
J=24Hz, 1H), 652 (d, ] =88
Hz. 1H), 4.82 (s, 1H), 4.36 (s,
N °N 3H). 3.96 - 3.85 (m. SH), 3.41 -
N

CH, 3.28 (m, 4H), 2.28 - 2.17 (m, 40

2H), 2.06 - 1.83 (n1, 6H)

230 N




gbooooan

(251)

JP 6360878 B2 2018.7.18

o=y
Yk

L EHIE

ESMS
(M+H)

"HNMR  (BIEEDIEEN 20
BV 300MHz)
NMRE—Z7ik, 6{EE LT
3

231

O

510.2

(CDC13) $ 8.70 (4, T = 1.9 Uz,
1H), 8.62 (d. J = 2.0 Hz, 1H),
7.70 (d, T= 3.4 Hz, 111), 6.93
(dd, T=14.6, 2.5 Hz, 211), 4.96
(dd, T=17.8. 7.1 Hz, 2H), 4.76
(d, T=6.2 Tz, 1), 4.62 (ddt, ] =
12.6,7.1,3.5 Hz, 1H). 4.05 -
3.82 (m, RH). 3.75 (dd, T= 9.4,
3.2 Hz, 1H). 3.40 - 3.27 (m, 4H),
2.35 (ddt, T=13.0, 8.2, 7.1 Hz,
1H), 2.25 - 2.08 (m, 211), 2.00 -
1.77 (m, 6H)

232

47718

(CDCL:) 8 8.61(¢d,J =19 Hz,
1H), 8.54 (d,J=1.9 Hz, 1H),
7.98 (s, 2H), 6.94 - 6.75 (m, 2H),
5.01 (s, 1H), 4.71 (d. ] =5.9 Hz,
1H), 3.96 - 3.78 (m, 3H), 3.68
(d.T=7.0Hz, 2H), 3.37 - 3.17
(m., 4H), 2.21 - 1.96 (m. 2H),
1.92-1.75 (m, 6H), 1.25 - 1.06
(m, 1H), 0.66 - 0.44 (m, 2H),
0.34 - 0.18 (m, 2H)

233

451.2

(CDCL) 8 8.70 (4, T = 1.9 Hz,
1H), 8.63 (d. = 1.9 Hz, 1H),
8.06 (s, 2H), 7.01 - 6.86 (m, 2H),
5.00 (d, T=8.1 Hz, 1H), 4.80 (d,
J=5.6Hz, 111), 4.10 - 3.82 (m,
7H), 3.42 - 3.26 (m, SH), 2.20
(d, T=8.2 Hz, 21), 2.01 - 1.80
(m, 6H), 1.39 (t, J = 7.0 Hz, 3H)
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PR 'HNMR  (BIEXDEE D20
A
ol P ESMS IEY 30 0MHz)
. M+ | NMRE—Z7§t, offE& LT
“ SER
(CDCL) 6 8.72(d.T= 19z
N 1H), 8.60 (t. J = 1.9 Hz, 2H),
o N 6.97 (d,J=2.5 Hz, 1H), 6.91 (d,
O | T=25Hz 1H),6.70(d.T=1.2
234 HN 432.17
! Hz, 11D), 4.85 (d. T =49 11z,
N)\/lt [ j 1), 3.98 - 3.84 (m, 4H), 3.42 -
SNTCN 0 3.26 (m. 4H). 2.33 - 2.17 (m,
2H), 2.01 - 1.77 (n1, SH)
7 (CDCL3) 6 8.68 (d, J = 2.0 Hz,
o /\|N 1H), 8.59 (d. J = 1.9 Hz, 1H),
Q’ 8.36 (s, 210, 6.97 - 6.86 (m, 2H).
135 H/rjﬂ\ i w050 | 55 gd, J=8.1 Hz, 1H), 4.96 -
NP N 4.72 {m. 3H), 4.09 - 3.86 (m,
&{\) [oj SH). 3.33 (dd, T =5.8. 4.0 Hz,
HO™ GF, 4H), 2.28 - 2.10 (m. 2H). 1.98 -
1.78 (m. 6IT)
. (CDCL3) 6 8.68 (d, J = 2.0 Hz,
o N/m 110), 8.59 (d. T = 1.9 Hz, 1),
O 8.36 (s, 210, 6.97 - 6.86 (m, 2H).
236 H)N\ i s0s.q7 | 553 (:d, T=8.1 Hz, 1H), 4.96 -
NN 4.72 {m, 3H). 4.09 - 3.86 (in,
K:\[) [O] SH). 3.33 (dd. = 5.8, 4.0 Hz,
HoPCEL 4H), 2.28 - 2.10 (m. 2H). 1.98 -
1.78 (m. 6IT)
o (CDCL3) 6 8.69 (d.T= 1.9 Uz,
o lN 1H), 8.61 (d. T=1.9 Hz, 1H),
Q’ 8.31 (s, 2H), 6.99 - 6.87 (m, 2H),
257 Fﬂ\l\ T 15116 5.311 gd, T=8.1Hz, IH), 4.87 -
N¥ N 4,73 (m, ZH), 4.06 - 3.87 (1n,
% [O] GH). 3.38 - 3.29 (1, 411), 2.20
Ho™CH, (q.7=5.8 Hz, 2I1), 2.04 - 1.84
(m, 6H), 1.51 (d. J=46.5 Hz, 3H)

10

20

30

40



gbooooan

(253)

JP 6360878 B2 2018.7.18

fba
Y&

L &DthiE

ESMS
(M+H)

'HNMR  (DIEROFEEH /0
B 300MHz)
NMRE—Zi%, 0fE& LT
/]:i_is—

238

(CDCL) 8 8.71 (d. =19 Hz,
1H), 8.64 (d, T= 1.9 Hz, 1H),
8.15 (s, 2I1), 6.99 - 6.86 (m, 211),
511 (d, J=7.9,7.4,3.8 1z,
1H), 4.82 - 4.55 (n1, 3H), 4.10
(dd, T=4.1,2.7 Hz, 2H), 3.93
(dd, J=6.0, 3.7 Hz, 5H), 3.60 -
3.43 (m, 1H), 3.36 (dd, T = 6.0,
3.7 Hz, 411, 2.85 - 2.61 (m, 11]),
2.30 - 2.10 (m, 21), 1.92 (s, 6ID),
1.24 (q, T= 6.9 Hz, 1H)

239

507

(CDCI; 6 8.61(d,J=19 Hz,
1H), 8.54 (d, J=1.9 Hz, 1H),
7.95(d, =139 Hz, 2H), 6.92 -
6.72 (m, 2ZH), 4.85 - 4,64 (n,
3H). 4.41 (t, J=6.2 Hz, 2H),
3.83(q,J=6.7, 5.7 Hz, 6H),
3.33-3.18 (m, 3H), 2.20 - 1.97
(m, 1H), 1.82 (s, 7H)

240

493.16

(CDCI;) 6 8.70(d, J=1.9 Hz,
1H), 8.63 (d, J=1.9 Hz, 1H),
8.08 (s, 2H), 7.01 - 6.87 (m, 2H),
5.11(d, ]=8.1Hz 1H), 4.95 -
4.74 {m, 3H), 4.56 (1, ] = 6.0 Hz,
2H), 4.17 (d, J = 6.7 Hz, 2H),
4,05-3.81 (m, 4H), 3.51 - 3.29
(m, 3H), 2.21 (q, ] = 6.4, 5.7 Hz,
2H), 2.03 - 1.80 (m, 8H)
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=y
ES

b
i

=yl s

ESMS
(M+H)

THNMR  (BIEEOFSED /U
[BY 300MHz)
NMRE—Z03, ofg& LT
/J;'f)“

241

445.54

(400 MHz, CDCL3) 8 8.69 (d, T =
1.9 Hz. 11D), 8.61 (d, J = 1.9 Hz,
1H), 7.52 (d, = 8.7 Hz, 1H),
6.96 (d, T=2.5 Hz, 1H), 6.90 (d,
J=25MHz, 1), 6.23(d, T=8.7
Hz, 1H), 5.09 (s, 111, 4.80 (s,
1H), 4.00 - 3.78 (m, 5H), 3.40 -
3.24 (m, 4H), 2.56 (s, 31D), 2.29 -
2.14 (m, 2H). 2.01 - 1.80 (m,
6H)

242

445.54

{400 MHz, CDC13) 6 8.70 (d. J =
1.8 Hz, 1H), 8.62(d, J=1.9 Hz,
1H), 8.30 (d, ] =1.8 Hz, 1H),
7.37 (s, 1H), 6.96 (d. ] = 2.3 Hz,
1H), 6.91 (d, ] =2.3 Hz, 1H),
4.79 (s, 1H), 4.74 (s, 1H), 4.28
(s, 1H), 4.01 - 3.83 (in, 4H). 3.40
-3.25 (m, 4H), 2.30 - 2.17 (m,
2H), 2.11 (s, 3H), 1.99 - 1.87 (1n,
6H)

243

465.2

(CDC15) 6 8.69 (d, ] =2.0 1z,
1H). 8.62 (d. = 1.9 Hz, 1H),
5.36 (s, 1H), 4.03 (s, 1H). 1.57
(s, 6H), 2.02 - 1.80 (m, 6H), 8.42
(s, 2H), 6.99 - 6.87 (m, 2H), 4.80
(s, 1H), 3.92 (dd, T = 6.0, 3.7 Hz,
4H), 3.39 - 3.29 (m, 4H), 2.20
(d, T=19.0 Hz, 2H)
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o=y
Yk

L &S

ESMS
(M~+H)

T NMR  (BIEXDIREH
BV 300MHz)
NMRE—Zik, sf& LT
/]175‘

244

475.15

(CDCl3) & 8.98 - 8.86 (m, 21D),
8.66 (dd, T =23.8, 1.9 Hz, 2H),
8.44 (s. 1H), 7.00 - 6.88 (m, 2I),
5.89 (d, T = 8.1 Hz, 1), 4.83
(dq. T=5.4,2.6 Hz, 1H), 4.22 -
4.04 (m, 1H), 3.97 - 3.87 (m,
4H), 3.43 - 3.29 (m, 4H), 2.24
(td, T=8.3, 7.4, 4.0 Hz, 2H),
2.15 - 1.81 (m, 6H)

245

467.14

(CDC13) 8 8.61 (d, J=1.9 z,
1H), 8.53 (d, T = 1.9 Hz, 1H),
6.84 (dd, 1= 18.2, 2.5 Uz, 21),
5.26 (s, 1), 4.78 (d, ] = 8.0 Hz,
1H), 4.68 (d, T = 5.6 Hz, 1H),
3.82 (1, T=4.0 Hz, 101, 3.30 -
3.15 (m, 4H), 2.10 (q. ] = 6.2,
5.7 Hz, 2H), 1.94 - 1.69 (m, 6H)

2406

421.23

(CDCL;) 0 8.61 (d.J=1.9 Hz,
1H), 8.54 (d, ] =1.9 Hz, 1H),
8.00(d, J=5.0Hz 1H), 6.94 -
6.78 (m, 2H), 6.32(d,J=5.0
Hz, 1H), 5.09 (s, 1H), 4.70:(d, J
=6.0Hz, 1H), 3.95 (s, 1H), 3.91
-3.77 (m, 5H), 3.37-3.13 (m,
4H), 2.20 - 2.00 (m, 2H), 1.94 -
1.71 {m, 6H)
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L& MkiE

ESMS
(M+H)

'HNMR  (BIERDIREMS /20
BV 300MHz)
NMRE—Zik, §fEE LT
/J&'is—

247

Negel
O

CHj;

465.1

(CDCL o871 (d,J=1.9 Hz,
1H), 8.64 (t, J=2.4 Hz, 1H),
8.05 (s, 2H), 7.04 - 6.87 (m, 2H),
5.20 (s. 1H). 4.80 (s, 1H), 4.30
(p. 1= 6.1 Hz, 1H), 4.05 - 3.81
(m, 4H), 3.44 - 3.27 (m, 4H),
222, J=7.3Hz, 2H), 1.93 (d,
I=4.6Hz 6H), 1.33(d. J=6.1
Hz, 6H)

248

488.48

(400 Mz, CDC13) 6 8.69 (d, T =
1.9 Hz, 1H), 8.66 (d, T= 1.9 z,
1H). 8.62 (d, T=1.9 Hz, 1H),
8.05 (d, T= 8.5 Hz, 1H). 6.96 (d,
J=24Hz 1H),6.92(d, =25
Hz, 1H), 6.51 (d,J=8.7 Hz,
1H), 4.82 (s, 1H), 3.99 - 3.85 (m,
5H), 3.38 - 3.27 (m, 411), 2.59 (s,
3H), 2.29 - 2.18 (m, 21), 2.01 -
1.84 (m, 6H)

249

(400 MHz, CDCl3) 6 8.69 (d, T =
1.9 Hz, 1H), 8.61 (d, T= 1.9 Hz,
1H), 8.45 (d, T = 1.9 Hz, 110),
7.86 (d, J = 7.7 Hz, 1H), 7.60 (d,
J=23Hz 1H),6.96(d.T=24
Hz, 1H), 6.92 (d, T =2.4 Hz,
1H), 6.50 (d, T = 2.3 Hz, 11),
6.48 (d, J=8.9 Hz, 1H). 4.81 (s,
1H), 3.95 - 3.85 (m, 5H), 3.39 -
3.30 (m, 4H), 2.26 - 2.17 (m,
2H), 1.99 - 1.84 (m1. 6H)

10
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gbooooan

THNMR  (BUEEODFREA R

ESMS [ 300MHz)

(M+H) | NMRE—Z1, dfgid LT

NG
(400 MHz, CDCLy) 6 8.69 (d, J =
Nﬁ 1.9 Hz, 1H), 8.61 (d, T=1.9 Hz,
o) N 1H), 8.09 (d, T=1.7 Hz, 1H), 10
Q 7.56 - 7.45 (m, 2H), 6.96 (d, T =

AN 2.4 Hz, 1H), 6.93 (d, J=2.4 1z,

N 486.5

[ j 1H). 6.55 (d, ] = 8.5 Hz, 1H),

o) 6.25 (d,J=1.9 Hz, 1H), 4.84 (s,
N-CHa 1H), 3.96 - 3.83 (m, 8H), 3.39 -
3.30 (m, 4H), 2.28 - 2.19 (m,
2H). 2.03 - 1.83 (m. 6H)
(CDC1L:) 6 8.71 (d,J=1.9 Hz,

Nﬁ 1H), 8.63 (d, T = 1.9 Hz, 1H),

O N 8.18 (s, 2H), 7.04 - 6.87 (m, 2T,
HNQ 5.21(d, J=8.2 Hz. 1H), 4.80 (s,
PR N | 1H). 4.2-4.0 (m, 3H), 3.98 - 3.85
251 NN 491.1

| [ j (m, 4H), 3.61 - 3.44 (m, 2H),
0 3.41-3.21 (m, 4H), 2.75 - 2.47
(m. 1H), 2.21 (d, ] =9.6 Hz,
o 2H). 1.92 (1, ] = 6.4 Hz, GH),
1.83 - 1.66 (m, 4H) 30
(CDCl3) 6 3.97 - 3.87 (m, 4H),
Nﬁ 3.39-3.29 (n1, 4H), 2.50 (s, 3H),

o) N 2.28 -2.16 (m, 2H), 2.02 - 1.89
/O’ (m, 6H), 4.26 - 4,17 (m, 1H),
252 HIN - ! 4711 | 8.70(d,T= 1.9 Hz, 1H), 8.63 (d,
N% [ j J=19Hz 1H), 7.88 (d. T =3.3
s7N 0 Hz, 1H), 6.93 (dd, T = 18.7, 2.5

CHs Hz, 2H), 5.10 (d, T=7.9 Hz,
1H), 4.79 (d, T = 3.7 Hz, 1H)

fb&
Y& sl b

250

20

40
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LBt

ESMS
(M+H)

THNMR  (BIEEDIREEL 2
(B 300MHz)
NMRVE—Z7t, 6fEE LT
/Ji—f;‘

453.19

(CDC13) 5 8.70 (d,J=1.9 [z,
1H), 8.61 (d,J = 2.0 Hz, 11D,
8.38(d, T= 1.1 Hz, 1H). 6.93
(dd, T=17.3, 2.5 Hz, 2H), 6.18
(d,7=1.2Hz, 11), 5.03 (s, 11D,
4.81(d,J=6.1 Uz, 1H),3.97 -
3.87 (m, 4H), 3.83 (s, 1H), 3.39 -
3.29 (m, 4H), 2.51 (s, 3H), 2.21
(d, T =8.8 Hz, 2H), 2.05 (s, OH),
1.91 (d, T = 10.6 Hz, 6H)

254

406.57

{400 MHz, CDC13) 6 8.71 (d, ] =
1.9 Hz, 1H), 8.63 (d,J=1.9 Hz,
1H), 8.15 - 8.04 (m. 1H), 7.46 -
7.39 (m, 1H), 6.97 (d,J=2.5
Hz, 1H), 6.93 (d, ] =2.5 Hz,
1H), 6.60 - 6.52 (m, 1H), 6.41
(d, T=8.4 Hz, 1H), 4.80 (s, 1H),
4.68 (s, 1H), 3.98 - 3.85 (m, 5H),
3.41-3.30(m,4H),2.27 - 2.15
(1, 2H), 1.97 - 1.86 (m, 6H)

450.96

{methanol-dy) 6 8.71 (dd, T = 7.5,
2.1 Hz, 1H), 8.57 (dd, T =8.8,
2.1 Hz, 1H), 7.12 (4, J=2.5 Hz,
1), 6.88 (d, T =2.4 Hz, 11]),
3.88 (t, J=4.8 Hz, 4H), 3.45 -
3.35 (m, 4H), 3.19 (s, 3H), 2.25 -
2.01 (m, 2H), 2.00 - 1.80 (m,
o)
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N ‘HNMR  (BIEEDIRFEH 720
e - ESMS I)E':‘QEBOOMHz)
_ (M) | NMRE—Z7%, §{E&L LT
v POCR
(CDCl:) 8 8.71(d. J=1.9 Hz,
o Né\k 1H), 8.64 (d, T= 1.9 Hz, 1),
O 7.80 (d, = 1.5 Hz. 1H), 7.47 (d,
256 HN 01 J=1.5Hz, 1H), 7.02 - §.86 (m,
NF N 2H), 4.80 (s, 1H), 427 (d,J =
S | [Oj 8.3 Hz, 1H). 4.00 - 3.72 (m, 7H),
CH, 3.35 (dd, J = 6.0, 3.8 Hz, 4H),
2.23 (s, 2H), 2.02 - 1.80 (m, GH)
(CDCl:) 8 8.71(d. = 1.9 Hz,
Nﬁ 1H), 8.63 (dd, 1= 1.9, 0.7 Hz,
O N 1H), 7.99 - 7.88 (n1, 1H), 7.02 -
HNO 6.87 (m, 2H), 6.34 (d, I = 8.4
257 Nf\ N 437.1 | Hz 1H), 4.78 (s, 1H), 4.40 (d. ]
- lN [ j = 8.2 Hz, 1H), 4.03 - 3.75 (m,
O 5H), 3.35(dd, 1= 6.0,3.7 1z,
OcH, 4H), 2.18 (s, 5H), 2.03 - 1.81 (m,
6H)
NP (CDCl3) & 8.78 - 8.59 (m, 3H),
o) N 8.38 (s, 1H), 7.85 (s, 1H), 6.95
O (d,J=2.4Hz, 1H), 6.91 (d, J =
)58 NH/N CHy \ g5y |23 H_z 1H), 4.79 (s, 1}1), 4.67
| [ j (d.1=7.6 Hz, 1H), 4.32 (s, 11),
= 0 3.99 - 3.82 (m, 4H), 3.40 - 3.27
“™o (m, 4H), 2.33 - 2.06 (m, 5H),
N=/ 2.03 - 1.87 (m. 6H)
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L eDifiE

ESMS
(M+H)

'HNMR  (BUERDIFEN 0
(B 300MHz)
NMRE—ZIk, dfE&E LT
/J&'is—

259

)

SO

) ()

4

N

488.48

(CDCL) 8870 (d, T = 1.9 Hz,
1H). 8.62 (d, 1H), 8.41 (s, 1H),
8.04 - 7.93 (m, 111), 6.96 (d, ] =
2.5Hz, 1H), 6.91 (d, J=2.1 Hz,
1H), 635 (d, T=9.1 Uz, 1H),
5.07 (s, 1T0), 4.82 (s, 111), 4.02 -
3.79 (m, SH), 3.41 - 3.27 (m,
4H), 2.83 - 2.72 (m., 3H), 2.30 -
2.17 {m, 2H), 2.02 - 1.80 (m,
6H)

260

g

HN

—Q

437.24

({CDC1;) 6 8.70(d,J =19 Hz,
1H) 8.62(d, ] =1.9 Hz, 1H).
6.93 (dd, I =14.5, 2.5 Hz, 2H),
6.79(d, ] =94 Hz, 1H), 6.64 (d,
J=94Hz, 1H), 4.80(d,J=5.5
Hz, 1H), 4.27 (d,1="7.5 Hz,
1H), 4.14 (s, 1H), 4.02 (s, 3H),
3.98-3.88 (m,4H),3.42-3.29
(m, 4H), 2.31 - 2.12 (m., 2H),
1.95(ddd, 1=17.2,9.2. 6.0 Hz,
OH)

201

z

7Ny

=z }\:;
O

N/

O

477.3

(CDCL) 8 8.71(d, T=19 Hz,
1H), 8.64 (d, 7= 1.9 Uz, 1H),

8.20 (s, 2H), 7.04 - 6.84 (m, 2H),

5.16 (d, T = 8.0 Hz, 1T1), 4.80 (s,
1H), 4.19 - 3.85 (m, 7H), 3.66
(dd, T=8.5,7.1 Hz, 1H). 3.35
(dd, T=5.9, 3.8 Hz, 4H), 3.24 (,
J=7.5Hz, 11),2.48 - 2.11 (m,
4H), 2.05 - 1.82 (m, 6H)
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A=yl s

ESMS
(M+H)

'HNMR  (BERDFEEH R
(B9 300MHz)
NMRE—2Z7{%, 6fgd LT
/JE—Z;‘

262

o) N4¢\l
Bons
Neale
X

476.26

(CDCl3) 8 8.69 (d, T = 1.9 Hz,
1H), 8.62 (d, T=1.9 Hz, 1H),
7.61(d,J= 1.0 Hz, 111), 6.98 -
6.86 (m, 211, 4.96 (s, 1H), 4.82 -
4.71 (m, 1H), 4.63 - 4.56 (m,
1H), 4.08 - 3.87 (m, 511), 3.38 -
3.29 (m, 4H), 2.80 (tdd, T = 6.8,
5.0,3.1 Hz, 1H), 2.23 - 2.11 (m,
2H), 2.08 - 1.82 (m, 91), 0.90 -
0.72 (m, 2, 0.59 - 0.47 (m,
2H)

263

N
ISASE
HN/ENL) [oj

L‘*/O‘CHS

450.22

(CDCL) 8 8.70 (d, T = 1.9 Hz,
1H), 8.61 (d, T=1.9 Hz, 1H),
8.11(d, T=0.9 Hz, 1H), 6.93
(dd, J=15.5, 2.5 Hz, 2H), 5.30
(d,T=1.0Hz, 1H), 5.16 (s, LH),
4.95 (s, 1), -0.17 - -0.23 (m,
O, 4.80 (s, 1H), 3.92 (dd, T =
5.9,3.7 Hz, 4H), 3.74 (s, 1H),
3.57(dd, J=5.6, 4.6 Hz, 2H),
3.50 - 3.29 (m, 9H), 2.20 (d, T =
9.1 Hz, 2H), 1.93 (d, T = 13.1
Hz, 6H)
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4941

(CDCL3) 68.69 (d, T = 1.9 Hz,
1H), 8.62 (d, J=2.0 Hz, 1H),
7.76 (d, T = 5.8 Hz, 111), 7.02 -
6.86 (m, 2H). 5.66 (d, ] = 5.9
Hz. 1H), 4.80 (d, 7= 5.5 Hz,
1H), 4.63 (s, 1H), 3.97 - 3.84 (m,
SH). 1.30 - 1.20 (m. 1H), 3.64 (s.
2H). 3.38 - 3.28 (. 4H), 1.37 (s.
6I1), 5.16 - 4.86 (m, 1H), 2.24 -
2.13 (m, 2H). 1.96 - 1.82 (m,
GH)

421.18

(CDCL;) H8.70(d, T =19 Hz,
1H), 8.61 (d, J=1.9 Hz, 1H),
8.47(d,J=1.1 Hz, 1H), 6.93
(dd, J=16.7,2.5 Hz, 2H), 6.17
(t. J=0.9 Hz, 1H), 4.95 (s, 1H),
4.81 (td, J=5.3,2.5 Hz, 1H),
4.07 - 3.83 (m, 5H), 3.39-3.29
(m, 4H), 2.34 (s, 3H), 2.21 (dt, J
=11.1,5.1 Hz, 2H), 2.04 - 1.76
(m, 6H)

206

441.2

(CDC1;) 5 11.49 (s, 1H), 8.69 {(d,
J=19Hz 1H), 859¢(d,J=1.9
Hz, 1H), 7.73 (d, J=3.0 Hz,
1H), 7.03 - 6.89 (m, 2H). 6.56
(d, J=7.2 Hz, 1H), 4.82 (s, | H),
3.91(dd. J=6.0, 3.8 Hz, 5H),
3.39-3.29(m,4H), 2.27 - 2.14
(m, 2H). 2.07 - 1.81 (m. 6H)
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267

447.11

(CDCL) 0 8.70 (d, T = 1.9 Hz,
1H), 8.60 (d. J = 1.9 Hz, 1H),
8.03 (d,J=6.1 Hz, |H), 6.93
(dd, J=18.6, 2.5 Hz, 2H), 6.13
(d, J=6.1 Hz, 1H), 5.09 (s, 1H),

4.79 (s, 1H), 4.03 - 3.7% (m. SH).

3.34(dd. J=6.0, 3.8 Hz, 4H),
2.20(d,J=28.1 Hz, 2H), 1.96 (s,
7H), 1.10 (d. J = 2.8 Hz, 2H),
1.00(d, J=8.0Hz, 2H)

268

437.19

(CDCL:) 6 8.69 (d. ] = 1.9 Hz,
1H), 8.60 (d. ] = 1.9 Hz, 1H),
7.95 (d, J = 5.8 Hz, 1H), 6.92
(dd, T=17.9, 2.5 Hz, 2H), 5.99
(d. J=5.9 Hz, 1H), 5.01 (s, 1H),
479 (dt, T=6.9, 3.4 Hz, 1H).
3.91(d, J=8.7 Hz, 8H), 3.43 -
3.25 (m, 4H), 2.32 - 2.09 (m,
2H), 2.05 - 1.74 (m., 6H)

269

468.13

(CDC1:) 6 8.69 (d,J =19 Hz,
1H), 8.62(d, T=1.9 Hz, 1H),
7.70(d,J=6.8 Hz, 1H), 6.92
(dd. J=14.4, 2.5 Hz, 2H), 4.86
{(d.J=8.1Hz, 1H), 4.75(dt, ] =
8.6, 4.0 Hz, 1H), 3.97 - 3.87 (mm,
5H), 3.38 - 3.28 (m, 4H), 3.14
(d.J=2.2 Hz, 6H), 2.24 - 2.07
(m, 2ZH), 2.02 - 1.79 (m, 6H)

10

20

30

40



gbooooan

(264)

JP 6360878 B2 2018.7.18

ke
W%

L EHIE

ESMS
(M-+H)

T NMR  (BIEROIFEH 70
BV 300MHz)
NMRE—Z7I, 6L LT
3

270

(CDC13) 8 8.71 (4, J= 1.9 Hz,
1H), 8.64 (d, T =2.0 Hz, 1H).
8.15 (s, 2H), 7.01 - 6.87 (m, 210),
5.13(d, 7= 8.1 Hz, 1H), 4.80 (s,
1H), 4.24 (s, 11, 4.01 (s, 21,
3.93 (dd, 1= 6.0, 3.7 Hz, 41),
3.35(dd, 1=5.9, 3.9 Hz, 41D),
2.80 (1, T=12.7 Hz, 21), 2.51 (t,
T=12.11z, 1), 2.21 (d, T = 8.3
Hz, 2H), 2.05 - 1.72 (m, 8H),
1.49 (s, 9H)

271

490.2

(CDCL3) 6 8.62(d. T= 1.9 Hz,
1H), 8.55 (d, T= 1.9 Hz, 1H).
8.09 (s, 2H), 6.93 - 6.78 (m, 2T),
5.03(d, T=8.1Hz 1H). 4.72 (d,
J=5.8Hz, 1H), 4.02 - 3.75 (m,
5H). 3.34 - 3.21 (m, 4H), 3.20 -
3.06 (m, 2H), 2.66 (td, T = 12.1,
2.5 Hz, 2H), 2.38 (ddt, T = 12.2,
76,38 Hz, 1H),2.12(d,T=8.9
Hz, 21, 1.96 - 1.65 (m, 10H),
1.53 (qd, T=12.3, 3.9 Hz, 2H)

272

406.53

(CDC1;) 0 8.69(d, J=19 Hz,
1H), 8.61 (d, J=1.9 Hz, 1H),
8.04 (d, J=2.8Hz, 1H), 7.94
(dd,J=4.7, 1.3Hz 1H), 7.11
(dd, J=18.3,4.7Hz, 1H), 7.00 -
6.84 (m, 3H), 4.78 (s, 1H), 3.98 -
3.88 (m, 4H), 3.85(d,J=28.1
Hz, 1H), 3.38 - 3.28 (m, 4H).
2.27-2.15(m, 2H), 1.97 - 1.84
{m, 6H)
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406.57

(CDCL3) 68.70 (4, T = 1.9 Hz,
1H). 8.61 (d, = 1.9 Hz, 1H),
8.18 (d, J = 6.3 Hz, 2H), 6.96 (d.
J=24Hz 1H), 690 (d.T=2.4
Hz, 1H), 6.51 - 6.42 (m, 210),
4.79 (s, 1H), 4.47 (4, 7= 7.7 Hz,
1H), 3.98 - 3.86 (1, 411), 3.56 (s,
1H). 3.39 - 3.26 (m, 4H), 2.27 -
2.15 (m, 2H). 2.01 - 1.79 (m,
6H)

274

=

4
=z

AN

504.1

(CDC1:)68.71(d, J =19 Hz,
1H), 8.63 (d. T=1.9 Hz, 1H),
8.18 (s, 2H), 7.03 - 6.86 (m, 2H),
5.11(d, IJ=8.1 Hz, 1H), 4.81 (d.
J=59Hz, 1H), 4.12 - 3.84 (in,
5H), 3.42 - 3.29 (m, 4H), 3.05 -
2.89 (m., 2H). 2.33 (s, 4H), 2.21
(d, J=8.8 Hz, 2ZH), 2.11 - 1.61
(m, 10H)

519.2

(CDCLy) 6 8.62 (d, T = 1.9 Hz,
1H). 8.54 (d, J = 1.9 Hz, 1H),
6.93 - 6.77 (m, 2H). 5.20 (s, 1H).
4.78 - 4.60 (m, 210, 3.92 - 3.79
(m. 5H), 3.64 (s, 0H), 3.51 (1, =
5.1 Hz, 4H), 3.36 - 3.16 (m, 4H),
2.40 (t. T=5.1 Hz, 4H), 2.27 (d,
J=4.8Hz, 6I1),2.16 - 2.02 (m,
2H), 1.81 (q. T = 8.1, 5.7 Hz, 6H)
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451.53

(CDCL;) 6 8.69(d.J=1.8 Hz,
1H), 8.61 (d,7=1.9 Hz, 1H),
0.94 (d, ] =2.3 Hz, 1H), 6.90 (d,
J=2.3Hz 1H), 5.87 (s, 1H),
5.13 (s. 1H). 4.76 (s, 1H), 4.04
(s, 1H), 3.98 - 3.89 (i, 4H), 3.87
(s, 3H), 3.41 - 3.23 (i, 4H), 2.25
(s, 3H), 2.23 - 2.09 (m, 2H). 1.99
- 1.80 (m, 6H)

277

459.08

(CDCL) 8 8.71 (4, T=1.9 Hz,

1H), 8.62 (d.T=1.9 Hz, 1H),

8.17 (d, T= 0.9 Hz, 111), 6.94

(dd, J=15.8, 2.5 Hz, 21), 5.31
(s, 1H), 4.83 (dp. J = 4.6, 2.5 Hz,
1H), 4.22 (qt. T= 8.5, 4.9 Hz,

1H). 4.03 - 3.87 (n1, 4H), 3.39 -
3.29 (m, 4H), 2.25 (td, T = 7.9,

6.6,3.9 Hz, 2H), 2.09 - 1.80 (m,
6H)

278

488.48

(400 MHz, CDCl1;) 6 8.83 (d. I =
2.2 Hz, 1H), 8.69(d, J=1.9 Hz,
1H), 8.61 (d,J=1.9 Hz, 1H),
2.02 (dd, T =8.8, 2.3 Hz, 1H),
6.96(d, ] =2.4Hz, 1H). 6.91 (d,
J=25Hz 1H), 645¢(d,J =809
Hz, 1H), 5.12 (s, 1H), 4.81 (d. 1
=2.6Hz, 1H), 3.98 (s, 1H), 3.95
- 3.87 (m, 4H), 3.40 - 3.26 (m,
SH), 2.42 (s. 3H). 2.29 - 2.16 (i,
2H), 1.99 - 1.87 (m, 6H)
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ESMS [BEH 300MHz)

(M+H) | NMRE—2i1, 6fi& LT
A

(CDC13) 8 8.69 (d, T=1.9 Hz,

1H), 8.60 (d, J = 2.0 Hz, 1H),

Né\lN 7.21-7.11 (m, 1H), 7.00 - 6.85 10

O
U (m, 2H), 5.51 (s, 1H), 4.95 - 4.70
279 HN 451.12 | (m, 2H), 4.53 - 4.34 (m, 1H),

%\N N 4.01 - 3.74 (m. 5H), 3.45 - 3.25
s A /\CH[ ] (m, 4H), 2.25 - 2.09 (m, 2H),
2.03 - 1.73 (m. 6H). 1.39 - 1.25
(m, 3H)
{methanol-d;) 8 8.68 (d,1=2.0
Hz, 1H), 8.54 (d, T = 2.0 Hz, 20
NP 1H), 7.30 (d, T = 7.2 Hz, 11,
0 N 7.10 (d, J=2.4 Hz, 1H). 6.87 (d,
O J=24Hz, 1H), 579, J=72
HN 423.08
\ Hz, 1H), 4.13 (qd, T = 8.5, 6.7,
fj\/ﬁ'\ [ j 2.4 Hz, 1H), 3.87 (dd, T = 5.9,
“N" ™ OH 0 3.8 Hz, 4H), 3.42 - 3.32 (m, SH),
2.21-2.07 (m, 2H), 2.01 - 1.78
(m, 6H)
(400 MHz, CDCLy) 6 8.68 (d, T =
1.9 Hz, 1H), 8.61 (d, T= 1.9 Hz,
NF) 1H), 8.18 (d, J=2.2 Hz, 1H),

o N 7.58 (dd, T=8.7. 2.5 Hz, 1H),
HN,O’ 6.95 (d, T = 2.5 Hz, 1H), 6.91 (d,
281 P N 464.53 | 1=2.4Hz, 1H),6.39(d, T=8.8

9 [ j Hz, 1H), 4.78 (s, 1H), 4.69 (s,
CH, 0 1H), 3.96 - 3.83 (m, SH), 3.49 (s,
HO™ “CH, 1H), 3.38 - 3.28 (m1, 4H), 2.26 - 40
2.13 (m, 2H), 1.95 - 1.84 (m,
6H). 1.56 (s, 6H)

=
eSS Ayt e

280
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N/

421.2

(CDC1;) 88,71 (d.J= 1.9 Hz,
1H). 8.63 (d, T= 1.9 Hz. 1H),
7.93 - 7.74 (m, 2H), 7.04 - 6.82
(m, 2H). 4.80 (s, 1H), 4.50 (d, J
=8.1Hz 1H).3.93 (dd, T=6.4,
3.4 Hz, SH), 3.41 - 3.25 (m, 4H),
2.51 - 2.33 (1, 3H), 2.23 (s, 2H),
2.04 - 1.82 (m, 6H)

283

420.2

(CDCL) 5 8.62 (d, =19z,
1H). 8.55 (d, J= 1.9 Hz, 1H),
7.88 (dd, T =5.3, 0.7 Hz, 11D,
6.95 - 6,79 (m, 2H), 6.32 (ddd, T
=5.2.1.5,0.7 Hz, 1H), 6.12 (dt,
J=16,08Hz 1H). 471 (d, 1=
5.9 Hz, 1H), 4.40 (d, ] = 8.2 iz,
1H), 3.98 - 3.67 (m, 4H), 3.35 -
3.17 (m, 4H), 2.15 (s, 4H), 1.83
(d, J=5.2Hz, 5H)

284

426.1

(CDC13) 5 8.62 (d, ] = 1.9 Hz,
1H), 8.54 (d, J= 1.9 Hz, 11]),
6.86 (dd, J = 16.6, 2.5 Hz, 21),
597(d, J=1.2 Hz, 1H). 5.02 (s,
1H), 4.71 (dt, T=5.7,3.0 1z,
1H), 3.91 - 3.75 (m, 4H), 3.63 -
3.42 (m, 1H), 3.33 - 3.17 (m,
4H), 2.21 - 2.03 (m, SH), 1.94 -
1.71 (m, 6H)
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420.57

(400 MHz, CDCl3) § 8.69 (d, T =
1.9 Hz, 11D, 8.61 (d, J=1.9 Hz,
1H), 8.08 (d, T=5.7 Hz, 1H),
6.96 (d, T = 2.4 Hz, 111), 6.90 (d,
J=2.4Hz, 1H), 6.30 (s, 1H),
6.28 (dd, T=5.7,2.2 Hz, 1H),
4.78 (s, 11), 4.19 (4, J = 7.7 Hz,
1H), 3.97 - 3.82 (m, 4H), 3.53 (s,
1H), 3.40 - 3.24 (m, 411), 2.41 (s,
3H),2.27 - 2.11 (m, 2H), 1.92 -
1.84 (m, 611)

286

434.56

(400 MHz, CDCl3) 5 8.69 (d. T =
1.9 Hz, 1H), 8.60 (d, J=1.9 Hz,
1H), 6.95 (d, 7= 2.4 Hz, 1H),
6.89 (d, T=2.4 Hz, 1H), 6.15 (s,
YH), 4.77 (s, 1H), 4.12 (4, T =
7.8 Hz, 1), 3.99 - 3.81 (m, 41D),
3.53 (s, 1H), 3.40 - 3.23 (m, 4H),
2.36 (d, 1= 14.5 Hz, 6H), 2.25 -
2.14 (m, 21D, 1.89 (¢, J = 7.8 Hz,
6H)
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478.3

1H NMR (300 MHz,
Chloroform-d) 8 8.70 (d, J =
1.9Hz, 1H),862(d, J=1.9
Hz, 1H), 8.33 (s, 1H), 6.94
(dd, J = 14.3, 2.5 Hz, 2H),
5.80(d,J =4.9Hz, 1H), 5.42
(d,J=8.1Hz, 1H), 4.88 - 474
(m, 1H), 4.08 (s, 2H), 3.99 -
3.88 (m, 4H), 3.50C (s, 3H),
3.42-3.28(m, 4H), 3.01 (dd, J
=18.4, 5.0 Hz, 3H), 2.54 (s,
3H),2.28-2.08(m, 2H), 2.03 -
1.79 (m, 6H).

288

404

1H NMR (400 MHz, CDCI3) 3
8.88 (t, J = 5.2 Hz, 1H), 8.65
(d,J =1.7 Hz, 1H), 8.02 (d, J =
5.9 Hz, 1H), 7.26 (d, J = 1.5
Hz, 1H), 7.08 (d, J = 1.6 Hz,
1H), 7.00 (d, J = 1.6 Hz, 1H),
6.07 (d,J = 6.0 Hz, 1H), 4.91
(s. TH), 4.75 (s, TH), 4.54 (t, J
= 9.6 Hz, 2H), 3.03 (td, J =
9.8, 1.6 Hz, 2H), 2.42 (s, 3H),
2.21-2.06 (m, 2H), 1.91 -
1.74 (m, TH).
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289

1H NMR (400 MHz, CDCI3) 3
8.79-8.71 (m, 2H), 8.03 (d. J
= 5.8 Hz, 1H), 7.39 (s, 1H),
6.38 (s, 1H), 6.08 (d. J = 5.9
404 | Hz. 1H). 5.06 (s, 2H), 4.83 (d, 10
J=29.0 Hz, 4H), 2.42 (s, 3H),
2.16 (d, J = 7.2 Hz, 2H), 1.88
(dd. J = 21.2. 8.7 Hz, 8H).
1.58 (s, 2H).

290

z:<
\ /
p

1H NMR (400 MHz, CDCI3)
8.62 (d, J = 1.9 Hz, 1H), 8.53
(d,J=1.9Hz 1H).8.03(d, J =
5.9 Hz. 1H). 6.88 (td. J = 19.2,
3.6 Hz, 2H), 6.07 (d, J = 6.0 20
Hz. 1H). 4.87 (s, 1H), .74 (s.
435 | 1H), 4.06-3.93 (m, 1H). 3.80 -
3.69 (m, 2H), 3.58 - 3.38 (m.
2H), 2.94 (td, J = 11.9, 3.5 Hz,
1H), 2.65 - 2.52 (m, 1H), 2.42
(s. 3H). 213 (d, J = 10.1 Hz,
2H), 1.81(d, J = 9.7 Hz. 6H),
1.32 - 1.08 (m, 3H).

29

1H NMR (400 MHz, 30
Chloroform-d) 5 8.42 (d, J =
1.9 Hz, 1H). 8.30 (d, J = 1.9
Hz. 1H). 8.04 (d, J = 4.8 Hz.
2H), 6.65- 6.56 (m, 2H), 6.28
41923 | (1, J=4.8Hz 1H), 4.99(d, J =

[1] 8.1 Hz, 1H). 4.60 (d, J =65
Hz. 3H). 3.79 (dd, J = 8.2. 4.0
Hz. OHY. 3.62 - 3.38 (m, 4H),
3.17 - 3.03 (m, 1H), 2.07 -
1.90 (m, 2H), 1.89 - 1.59 (m,
7H}.

40
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413

1H NMR (460 MHz, CDCI3) &
8.83 (dd, J = 2.3, 0.8 Hz, 1H).
8.77 - 8.68 (m, 2H), 8.54 (dd, J
=4.8.1.6Hz 1H).7.95(d, J =
6.0 Hz. 1H). 7.86 (ddd. J =
7.9,2.4,1.6 Hz, 1H), 7.76 (d, J
= 1.7 Hz, 1H), 7.31 (ddd, J =
7.9,4.8.0.8 Hz, 1H), 7.21(d, J
= 1.6 Hz, 1H). 7.11 (d, J = 0.9
Hz, 1H), 6.00 (¢, J = 6.0 Hz,
1H), 4.80 (d, J = 27.2 Hz, 2H),
2.34 (s, 3H), 2.18 - 2.04 (m,
2HY, 1.84 - 1.71 (m, 6H).

293

402

1H NMR (400 MHz, CDCI3) 3
11.20 (s. 1H), 8.74 (t, J = 6.1
Hz. 1H). 8.71 (d,J = 1.8 Hz,
1H), 8.03 (d, J = 5.9 Hz. 1H),
7.96 (s, 2H), 7.75 {t, = 8.0
Hz, 1H), 7.26 (d,J = 1.5 Hz,
1H), 6.08 (d, J = 6.0 Hz. 1H),
5.09 (s, 1H), 4.82 (s, 1H), 3.77
(s. 1H), 2.43 (s, 3H), 2.24 -
2.08 (m, 2H), 1.93 - 1.76 (m.
BH).

294

410.35

1H NMR (300 MHz,
Chloroform-d) 3 8.10 (d, J =
6.0 Hz, 1H), 7.36 - 7.28 (m,
1H), 6.65 (d, J =2.0 Hz, 1H),
6.13 (d.J = 6.0 Hz, 1H), 4.81
(d, J=8.0Hz, 1H), 4.00 - 3.80
{m. 6H), 3.80 - 3.56 (m. 1H),
3.29 (dd, J = 5.8, 3.8 Hz, 4H),
3.02-2.84 {m, 2H), 2.48 (s,
3H),2.36 (id. J=11.4,10.9,
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2.5 Hz, 2H), 2.14 - 1.98 (m,
2H), 1.70 - 1.48 (m, 2H).

295

450.2

1H NMR (300 MHz,
Chloroform-d) & 8.98 - 8.78
(m,2H), 8.33(d, J = 1.9 Hz,
1H), 7.87 (d, J = 1.8 Hz, 1H),
7.30(d.J=18Hz 1H), 6.49 -
6.31{m, 1H), 507 (d. J=786
Hz. 1H). 4.87 (d, J=5.5Hz.
1H), 4.43 (q. J = 2.8 Hz. 2H),
424 (s, 1H), 402, J=54
Hz. 2H), 2.71 (did, J = 13.1,
7.7,2.7 Hz, 4H), 2.26 (dt, J =
104,53 Hz, 2H).1.97({d, d =
53Hz,BH), 128, J=7.6
Hz, 3H).

296

550.6

1H NMR (300 MHz,
Chloroform-d) & 8.79 - 8.67
(m. 1H), 8.64 {d, J = 1.9 Hz,
1H),6.93 (dd, J=13.0,26
Hz. 2H). 4.77 (s, 1H), 3.94 (q,
J=6.6560Hz 5H), 335, J
=48Hz 4H). 216 (d, J =
338 Hz, 2H),1.86 (mJ=4.9
Hz, 6H), 1.51(q,J=2.0,1.6
Hz. 9H).
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ZI

H.,C N

o)

1@
~o

b

N

1H NMR (400 MHz, CDCI3) 3
8.80 (d, J = 1.9 Hz, 1H), 8.49
(d,J=1.9Hz, 1H),8.02(d, J =
6.0 Hz. 1H). 6.78 (dd, J =
10.1, 2.5 Hz. 2H), 6.08 (d, J =
6.0 Hz. 1H). 4.96 (s, 1H), 4.74
(d,J=2.4Hz 1H). 449 (d, J =
2.3 Hz, 2H). 341 (t, J= 5.4
Hz. 2H). 3.12 (dd, J = 11.6,
2.5 Hz. 2H). 2.43 (s, 3H), 2.14
(dd. J = 9.6, 4.9 Hz, 2H), 1.98
- 1.68 (m, 10H).

10
447

298

ZI

PANS

H.C -N

1H NMR (300 MHz,
Chloroform-d) & 8.71 (d, J =
1.9Hz 1H).8.65(d, J=1.9
Hz, 1H), 7.53 {(dt, J=8.1,10
Hz, 1H), 7.35 (ddd. J = 8.1,
6.8,1.1 Hz. 1H), 7.20 {dt, J =
8.5,0.9Hz, 1H), 7.07 - 6.89
(m,3H), 4.79 (td, J = 6.1, 3.1
Hz. 1H). 4.02 - 3.91 (m, 4H),
3.87 (s, 3H), 3.43 - 3.25 (m,
4H), 2.34 - 2.15 (m, 2H), 2.10 -
1.88 (m, 6H).

20

459.4

30

299

1H NMR (300 MHz,
Chloroform-d) 8 8.7C (d, J =
1.9Hz. 1H). 863 (d, J=1.9
Hz, 1H), 7.02 - 6.89 (m, 2H),
6.57 (d,J = 1.0Hz, 1H). 4.87 -
476 (M, TH), 4.76 - 4.62 (m,
1H), 4.09 - 3.88 (m, 5H), 3.45 -
3.25(m, 4H), 265(d. J=08
Hz, 3H).2.56(s, 3H), 2.31-
2.12 (m, 2H), 2.09 - 1.81 (m,

475.28

40
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BH).

300

407.26
Nee

1H NMR (400 MHz, CDCI3)
8.71(d.J = 1.9 Hz, 1H). 8.61
(d,J=1.9Hz, 1H). 8.13(d, J =
5.9 Hz. 1H). 6.94 (d, J = 2.4
Hz, 1H), 6.85 (d, J = 2.4 Hz,
1H), 6.13 (d, J = 6.0 Hz, 1H),
5.17 (s, 1H), 4.50 (s, 1H), 4.29
(d, J = 6.7 Hz, 2H), 4.03 - 3.82
(m. 4H), 3.45 - 3.32 (m. 4H),
3.04 - 2.93 (m, 1H), 2.58 -
2.50 (m, 2H), 2.49 (s, 3H),
2.24 (ddd, J = 20.4, 10.3, 6.0
Hz, 2H).

301

:l 407.26
e

1H NMR (400 MHz, CDCI3)
8.76 (s, 2H), 8.09(d, J = 5.7
Hz, 1H), 8.94 (d, J = 2.3 Hz,
1H), 6.80 (d, J = 2.2 Hz. 1H),
6.73 (s, 1H), 6.19 (d. J = 5.1
Hz, 1H). 4.35 (s, 1H), 4.17 (d,
J=3.9Hz 2H). 4.03-3.77
(m, 4H), 3.45 - 3.21 (m, 4H),
2.85 (dd, J = 19.9, 9.1 Hz,
2H), 2.80 - 2.70 (m, 1H), 2.51
(s, 3H), 2.06 (dt, J = 12.7, 6.4
Hz. 2H).
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0

H.

A
1L

\

Q.

N N/j

407.21

1H NMR (400 MHz, CDCI3) &
8.70 (d. J = 1.9 Hz, 1H), 8.61
(d,J=1.9Hz, 1H), 8.13(d, J =
5.8 Hz, 1H), 6.92 (d, J = 2.4
Hz, 1H), 6.55 (d, J = 2.4 Hz,
1H), 6.18 (d. J = 6.0 Hz, 1H),
5.07 - 4.97 (m, 1H), 4.91 (s,
1H), 3.99 - 3.82 (m, 4H), 3.50
(d, J = 5.5 Hz, 1H), 3.38 - 3.23
(m, 4H), 2.72 (dd, J = 8.1, 4.8
Hz, 1H), 2.65 (dt, J = 15.2, 7.7
Hz, 2H), 2.51 (s, 3H), 2.45
(ddd, J=11.1, 8.8, 3.4 Hz,
2H).

303

407.26

1H NMR (400 MHz, CDCI3) &
8.71 (d.J = 1.9 Hz, 1H), 8.61
(d, J = 1.9 Hz, 1H), 8.10(d, J =
5.8 Hz, 1H), 6.92 (d, J = 2.4
Hz, 1H), 6.67 (d, J = 2.4 Hz.
1H), 6.15 (d, J = 8.0 Hz, 1H),
4.95 (s, 1H), 4.79 (p. J = 7.1
Hz, 1H), 3.98 - 3.83 (m, 4H),
3.45 (bt, 2H). 3.36 - 3.27 (m,
4H), 2.79 (dtd, J=9.8,7.2, 2.8
Hz, 2H), 2.48 (s, 3H), 2.38 (dt,
J=16.0, 8.0 Hz, 1H), 2.19
(ddd, J = 17.0, 9.7, 2.8 Hz,
2H).
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393.21

1H NMR (400 MHz, CDCI3) &
8.69 (d. J = 1.9 Hz, 1H), 8.61
(d,J=1.9Hz, 1H), 8.27(d, J =
4.8 Hz, 2H), .93 (d, J = 2.4
Hz, 1H), 6.85 (d, J = 2.4 Hz,
1H), 6.54 (t, J = 4.8 Hz, 1H),
5.36 (d.J = 7.2 Hz, 1H), 4.70 -
4.58 (m, 1H), 4.31 (d, J = 7.7
Hz, 2H), 4.01 - 3.86 (m, 4H),
3.44 - 3.30 (m, 4H), 3.04 -
2.93 (m, 1H), 2.50 (ddd, J =
13.5,7.8, 3.1 Hz, 2H), 2.31 -
2.19 (m, 2H).

305

393.26

1H NMR (400 MHz, CDCI3) &
8.81(d.J = 1.9 Hz, 1H), 8.74
(d,J=1.9Hz, 1H), 8.29(d, J =
4.8 Hz, 2H), 8.93 (d, J = 2.4
Hz, 1H), 6.80 (¢, J = 2.4 Hz,
1H), 6.64 (d, J = 8.5 Hz, 1H),
6.50 (t, J = 4.8 Hz, 1H), 4.60
(dg, J = 15.6, 7.6 Hz, 1H),
419 (d, J = 4.6 Hz, 2H), 4.01 -
3.84 (m, 4H), 3.43 - 3.27 (m,
4H), 2.88 - 2.78 (m, 2H), 2.76 -
2.68 (m, 1H), 2.08 - 1.97 (m,
2H).
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306

1H NMR {400 MHz, CDCI3) &
8.70 (d.J = 1.9 Hz, 1H). 8.61
(d,J=1.9Hz, 1H),8.29(d, J =
4.8 Hz, 2H). 8.91 (d, J = 2.4
Hz. 1H). 6.63 - 8.51 (m, 2H), 10
393.26 | 5.21(s, 1H), 5.03 {p.J = 6.8
Hz. 1H). 4.02 - 3.79 (m, 4H),
3.83 (dd, J = 7.3. 5.9 Hz, 2H).
3.42-3.19 (m, 4H), 2.79 -
2.88 (m, 1H), 2.68 - 2.54 (m.
2H), 2.52 - 2.40 (m, 2H).

307

1H NMR (400 MHz, CDCI3) 3
8.69 (d.J = 1.8 Hz, 1H). 8.61
(d,J=1.8Hz, 1H).8.26 (d,J = 20
4.8 Hz, 2H). 6.91 (d, J = 2.0
Hz. 1H). 6.68 (d, J = 2.1 Hz.
1H), 6.53 (t, J = 4.8 Hz, 1H),
393.26 | 5.19 (s, 1H), 4.76 (p. J = 7.2
Hz. 1H). 3.99 - 3.79 (m, 4H),
3.56 (t, J = 6.4 Hz, 2H), 3.41 -
3.23 (m, 4H), 2.77 (dt, J = 9.7.
7.3 Hz. 2H). 2.39 (dt. J = 16.5,
8.3 Hz, 1H), 2.19 (dd, J = 30
19.6, 9.7 Hz, 2H).

308

1H NMR (300 MHz,
Chloroform-d) & 8.71(d, J =
1.9 Hz. 1H). 8.684 (d, J = 1.9
Hz. 1H). 7.79 (s, 1H), 7.23 (s.
1H), 6.95 (dd, J = 14.0, 2.5
Hz, 2H), 5.23 (d, J = 8.1 Hz,
1H), 4.80 (s, 1H), 4.09 (s, TH),
3.94 (dd, J = 6.1, 3.6 Hz, 4H), 40
3.43 - 3.23 (m, 4H), 3.02 (d. J
= 5.1 Hz, 3H). 2.43 (s, 3H).

478.64
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2.31-2.12(m, 2H), 1.95 (p, J
= 10.0 Hz, 6H).

309

477.54

1H NMR (300 MHz,
Chloroform-d)$8.68 (d, J =
1.9Hz, 1H), 854 (d,J = 1.9
Hz, 1H), .85 (s, 2H), 6.3C (s,
1H), 5.06 (d, J = 16.2 Hz, 1H).
485(d.J=6.5Hz 3H). 4.44 -
430 (m, 2H), 4.14 (9. J =71
Hz, 1H), 3.89 - 3.60 (m, 5H),
3.50(s,3H),3.35(g. =72
Hz, 1H). 2.49 (s, 3H), 2.24 (d,
J=87Hz 2H).2.08{d.J =
7.7 Hz, 2H). 1.92 (g, J = 9.6,
6.9Hz 6H). 1.28(t,J=71
Hz, 2H).

310

461.26

1H NMR (300 MHz, CDCI3) 3
8.72(d.J = 1.8 Hz, 1H). 8.66
(d,J=1.9Hz, 1H), 7.35(d, J =
43Hz, 1H).7.17(d, J=4.8
Hz. 1H). 6.97 (dd, J = 12.0,
2.2 Hz., 2H). 4.92 (s, 1H), 4.35
(s. TH). 4.01 - 3.84 (m, 4H),
3.48-3.26 (m, 4H), 2.72 (s,
3H), 2.36 - 2.21 (m, 2H). 2.13 -
1.85 (m, BH).
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436.29 10

312

H
N~ o "

]

CH,

1H NMR (300 MHz, CDCI3) 3
8.71(d.J = 1.9 Hz, 1H). 8.65
(d,J=1.9Hz, 1H). 7.57 (d, J =
3.2 Hz, 1H). 7.35 - 7.28 (m,
2H), 6.97 (d, J = 2.4 Hz, 1H), 20
437.33 | 6.91(d.J =24 Hz 1H). 5.23
(s, 1H), 4.76 (s, TH), 4.20 (s,
1H), 4.01 (s, 3H), 3.98 - 3.84
(m. 4H), 3.44 - 3.29 (m. 4H),
2.27 - 2.14 (m, 2H), 2.05 -
1.85 (m, 6H).

313

1H NMR (300 MHz, CDCI3) &
868 (dd, J=21.2,1.9 Hz,
2H), 7.86 (s, 1H), 7.18 (d, J = 30
4.9 Hz, 1H), 7.00 (d, J = 4.9
Hz, 1H). 6.96 (dd, J = 12.1,
2.4 Hz. 2H). 5.18 (d, J = 7.4
Hz, 1H). 4.80 (s, 1H), 4.30
(dd. J = 11.9, 8.0 Hz, 1H).
4.05 - 3.77 (m, 4H), 3.45 -
3.14 (m, 4H), 2.75 (s, 3H),
2.37 - 2.14 (m, 2H), 2.14 -
1.87 (m, 6H). 40

480.29
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H.C

H.C
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£

N

435.32

1H NMR (300 MHz, CDCI3) 5
8.71(d. J = 1.9 Hz, 1H). 8.63
(d, J = 1.9 Hz. 1H), 7.66 (s,
1H), 6.94 (dd, J = 14.9. 2.4
Hz. 2H), 4.84 - 4.74 (m, 1H),
4.47 (s, 1H), 4.02 - 3.87 (m,
4H),3.87 - 3.75 (m, 1H). 3.47 -
3.21 (m, 4H), 2.38 (d, J = 4.0
Hz. 6H), 2.26 - 2.13 (m, 2H),
2.01-1.78 (m, 6H).

315

(o]

R

p——l

H
NH
!
Cc
N
o

N
H,

r4

\_J/

Z

476.23

1TH NMR {300 MHz,
Chloroform-d) 8 8.68 (d, J =
1.9 Hz, 1H). 8.59-8.46 (m,
2H), 7.98 (s, 1H), 7.18 (s, 1H),
6.85 (s, 2H), 4.85(d, J =6.8
Hz, 2H). 3.90 - 3.62 {m, 5H),
3.35(d,J=82Hz 1H). 3.03
(d, J=5.1Hz, 3H), 2.27 (s,
2H), 2.13 - 1.80 (m, 7H),
10.58(s. 2H)

316

411.34

1H NMR {300 MHz,
Chloroform-d) 8 8.14 (d, J =
6.2Hz, 1H),650(d J=17
Hz. 1H). 6.43 (d, d = 1.6 Hz,
1H), 6.21(d, J = 8.2 Hz, 1H),
4.98 (s, 1H), 4.01 - 3.81 (m,
5H), 3.37 - 3.18 (m, 5H), 2.54
(s.3H).2.20 (d, J = 9.1 Hz,
3H), 2.05- 1.71 (m, 6H).
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317

1H NMR (300 MHz,
Chloroform-d) § 8.68 (d, J =
1.9 Hz. 1H), 8.62 - 8.41 (m,
2H), 7.79 (s, 1H), 7.33 (d, J =
49 Hz 1H).6.85(gq, J =26 10
476.55 | Hz, 3H).4.85(d, J = 6.3 Hz,
4H), 4.08 (s, OH), 3.88 - 3.58
(m. 5H), 3.35{q, J=6.8 Hz,
1H), 3.03 {d, J = 5.1 Hz, 3H),
236-213(m, 2H),2.15 -
1.84 (m, 6H).

318

1H NMR (300 MHz,
Chloroform-d) $ 8.68 (d, J =
1.9Hz, 1H), 856 (d, J =19 20
Hz. 1H). 8.33 (d, J = 1.9 Hz,
1H), 6.85 (s, 2H), 5.07 (d, J =
81Hz 1H).4.86(d, J=64
Hz. 4H). 4.23 (s, 2H), 3.90 -
3.62{m, 4H), 3.35(q,J =71
Hz, 1H), 2.73 (qd, J=7.6,23
Hz, 2H), 2.27 (d, J = 10.1 Hz,
3H), 2.12-1.82 (m, 6H), 1.28
(t. J =7.8 Hz, 3H). 30

465.3

319

1H NMR (300 MHz,
Chloroform-d) & 8.83 (dt, J =
64,614 Hz. 2H),851(d,J=
4.7 Hz. 1H). 7.78 (s, 1H), 7.68
(d, J=1.7Hz, 1H), 7.34 (dd, J
461.38 | =4.9,0.9 Hz, 1H), 6.38 (s,
1H), 5.32 (d, J = 0.9 Hz, 1H),
487 (s, 1H), 443 (g, J=28
Hz, 2H), 4.17 - 3.94 (m, 3H), 40
3.03(dd, J=51,1.0 Hz, 3H),
276-259(m, 2H),2.23(d,J
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=12.7 Hz, 2H), 1.98 (d, J =
7.7 Hz. 6H).

10

320

451.44

1H NMR (300 MHz,
Chloroform-d) 8 8.70 (d, J =
1.9Hz 1H), 862 d,J=19
Hz, 1H), 8.10 (d, J = 6.0 Hz,
1H), 8.97 (d, J = 2.4 Hz. 1H),
6.90 (d.J=286Hz 1H).6.15
(d, J=86.0Hz, 1H), 4.99 (s,
1H), 4.81 (s, 1H), 4.15 - 4.08
(m. 1H), 3.94 - 3.69 (m. 5H),
3.63 (t, J=11.3 Hz, 2H), 3.04
(td, J=11.9, 3.5 Hz, 1H), 2.92
- 2.80 (m, 1H), 2.50 (s. 3H),
220 (d,J =8.9Hz 2H), 1.90
(d, J=586Hz, 7H).

20

30

321

461.63

1H NMR (300 MHz,
Chloroform-d) & 8.81 - 8.67
(m. 2H), 8.42 (s, 1H). 7.89 (s,
1H), 7.58 (d, J = 1.8 Hz. 1H),
7.09 (s, 1H), 6.28 {dq, J = 3.0,
1.6 Hz, 1H), 4.81 (s, 1H), £.33
(9, J=28Hz. 2H),3.92(t, J=
54 Hz 2H), 293 (d,J=51
Hz, 3H), 2.67 - 2.48 (m, 2H), 40
218 (d. J = 11.3 Hz, 2H), 1.98
-1.73 {m, 6H).
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)
i

1H NMR (300 MHz,
Chloroform-d) & 8.62{d, J =
1.9Hz 1H). 852 (d, J =19
Hz. 1H). 6.85 (dd, J = 18.8,
25Hz, 2H), 559 (d, J =83 10
481.3 Hz, 1H). 5.24 (s, 1H), 4.72 (s,
1H), 3.84 (1, J = 4.9 Hz, 5H).
3.66-3.39 (m, 3H), 3.30 -
3.19(m, 5H),2.78(t J=7.0
Hz, 2H). 2.11 (s, 1H), 2.00 -
1.668 (m, 6H).

323

C

20

435.33

324

H.C

C

1H NMR (300 MHz, CDCI3) &
871 (d.J = 1.9 Hz, 1H). 8.63
(d,J=1.9Hz 1H).7.79(d, J = 30
5.9 Hz, 1H). 6.97 (d,J =24
Hz, 1H), 6.91 (d, J = 2.4 Hz,
1H), 6.13 (dd, J = 5.9, 2.1 Hz.
1H), 5.87 (d, J = 2.0 Hz. 1H),
4.87-4.70 (m, 1H), 4.32 (g, J
=71Hz 2H).421(d, J=78
Hz. 1H). 4.05 - 3.81 (m, 4H),
3.60 - 3.45 (m, 1H), 3.45 -
3.24 (m, 4H), 2.33-2.10 (m, 40
2H), 2.62 - 1.77 (m, 6H), 1.39
(t.J = 7.1 Hz, 3H). [2]

450.35
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325

422.34

1H NMR (300 MHz, CDCI3) 5
11.03 (5. TH). 8.71 (d. J = 1.9
Hz. 1H). 862 (d,J = 1.9 Hz.
1H), 7.09 (d, J = 7.1 Hz. 1H),
6.97 (d. J = 2.4 Hz, 1H). 6.90
(d, J = 2.4 Hz, 1H), 5.67 (dd, J
=7.2,2.1 Hz, 1H), 5.58 (d. J =
2.1 Hz. 1H). 4.84 - 4.75 (m,
1H), 4.41 (d, J = 7.6 Hz, 1H),
4.02 - 3.87 (m, 4H), 3.54 -
3.43 (m, 1H), 3.42 - 3.27 (m.
4H), 2.28 - 2.15 (m, 2H), 2.05 -
1.78 (m, 6H).

326

423.4

1H NMR (300 MHz,
Chloroform-d) & 8.68 (d, J =
1.9Hz, 1H). 861 (d,J=1.9
Hz, 1H), 7.01 - 6.83 (m, 2H),
534 (s, 1H), £.73{d.J=6.1
Hz. 1H). 3.91 (dd, J=6.1. 3.7
Hz, 4H), 3.59 (s, 4H), 3.44 (s,
1H), 3.33 (1, J = 4.9 Hz, 4H).
217 (s, 5H) 1.86(q,J = 9.1,
6.3 Hz, 8H).

327

523.35

1H NMR {300 MHz,
Chloroform-d) & 8.70 (d, J =
20Hz 1H).863(d,J=19
Hz, 1H), 8.00(d, J=13Hz,
1H), 8.95(d, J = 2.4 Hz. 1H),
6.89(d.J=25Hz 1H). 4.88
(d, J=8.2Hz, 1H), 4.77 (s,
1H), 4.83 (d, J = 9.0 Hz, 2H),
415(s, 1H), 3.92(, J =49
Hz, 4H), 3.39 - 3.26 (m, 4H),
2.91(td, J =8.6, 3.9 Hz, 1H),

10
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2.72 - 2.55 (m, 2H), 2.50 -
2.10 (m, 7H), 1.91(d. J = 5.5
Hz, 6H). 1.72 (d,J = 4.7 Hz,
1H).

10

328

N N
Yege
HBC\N/\/N NS \.o

CH, 0

521.69

1H NMR (300 MHz,
Chloroform-d) & 8.81 - 8.59
(m. 3H), 8.54 (d, J = 1.9 Hz,
1H), 6.92 -8.73 (m, 2H), 5.50
(d, J=8.2Hz. 1H), 4.72 (s, 20
1H), 4.01 (s, 2H), 3.84 (1. J =
49 Hz 5H).350(q,J=53
Hz. 3H), 3.37 - 3.17 (m, 8H),
2.62(t,J =58 Hz, 2H), 2.34
(s, 7H), 2.13 (d, J =10.7 Hz,
2H), 1.87 (d, J =22.1 Hz, 6H).

329

460.44

1H NMR (300 MHz,
Chloroform-d) 3 8.62 (t, J =
1.7 Hz, 1H), 855t J=17 30
Hz, 1H), 8.37 (dt, J =4.8,1.5
Hz, 1H), 7.78 (dt. J = 7.9, 1.5
Hz, 1H), 6.93 - 6.77 (m, 3H),
471{d.J=6.1Hz 1H). 3.96 -
3.77 {m, 6H), 3.33-3.18 {m,
4H),2.23-2.07 (m, 2H). 2.01 -
1.77 (m, 6H).

40
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&5 (M+)
1H NMR (300 MHz,
Chloroform-d) § 8.62 (d, J =
H 1.9 Hz, 1H), 8.53 (d, J = 1.9
N‘:( \O\ Hz. 1H). 8.10 (dd, J= 4.8, 1.5
N= ] S o Hz. 1H). 7.61 (dd, J = 8.0, 1.5
330 N N 463.6 | Hz 1H), 7.12 (dd, J=8.1,4.8
/C[ /;l Hz. 1H). 6.95 - 6.76 (m, 2H),
(\N N 539 (s, 1H), £.74 (s, 1H), 3.96
o\) -3.75 (m, 5H), 3.26 (1, J = 4.9
Hz, 4H). 2.16 (d, J = 12.8 Hz,
2H), 2.05 - 1.71 (m, 6H).
1H NMR (300 MHz,
H Chloroform-d) $ 8.62 (d, J =
HLN N_:("\O 1.9 Hz, 1H), 853 (d, J = 1.9
MS ~o Hz, 1H). 7.28 (d, J = 0.7 Hz.
331 o N 16 4 1H), 6.94 - 6.77 (m, 2H), 5.39
j (s, 1H). 5.09 (d, J = 7.8 Hz,
(\N N~ 1H), 4.71 (s, 1H), 3.93 - 3.77
o\) (m, 4H), 3.58 (s, 1H), 3.26 {dd,
J=6.0,3.7 Hz, 4H), 2.11 (s.
2H), 1.87 - 1.66 (m, 6H).
H
w/\l/ N’fa.
I\|fN O"'IO
332 H.C o N 465.36
CH, I/\" N/j
o _J

10
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H
HJC\E/NIN/”..
SN cH, ™o
333 N 435.33
)
|/\N N
o/
H
|-|3c/\o*/N "o
334 N 451.36
)
(\N N
o
CH.
H
hﬁ)\\r Nbl,,O
k%N ”00
335 N 421.37
I i )
I/\N N/
o
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336

H
N

N

e

446.35 10

337

[=]

1H NMR (300 MHz,
Chloroform-d) § 8.67 - 8.58
{m, 1H), 8.58 - 8.49 (m, 1H),
8.33 (s, 2H), 6.92-6.78 (m,
2H), 541 (d, J = 8.1 Hz. 1H), 20
5332 |472(s,1H),3.98(d. J=86
Hz, 1H), 3.84 (t, J = 4.8 Hz,
4H), 3.58 (s, 4H), 3.26 (t, J =
49 Hz 4H), 2.36 (t, J=4.9
Hz. 4H). 2.25 (s, 3H), 2.13 (d,
J=10.8 Hz, 2H), 1.84 (s,6H).

338

b

1H NMR (300 MHz,
DMSO-d6) 3 8.72 (d, J = 1.9
Hz. 1H). 8.59 (d, J = 1.9 Hz, 30
1H), 7.17 (d, J = 2.5 Hz. 1H),
6.84 (d. J = 2.4 Hz, 1H), 6.69 -
6.61 (m, 1H), 6.50 (m, 2H),
494 (m, 1H) 450 ¢, J=8.7
Hz. 2H). 4.27 (d, J = 8.2 Hz
1H), 3.79 (m, 4H), 3.45 (m,
1H), 3.32 (m, 4H), 313 (t, J =
8.7 Hz. 2H). 1.98 (m, 2H),
1.74 (m, 6H). 40

447 .43
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339

449.41

1H NMR (300 MHz,
DMSO-d6) 5 8.72(d, J = 1.9
Hz, 1H), 8.58 (d, J = 1.9 Hz.
1H), 7.14 (d, J = 2.5 Hz. 1H),
6.84 (d, J = 2.3 Hz, 1H), 6.64
(t.J = 8.0 Hz, 1H). .36 (d, J =
8.2 Hz, 1H), 6.22 (dd, J = 7.7.
1.0 Hz. 1H). 5.89 (s, 2H), 4.96
(m. 2H), 3.79 (m. 4H). 3.51
(m. 1H), 3.32 (m. 4H). 2.03
(m. 2H), 1.75 (m. 6H).

340

474.48

1H NMR (300 MHz,
DMSG-d6) 5 8.73(d, J = 1.9
Hz, 1H), 8.59 (d, J = 1.9 Hz.
1H), 7.25 (m, 1H), 7.14 (d. J =
2.4 Hz, 1H), 8.89 - 6.78 (m,
3HY, 5.47 (d, J = 7.7 Hz. 1H),
4.94 (m, 1H), 4.29 (s, 2H),
3.79 (m, 4H), 3.51 (m. 1H),
3.06 (s, 3H), 2.09 (m. 2H).
1.81 (m, 6H).

341

C

465.57

1H NMR (300 MHz,
DMSO-d6) 5 8.72(d, J = 1.9
Hz, 1H), 8.58 (d, J = 1.9 Hz.
1H), 8.17 (s, 2H), 7.15 (d, J =
2.4 Hz, 1H), .83 (d, J = 2.3
Hz, 1H), 6.06 (d, J = 7.8 Hz.
1H), 4.92 (m, 1H), 4.77 (s,
1H), 3.7 (m, 4H), 3.50 (m,
1H), 3.30 (m, 4H), 2.02 (
2H), 1.80 (m, 6H), 1.42 (s
6H).

m

),
),
),
),
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342

1H NMR (400 MHz, CDCI3) 3
8.86 (d, J = 0.9 Hz, 1H), 8.84
(s, 1H), 8.18 (s, 1H), 7.73 -
7.63 (m, 2H), 7.17(d, J = 7.0
364.27 | Hz, 1H).5.24 (d, J = 7.8 Hz. 10
1H), 5.03 (s, 2H), 4.83 (s, 2H),
4.79 (s, 1H), 412 - 3.99 (m,
1H), 2.26 - 2.14 (m, 2H), 2.01 -
1.84 (m, 6H).

343

1H NMR (300 MHz,
Chloroform-d) 5 8.70 (d, J =
2.0 Hz, 1H), 863 (d, J= 1.9
Hz, 1H), 8.00 (d, J = 1.3 Hz,
1H), 6.95 (d, J = 2.4 Hz, 1H), 20
6.89 (d,J = 2.5 Hz, 1H), 4.88
(d, J = 8.2 Hz, 1H), 4.77 (s,
523.44 | 1H), 4.63 (d, J = 9.0 Hz, 2H),
415 (s, TH), 3.92(, J = 4.9
Hz, 4H), 3.39 - 3.26 (m, 4H),
2.91 (td, J = 8.6, 3.9 Hz, 1H),
2.72 - 2.55 (m, 2H), 2.50 -
2.10 (m, 7H), 1.91(d, J = 5.5
Hz, 6H), 1.72(d, J = 4.7 Hz, 30
1H).

344

C

441.58

40




gbooooan

(292)

JP 6360878 B2 2018.7.18

R

ki

ESMS | 'HNMR

(M+H)

345

R)
%

1H NMR (300 MHz,
DMSO-d6) 59.18 (d, J= 1.5
Hz. 1H). 8.98 (t, 1H), 8.87 (d, J
= 2.5 Hz, 1H). 8.76 - 8.69 (m,
2H), 8.57 (d, J = 1.9 Hz. 1H),
7.12(d. J = 2.6 Hz, 1H), 6.82
(d, J = 2.3 Hz. 1H), 4.94 (m,
1H), 3.78 (m, 4H), 3.27 (m,
6H), 1.99 (m, 2H), 1.83 - 1.48
(m. 7H).

449.59

346

1H NMR (300 MHz,
DMSO-d6) 5 8.71 (d, J = 1.9
Hz. 1H). 8.59 (d, J = 1.9 Hz.
1H), 7.85 (t, 1H), 7.12 (d, J =
2.5 Hz, 1H). 6.83 (d, J = 2.4
Hz, 1H), 4.93 (m, 1H), 3.78
(m. 4H), 3.31 (m. 3H). 2.95 ,
J=6.0 Hz, 2H), 2.03 - 1.90
(m. 2H), 1.80 (s, 3H). 1.52 (m,
7H).

385.56

347

1H NMR (300 MHz,
DMSO-d6) 5 8.72 (d, J = 1.9
Hz. 1H). 8.59 (s, 1H), 7.60 (d,
J=2.3Hz 1H). 7.46 (s, TH).
7.13 (s, 1H), 6.83 (s, 1H), 6.46
(s. TH). 5.97 (m, 1H), 4.96 (m
1H), 3.87 - 3.70 (m, 7H), 3.30
(s, 4H). 2.95 (t, J = 5.7 Hz,
2H), 1.99 (m, 2H), 162 (1, J =
18.1 Hz, 7H).

450.63
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348

C

4216

1H NMR (300 MHz,
DMSO-d6) 8 8.72 (d, J = 1.9
Hz. 1H), 8.80 (d, J = 1.9 Hz,
1H), 8.24 (d, J = 4.7 Hz. 1H),
7.22 {t, J = 6.0 Hz, 1H), 7.11
(d,J=26Hz 1H),6.82(d,J =
2.3 Hz 1H). 651t J = 4.7
Hz. 1H). 4.93 (m, 1H), 3.78
(m. 4H), 3.31 m, 4H). 3.19 (t. J
= 6.5 Hz, 2H), 1.97 (m, 2H),
1.55 (m, 7H).

349

C

464.58

1H NMR (300 MHz,
DMSO-d6) 5 8.72 (d, J = 1.9
Hz. 1H), 8.57 (d, J = 1.9 Hz,
1H), 7.59 (d, J = 5.9 Hz. 1H),
7.14(d.J = 2.5 Hz, 1H). 6.82
(d,J=2.3Hz 1H).6.44(d, J =
7.7 Hz. 1H). 6.22 (dd, J = 5.8.
2.1 Hz. 1H), 5.80 - 5.74 (m,
1H), 5.19 - 5.1 (m, 1H), 4.92
(m. 1H), 3.79 (m. 4H), 3.32
(m. 4H), 2.01 {m. 2H), 1.75
(m. 6H), 1.21 (d, J = 6.1 Hz,
6H).

H.C_

=
z=(

350

C

464.42

1H NMR (300 MHz,
Chloroform-d) & 4.79 (s, 1H),
424 -3.76 (m, 5H), 3.50 -
3.20 (m, 4H),3.02(d. J =51
Hz, 3H), 2.20 (d, J = 12.8 Hz,
2H),2.09-1.75 (m, 6H), 5.29 -
519 (m, 1H),870(d. J=1.9
Hz, 1H). 8.62 (d, J = 1.9 Hz,
1H), 8.49 (d, J =4.8 Hz, 1H),
707 (s, 1H),7.32{(d, J =49
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Hz, 1H), 7.02 - 6.86 (m, 2H).

10

351

C

478.38

1H NMR (300 MHz,
Chloroform-d) & 8.7C (d, J =
1.9 Hz, 1H), 862 (d, J = 2.0
Hz, 1H), 8.38 (d, J = 4.9 Hz,
1H), 6.93 (dd, J = 14.5. 2.4 20
Hz, 2H). 6.68 (d, J = 4.9 Hz.
1H), 5.28 (s, 1H), 4.79 (s, TH),
422-3.86 (m, 5H),3.34 (t,J =
4.8 Hz, 4H), 3.17 - 2.97 (m,
BH), 2.20 (s, 2H), 1.91 (d, J =
5.1 Hz, 6H).

352

/

418.5

1H NMR (300 MHz,
Chloroform-d) & 8.91-8.75
(m. 2H), 8.11 (d, J = 5.9 Hz, 30
1H), 7.68 (d, J = 1.8 Hz. 1H),
6.37 (tt. J = 3.0, 1.5 Hz, 1H),
6.16 (d. J = 6.0 Hz, 1H), 4.99
(s. 1H), 4.88 (d, J = 6.0 Hz,
1H), 443 (g, J = 2.8 Hz, 2H),
402 (t, J = 5.4 Hz, 2H), 3.85
(s. TH), 2.77 - 2.64 (m, 2H),
251 (s, 3H), 2.23 (d, J = 132
Hz. 2H). 2.03 - 1.82 (m, 6H). 40




gbooooan

(295)

JP 6360878 B2 2018.7.18

ki

ESMS
(M-+H)

‘HNMR

353

433.62

1H NMR (300 MHz,
Chloroform-d) & 8.67 {d, J =
1.9 Hz 1H), 854 (d,J=19
Hz, 1H), 8.11 (d, J = 6.G Hz,
1H), 6.85 (s, 2H), 6.16 (d, J =
6.0 Hz, 1H), 5.00 (s, 1H), 4.85
(d, J=86.5Hz, 3H), 3.93 - 3.57
(m, 5H), 3.35(q, J=7.1 Hz,
1H), 2.62 (d, J = 8.0 Hz, 1H),
250 (s, 3H),224(d, J=89
Hz. 2H). 2.01 - 1.81 (m, 6H).

354

407.56

1H NMR (300 MHz,
DMSO-d6) 58.73 (d, J = 1.9
Hz. 1H), 8.61 (d, J = 3.1 Hz,
1H), 8.58 (d, J = 2.0 Hz. 1H),
847 (d.J=6.2Hz 1H).7.15
(d,J=24Hz 1H).6.99(d, J =
7.8 Hz 1H), 6.83(d, J =23
Hz. 1H). 6.85 (m, 1H), 4.94
(m, 1H), 3.79 {m. 4H), 3.55
(m. 1H), 3.35 {m. 4H). 2.03
(m. 2H), 1.78 {m. 6H).

355

421.23

1H NMR (400 MHz, CDCI3) &
8.70(d.J = 1.8 Hz, 1H), 8.61
(d, J=1.8 Hz. 1H), 8.17 (s,
1H), 6.93 (d, J = 2.2 Hz. 1H),
6.71(d.J = 2.2 Hz, 1H). 5.36
(d, J=7.8 Hz. 1H), 5.04 (s,
2H), 4.85 (s, 2H), 4.74 - 4.61
(m. 1H), 4.40 - 4.28 (m. 1H),
4.02-3.82 (m, 4H), 3.43 -
3.27 (m, 4H), 3.26 - 3.13 (m.
2H), 2.35 (dd, J = 19.4, 9.4
Hz. 2H).
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356

1H NMR (400 MHz, CDCI3) 5
8.72 (s, 1H), 8.62(d. J=15
Hz. 1H). 8.50 (s, 1H), 7.74 (d,
J=1.9Hz 1H). 6.95(d. J =
2.0 Hz. 1H). 6.86 (d, J = 1.9
Hz. 1H). 6.73 (d, J = 2.1 Hz.
1H), 5.44 (d, J = 7.5 Hz. 1H),
4.82-4.72 (m, 1H), 4.72 -
4.61 (m, 1H), 4.00 - 3.86 (m.
4H), 3.40 - 3.32 (m, 4H). 3.32 -
3.22 (m, 2H), 2.53 - 2.40 (m.
2H).

10
419.19

357

C

1H NMR (400 MHz, CDCI3) 5
8.71(d. J = 1.9 Hz, 1H), 8.61
(d,J=1.9Hz, 1H).8.12(d, J =
5.9 Hz, 1H). 6.95 (d, J = 2.4
Hz. 1H). 8.70 (d, J = 2.4 Hz.
1H), 6.13 (d, J = 5.9 Hz, 1H),
5.06 (s, 1H), 4.72 (p. J = 6.9
Hz, 1H), 4.18 (s, 1H), 3.98 -
3.85 (m, 4H), 3.40 - 3.27 (m.
4H), 3.27 - 3.13 (m, 2H), 2.50
(s. 3H). 2.36 (ddd. J = 12.7.
10.0. 2.9 Hz. 2H).

20

393.39

30

358 o

1H NMR (360 MHz,
DMS0-d6) 5 8.72 (d, J = 1.9
Hz. 1H). 8.57 (d,J = 1.9 Hz,
1H), 8.22 (m, 1H), 8.00 (d. J =
2.7 Hz. 1H). 7.73 (d, J = 8.6
Hz, 1H), 7.15 (d, J = 2.3 Hz,
1H), 7.02 (dd, J = 8.7. 2.8 Hz.
1H), 6.83 (d, J = 2.4 Hz, 1H),
6.50 (d. J = 7.6 Hz, 1H). 4.93
(m. 1H), 3.79 (m, 4H), 3.52

463.41

40
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{m, 1H), 3.34 (m. 4H), 2.76 (d,
J=4.9Hz 3H). 2.04 (m, 2H),
1.79 (m, 6H).

10

359

537.71

1H NMR (300 MHz,
Chloroform-d) $ 8.65 (d, J =
1.9Hz, 1H). 882 (d, J=19
Hz, 1H). 7.9 (d, J = 1.3 Hz,
1H), 6.92 (dd, J = 16.0. 2.5
Hz, 2H).5.12(d, J = 7.5 Hz,
1H), 4.76 (d, J = 5.4 Hz, 1H),
489 -4.54 (m, 1H), £.15 (s,
1H), 4.01 - 3.82 (m, 4H), 3.72
(ddd, J=13.2, 7.6, 2.5 Hz,
1H), 3.44 -3.21 (m, 5H), 3.21 -
2.99{m, 1H), 2.46 (dg, J=7.9.
3.9 Hz. 1H). 2.34 (s, 3H), 2.22
{t. J=8.8Hz 3H). 1.86 (dd, J
=10.0,4.8 Hz, 7H), 1.79 -
1.51 (m, 2H).

20

30

360

C

464.58

1H NMR (300 MHz,
Chloroform-d) $ 8.65 (d, J =
1.9Hz, 1H). 8861 (d, J=19
Hz, 1H). 7.16 (d, J = 1.2 Hz,
1H),6.93 (dd, J=17.1. 2.5
Hz, 2H). 5.38-5.21 (m,1H),
4.90-4.77 (m, 1H), 3.91 (dd, J
=6.0,3.7Hz, 5H). 3.44 - 3.26
{m.4H), 3.00 {d, J = 5.1 Hz,

40
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3H), 2.23 (d, J = 11.4 Hz, 2H),
2.04-1.76 (m, 6H).

361

=T

CH. N o

9

=]

)

478.57

1H NMR (300 MHz,
Chloroform-d) 8 8.69 (d, J =
1.9Hz, 1H),861(d, J=19
Hz, 1H). 8.38 (d, J = 4.9 Hz,
1H), 7.00 - 6.85 (m, 2H), 6.68
{d,J=4.9Hz, 1H).5.29(d, J =
7.7 Hz, 1H), 4.79 (s, 1H), 4.04
(s, 1TH),3.92 (dd, J=6.0,3.8
Hz. 4H). 3.41 - 3.26 (m, 4H),
3.10 (s, 3H), 3.04 (s, 3H), 2.19
(d, J =87 Hz, 2H).

362

=

512.65

1H NMR (300 MHz,
Chloroform-d) & 8.69(d, J =
19Hz 1H). 863 (t, J=1.6
Hz. 1H), 8.04 (s, 1H), 6.95 (d,
J=23Hz 1H).69C . J =
27Hz, 1H).4.88(d, J =83
Hz, 1H), 4.80 (s, 1H),4.48 (1. J
=5.9Hz, 2H). 4.17 (s. 1H).
4.01-3.81(m,4H), 3.34 (t, J =
4.7 Hz, 4H), 2.73 (t, J =59
Hz, 2H), 2.33 (d, J = 1.2 Hz,
8H), 2.07 - 1.73 (m, 6H).
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363

1H NMR (300 MHz,
Chloroform-d) 8 8.7C (d, J =
1.9Hz, 1H), 860 (d,J=19
Hz, 1H), 6.92 (dd, J =211,
25Hz. 2H). 4.74 (s, 1H), 4.35 10
{d,J=7.9Hz, 1H).4.12(d, J =
469.62 | 8.0 Hz, 1H), 4.03-3.67 (m,
5H), 3.63-3.50 (m, 1H), 3.47 -
3.20(m, 4H), 277 {(d.J =113
Hz, 2H), 2.28 (s, 3H), 2.22 -
2.04 (m, 4H), 1.9C (dd, J =
38.6. 8.3 Hz. 8H). 1.45 (qgd, J
=11.1, 3.8 Hz, 2H).

364

1H NMR (300 MHz, 20
Chloroform-d) & 8.7C (d, J =
1.9Hz. 1H).859(d, 4 =20
Hz, 1H), 6.92 (dd, J = 21.8,
2.5Hz, 2H). 4.75 (s, 1H), 4.47
(dd, J = 28.7, 10.8 Hz, 2H),
419 (d,J=7.7 Hz, 1H). 3.99 -
3.68 (m, 6H), 3.46 - 3.27 (m,
4H), 3.18 (1, J = 11.7 Hz, 1H),
285-2864 (m, TH), 2.11 (s, 30
5H), 1.83(d, J =4.9 Hz, 6H),
1.41-1.17 (m, 5H).

497 .61

365 NH

1H NMR (300 MHz,
Chloroform-d) & 8.67 (dd, J =
21.6. 1.9 Hz, 2H), 8.01 (s, 1H),
6.94 (dd, J =16.5, 2.5 Hz,
49554 | 2H), 4.79 (s, 1H), 4.67 (s, 2H),
418 (s,2H),3.93(t,J=48
Hz. 4H). 3.41 - 3.27 {m, 6H), 40
220 (d,J=99Hz 2H), 1.93
{d, J=5.5Hz, 6H), 0.63 - 0.50
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b o ESMS | 'HNMR
(AR a0
iix=2 (M+H)
(m. 2H), 0.29 (t. J = 5.0 Hz
2H).
H
N/\I/ N/;,,,O
:ﬁ)\/k g
366 F N\] 475 56
l/\N N/
o
1H NMR (400 MHz, CDCI3) &
8.90 (dd, J =7.2, 1.8 Hz, 2H),
H.C_ _N H~_ 8.75 (dd, J = 4.5, 1.6 Hz, 2H),
\ﬁi;H/ [::j 8.10 (d.J = 6.0 Hz, 1H), 7.97
N ~o (d, J=1.7 Hz, 1H), 7.62 (dd, J
367 /N 413.34 =45 16Hz 2H), 7.38(d, J=
] 1.7Hz, 1H), 6.15(d, J=6.0
N: | SN Hz, 1H), 4.98 (s, 1H), £.93 (s,
1H), 2.86 (s, 1H), 2.49 (s, 3H),
2.34-2.18 (m, 2H), 1.96 (dd, J
=207, 8.9 Hz, 6H).

10

20

30



gbooooan

(301)

JP 6360878 B2 2018.7.18

ki

ESMS | '"HNMR

(M+H)

368

1H NMR (300 MHz,
DMSO-d6) & 8.73 (d, J = 2.0
Hz. 1H). 8.60 (d, J = 2.0 Hz,
1H), 7.96 (s, 2H), 7.15 (d, J =
2.5 Hz. 1H). 6.85 (d, J = 2.4 10
Hz. 1H). 4.97 (m, 1H), 3.79 (t,
J=4.9Hz 4H),3.35 (1, J = 4.9
Hz. 4H). 2.72 (t, J = 6.2 Hz,
2H), 2.65 (m, 1H), 2.01 (m,
2H), 1.77 - 1.48 (m, 6H).

343.48

369

1H NMR (300 MHz,
Chloroform-d) & 8.71 (d, J =
1.9 Hz. 1H). 8.62 (d, J = 1.9
Hz, 1H), 7.71 (s, 1H), 6.94 20
(dd. J = 14.8, 2.5 Hz, 2H).
5.09 (d. J = 7.7 Hz, 1H). 4.80
(d, J = 5.4 Hz. 1H), 4.29 (s,
2H), 4.01 - 3.84 (m, 4H). 3.45 -
3.28 (m, 4H), 2.49 (s, 3H),
2.21 (g.J = 6.1 Hz, 2H). 1.95
(dt, J = 10.0, 4.1 Hz, 6H).

436.5

370

(o]

1H NMR (300 MHz,
Chloroform-d) & 8.71 (t, J =
1.9 Hz, 1H), 8.64 (dd, J = 3.9,
2.0 Hz, 1H). 8.11 (s, 1H), 7.01
-6.90 (m, 2H), 4.75¢(d, J =
20.3 Hz, 2H), 4.23 (s. 2H).
3.93(t, J=4.8Hz, 4H), 3.68
(t.J=8.7Hz 2H) 342-3.29
{m.4H), 2.90 {t. J =87 Hz,
2H), 2.34-212 (m, 2H). 2.11 -
1.83 (m, 6H).

30

448.25

40
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5 (M+H)
1H NMR (300 MHz,
Chloroform-d) 8 8.70 (d, J =
1.9 Hz. 1H). 863 (d, J = 1.9
N H Hz, 1H). 7.79 (d, J = 5.6 Hz.
= 1H), 7.03 - 6.89 (m, 2H), 6.05 10
X h ~[::]‘o (d,J =5.6 Hz, 1H). .77 (d, J =
371 4475 | 5.9 Hz. 1H). 421 (s, 1H), 3.93
/N:D (dd. J = 6.0. 3.7 Hz, 4H), 3.68
r’“‘N N (t. J = 8.7 Hz, 2H). 3.36 (dd, J
o\v/J = 5.8.4.0 Hz. 4H). 2.85 (t, J =
8.7 Hz, 2H), 2.20(q, J = 12.1,
9.5 Hz. 2H). 1.94 (t, J = 5.8
Hz, 6H).
20
NN,
L
NNy -,
372 l/ v N 446.44
S .
1H NMR (400 MHz, CDCI3) & 30
H 8.71(d. J = 1.8 Hz, 1H), 8.63
H.C N Now, (d,J =1.8Hz, 1H).7.70(d, J =
\[N/j/ O,,,,o 5.0 Hz, 2H), 6.97 (d, J = 1.6
Hz. 1H). 6.92 (d, J = 2.1 Hz
373 N 42151
:] 1H), 4.81 (s, 1H), 4.65 (s, 1H),
(\N N 3.99 - 3.85 (m, 5H), 3.40 -
o_\//J 3.30 (m, 4H), 2.37 (s, 3H),
2.28-2.16 (m, 2H), 2.01 -
1.82 (m, 6H). 40
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374

H
eI NN,
Tr
N g

b

441.45

375

CH,

420.57

1H NMR (300 MHz,
Chloroform-d) & 8.81 - 8.67
(m, 2H), 8.01 (d, J = 6.0 Hz,
1H), 7.46 (dd, J = 1.7, 0.7 Hz,
1H), 6.98 (d, J = 1.7 Hz, 1H),
6.06 (d, J = 6.0 Hz, 1H), 4.80
(d, J=385Hz 2H), 413 -
3.97 (m, 3H), 3.51 (id, J =
11.3,3.5Hz, 2H),2.89 - 2.80
(m, 1H), 2.41 (s, 3H), 2.21 -
2.03 (m, 2H), 1.94 - 1.70 (m,
7H).

376

455.33

1H NMR (300 MHz,
Chloroform-d) £ 8.69 (d, Jd =
1.9Hz, 1H), 862 (d, J=1.9
Hz, 1H), 8.07 (s, 1H), 6.93
(dd, J = 17.0, 2.5 Hz, 2H),
4.98-4.71 (m, 2H), 4.17 (s,
1H), 4.00 (s, 3H), 3.92 (dd, J =
5.8,3.9Hz 4H), 3.42 - 3.26
(m, 4H), 2.22 (d, J = 9.5 Hz,
2H), 1.93(dd, J=6.1, 2.4 Hz,
6H).

10

20

30

40
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377

C

1H NMR (300 MHz,
Chloroform-d) & 8.69(d, J =
1.9Hz 1H). 882(d, J =19
Hz. 1H). 7.95 (d, J = 1.2 Hz,
1H),6.92 (dd, J=16.9. 2.5
Hz. 2H). 4.98 (s, 1H), 4.81 -
4.68 (m, 2H), 4.16 {s, 1H),
3.97-3.87 (m, 4H), 346 (d.J
= 6.1 Hz, 2H), 3.39 - 3.29 (m,
4H), 2.19 (d, J = 12.5 Hz, 2H).
1.91(d. J =54 Hz, 6H). 1.26
(s. BH). 0.94 - 0.83 (m, 1H).

10
512.36

378

C

1H NMR (300 MHz,
Chloroform-d) & 8.69(d, J =
1.9Hz 1H). 8862 (d, J =19
Hz. 1H). 7.99 (d, J = 1.3 Hz,
1H),6.92 (dd, J=17.1.2.5
Hz. 2H). 4.77 (s, 1H), 4.66 (d,
52438 | J=85Hz. 1H). 441(d. J=
7.7Hz. 1H). 423 -4.10 (m,
2H), 4.05 - 3.87 (m, 6H), 3.54
(td, J=11.7, 2.1 Hz, 2H), 3.39
-3.29 (m, 4H), 2.19({d. J =
11.3 Hz, 2H), 2.08 - 1.85 (m,
8H), 1.64 - 1.44 (m, 2H).

20

30

379

1H NMR (300 MHz,
Chloroform-d) & 8.69(d, J =
1.9Hz 1H). 862 (d,J=1.9
Hz. 1H). 8.00 (d, J = 1.3 Hz,
510.38 | 1H),6.95(d, J = 2.5 Hz. 1H),
6.89 (d.J=25Hz 1H). 4.87 -
456 (m, 4H), 4.16 (s, 1H), 40
4.04 -3.65 (m, 8H), 3.48 -
3.26 (m, 4H),2.43-2.26 (m,
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1H), 2.20 (q, J = 6.6, 5.9 Hz,
2HY, 1.90 (¢, J = 5.5 Hz, 8H).

10

380

498.36

1H NMR {300 MHz,
Chloroform-d} $ 8.69(d, J =
20Hz 1H), 862(d, J=19
Hz, 1H), 8.00 - 7.91 (m, 1H),
6.92 (dd, J =17.2, 2.5 Hz, 20
2H), 4.87 - 4.84 (m, 2H), 4.58
{d,J=57Hz 1H), 4.16 {(ddt, J
=9.7,6.8,3.7 Hz, 2H), 4.01 -
3.85(m, 4H), 3.75(d. 4 =112
Hz, 1H), 3.58 (dd, J =10.9,
7.0 Hz. 1H). 3.48 - 3.23 (m,
4H), 2.36 - 2.07 (m, 2H), 1.91
(d,J=55Hz 6H), 1.28(d,J =
6.8 Hz, 3H), 0.97 - 0.78 (m, 30
1H).

-

N

381 NH

I
H.C

C

523.39

1H NMR (300 MHz,
Chloroform-d} $ 8.69(d, J =
1.9 Hz, 1H). 8.62 (d, J = 1.9
Hz, 1H). 7.98 (d, J = 7.3 Hz,
1H), 8.92 (dd, J = 18.7, 2.5
Hz. 2H). 4.87 (d, J = 8.6 Hz.
1H), 4.77 (s, 2H), 4.61 (s. 2H),
415 (s, 1H), 3.91 (dd. J = 5.9, 40
3.8 Hz. 4H), 3.46 - 3.29 (m,
4H), 2.99-2.77 (m, 2H). 2.74 -
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2.54 (m, 2H), 2.46 - 2.10 (m.
6H), 1.91 (d, J = 5.5 Hz. 6H).

10

382

498.32

1H NMR (300 MHz,
Chloroform-d) & 8.69(d, J =
1.9Hz, 1H). 862 (d, J=19
Hz. 1H). 8.00 (s, 1H), 6.92
(dd. J =16.5, 2.5 Hz, 2H), 20
492 (s, 1H), 4.77 (s, 1H), 4£.64
(d,J=85Hz, 1H) 416 (s,
1H), 4.03 - 3.82 (m, 4H), 3.65
{(g,J=5.8 54 Hz, 2H), 3.56
(ddd, J=56,4.7, 1.0 Hz, 2H),
348-3.21 (m, 7H), 219 (d. J
=10.1 Hz, 2H), 1.91 (d,J =
5.4 Hz, 6H).

383

478.5

1H NMR (300 MHz, 30
Chloroform-d) & 8.69 (s, 1H),
8.62 (d.J=19Hz 1H). 8.55
(d,J=19Hz 1H),693-6.71
(m.3H), 6.22(dd. J=3.6,2.0
Hz, 1H), 5.01 (d, J = 8.1 Hz,
1H), 4.71 (s, TH), 4.34 (s, 1H),
3.92-378(m, 7TH), 3.26 (dd, J
=59,39Hz,4H),215(d, J =
10.8 Hz, 2H), 1.98 - 1.78 (m, 40
6H).
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384

1H NMR (300 MHz,
Chloroform-d) §8.72 (d, J =
20Hz. 1H). 865(d,J=19
Hz, 1H), 8.39 (s, 1H), 7.01 -
6.90 (m, 3H),6.35(d, J =35 10
Hz, 1H), 5.05 {t, J = 8.6 Hz,
1H), 4.83 (d, J =5.6 Hz, 1H),
4.41 (s, 1H), 4.01 - 3.87 (m,
4H), 3.82 (d, J = 1.1 Hz. 3H),
3.44-330 (m, 4H), 2.27 (d. J
=8.9 Hz, 2H). 2.12-1.86 (m,
6H).

460.6

385

1H NMR (300 MHz,
Chloroform-d) $8.72(d, J = 20
1.9Hz, 1H). 865(d, J =19
Hz, 1H), 8.03(d, J = 5.6 Hz,
1H), 7.11 (d, 4 = 3.6 Hz, 1H),
7.03-6.91 (m, 2H),6.41 (d. J
=3.6Hz 1H). 628 (d,J=57
Hz. 1H). 4.83 (s, 1H), 4.56 (d,
J=8.0Hz 1H). 4.01-3.88
{m. 4H), 3.78 (s, 1H), 3.44 -
3.30(m,4H), 2.28(d. J =100 30
Hz, 2H), 2.11 - 1.85 (m, 6H).

4455

386

1H NMR (400 MHz, CDCI3) &
8.70 (d. J = 1.9 Hz, 1H). 8.62
(d, J = 1.9 Hz. 1H), 7.49 (s,
1H), 6.95 (d, J = 2.4 Hz. 1H),
6.89 (d.J = 2.4 Hz, 1H). 5.25
(s, 1H), 4.72 (s, 1H), 4.18 (s
1H), 3.96 - 3.87 (m, 4H), 3.77
(s. 3H). 3.39 - 3.30 (m, 4H), 40
3.10 (s, 6H), 2.21 - 2.12 {m,
2H), 2.02 - 1.85 (m, 6H).

480.41
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387 CH,

1H NMR (400 MHz, CDCI3) 3
8.70(d, J = 1.9 Hz, 1H), 8.62
(d, J=19Hz 1H), 7.49 (s,
1H), 6.95 (d, J = 2.4 Hz, 1H),
6.89 (d, J = 2.4 Hz, 1H), 5.25 10
(5. 1H). 4.72 (s, 1H), 4.18 (s,
1H), 3.96 - 3.87 (m, 4H), 3.77
(. 3H), 3.39 - 3.30 (m, 4H),
3.10 (s, 6H), 2.21 - 2.12 (m
2H), 2.02 - 1.85 {m, 6H).

466.4

388

1H NMR (400 MHz, CDCI3) 5
8.69(d, J = 1.9 Hz, TH), 8.63
(d, J=1.9Hz 1H), 8.04 (s,
1H), 6.94 (d, J = 2.4 Hz. 1H), 20
6.89 (d. J = 2.4 Hz, 1H). 5.15
480.41 | (d, J = 8.4 Hz. 1H), 4.75 (s,
1H), 4.14 (s, 1H), 3.97 - 3.83
(m. 4H), 3.59 (s, 3H). 3.38 -
3.28 (m, 4H), 3.09 (s, 6H),
2.25-2.13 (m, 2H), 2.00 -
1.83 (m, 6H).

389

1H NMR (300 MHz,
Chloroform-d) & 8.69 (d, J = 30
1.9 Hz 1H). 861(d, J=1.9
Hz, 1H), 8.50 (d, J = 1.1 Hz,
1H), 6.93 (dd, J = 16.5, 2.5
Hz, 2H), 6.49 (s, 1H), 4.90 (s,
1H), 4.80 (s, 1H), 4.08 - 3.87
(m. 5H), 3.44 - 3.29 (m, 6H),
245(t, J =53 Hz, 4H), 2.26 -
214 (m, 2H), 1.90(t, J=65
Hz, 6H), 1.63 (d, J = 5.7 Hz,
4H), 1.53 - 1.43 (m, 2H).

504.48

40
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H;C\N/\ArN
I
CH, I’J\;N o

C

1TH NMR (300 MHz,
Chloroform-d) 8 8.69 (d, J =
19Hz 1H).861(d,J=1.9
Hz, 1H), 8.50 (d, J = 1.1 Hz,
1H), 6.93 (dd, J=18.5.2.5 10
464.62 | Hz. 2H).6.44 (d, J = 1.1 Hz,
1H}, 4.93 (s, 1H), 4.80 (s. 1H),
3.97 - 3.87 (m, 4H), 3.47 -
3.29 (m, 6H), 2.31 (s, 6H),
2.21(d,J=9.1Hz 2H), 1.8%
(t. J = 6.9 Hz, 8H).

391

Soyy
H.C o
0

CH.

1H NMR (300 MHz,
Chloroform-d) & 8.68 (d, J =
19Hz, 1H), 858 (d, J=19 20
Hz. 1H). 6.94 (d, J = 2.5 Hz,
1H), 6.86 (d, J = 2.5 Hz, 1H),
4.81-4.61(m, 3H), 447 (td, J
500.63 | =8.7.52Hz. 1H). 3.98 - 3.88
{m. 4H), 3.85- 3.66 (m. 4H),
3.40-3.25(m, 4H), 2.24 -
2.07 (m, 2H), 1.93 - 1.74 (m,
6H), 1.71-1.64 {m, 1H). 1.58 -
1.39 (m, 2H), 093 (t, J=6.3 30
Hz, 6H).

392

1H NMR (300 MHz,
DMSO-d6) 5 8.71(d, J = 1.9
Hz, 1H). 8.58 (d, J = 1.9 Hz,
1H), 7.10 (d, J = 2.5 Hz, 1H),
6.82 (d, J = 2.6 Hz, 2H), 4.92
(m, 1H), 3.78 (m, 4H), 3.30
(m. 5H), 2.84 (t. J = 6.0 Hz.
2H), 1.96 - 1.33 (m, 18H).

443.61

40
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393 o

450.58

1H NMR (300 MHz,
DMSO-d6) 5 8.73(d, J = 1.9
Hz. 1H). 8.58 (d, J = 1.9 Hz.
1H), 8.10 (d, J = 2.7 Hz. 1H),
7.97 (d.J = 8.9 Hz, 1H), 7.38
(dd. J = 9.0, 2.7 Hz, 1H), 7.16
(d,J =2.4Hz, 1H).6.84 (d, J =
2.3 Hz, 1HY, 4.96 (m, 1H),
3.79 (m, 4H), 3.66 (m, 1H). 3.3
(m. 4H), 2.14 - 1.95 (m, 2H),
1.81 (m, 5H).

394

493.61

1H NMR (300 MHz,
DMSO-d6) 58.72 (d, J = 1.9
Hz, 1H), 8.58 (d, J = 1.9 Hz,
1H), 7.54 (d, J = 8.6 Hz. 1H),
7.14(d.J = 2.4 Hz, 1H), 6.83
(d,J=2.3Hz, 1H).6.48(d, J =
7.7 Hz, 1H), 6.30 - 6.18 (m,
2H), 4.92 (m, 1H), 3.79 (m,
4H), 3.74 (s, 3H), 3.66 (s. 3H),
3.55 (m, 1H), 3.34 (m. 4H),
2.03 (m, 2H), 1.78 (m. 8H).

395

441.2

1H NMR (300 MHz,
Chloroform-d) £ 8.61 (d, J =
1.9Hz, 1H). 853 (d, J=2.0
Hz. 1H). 7.13 (d, J = 5.3 Hz.
1H), 6.84 (dd, J = 20.0, 2.4
Hz. 2H). 540 (d, J = 8.2 Hz.
1H), 4.72 (s, 1H), 4.31 (d, J =
7.0 Hz. 1H). 3.83 (dd, J=5.8.
3.8Hz 4H), 326(t J=49
Hz. 4H). 2.14 (d, J = 12.3 Hz,
2H), 1.95 - 1.68 (m, 6H).

10

20

30

40
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396

O,

S

TH NMR {300 MHz,
Chloroform-d) & 8.61 (d, J =
19Hz 1H),854(d, J=1.9
Hz, 1H), 7.72 (d, J = 2.9 Hz,
1H), 8.87 (d, J = 2.5 Hz, 1H), 10
455.2 6.81(d. J=25Hz 1H). 5.03
(d, J=7.8Hz, 1H), 4.71 (s,
1H), 4.16 (s, 2H), 3.83 (g, J =
3.9,3.1 Hz, 7H), 3.32 - 3.21
(m.4H), 213 (d, J = 11.2 Hz.
2H), 1.83 (t, J = 8.5 Hz, 6H).

397

1H NMR (300 MHz,
Chloroform-d) & 8.70 (d, J =
1.9Hz, 1H), 883 (d,J=1.9 20
Hz, 1H), 7.89 (d, J = 5.8 Hz,
1H), 7.02 - 8.88 (m, 2H), 5.79
(d, J =57 Hz, 1H), 4.8C (s,
1H), 4.61 (s, 2H), 4.08 - 3.88
(m.5H), 3.35(dd, J = 5.6, 4.1
Hz. 4H), 2.27 - 2.09 (m, 2H),
1.91(d. J = 5.0 Hz, 6H).

4225

398

1H NMR (300 MHz,
Chloroform-d) & 8.62 (d, J = 30
1.9 Hz, 1H), 854 (d, J = 1.9
Hz. 1H). 8.38 (s, 1H), 6.94 -
8.74 (m, 2H), 4.69 (s, 1H),
4763 | 4.34 (s, 1H), 4.25 (s, 1H), 3.84
(dd, J = 5.9, 3.8 Hz, 4H), 3.30
~3.14 (m, 6H), 2.79 (d, J = 5.7
Hz. 2H). 2.71 (d, J = 5.6 Hz.
2H), 2.49 (s, 3H), 2.13 (m,

2H), 1.85 (d, J = 5.5 Hz. BH). 40
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399

CH,
H.C )l N
19SS

ew

o ]

1H NMR (300 MHz, CDCI3) 5
8.69 (d.J = 1.9 Hz, 1H). 8.61
(d,J=1.9Hz 1H).8.08 (d,J =
6.3 Hz, 1H), 6.96 (d, J = 2.5
Hz, 1H), 8.92 (d, J = 2.4 Hz, 10
43535 | 1H), 6.23 (d, J = 6.3 Hz. 1H),
4.87 (s, 1H), 4.69 (s, 1H), 4.00
-3.83 (m, 4H), 3.45 - 3.24 (m.
4H), 2.98 (s, 3H), 2.50 (s. 3H),
2.45-2.30 (m, 2H), 1.92 -
1.64 (m, 6H).

400

TH NMR (300 MHz,
Chloroform-d) & 8.71 (d, J =
19 Hz 1H), 862(d, J=19 20
Hz, 1H), .94 (dd, J = 19.8,
4523 | 2.4 Hz, 2H). 5.09 (s, 1H), £.81
(s. TH). 4.01 - 3.88 (m, 4H),
3.42-329 (m, 4H), 2.91 (d, J
= 4.8 Hz, 3H), 2.18 (m, 2H),
1.90 (s, 6H).

401

1H NMR (300 MHz, CDCI3) 3
8.69 (d.J = 1.9 Hz, 1H). 8.62
(d, J = 1.9 Hz. 1H), 7.51 (s,
1H), 6.95 (d, J = 2.4 Hz, 1H),
6.89 (d.J = 2.4 Hz, 1H), 5.58
(d, J = 8.0 Hz. 1H), 4.75 (s.
1H), 4.25 (s, 1H), 3.96 - 3.89
(m. 4H), 3.88 (s, 3H), 3.47 -
3.23 (m, 4H), 2.29 - 2.08 (m.
2H), 2.06 - 1.78 (m, 6H).

30

471.32

40
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402

H
sqe
N
= o ~o

ci CH, /N]

1H NMR (300 MHz, CDCI3) &
8.70 (d, J = 1.9 Hz, 1H), 8.62
(d, J = 1.9 Hz, 1H), 8.14 (s,
1H), 6.96 (d, J = 2.4 Hz. 1H),
6.90 (d, J = 2.5 Hz, 1H), 5.52
(d, J = 8.6 Hz. 1H), 4.79 (s,
1H), 4.18 (s, 1H), 3.96 - 3.89
(m. 4H), 3.89 (s, 3H), 3.41 -
3.27 (m, 4H), 2.31 - 2.14 (m
2H), 2.03 - 1.83 (m, 6H).

471.36

403

1H NMR (300 MHz, CDCI3) &
8.69 (d, J = 1.9 Hz, 1H), 8.61
(d,J=1.9Hz 1H).6.95(d J =
24 Hz, 1H).6.89(d, J= 25
Hz, 1H), 4.77 (s, 1H), 4.68 (d,
J=84Hz 1H).4.58 (t, J = 9.1
Hz, 2H). 4.25 (s, 1H), 3.98 -
3.84 (m, 4H), 3.40 - 3.27 (m
4H), 3.19 (t, J = 9.0 Hz, 2H).
2.49 (s, 3H), 2.25 - 2.10 (m
2H), 2.00 - 1.82 (m, 6H).

463.4

404

C

1H NMR (300 MHz,
DMSO-d6) 5 8.72(d, J = 1.9
Hz, 1H). 8.57 (d, J = 1.9 Hz,
1H), 7.89 (s, 1H), 7.15 (d, J =
2.5 Hz, 1H), 7.01 (s, 1H), 6.84
(d, J = 2.3 Hz. 1H), 4.94 (m
1H), 3.75 (m, 8H), 3.34 (m,
4H), 2.05 (m, 2H), 1.86 - 1.70
(m. BH).

480.56

10
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405

H.C.

Ir=

ZI
(o]

C

1H NMR (300 MHz,
DMSO-d6) 5 8.72(d, J = 1.9
Hz, 1H), 8.57 (d, J = 1.9 Hz,
1H), 8.01 (m, 1H), 7.14 (s,
Leose | T 701-690(m 1H) 682 10
(m. 2H), 8.71 (m, 1H), 5.70 (d,
J=7.9Hz. 1H). 4.91 (m. 1H),
3.79 (m, 4H), 3.34 (m. 5H),
2.74 (d. J = 4.6 Hz, 3H), 2.02

(m. 2H), 1.76 (m. 8H).

406

1H NMR (300 MHz,
DMSO-d8) 5 8.72(d, J = 1.9
Hz, 1H). 8.58 (d, J = 1.9 Hz.
1H), 8.27 (d, J = 5.2 Hz. 1H), 20
7.46 (dd, J = 8.4, 7.1 Hz, 1H),
7.15(d. J = 2.4 Hz, 1H), 7.10
(dd, J = 7.1, 0.9 Hz, 1H), 6.83
(d,J=23Hz 1H).6.75(d, J =
7.8 Hz. 1H). 6.68 (dd, J = 8.4.
0.9 Hz, 1H). 4.91 (m, 1H),
4.14 (m, 1H), 3.80 (m. 4H),
3.35 (m, 4H), 2.82 (d. J = 4.9
Hz. 3H). 2.03 (m, 2H), 1.93 - 30
1.73 (m, 6H).

4863.68

407

1H NMR (300 MHz,

Chloroform-d) rotomers, &
9.07 (m, 1H), 8.8% (m, 1H),
8.75 H), 7.47 {m, 1H),
H

(

(m, 1

6.96 (s, 1H), 4.95 (m, 1H),
(
(
(

:

536.49

1
3.97 (m, 4H), 3.82 (m. 4H),
3.38 (s, 3H), 2.24 {m, 8H),
1.60 (s, 9H).

m,
S,

40
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408

C

435.6

1H NMR (300 MHz,
DMSO-d6) 5 8.72 (d, J = 1.9
Hz. 1H). 8.57 (d, J = 1.9 Hz.
1H), 713 (d, J = 2.4 Hz, 1H),
6.94 (t, J = 8.0 Hz, 1H), 6.83 10
(d, J = 2.3 Hz. 1H), 6.26 - 6.14
(m, 2H), 6.10 - .03 (m, 1H),
557 (d. J = 7.8 Hz, 1H). £.90
(m. 1H), 3.79 (m. 4H). 3.66 (s,
3H), 3.33 (m, 4H), 2.03 (m,
2H), 1.77 (m, 6H).

409

441.29

1H NMR (300 MHz, CDCI3} &
8.70 (d.J = 1.9 Hz, 1H), 8.63
(d, J = 1.9 Hz, 1H), 8.47 (s,
1H), 8.18 (s, 1H), 6.96 (d, J =
2.4 Hz, 1H). 6.91 (d, J = 2.4
Hz. 1H). 5.47 (d, J = 7.8 Hz,
1H), 4.80 (s, 1H), 4.31 - 4.19
(m. 1H), 4.02 - 3.79 (m. 4H),
3.48-3.24 (m, 4H), 2.32 -
2.17 (m, 2H), 2.09 - 1.79 (m.
BH).

20

410

468.38

30
1H NMR (300 MHz,

Chloroform-d)  8.68 (d, J =
20Hz. 1H). 859 (d,J=19
Hz, 1H), €94 (d, J= 2.5 Hz,
1H), 8.87 (d, J = 2.5 Hz. 1H),
473 (d,J=55Hz 1H), 4.45 -
4.19 (m, 2H), 4.03 - 3.87 (m,
4H), 3.81 (g, J = 6.6 Hz, 1H),
344-3.25(m,4H), 299 (t,J =
6.3 Hz. 2H). 2.13 (g, = 7.5,
50 Hz. 2H). 1.99-1.57 (m,
11H). 1.42 (dad, J = 10.0. 7.1,

40
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6.7, 3.4 Hz. 1H), 1.20 {tt. J =
17.8. 10.5 Hz, 3H), 0.91 (g, J
= 12.1 Hz, 2H).

411

C

400.37

1H NMR (300 MHz,
Chloroform-d) § 869 (d, J =
19Hz 1H).861(d,J=19
Hz. 1H). 6.94 (d, J = 2.5 Hz,
1H), 6.87 (d, J = 2.5 Hz, 1H),
470 (d.J=26Hz 1H). 4.41
(d,J=7.7Hz, 1H), 3.97 - 3.81
(m, 4H), 3.41 - 3.25 (m, 4H),
291 (s, 6H),215(d.J=9.2
Hz. 2H). 1.98 - 1.71 (m, 6H).

412

C

442.37

1H NMR (300 MHz,
Chloroform-d) & 8.69(d, J =
1.9Hz, 1H),860(d, J =19
Hz, 1H), 6.90 (dd, J = 21.8,
25Hz 2H), 472 (s, 1H), £.48
(d,J=79Hz, 1H) 4.04 - 3.82
(m. 4H), 3.78 - 3.62 (m. 4H),
3.34 (dt, J =5.0, 3.2 Hz, 8H),
215(s, 2H),1.84{d. J =48
Hz. 6H).

10

20

30
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413

1H NMR {300 MHz,
Chloroform-d) 5 8.69(d, J =
1.9Hz, 1H), 8681 (d,J=2.0
Hz, 1H). 6.94 (d, J = 2.5 Hz,
1H), 6.87 (d, J =2.5 Hz. 1H), 10
42837 | 4.71(d.J=54Hz 1H), 4.37
d, J=7.9Hz, 1H), 3.99 - 3.81
{m, 4H), 3.44 - 3.09 (m, 8H),
2.24 -2.06 (m, 2H), 1.94 -
1.73 (m, 6H), 115, J =71
Hz. 6H).

414

1H NMR (300 MHz,
Chloroform-d) 8 8.69 (d, J =
1.9Hz 1H). 880 (d, J=1.9 20
Hz, 1H), 8.94 (d, J = 2.5 Hz,
1H), 6.87 (d, J =2.5 Hz. 1H),
45542 | 4.72(d.J =56 Hz, 1H). 450
(d, J =7.6 Hz, 1H), 4.02 - 3.80
(m, 4H), 3.49 - 3.18 (m, 8H),
241t J =51 Hz, 4H), 2.32
(s, 3H),2.22 - 2.05 (m, 2H),
1.95-1.75 (m, 6H).

415

C

1H NMR (300 MHz, 30

Chloroform-d) 3 862 (d, J =
19Hz 1H). 861(d,J=19
Hz, 1H). 6.94 (d, J = 2.5 Hz,
1H), .87 (d, J = 2.5 Hz, 1H),
470 (s, 1H) 4.24(d.J=7.9
Hz, 1H). 4.02 - 3.82 (m, 5H),
3.44-323(m, 8H), 261 (s,
1H), 2.26 - 2.06 {m, 2H), 1.99 -
1.73 (m, 9H).

426.52

40
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416

1H NMR (300 MHz,
Chloroform-d) & 8.69 (d, J =
19Hz 1H), 861(d,J=1.9
Hz. 1H). 6.94 (d, J = 2.4 Hz.
1H), 6.87 (d, J = 2.5 Hz. 1H), 10
440.39 | 470(d, J=4.4 Hz, 1H), 4.48
(d, J=7.6 Hz, 1H), 4.03-3.8C
(m.5H), 3.49(d, J = 4.2 Hz,
2H), 3.45-3.17 (m, 8H), 2.23 -
204 {m, 2H), 2.02-1.73(m
6H), 1.56 - 1.49 (m, 4H).

417

1H NMR (300 MHz,
Chloroform-d) & 8.81 - 8.55
(m.3H),6.94 (dd. J=17.2,25
Hz. 2H). 6.65(d, J= 1.1 Hz.
1H), 4.84 (td. J=5.1, 2.4 Hz,
1H), 4.01 - 3.86 (m, 4H). 3.42 -
3.29(m, 4H), 2.35-2.11 (m
2H), 2.05 - 1.82 (m, 6H).

20

475.36

418

1H NMR {300 MHz,
Chloroform-d) & 8.71 (d, J =
1.9Hz, 1H), 8683 (d, J=1.9 30
Hz, 1H), 8.49 (d, J = 4.9 Hz,
1H), 7.04 - 6.89 {m, 2H), .81
4754 (d,J=49Hz 1H).554 (d,J =
79Hz 1H), 480(d, J=52
Hz, 1H), 4.17 - 3.98 (m, 1H),
3.98-3.87 (m, 4H), 3.42 -
3.31({m, 4H),2.33-2.12(m
2H), 2.06 - 1.72 (m, 6H).

40
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419

M H
HO ) N
.
N

450.38

1H NMR. (300 MHz,
Chloroform-d) rotomers & 8.82
(d, J=2.9Hz, 1H), 8.74 (m,
1H), 8.0C (m, 1H), 7.55 - 7.47
(m, 1H), 7.25 (m, 1H), 7.14
(m, 1H), 7.05 (m, 1H), 3.97
(m, BH), 3.47 (m, 5H), 2.30 (s,
2H), 2.0 (m, 6H)..

420

" O
F o

467.48

1H NMR (300 MHz,
DMSO-d6) 5 8.73 (d, J = 1.9
Hz, 1H), 8.58 (d, J = 2.0 Hz,
1H), 7.27 - 6.96 (m, 4H), 6.83
(d, J = 2.3 Hz, 1H), 4.92 (m,
1H), 3.85 - 3.74 (m, 4H), 3.45
(m. 1H), 3.34 (m, 4H), 2.05
(m. 2H), 1.76 (m, 6H).

421

CH. 0

H.C H
S N
H¢” ~o \O\
F )

523.58

1H NMR (300 MHz,
DMSO-d6) 5 8.93 (d, J = 1.8
Hz. 1H), 8.80 (d, J = 1.8 Hz.
1H), 7.20 (s, 1H), 7.13 - 6.85
(m, 4H), 4.92 (m, 1H), 3.86 -
3.79 (m, 4H), 3.32 (m, 5H),
2.09 (m, 2H), 1.90 - 1.73 (m,
6HY, 1.55 (s, 9H).

10

20

30
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422

1H NMR (300 MHz,
Chloroform-d) §8.72 - 8.52
{m, 3H), 8.38 (s, 1H), 6.87 (dd,
J=157,2.5Hz, 2H), 5.50 (d,
J=79Hz 1H), 479 {p,J = 10
3.5Hz, 1H). 4.20 (dp, J =
14.0.5.2,4.7 Hz, 1H). 3.9C -
3.78 (m, 4H), 3.32 - 3.22 (m,
4H), 2.28-2.07 (m, 2H). 1.99 -
1.71 (m, 6H).

432.5

423

1H NMR (300 MHz,
Chloroform-d) 8 8.74 (d, J =
1.9 Hz, 1H), 8.65 (s, 1H), 8.01
{(s. 1H), 7.05-6.88 (m, 2H), 20
487 (s, 1H), 395¢(d. J =47
Hz, 4H), 3.77 - 3.56 (m, 1H),
3.37 (dd, J = 5.8, 3.8 Hz, 4H),
311 (qd, J=7.4,42 Hz, 1H),
228 (s,2H),1.98(dd.J =
22.7.9.4 Hz, 6H).

481.3

424

1H NMR (300 MHz,
Chloroform-d) 8 8.62 (d, J =
1.9 Hz, 1H),852(d, J=1.9 30
Hz, 1H), 8.45 - 8.35 (m, 1H),
6.84 (dd, J=16.8, 2.5 Hz,
2H), 6.28-6.20 (m, 1H), 5.08
{s. 1H). 4.72 (d, J = 5.2 Hz,
1H), 4.58 - 4.43 (m, 2H), 3.93 -
3.77 (m, 4H), 3.34 - 3.19 (m,
4H), 2.14 (dd, J=9.6. 5.4 Hz,
2H), 1.93-1.73 {m, 6H).

437.3

40
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425

H
ne X W

CH, O ~

C

1H NMR (300 MHz,
Chloroform-d) 8 8.68 (d, J =
2.0Hz. 1H).859(d,J=2.0
Hz. 1H). 8.93 (d, J = 2.5 Hz,
1H), 8.86 (d, J = 2.5 Hz. 1H),
472 (s, TH), 4.20 (s, 1H), 4.11
(s. 1H). 3.98 - 3.85 (m, 4H),
3.78 (s, 1H), 3.40 - 3.24 (m,
4H), 2.14 (d, J = 9.2 Hz. 2H),
1.81(t, J = 8.3 Hz, 6H), 1.33
(s. 9H).

428.46

426

1H NMR (300 MHz,
Chloroform-d) 8 9.26 (m, 2H),
8.90 (m, 1H), 8.75 - 8.64 (m,
2H), 7.22-7.01 (m, 3H), 4.97
(m, 1H), 4.01 - 3.87 (m, 4H),
3.38 {m, B5H), 2.77 (s, 3H),
2.19 {m, 9H).

459.35

427

1H NMR (300 MHz,
Chloroform-d) & 8.94 - 8.63
(m. 2H), 8.07 (d, J = 2.8 Hz,
1H), 7.45 (d, J = 8.7 Hz. 1H),
7.14-6.87 (m, 3H), 4.84 (m,
1H), 3.99 - 3.87 (m, 4H). 3.62 -
348 (m, 1H), 3.35 (dt, J =
42.8.4.8 Hz. 4H), 2.32 - 2.14
(m, 2H), 1.91(d, J = 17.8 Hz,
6H).

474.33

10

20
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428 F

C

475.41

1H NMR (300 MHz,
Chloroform-d) 5 8.81 - 8.64
(m. 2H), 8.20 (s, 2H), 7.08 (d.
J=24Hz 1H),6.94 (d,J =
24 Hz, 1H), 450 -4.82 (m,
1H), 4.42 (m, 1H), 3.98 - 3.88
(m, 4H), 3.57 {m, 1H), 3.45 -
328 {m, 4H), 2.33 - 2.18 (m,
2H), 2.04 - 1.82 (m, 6H).

429

47437

1H NMR (300 MHz,
Chloroform-d) 3 8.70 {d, J =
20Hz 1H),863(d, J=2.0
Hz, 1H), 8.42 {m, 1H), 8.16 -
8.08 {m, 1H), 7.20 (s, 1H),
7.04-898 (m, 1H),6.94 (d. J
=2.4 Hz, 1H). 4.84 (m, 1H),
4.01-3.87 (m, 4H), 3.54 (m,

1H), 3.42 - 3.26 (m, 4H), 2.33 -

2.19 (m, 2H), 2.08 - 1.80 (m,
6H).

430 He

o

533.47

1H NMR (300 MHz,
Chloroform-d) 5 8.69 (d, J =
1.9Hz 1H). 862 (d,J=19
Hz, 1H), 8.15 (s, 2H), 7.03 -
6.85(m, 2H),509(d, J=81
Hz. 1H), 4.78 (s, 1H), 3.92
(dd, J =5.8, 3.7 Hz, 5H), 3.40
-3.24 {m, 4H), 2.71 - 2.33 (m,
8H), 2.30 (s, 3H), 2.20 (s, 2H),
1.91(d, J=5.0Hz 6H). 1.26
(d, J=3.1 Hz. 4H).

10

20

30
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431

=z

1H NMR (300 MHz,
Chloroform-d) & 8.69 (d, J =
1.9 Hz, 1H), 862 (d,J=19
Hz. 1H). 8.15 (s, 2H), 6.99 -
6.86 (m, 2H), 5.10{d, J = 8.1 10
47847 | Hz. 1H).4.79 (d, J = 5.9 Hz,
1H), 4.09 - 3.85 (m, 5H), 3.41 -
3.25(m, 4H), 2.68 - 2.51 (m,
2H), 2.52 - 2.37 (m, 2H), 2.28
(s,6H),2.19(q, J=6.2,58
Hz, 2H), 2.02 - 1.81 (m, 6H).

432

1H NMR (300 MHz,
Chloroform-d) & 8.69(d, J =
1.9Hz, 1H). 862 (d, J =19 20
Hz. 1H). 8.16 (s, 2H), 6.98 -
6.86 (m, 2H), 5.10 (d. J = 8.1
Hz, 1H). 4.78 (s, 1H), 4.08 -
3.83 (m, 5H), 3.39 - 3.27 (m,
4H), 2.60 (d, J = 16.9 Hz, 8H),
219(d.J=7.8 Hz, 2H). 2.01 -
1.74 (m, 10H).

504.44

433

1H NMR (300 MHz,
Chloroform-d) & 8.69(d, J = 30
1.9 Hz, 1H), 862 (d,J=19
Hz. 1H), 8.15 (s, 2H), 6.99 -
6.85(m, 2H), 5.09 {d, J = 8.1
Hz, 1H), 4.78 (s, 1H), 4.06 -
3.85 (m, 5H), 3.40 - 3.27 (m.
4H), 2.87 - 2.55 (m, 2H), 2.47
(d,J=91Hz,6H).219(d,J=
96Hz 2H).1.91(d, J =438
Hz, BH). 1.62 (d, J =55 Hz, 40
6H).

518.72
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434

C

1H NMR (300 MHz,
Chloroform-d) § 8.69 (d, J =
1.9Hz, 1H), 862 (d, J=19
Hz, 1H), 8.15 (s, 2H), 6.99 -
6.84 (m, 2H), 5.11(d, J = 8.1 10
Hz, 1H), 4.78 (s, 1H), 4.05 -
3.87 {(m, &H), 3.78 - 3.66 (m,
4H), 3.40-3.27 (m, 4H), 2.69 -
243 (m,8H),219(d.J=82
Hz, 2H). 1.91 (d, J = 4.8 Hz,
6H).

520.47

435

H.C \l/N\ n\
I’J s [ j\o

1H NMR (400 MHz, CDCI3) &
8.70 (d.J = 1.9 Hz, 1H). 8.62
(d,J=1.9Hz, 1H). 7.68(d, J = 20
2.1 Hz. 1H). 6.96 (d, J = 2.4
Hz. 1H). 6.91 (d, J = 2.4 Hz.
1H), 6.76 (d, J = 2.2 Hz. 1H),
5.21(d, J = 8.4 Hz, 1H). 4.86 -
4.76 (m, 1H), 4.45 - 4.33 (m,
1H), 3.98 - 3.84 (m, 4H). 3.39 -
3.25 (m, 4H), 2.59 (s, 3H),
2.31-2.16 (m, 2H), 2.06 -
1.89 (m, 6H). 30

461.37

436

1H NMR (400 MHz, CDCI3) &
8.70 (d,J = 1.9 Hz, 1H). 8.61
(d,J=1.9Hz, 1H), 6.95(d, J =
2.4 Hz, 1H), 6.90 (d, J = 2.4
Hz. 1H), 4.88 - 4.70 (m, 2H),
4.32 (s, 1H), 3.98 - 3.85 (m,
4H), 3.41 - 3.27 (m, 4H), 2.53
(s. 3H). 2.40 (s, 3H). 2.26 -
2.14 {m, 2H), 1.99 (s, 3H), 40
1.94 - 1.88 (m, 6H).

449 .44
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437

1H NMR (300 MHz,
Chloroform-d)$8.72 (d, J =
20Hz 1H).865(d, J=19
Hz, 1H), 8.31 (s, 1H), 7.02 -
6.88 (m,2H), 6.77(d.J =26
464.2 Hz. 1H). 542 (d, J = 8.1 Hz.
1H), 4.90 - 4.78 {(m, 1H), 4.42
(d, J=7.8Hz, 1H), 3.99 - 3.85
(m, 4H), 3.43 - 3.27 (m, 4H),
237-213(m, 2H), 2.10 -
1.88 (m, 6H).

10

438

C

1H NMR (300 MHz,
Chloroform-d) 8 8.72 (d, J =
20Hz 1H).884(d, J=19
Hz, 1H), 8.28 (s, 1H), 7.72 (s,
1H),6.94 (dd, J=16.4. 2.5
437.3 Hz, 2H), 5.45(d, J =82 Hz,
1H), 4.76 {d, J = 6.6 Hz, 1H),
4.26 (s, 1H), 4.01 - 3.85 (m,
7H), 3.44 -3.28 (m, 4H), 2.30 -
211 (m, 2H), 2.08 - 1.82 (m.
6H).

20

439

1H NMR (400 MHz, CDCI3) 3 30
8.71(d.J = 1.8 Hz, 1H). 8.63
(d, J = 1.8 Hz, 1H), 8.14 (d, J =
5.9 Hz, 1H), 6.98 (d, J = 2.4
Hz, 1H). 6.17 (d, J = 6.0 Hz,
1H), 5.05 (s, 1H), 4.01 - 3.70
(m. 5H), 3.42 - 3.25 (m. 4H),
2.77 (. = 7.6 Hz, 2H). 2.32 -
2.16 (m, 2H), 2.04 - 1.80 (m.
6H), 1.32 (t, J = 7.6 Hz, 3H). 40

435.44
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440

C

1H NMR (300 MHz,
Chloroform-d) 5 8.70 (d, J =
1.9Hz. 1H). 880 (d, J=19
Hz. 1H). 7.81 (d, J = 6.3 Hz.
1H), 6.96 (d, J = 2.4 Hz, 1H),
6.90 (d.J =26 Hz 1H). 6.24
{d, J=6.2Hz, 1H), 5.92 (s,
1H), 4.80 {(m, 1H), 3.98 (s,
3H), 3.95- 3.87 (m, 4H), 3.54
{m. 1H), 3.38 - 3.28 (m. 4H),
223 (m,2H), 2.00 - 1.81 (m,
6H).

10
436.22

441

1H NMR (300 MHz,
Chloroform-d) rotomers, 3 20
8.80 (d, 1H), 8.73 (d, 1H), 7.73
(s. 1H). 7.16 - .99 (m, 3H),
4.91 (m, 1H), 3.95 (m. 4H),
3.55 (m, 1H), 3.37 (m, 4H),
2.73 (s, 3H), 2.41 (s, 3H), 2.29
(m. 2H), 2.13 (M. 6H).

434.35

442

1H NMR (300 MHz,
Chloroform-d) 8 8.7C (d, J =
1.9Hz. 1H). 862 (d, J=19
Hz. 1H). 7.89(dd,J=5.0.14
Hz, 1H), 7.19-7.10 (m, 1H),
4204 7.03-695(m,2H), 692 (d, J
= 2.6 Hz, 1H). 4.80 (m, 1H),
3.96 - 3.87 (m, 4H), 3.79 (m,
1H), 3.51 (m, 1H), 3.38 - 3.29
{m. 4H), 2.51 {m, 3H), 2.25
{m. 2H), 2.00 - 1.87 (m, BH).

30

40
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443

H
)
= CH, ~o
N

oS

g

1H NMR (300 MHz,
Chloroform-d) & 8.69 (d, J =
1.9Hz. 1H). 861 (d,J=1.9
Hz, 1H). 8.01 (s, 1H), 7.89 (d,
J=48Hz, 1H). 7.03{d.J =
48Hz, 1H),86.96(d, J=24
Hz, 1H), 8.91 (d, J = 2.5 Hz,
1H), 4.78 (m, 1H), 3.98 - 3.86
(m. 4H). 3.61 {m. 2H). 3.39 -
328 {m, 4H), 2.30 - 2.15 (m,
5H), 1.93 (m, 8H).

10
420.36

444

H.C

1H NMR (300 MHz,
Chloroform-d) & 8.69 (d, J =
19 Hz, 1H). 860(d, J=1.9 20
Hz, 1H), 8.03 (dd, J=2.7.0.9
Hz, 1H), 7.12 - 7.00 (m, 2H),
6.95(d,J =25Hz, 1H), 6.9C
(d, J=2.5Hz. 1H), 4.79 (m,
1H), 4.08 - 3.87 (m, 5H), 3.4%
(m. 1H), 3.38 - 3.28 (m, 4H),
253 (s, 3H), 2.21 {m. 2H).
1.84 (d, J = 6.8 Hz, BH).

420.28

445

1H NMR (300 MHz, 30
Chloroform-d) & 8.65 (m, 1H),
840 (m, 1H). 7.50 (dd, J = 4.5,
22Hz, 1H), 7.03 (s, 1H), 6.92
(s, TH), 6.80 (m, 2H), 4£.76 (m,
1H), 4.08 (s, 3H), 3.93 (m,
5H), 3.49 (m, 1H), 3.42 - 3.30
(m. 4H), 2.20 {m. 2H). 1.92
(m. 8H).

436.43

40
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446

H
N> N‘\O
- I
~o
o
H.c”~

N
b
£

1H NMR. (300 MHz,
Chloroform-d) $ 8.69 (d, J =
1.9 Hz, 1H), 8.60 (d, J = 1.9
Hz, 1H), 7.71 (d, J = 2.4 Hz,
1H), 7.65 (d, J = 2.4 Hz, 1H), 10
6.96 (d.J =24 Hz, 1H), 6.90
(d,J=24Hz 1H),655(t, J =
2.4 Hz. 1H). 4.79 (m, 1H),
4.13 {m, 1H), 3.92 (m, 4H),
3.85 (s, 3H), 3.48 {m, 1H),
3.38-3.29 (m, 4H), 2.22 (m,
2H), 1.98 - 1.88 (m, 6H).

436.17

447

1H NMR. (300 MHz,
Chloroform-d) $ 8.69 (d, J = 20
1.9 Hz, 1H), 8.60 (d, J = 2.0
Hz, 1H). 7.70 (s, 1H), 7.15 (m,
1H), .96 (d, J = 2.4 Hz, 1H),
6.92 (m, 1H), 664 (d.J =838
Hz. 1H). 4.80 (m, 1H), 3.90
(m. 7H), 3.45 - 3.26 (m. 5H),
2.24-212 {m, 2H), 1.98 -
1.81 (m, 6H).

438.34

448

1H NMR (300 MHz, 30
Chloroform-d) & 8.78 (dd, J =
4.0,20Hz, 1H), 8.66{d. J =
2.1 Hz. 1H). 8.55 (s, 1H), 8.06
(s, 1H), 7.02 (d, J = 2.5 Hz,
1H), .96 (d, J = 2.5 Hz, 1H),
4.88 (m, 1H), 3.93 {m, 4H),
3.55 (m, 1H), 3.40 {m, 4H),
3.29 (m, 1H), 2.58 (s, 3H),
2.28 (m, 2H), 2.07 {m. 8H). 40

:

421.39
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449

43535

1H NMR (300 MHz,
Chloroform-d) rotomers, &
8.85(d, 1H), 8.67 d, 1H), 7.92
(d, 1H), 7.07 - 6.96 (m, 2H),
4.91 (m, 1H), 4.01 - 3.88 (m,
4H), 3.53-3.24 (m, 5H), 2.87
(s, 3H), 2.64 (s, 3H), 2.04 -
1.76 (m, 6H).

450

421.36

1H NMR (300 MHz,
Chloroform-d) £8.69(d, J =
19Hz, 1H), 861(d J=19
Hz, 1H). 7.21 (d, J = 9.2 Hz,
1H), 6.99 - 8.87 (m, 3H), 4.87
(m, 1H), 3.98 - 3.82 (m, 5H),
3.39-3.29 (m, 4H), 2.51 (s,

3H),2.30 - 2.22 (m, 2H), 2.11 -

1.84 (m, 6H).

451

C

421.56

1H NMR (300 MHz,
Chloroform-d) rotomers, &
8.92(d,J=18Hz 1H), 8.77
(d, J=1.8Hz, 1H), 8.30 (m,
2H), 7.02 - 8.90 (m, 2H), 4.86
(m, 1H), 3.94 (m, 4H), 3.52 -
3.28 (m, 5H), 2.78 (s, 3H),
226 (d,J=11.8 Hz, 2H), 1.90
(m, 6H).

10

20

30
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452

(M+H)
1H NMR (400 MHz, CDCI3) &
8.69 (d.J = 1.9 Hz, 1H), 8.61
(d, J=1.9Hz, 1H). 6.95(d, J =
2.4 Hz. 1H). 6.89 (d, J = 2.4
seags | 17 1M 5.01(s 2H), 481 (¢4

= 2.5 Hz, 2H). 4.79 (s. TH).
4.49 (s, TH), 4.16 (s, 1H), 3.99
-3.82 (m, 4H), 3.40 - 3.25 (m.
4H), 2.53 (s, 3H), 2.29 - 2.15
(m, 2H), 1.96 - 1.80 (m, 6H).

453

1H NMR (300 MHz, CDCI3) 5
8.69 (s, 1H), 8.62 (s, 1H), 7.89
(d, J = 5.9 Hz. 1H), 6.94 (s,
1H), 6.89 (s, 1H), 5.64 (d, J =
450.43 | 6.0 Hz. 1H). 4.87 - 4.66 (m,
2H), 3.98 - 3.83 (m, 4H). 3.44 -
3.24 (m, 4H), 3.13 (s, 6H),
2.26 - 2.10 (m, 2H), 2.04 -
1.75 (m, 6H).

454

o]
=

1H NMR (300 MHz, CDCI3) &
8.61(d.J=18Hz 1H), 8.52
(d, J = 1.9 Hz, 1H), 7.69 (s,
1H), 6.86 (d, J = 2.4 Hz, 1H),
6.80 (d. J = 2.2 Hz, 1H), 5.62
436.34 | (d, J=6.0Hz 1H), 4.83 (s,
1H), 4.69 (s, 1H), 3.91 - 3.74
(m. 4H), 3.36 - 3.10 (m. 4H),
2.86 (d. J = 5.0 Hz, 3H). 2.22 -
2.03 (m, 2H), 1.91 - 1.72 (m,
BH).
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455

447 .41

1H NMR (300 MHz, CDCI3) 3
8.69 (d.J = 1.9 Hz, 1H). 8.61
(d, J = 1.9Hz, 1H), 8.05 (d, J =
5.2 Hz. 1H). 6.94 (d, J = 2.5
Hz, 1H). 6.89 (d, J = 2.5 Hz,
1H), 6.39 (d, J = 5.2 Hz. 1H),
5.13 (bd, 1H), 4.76 (s, 1H).
410 -3.96 (m, 1H), 3.95 -
3.83 (m, 4H), 3.40 - 3.24 (m,
4H), 2.26 - 2.09 (m, 2H), 1.7 -
1.76 (m, 7H), 1.10 - 1.00 (m.
2H), 1.00 - 0.91 (m, 2H).

456

465.29

1H NMR (300 MHz, CDCI3) 5
8.72 (d.J = 1.9 Hz, 1H), 8.64
(d,J = 1.9Hz, 1H),8.23(d, J =
1.8 Hz, 1H), 6.97 (d, J = 2.5
Hz, 1H). 6.92 (d, J = 2.4 Hz,
1H), 5.04 (d, J = 7.6 Hz, 1H),
4.81 (s, 1H), 4.21 (s, 1H), 4.02
-3.82 (m, 4H), 3.44 - 3.26 (m.
4H),2.33-2.10 (m, 3H), 2.06 -
1.82 (m, 6H), 1.19 - 1.11 (m.
2H), 1.06 - 0.97 (m, 2H).

457

437.38

1H NMR (300 MHz, CDCI3) 5
8.69 (d.J = 1.9 Hz, 1H), 8.62
(d,J=1.9Hz, 1H).8.21(d, J =
51H NMR (300 MHz, CDCI3)
58.60(d, J = 1.9 Hz, 1H), 8.62
(d,J=1.9Hz, 1H).8.21(d, J =
5.1 Hz, 1H), 6.95 (d, J = 2.5
Hz. 1H). 8.90 (d, J = 2.5 Hz.
1H), 6.45 (d, J = 5.1 Hz, 1H),
533 (d.J = 7.6 Hz, 1H). 4.85 -
4.74 (m, 1H), 4.56 (s, 2H),

10

20

30
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412 -4.00 (m, 1H), 3.95 -
3.86 (m, 4H), 3.66 (s, 1H),
3.39-3.27 (m, 4H), 2.18 (dd, J
=141, 8.4 Hz, 2H), 2.01 -
1.83 (m, 6H).

458 \N -
!
c

C

489.41

1H NMR (300 MHz, CDCI3) &
8.97 (s, 2H), 8.69 {d. J = 1.9
Hz, 1H), 8.62 (d, J = 1.9 Hz,
1H), 6.96 (d, J = 2.4 Hz. 1H),
6.91 (d. J = 2.4 Hz, 1H), 5.54
(d, J = 8.0 Hz. TH), 4.81 (s,
1H), 4.38 (s, 3H), 4.16 - 4.05
(m, 1H), 4.00 - 3.81 (m. 4H),
3.42-3.23 (m, 4H), 2.29 -
2.15 (m, 2H), 2.05 - 1.83 (m,
6H).

459 N-N

489.41

1H NMR (300 MHz, CDCI3) &
8.80 - 8.64 (m, 3H), 8.62 (d. J
=1.9 Hz, 1H), 6.97 (d, J = 2.4
Hz. 1H). 6.91 (d, J = 2.4 Hz.
1H), 5.89 (d, J = 7.6 Hz. 1H),
4.82 (s, TH), 4.18 (s, 3H), 4.15
-4.06 (m, 1H), 4.01 - 3.83 (m,
4H), 3.44 - 3.24 (m, 4H). 2.32 -
2.18 (m, 2H), 2.07 - 1.84 (m.
6H).

10

20

30
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460

1H NMR (300 MHz, CDCI3) &
9.02 (s, 2H), 8.84 (d, J = 2.0
Hz. 1H). 8.66 (d, J = 2.0 Hz.
1H), 7.01 (d, J = 2.3 Hz. 1H),
y7say | E94(d =24 Hz 1H). 590 10
(d, J = 7.1 Hz. 1H), 4.74 (s,
1H), 4.13 (s, 1H), 4.04 - 3.88
(m. 4H), 3.45 - 3.32 (m, 4H),
2.06 (d.J = 7.5 Hz, 2H). 1.96 -
1.84 (m, 6H).

461

1H NMR (300 MHz, CDCI3) &
8.72 (d.J= 1.9 Hz, 1H). 8.64
(d, J = 1.9 Hz, 1H), 8.59 (s,
1H), 8.54 (bd, 1H), 7.37 (d, J =
4.9Hz 1H).6.97 (d,J =25
47519 | Hz. 1H). 8.93 (d, J = 2.1 Hz.
1H), 5.55 (bd, 1H), 4.83 (s,
1H), 4.14 (s, 1H), 4.00 - 3.89
(m, 4H), 3.42 - 3.29 (m, 4H),
2.30 - 2.18 (m, 2H), 1.96 (s,
6H).

20

462

1H NMR (300 MHz, CDCI3) 3
8.69 (d, J = 2.5 Hz, 3H). 8.62 30
(d, J=1.9Hz, 1H), 7.62(d, J =
2.3 Hz, 1H), .95 (d, J = 2.4
Hz. 1H), 6.91 (d, J = 2.4 Hz.
473.39 | 1H), 6,52 (d, J = 2.1 Hz. 1H),
5.37 (d.J = 7.9 Hz, 1H). 4.86 -
4.75 (m, 1H), 4.14 - 4.01 (m,
1H), 3.99 - 3.83 (m, 4H). 3.41 -
3.26 (m, 4H), 2.28 - 2.15 (m.
2H), 2.01 - 1.86 (m, 6H). 40
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463

H,C\l/N\ H\
IJ\JF : :‘\ro
CH, N

/]
N h
Q

1H NMR (400 MHz, CDCI3) 3
8.69 (d. J = 1.9 Hz, 1H), 8.62
(d,J=1.9Hz, 1H).6.95(,J =
2.4 Hz. 1H). 8.90 (d, J = 2.4
Hz, 1H). 4.95 (d, J = 7.1 Hz.
4534 | 1H), 4.78 (s, 1H), 4.23 (d, J =
3.8 Hz, 1H), 3.99 - 3.82 (m,
4H), 3.42 - 3.25 (m, 4H), 2.45
(d, J = 0.6 Hz, 3H), 2.30 (d, J =
2.8 Hz. 3H). 2.26 - 2.14 (m,
2H), 1.99 - 1.86 (m, 6H).

10

464

SQeH
N
y

1H NMR (300 MHz, CDCI3) &
8.69 (d. J = 1.9 Hz, 1H), 8.62
(d, J = 1.9 Hz. 1H), 8.22 (s, 20
1H), 6.94 (d, J = 2.4 Hz. 1H),
6.89 (d. J = 2.4 Hz, 1H), 4.78
449.35 | (d,J=7.8Hz 2H), 462t J =
9.1 Hz. 2H). 4.23 (s, 1H), 3.97
-3.85 (m, 4H), 3.40 - 3.30 {m,
4HY, 3.25 (, J = 9.1 Hz. 2H).
2.27 -2.11 {m, 2H), 2.01 -
1.82 (m, 6H).

465

CH, i]

C

1H NMR (300 MHz, 30
Chloroform-d) 5 8.7C (d, J =
1.9 Hz, 1H), 861 (d, J =19
Hz, 1H). 7.86 (d, J = 2.7 Hz,
1H), 7.78 (s, 1H), 6.96 (d, J =
24 Hz, 1H).890(d,J=25
Hz, 1H). 6.78 (t, J = 2.1 Hz,
1H), 4.78 (m, 1H), 4.0C - 3.86
(m, 4H), 3.50 (s, 1H). 3.38 -
3.28 (m, 4H), 2.28 (s, 3H), 40
2.25-2.14 (m, 2H), 1.95 -
1.85 (m, 6H).

42019
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A

1H NMR (300 MHz,
Chloroform-d) & 8.65 (m, 1H),
8.60(d,J=19Hz 1H). 8.2C
(m, 1h), 7.93 (s, 1H), 6.97 -
461.33 | 6.89 (m, 3H), 477 (m. 1H), 10
3.92m, 4H), 3.49 (m, 1H),
3.34 (m, 4H), 2.20 {m, 2H),
188 (d,J=4.1Hz 6H), 1.7C
(m, 4H).

467

1H NMR (400 MHz, CDCI3) 8
8.68 (d.J = 1.9 Hz, 1H). 8.61
(d, J = 1.9 Hz, 1H), 7.95 (s,
1H), 6.94 (d, J = 2.5 Hz, 1H),
6.90 (d, J = 2.5 Hz, 1H), 5.00 20
43535 | (d,J=7.9Hz 1H) 4.83-4.74
(m, 1H), 4.07 - 3.96 (m, TH),
3.96 - 3.87 (m, 4H), 3.38 -
3.28 (m, 4H), 2.29 (s, 3H),
2.22 - 2.12 (m, 2H), 2.07 (s,
3H), 1.93 - 1.85 (m, 6H).

468

OH /N
& S

C

1H NMR (300 MHz,
Chloroform-d) 8 8.7C (d, J =
19Hz 1H),862(d, J=19 30
Hz, 1H). 7.91 (d, J = 2.7 Hz,
1H), 7.73 (dd, J = 8.6, 0.7 Hz,
1H), 7.11 (dd, J = 8.6, 2.8 Hz,
1H), 6.96 (d, J = 2.4 Hz, 1H),
6.91(d,J=25Hz, 1H).5.11 -
5.02 (m, 2H), 485 -4.75 (m,
1H), 4.75 - 4.67 (m, 2H), 3.98 -
3.88 (m, 4H), 3.54 (s, 1H),
3.40-3.27 (m, 4H), 2.31 - 40
215 (m, 2H), 2.00 - 1.83 (m,
6H).

478.21
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469

H
r/N I N&.
NJF ::\0
H,C’NH /N

]
N N
£

1H NMR (400 MHz, CDCI3) &
8.69 (d, J = 1.9 Hz, 1H), 8.62
(d, J = 1.9 Hz. 1H), 8.03 (s,
1H), 6.95 (d, J = 2.4 Hz. 1H),
6.89 (d. J = 2.4 Hz, 1H), 4.77 10
454.3 | (s, 1H). 4.67 (s, TH). 4.80 (s,
1H), 4.16 (s, 1H), 4.00 - 3.82
(m. 4H), 3.41 - 3.25 (m. 4H),
3.04 (d. J = 5.0 Hz, 3H). 2.28 -
2.11 (m, 2H), 1.99 - 1.84 (m.
BH).

470

H
./N | N“'-[ j
%° i

A

1H NMR (400 MHz, CDCI3) &
8.69 (d.J = 1.9 Hz, 1H), 8.63
(d,J=1.9Hz 1H),7.88 (d,J = 20
5.5 Hz, 1H). 7.61 (d, J = 2.1
Hz. 1H). 6.94 (d, J = 2.4 Hz.
1H), 6.91 (d, J = 2.4 Hz, 1H),
44638 | 6.84 (d,J = 5.5 Hz, 1H), 6.70
(d, J =21 Hz. 1H), 4.92 (s,
1H), 4.82 - 4.74 (m, 1H). 4.44 -
£.28 (m, 1H), 3.95 - 3.86 (m,
4H), 3.39 - 3.26 (m, 4H), 2.26 -
2.17 (m, 2H), 2.06 - 1.92 (m, 30
BH).

471

1H NMR (300 MHz,
Chloroform-d) & 8.62(d, J =
1.9 Hz, 1H), 854 (d,J = 2.0
Hz, 1H), 8.42 (s, 1H), 7.91 (d,
J=135Hz, 1H). 6.93-6.78
(m. 2H), 4.71 {s, 1H). 4.57 (d.
J=79Hz 1H), 422 (s, 1H),
3.91-3.78 (m, 4H), 3.33 - 40
319{m, 4H), 216 (d,J =66
Hz, 2H). 1.96 (s, 3H), 1.91 -

421.35
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1.77 (m, 6H).

10

472

534.2

1H NMR (300 MHz,
Chloroform-d) $8.62 (d, J =
1.9 Hz, 1H). 854 (d, J =19
Hz. 1H). 810 (d, J = ¢.8 Hz,
1H), 6.92-6.77 (m, 2H), 5.36
(dd.d =7.9.0.9Hz, 1H), 4.71
(g, =52, 42Hz, 2H), 3.97 -
3.69 (m, 7H), 3.58 - 3.37 (m.
4H), 3.30 - 3.03 (m, 6H). 2.22 -
2.04 (m, 2H), 1.93 - 1.73 (m.
6H), 1.52 (dtd. J = 12.8. 8.9,
3.8 Hz. 2H), 1.28 - 1.16 (m,
3H).

20

473

462.3

1H NMR (300 MHz,
Chloroform-d) $8.7C (d, J =
2.0Hz. 1H). 8862(d, J=19
Hz, 1H), 8.16 (s, 1H), .92
(dd.J=15.4,2.5Hz, 2H).
477 (d.J=54Hz 1H). 4.25 -
4.07 (m, 2H), 3.98 - 3.86 (m.
5H), 3.51 (dd, J = 9.3. 8.2 Hz,
2H), 3.40 - 3.28 (m, 5H), 2.92
(s. 3H). 2.87 - 2.71 (m, 2H),
219 (d,J=7.1 Hz, 2H). 1.91
(t. 4 =4.0 Hz, 6H).

30

40
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474

CH. o\)

1H NMR (400 MHz, CDCI3) 3
8.69 (d. J = 1.9 Hz, 1H), 8.61
(d,J=1.9Hz, 1H),7.99(d, J =
1.5 Hz, 1H). 8.94 (d, J = 2.4
Hz. 1H), 6.89 (d, J = 2.4 Hz. 10
1H), 4.82 (d, J = 5.5 Hz, 1H),
4.77 (s, 1H), 4.15 (s, 1H), 3.96
-3.85 (m, 4H), 3.76 - 3.65 {m,
£H), 3.38 - 3.26 (m, 4H), 2.59 -
2.45 (m, 4H), 2.34 (s, 3H),
2.27 -2.13 (m, 2H), 1.96 -
1.85 (m, 6H).

523.31

475

1H NMR (400 MHz, CDCI3) 3
8.69 (d. J = 1.9 Hz, 1H). 8.60 20
(d, J = 1.9 Hz, 1H), 8.52 (s,
1H), 6.95 (d, J = 2.4 Hz. 1H),
5.89 (d. J = 2.4 Hz, 1H), 5.01
449.21 | (d, J = 2.6 Hz. 2H), 4.95 - 4.89
(m. 2H), 4.80 (s, 1H). 4.54 (s,
1H), 4.22 (s, 1H), 3.95 - 3.86
(m. 4H), 3.39 - 3.27 (m. 4H),
2.29-2.16 (m, 2H), 1.98 -
1.84 (m, 6H). 30

476

1H NMR (400 MHz, CDCI3) 3
8.70 (d.J = 1.9 Hz, 1H). 8.63
(d,J=1.9Hz, 1H).8.03(d, J =
1.7 Hz. 1H). 8.97 {(d, J = 2.5
Hz, 1H), 6.92 (d, J = 2.5 Hz.
1H), 5.18 - 5.04 (m, 1H), £.80
(s. 1H). 3.99 - 3.90 (m, 5H),
3.40 - 3.32 (m, 4H), 2.36 (d, J
= 2.4 Hz, 3H), 2.23 - 2.15 (m, 40
2H), 1.95 - 1.85 (m, 6H).

439.4
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477

1H NMR (400 MHz, CDCI3) &
8.70 (d. J = 1.9 Hz, 1H). 8.62
(d,J=1.9Hz, 1H). 8.26(d, J =
1.7 Hz. 1H). 6.95 (d, J = 2.4
Hz. 1H). 6.90 (d, J = 2.4 Hz.
1H), 5.07 (d, J = 7.2 Hz, 1H),
4.80 (s, TH), 4.30 - 4.13 (m,
1H), 3.98 - 3.83 (m, 4H), 3.38 -
3.26 (m, 4H), 2.36 (d. J = 2.8
Hz, 3H). 2.29 - 2.16 (m, 2H),
1.97 - 1.85 {m, 6H).

10
439.36

478

1H NMR (400 MHz, CDCI3) &
8.64 (t, J = 9.6 Hz, 1H), 8.53
(d,J=19Hz, 1H).8.02(d, J =
5.9 Hz. 1H). 6.89 (d, J = 2.4
Hz, 1H). 6.83 (d, J = 2.4 Hz.
1H), 6.07 (d, J = 6.0 Hz, 1H),
4.91 (s, 1H), 4.73 (s, 1H), 3.83
(dd, J = 17.8, 12.9 Hz, 5H),
3.25 (dd, J = 17.8, 13.0 Hz,
4H), 2.14 (dd, J = 8.9, 5.0 Hz.
2H), 1.91- 1.76 (m, 6H).

20

424

479

ZI

C

1H NMR (300 MHz,
Chloroform-d) 5 8.62 (d, J =
1.9Hz, 1H). 853 (d,J=1.9
Hz. 1H). 8.15 (s, 1H), 6.84
(dd. J =17.3. 2.5 Hz, 2H),
470 (s, 1H),4.55(dd, J =9.2,
8.3 Hz. 2H). 4.36 (s, 1H), £.16
(s, TH), 3.82 - 3.76 (m, 4H),
3.35-3.15(m, 4H), 3.03 -
2.83 (m, 2H), 2.14 (s, 2H),
1.84 (d. J =54 Hz, 6H).

30

449.3

40
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1H NMR {300 MHz,
Chloroform-d) 8 8.70 {d, J =
20Hz 1H), 861 (d, J=19

H
N
V Hz, 1H), 8.20 (d, J = 0.9 Hz,
H 1H), 6.93 (dd, J = 17.6, 2.5 10

[
\I/\Lln/ O Hz, 2H). 5.65 (d, J = 0.9 Hz.
N"\'-/ fe)

480 478.26 1H), 5.54 - 5.38 (m, 1H), 4.97
/Nj (d. J=80Hz 1H),4.80 (s,
|
1H), 4.04 - 3.85 (m, 5H), 3.81 -
(\N \N )’ ( ) )
362 (M, 3H), 3.41 - 3.24 (m,

4H), 2.62 (s, 1H), 2.31 - 2.11
(m. 2H), 1.90(dd. J = 8.0, 3.5
Hz. 6H).
1H NMR (300 MHz, 20
Chloroform-d) 3 8.69(d, J =
H 1.9 Hz 1H). 862 (d, J=1.9
,\/E/N/I N\O\ Hz, 1H). 8.18 (s, 2H), 6.99 -
HO X o) 6.87 (m, 2H), 516 (d, J = 8.1
481 N 451.41 | Hz, 1H). 4.78 (s, 1H), 4.03 -
) 3.87 (m, 5H),3.80 (t, J =65
(\N N Hz, 2H), 3.38 - 3.28 (m, 4H),
\) 267 (t,J=6.5Hz, 2H), 2.26 -
214 {m,2H), 1.90, J =65 30
Hz, 6H).
1H NMR (400 MHz, CDCI3) 8
CH, , 8.68(d. J = 1.9 Hz, 1H), 8.61
N (d,J=1.9Hz, 1H).765(d, J =

HN N
U \Q 36Hz 1H). 6.54 (d, J =24
X
F o Hz. 1H). 6.90 (d, J = 2.4 Hz,
482 454.35
N 1H), 5.14 (s, 1H), 4.90 (s, 1H),
N/j 476 (s, 1H), 2401 - 3.87 (m,
I/\\)N 5H), 3.39 - 3.31 (m, 4H), 3.01 40
o
(d, J = 5.0 Hz, 3H), 2.23 - 2.12

(m. 2H). 1.99 - 1.81 (m. 6H).
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483

1H NMR (300 MHz, CDCI3}:
ppm 1.81-1.98 (m, & H), 2.11
-2.23 (m, 2 H). 2.29 (s. 6 H),
3.29-3.38 (m, 6 H), 3.89 -
3.94 (m, 4 H), 3.98 - 4.08 (m,
1 H), 4.75 - 4.82 (m. 1 H), 5.21
(d,J=7.9Hz 1H) 661(d,J
=51Hz, 1H).6890(d, J=23
Hz. 1 H)

464.3

484

1H NMR (300 MHz, CDCI3):
ppm 1.79 - 1.98 (m. & H), 2.13
-2.26 (m, 2 H). 2.34 (s. 3 H),
2.46-2.78 (m, 8 H), 3.28 -
3.38 (m, 4 H), 3.60 (s, 2 H),
3.78-3.98 (m, 5 H), 4.76 -
4.85(m, 1 H), 5.10 (brs, 1 H),
6.18 (¢, J = 6.0 Hz, 1 H), 6.90
(d,J=24H

518.3

485

1H NMR (400 MHz, CDCI3) &
8.68 (d.J = 1.9 Hz, 1H). 8.62
(d, J = 1.9 Hz, 1H), 8.20 (s,
2H), 6.96 (d, J = 2.3 Hz, 1H),
6.90 (d. J = 2.4 Hz, 1H). 5.27
(d, J = 7.4 Hz. 1H), 4.79 (s,
1H), 4.01 - 3.84 (m, 5H). 3.40 -
3.25 (m, 4H), 2.25 - 2.12 (m.
2H), 1.97 - 1.82 (m, 6H).

441.29

10

20
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486

1H NMR (400 MHz, CDCI3) 5
8.62 (d.J = 1.9 Hz, 1H), 8.54
(d, J = 1.9 Hz. 1H), 8.49 (s,
1H), 8.08 (d, J = 6.0 Hz. 1H),
6.89 (d. J = 2.5 Hz, 1H), 6.83 10
(d, J = 2.5 Hz, 1H), 6.24 (dd. J
=6.0. 1.1 Hz. 1H). 4.88 (s,
1H), 4.78 - 4.67 (m, 1H), 3.87 -
3.82 (m, 4H), 3.25 (dd, J =
13.6. 8.8 Hz. 4H). 2.15 (dd, J
=8.8.5.1 Hz. 2H), 1.90 - 1.78
(m, 6H).

407

487

Qe
& .
3

1H NMR (400 MHz, CDCI3) &
8.69 (d. J = 1.9 Hz, 1H). 8.61 20
(d, J = 1.9 Hz, 1H), 8.45 (s,
1H), 6.94 (d, J = 2.4 Hz. 1H),
6.87 (t, J = 9.8 Hz, 1H), 4.77
(s. 1H). 4.49 (d, J = 8.0 Hz,
1H), 4.28 (s, 1H), 3.96 - 3.86
(m. 4H), 3.40 - 3.28 (m. 4H),
2.95-2.85 (m, 2H), 2.73 -
2.61 (m, 2H), 2.28 - 217 (m.
2H),2.17 - 2.06 (m, 2H). 1.94 - 30
1.89 (m, 6H).

447 37

488

H
I//N I N\

N
l/\ N \N]

o

1H NMR (400 MHz, CDCI3) 5
8.70 (d.J = 1.9 Hz, 1H). 8.62
(d, J = 1.9 Hz, 1H), 8.48 (s,
1H), 7.73 (d, J = 2.1 Hz, 1H),
6.96 (d. J = 2.4 Hz, 1H). 6.91
(d,J=2.4Hz 1H).6.85(d, J =
2.1 Hz, 1H). 5.29 (d, J = 8.3
Hz, 1H), 4.88 - 4.75 (m, 1H), 40
4.46 - 4.33 (m, 1H), 3.95 -
3.87 (m, 4H), 3.38 - 3.30 (m.

447 .37
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4H), 2.31 - 2.19 (m, 2H), 2.06 -
1.91 (m, 6H).

489

o

450.34

1H NMR (400 MHz, CDCI3) 3
8.68 (d. J = 1.9 Hz, 1H). 8.61
(d,J=1.9Hz 1H),7.85(d, J =
6.1 Hz. 1H). 8.94 (d, J = 2.4
Hz. 1H), 6.90 (d, J = 2.4 Hz,
1H), 5.81 (d, J = 6.1 Hz, 1H),
4.92 (s, 1H), 4.75 (s, 1H), 4.02
(s. TH), 3.97 - 3.86 (m, 4H),
3.32 (dd, J = 17.6, 12.8 Hz,
4H), 3.04 (s. 6H), 2.18 (dd, J =
24.2.17.3 Hz, 2H).

430

I

C

435.35

1H NMR (400 MHz, CDCI3) &
8.70 (d. J = 1.9 Hz, 1H), 8.62
(d,J=1.9Hz, 1H).7.87(d,J =
0.7 Hz, 1H). 8.95 (d, J = 2.4
Hz. 1H), 6.90 (d, J = 2.4 Hz,
1H), 4.78 (s, 1H), 4.67 (s. 1H),
4.41-4.28 (m, 1H), 3.96 -
3.88 (m, 4H), 3.38 - 3.30 (m.
4H), 2.52 (s, 3H), 2.28 - 2.16
(m, 2H), 2.00 (s, 3H), 1.98 -
1.90 (m, 6H).

10
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491

C

1H NMR (400 MHz, CDCI3) &
8.70 (d,J = 1.7 Hz, 1H). 8.61
(d,J =17 Hz. 1H), 8.42 (s,
1H), 6.95 (s, TH), 6.90 (s, TH),
43535 | 4.79 (s, 2H), 4.28 (s, 1H), 3.98 10
-3.86 (m, 4H), 3.40 - 3.28 (m.
4H), 2.42 (s, 3H), 2.30 - 2.16
(m. 2H), 2.02 (s, 3H). 1.99 -
1.89 (m, 6H).

492

N
SN e
N ~0

OH o\)

1H NMR (300 MHz,
Chloroform-d) & 8.71 (d, J =
1.9 Hz, 1H), 8.63 (d, J = 1.9
Hz, 1H). 8.20 (d, J = 0.8 Hz,
1H), 6.97 (d, J = 2.4 Hz, 1H), 20
6.92 (d,J = 25 Hz, 1H), 5.47
(d,J=1.0Hz, 1H). 476 (d, J =
23.9 Hz, 2H), 4.12 - 3.75 (m
7H), 3.41 - 3.28 (m, 4H), 3.20
(ddd, J = 13.2, 9.6, 3.2 Hz,
2H), 2.20 (d, J = 6.9 Hz, 2H),
1.91 (d, J = 5.2 Hz, 6H).

506.2

493

1H NMR (400 MHz, DMSO0) &
8.72 (d.J = 1.9 Hz, 1H), 8.57
(d,J = 1.9 Hz. 1H), 7.77 (s,
1H), 7.45 (s, 1H), 7.14 (d, J =
2.4 Hz, 1H). 6.83 (d, J = 2.3
Hz. 1H). 8.15 (d, J = 5.8 Hz.
534 | 1H),4.92 (s, 1H), 4.26 (t, J =
6.1 Hz, 2H), 4.09 - 3.89 (m
1H), 3.83-3.72 (m, 4H), 3.34
(d,J =7.7 Hz, 4H), 2.57 (t, J =
6.1 Hz. 2H). 2.36 (d, J = 24.2
Hz, 4H), 2.01 (d, J = 17.5 Hz,
2H), 1.76 (d, J = 4.8 Hz. BH),

30

40
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1.52 - 1.35 (m, 6H).

494

439.23

1H NMR (300 MHz,
Chloroform-d) 8 8.62 (d, J =
1.9Hz, 1H), 854 (d,J =19
Hz, 1H), 7.82 (d, J = 3.4 Hz,
1H), 6.88 (d, J = 2.5 Hz, 1H),
6.82(d,J=25Hz 1H), 4.98
(d,J=8.0Hz, 1H),4.72(d,J =
3.1 Hz, 1H), 4.18 (s, 1H), 3.90
-3.78 (m, 4H), 3.35- 3.19 {m,
4H), 2.41 (d, J = 0.9 Hz, 3H),
213 (q.J =64 Hz, 2H). 1.84
{t. J =6.3 Hz, 6H).

495

504.3

1H NMR (300 MHz, CDCI3):
ppm 1.37 - 1.47 (m, 2 H), 1.51
-1.60 (m, 4 H), 1.82 - 1.99 (m,
6 H), 2.14 - 2.24 (m, 2 H), 2.30
=241 (m, 4 H), 3.29 (s, 2 H),
3.30-3.35 (m, 4 H), 3.89 -
3.93 (m, 4 H), 3.96 - 4.06 (m,
1 H), 4.75-4.81 (m, 1 H), 5.18
(d,J =

10

20
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496

1H NMR (300 MHz, CDCI3):
ppm 1.38 - 1.49 (m. 2 H), 1.58
-1.64 (m, 4 H), 1.79 - 1.97 (m,
6 HY, 2.15 - 2.26 (m. 2 H), 2.45
504.3 | -2.57 (m, 4 H), 3.28 - 3.38 (m, 10
4 H), 3.53 (s, 2 H), 3.68 - 3.99
(m. 5 H). 4.76 - 4.85 (m, 1 H),
5.1 (brs. 1 H), 6.18(d, J =
6.0

497

I

1H NMR (300 MHz,
Chloroform-d) 8 8.71 (d, J =
1.9 Hz, 1H), 8.63(d, J = 1.9
Hz, 1H), 8.22 (s, 2H), 7.01 -
6.85 (m, 2H), 5.21 (d, J = 8.1 20
Hz, 1H), 4.79 (d, J = 5.3 Hz.
1H), 4.11 - 3.87 (m, 5H), 3.35
(g, J = 3.4 Hz, 6H), 2.46 (s,
BH), 2.29 (s, 3H), 2.19 (s, 3H),
2.01 - 1.83 (m, 6H).

519.2

498

1H NMR (300 MHz,
Chloroform-d) 3 8.72 (d, J =
1.9 Hz, 1H),863{d,J=1.9
Hz, 1H). 8.23 (dd, J=7.6.0.8
Hz, 1H), 7.85(d, J = 2.2 Hz,
1H), 6.97 (d, J = 2.5 Hz, 1H),
692 (d,J=25Hz 1H) 612
{dd,J=22.0.8Hz 1H),6.00
(d,J=76Hz 1H). 491 (d,J =
7.9 Hz. 1H), 4.81 (s, 1H), 4.20
(5. TH). 4.01 - 3.88 (m, 4H),
3.42-3.28{m, 4H) 2.22 (s,
2H), 1.97 (dd, J=7.8. 5.5 Hz,
6H).

30

4451

40
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499

1H NMR (300 MHz,
Chloroform-d) $ 8.7C (d, J =
1.9 Hz, 1H). 881 (d, J =129
Hz. 1H). 8.19 (d, J = 0.8 Hz,
1H), 6.93 (dd, J=16.4.2.5 10
Hz. 2H). 542 (d, J = 1.0 Hz,
1H), 4.87 - 4.67 (m, 2H), 4.01 -
3.77 (m, 5H), 3.61 (dt, J =
27.3,51Hz, 6H), 3.41-3.26
(m, 4H), 2.73 (t, J =5.3 Hz,
1H), 2.59 (ddd, J = 6.2, 5.0,
37Hz, 6H).219(d, J=686
Hz. 2H). 1.89 (t, J = 5.2 Hz,
6H). 20

535.24

500

1H NMR (300 MHz,
Chloroform-d) 5 8.64 (d, J =
1.9 Hz. 1H). 8.55 (d, J = 1.9
Hz. 1H). 8.21 (s, 1H), 6.88
(dd. J = 16.1, 2.5 Hz, 2H),
46124 | 6.16 (d. J = 8.3 Hz, 1H). 5.98
(s, 1H), 4.80 (d, J = 2.9 Hz,
1H), 3.90 - 3.77 (m, 4H), 3.72 -
3.51 (m, 1H), 3.33 - 3.20 (m, 30
4H), 2.51 (s, 3H), 2.34 - 1.66
(m. 8H).

501

1H NMR (300 MHz,
Chloroform-d) 5863 (d, J =
1.9 Hz. 1H). 8.55(d, J = 1.9
Hz. 1H). 6.95 (dd, J = 3.6.2.3
480.15 | Hz. 1H). 6.86 (dd, J = 13.7,
2.4 Hz, 2H). 8.30 (dd, J = 3.6,
2.0 Hz. 1H). 5.22 (m, 1H), 40
4.74 (s, 1H), 4.30 (s, 1H), 3.91
-3.79 (m, 4H), 3.35 - 3.19 (m.
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4H), 2.15 (m, 2H), 2.03 - 1.76
(m, 8H).

502

462.19

1H NMR (300 MHz,
Chloroform-d) $8.63 (d, J =
1.9Hz, 1H), 854 (d,J=2.0
Hz, 1H), 8.25 (s, 1H), 6.88 (d,
J=24Hz 1H),6.82({d,J =
2.5Hz. 1H), 4.73 (s, 1H), 4.54
(s, TH), 4.12 (s, 1H), 3.84 (dd,
J=86.0, 3.7 Hz, 4H), 3.37 -
3.19(m, 5H), 2.17 {d, J = 10.1
Hz, 2H), 1.92 - 1.71 (m, 6H).

503

506.3

1H NMR (300 MHz, CDCI3):
ppm 1.79 f 1.99 (m, 6 H), 2.15
-2.26 (m, 2 H), 2.54 - 2.65 (m,
4 H),3.29-3.37 {m, 4 H), 3.58
(s. 2 H), 3.74 - 3.83 (m, 5 H),
3.88-3.95 (m, 4 H), 4.75 -
£.85(m, 1H), 511 (br. s, 1 H),
6.19(d,J = 5.9 Hz, 1 H), 6.90
d, J

10
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J©OOHJ@\/O

504.3

1H NMR (300 MHz, CDCI3):
ppm 1.40 - 1.49 (m, 2 H), 1.55
-1.65 (m, 4 H), 1.84 - 1.96 (m,
6 HY, 2.12-2.23 (m, 2 H), 2.43
(br. s, 4 H), 3.30 - 3.40 (m, 6
H), 3.88 - 3.95 (m, 4 H), 3.97 -
4.08 (m, 1 H), 4.75 - 4.82 (m,
1H), 517 (d, J = 7.9 Hz, 1 H),
6.68

505

506.3

1H NMR (300 MHz, CDCI3):
ppm 1.83 - 1.96 (m, 6 H), 2.13
-2.23(m, 2 H),2.53 (br. s, 4
H), 3.30 - 3.36 {m. 4 H), 3.42
(s, 2 H), 3.72 - 3.78 (m, 4 H),
3.88-3.95 (m, £ H), 4.03 (br.
s, 1H), 4.75-4.82 (m, 1 H),
5.21(d.J = 8.0 Hz, 1 H), 6.67
(d, J = 5)

506

446.3

1H NMR (300 MHz,
DMSO-d6): ppm 1.71 - 1.85
(m. 6 H), 1.98 - 2.10 (m, 2 H),
3.33-3.38 (m, 4 H), 3.74 -
3.91 (m, 5 H), 4.87 - 4.96 (m,
1H),6.02(d. J = 7.2 Hz, 1 H),
6.51 (s, 1 H), 6.83 (d, J= 1.9
Hz, 1 H), 7.14 (d, J = 1.9 Hz, 1
H), 7.94 (s, 1 H), 8.3

10
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507

548.4

1H NMR (300 MHz, CDCI3):
ppm 1.39 - 1.48 (m, 2 H), 1.54
-1.69 (m, 4 H). 1.83 - 1.98 (m,
8H), 2.12-2.24 (m. 2 H), 2.33
-2.47 (m, B H), 3.31 - 3.35 (m,
4 HY, 3.89-3.99 (m. 7 H), 4.74
-4.81 (m, 1 H), 4.95(d, J=82
Hz. 1 H). 6.90 (d, J = 2.3 Hz, 1

508

563.3

1H NMR (300 MHz, CDCI3):
ppm 1.82 - 1.98 (m, 8 H), 2.13
-2.23 (m, 2 H). 2.29 (s. 3 H),
2.35-2.62 (m, 10 H), 3.29 -
3.37 (m, 4 H), 3.87 - 3.94 (m,
5H), 3.97 (. J = 6.3 Hz. 2 H),
4.74-4.81 (m, 1 H), 4.96 (d, J
=8.1Hz, 1H).,6.90(d, J=23
Hz. 1H

509

520.3

1H NMR (300 MHz, CDCI3)
ppm 1.77 - 1.96 (m. 10 H).
2.11-2.25 (m, 2 H), 2.57 -
2.65(m, 4 H), 2.86 (. J =57
Hz, 2 H), 3.31 - 3.35 (m. 4 H),
3.87 -3.98 (m, 5 H), 4.05 (&, J
=57 Hz, 2 H),4.74 - 4.81 (m,
1H), 4.98 (d. J = 8.2 Hz, 1 H),
6.90(d.J =

10

20

30
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510

1H NMR (300 MHz,
Chloroform-d) $8.95 (d, J =
1.3 Hz, 1H).872(d,J=19
Hz, 1H), 884 (d, J = 1.9 Hz,
1H), 8.14 (s. 1H), 6.95 (dd, J = 10
16.0, 2.5 Hz, 2H), 6.36 (d, J =
1.3Hz. 1H). 511 (d, J=7.8
Hz. 1H). 4.83 (dd, J=5.5,2.9
Hz, 1H), 4.01 - 3.84 (m, 4H),
3.73-3.55(m, 1H), 3.40 -
3.30 (m, 4H), 2.34 - 2.21 (m
2H), 2.08 - 1.83 (m, 6H).

447 .16

511

C

1H NMR (300 MHz,
Chloroform-d) 8 8.63 (d, J = 20
1.9Hz, 1H),855(d,J=19
Hz, 1H), 7.93 (d, J = 1.7 Hz,
1H), 6.85(dd, J=16.5, 2.5
Hz, 2H), 4.74 (ddd, J = 217,
510.2 7.5, 39Hz. 2H), 409 (p.J =
7.7,7.2Hz, 1H), 3.92-3.79
{m.4H), 3.71 {(dd. J =5.7,3.7
Hz. 4H). 3.57 (dd, J =57, 3.7
Hz, 4H), 3.34 - 3.20 (m, 4H), 30
215(td, J=11.0,10.0.6.2
Hz, 2H), 1.94 - 1.79 (m, 8H).

512

1H NMR (300 MHz,
Chloroform-d)$8.71 (d, J =
1.9Hz, 1H), 8864 (d, J=19
Hz, 1H), 7.99(d, J = 1.8 Hz,
1H), 7.00 - 6.85 {m, 2H), 4.77
{d, J=6.6Hz,2H),4.14(q,J =
72Hz, 1H), 4.03-3.87 (m, 40
4H), 3.78 -3.64 (m, 1H). 3.43 -
328 (m, 4H),3.15(d. J =25

468.27
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Hz. 6H). 2.98 - 2.84 (m, 1H),
2.20 (d.J = 11.9 Hz, 2H), 1.94
(p, J = 5.8, 5.3 Hz, 6H).

513

480.1

1H NMR (300 MHz,
Chloroform-d) 8 10.85 (d, J =
3.0Hz 1H).866(d,J=1.9
Hz. 1H). 840 (d, J = 2.0 Hz,
1H), 7.22 {t, J = 2.9 Hz, 1H),
6.85(d,J =24 Hz 1H), 8.75
(d,J=24Hz 1H), 6.36 (dd, J
=31.19Hz. 1H). 586({d, J=
7.8 Hz, 1H), 4.59 (s, 1H), 4.25
(s, 1H), 3.82 (dd, J = 6.0, 3.7
Hz. 4H). 3.24 (dd, J=6.0. 3.8
Hz. 4H). 1.71 (s, 11H). 1.51 (¢,
J=10.1 Hz, 2H).

514

480.1

1H NMR (300 MHz,
Chloroform-d) & 10.96 (s. 1H),
864 (d.J=19Hz 1H), 8.40
(d,J=19Hz, 1H).6.84(d, J =
24Hz 1H).875(d, J=24
Hz, 1H). 6.34 (dd, J=3.1.1.9
Hz, 1H). 6.02 (d, J = 7.8 Hz,
1H), 4.59 (s, 1H), 4.23 (td. J =
8.8,8.3, 4.2 Hz, 1H), 3.89 -
3.74 (m, 4H), 3.3C - 3.03 {m,
4H), 1.89- 1681 (m, 6H), 1.61 -
1.39 (m, 2H).
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=]

4486.42

1H NMR (300 MHz,
Chloroform-d) & 9.53 (s, 1H),
8.71(d,J=2.CHz 1H) 8.64
(d, J=1.9Hz, 1H), 8.35 (s,
1H), 7.06 {dd, J = 3.6. 2.1 Hz,
1H), 7.00 - 6.85 (m, 2H), 6.39
(dd. J=3.6.1.8Hz 1H), 5.14
(d, J=8.3Hz 1H), 4.82 (s,
1H), 4.40 (d, J = 8.0 Hz, 1H),
4.01-3.81(m, 4H), 3.44 -
3.25(m, 4H), 2.26 (d,J =9.8
Hz, 2H), 2.08 - 1.86 (m, 6H).

516

=]

447 .32

1H NMR (300 MHz,
Chloroform-d) & 12.29 (s, 1H),
871(d,J=15Hz 1H) 864
(d, J=1.9Hz, 1H), 8.43 (s,
1H), 7.95 (s, 1H), 7.00 - 6.89
(m, 2H), .03 {s, 1H), 4.86 (s,
1H), 4.42 (s. 1H), 3.92 (dd, J =
6.0, 3.7 Hz, 4H), 3.4C - 3.30
(m. 4H), 2.27 (d, J = 10.1 Hz,
2H), 2.07 - 1.88 (m, 6H).

517

448.33

1H NMR (300 MHz,
Chloroform-d) & 11.28 (s. 1H),
8.75(d, J = 1.9 Hz, 1H), 8.53
(d, J=2.0Hz. 1H), 8.47 (s,
1H), 7.34 (s, 1H), 6.93 (d, J =
23Hz, 1H).682(d,J=25
Hz, 1H), 1.83-1.71 (m, 6H),
6.54 (d, J = 3.C Hz, 1H), 5.57
(d, J=7.9Hz, 1H), 4.64 (s,
1H), £.33 (s, 1H), 3.90 (t, J =
48Hz 4H), 3.31(t, J=4.9
Hz, 4H). 1.80-1.68 (m, 6H),
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1.54 (d. J = 9.2 Hz, 2H).

518

i
oy

447.2

1H NMR (300 MHz,
Chloroform-d) $ 8.63 (d, J =
1.9Hz. 1H). 855 (d,J=1.9
Hz. 1H), 8.32 (s, 1H), 7.42 (d,
J=25Hz 1H). 688 (d. J =
25Hz, 1H),6.83(d, J=25
Hz, 1H), 8.58 (d, J = 2.5 Hz,
1H), 5.07 (s, 1H), 4.74 (s. 1H),
4.28 (s, 1H), 3.84 {dd. J = 8.0,
3.7 Hz. 4H), 3.42 - 3.10 (m,
4H),2.18 (d, J =10.2 Hz, 2H).
2.06 - 1.70 (m, 6H).

519

543.21

1H NMR (300 MHz,
Chloroform-d) 5 8.61(d, J =
1.9Hz, 1H), 854 (d,J=1.9
Hz. 1H), 8.07 (s, 2H), 6.93 -
6.79 (m, 2H),5.04 (d.J = 8.1
Hz. 1H), 4.70 (s, 1H), 4£.02 -
3.78 (m, 5H), 3.34 - 3.20 (m.
4H), 3.02 - 2.87 (m, 2H), 2.66
(t,J=6.9Hz 2H), 253-242
(m. 2H), 2.35 - 2.22 (m, 1H),
210 {td, J = 11.6, 3.0 Hz, 3H),
1.90-1.46 (m, 11H).
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520

1H NMR (300 MHz,
Chloroform-d) 5 8.61 (d, J =
2.0Hz, 1H).856(d,J=0C6
Hz, 2H), 8.53 (d, J = 1.9 Hz,
1H), 6.86 (d, J = 2.5 Hz, 1H), 10
467 (d.J=6.1Hz, 1H), 3.89 -
3.81(m,4H),3.79(d.J=07
Hz, 2H). 3.31 - 3.17 {m, 4H),
260 (s, 1H), 2.20 - 2.03 (m,
2H), 1.79 - 1.59 (m, 6H).

45517

521

1H NMR (300 MHz,
Chloroform-d) $8.74 (d, J =
1.9 Hz, 1H). 886 (d, J = 2.0
Hz. 1H), 7.93 (s, 1H), 6.99 (d, 20
J=24Hz 1H).6.93(d.J =
25Hz 1H).620(d, J =85
Hz, 1H), 4.87 (s, 1H), 4.36 (s,
1H), 3.94 (dd, J = 5.9, 3.8 Hz,
4H), 3.42-3.32 (m, 4H), 2.26
(s.2H). 1.93 (s, BH).

485.16

522

Cl

1H NMR (300 MHz,
Chloroform-d) 5 8.7C (d, J =
1.9 Hz. 1H). 863 (d, J=1.9 30
Hz. 1H). 8.17 (s, 2H), 7.01 -
6.89 (m, 2H), 5.12 (d. J = 8.1
Hz, 1H), 4.80 (s, 1H), 4.0 -
3.86 (m, 5H), 3.63 (¢, J = 7.1
Hz. 2H). 3.40 - 3.29 (m, 4H),
3.06 (d, J = 11.3 Hz, 2H), 2.79
(t.J = 7.1 Hz, 2H), 2.39 -2.15
(m. 4H), 2.02 - 1.53 (m.
10H). 40

552.21
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523

CH.

ZT

C

518.2

1H NMR (300 MHz,
Chloroform-d) 5 8.71 (d, J =
1.9Hz, 1H), 883({d,J=1.9
Hz, 1H), 8.18 (s, 2H), 7.02 -
6.86 (m, 2H), 5.12(d. J = 8.1
Hz, 1H). 4.80 (s, 1H), 4.09 -
3.87 {m, 5H), 3.42 - 3.25 (m,
4H), 312 (d, J = 11.2 Hz, 2H),
260-1.54 (m, 17H), 1.15(t, J
= 7.2 Hz, 3H).

524

H2N'§|r

301.24

1H NMR (400 MHz, CDCI3) 3
8.69 (d, J = 1.9 Hz, 1H). 8.61
(d,J=1.9Hz, 1H),6.91(d, J =
2.5Hz, 1H), 6.61 (d, J= 2.5
Hz, 1H}, 5.19 - 5.05 (m, 1H),
3.97 - 3.85 (m, 5H), 3.37 -
3.29 (m, 4H), 2.71 (ddd, J =
16.1, 7.8, 5.0 Hz, 2H), 2.34
(ddd, J = 13.6, 7.0, 4.1 Hz,
2H).
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525

H
PN
\?‘I/ Q‘o

1H NMR (400 MHz, CDCI3) &
8.71(d. J = 1.9 Hz, 1H). 8.63
(d, J = 1.9 Hz. 1H), 8.31 (s,
1H), 8.30 (s, 1H), 6.93 (d, J =
2.4 Hz. 1H), 6.64 - 6.54 (m,
2H), 5.38 (d, J = 5.1 Hz. 1H),
5.17 - 5.07 (m, 1H), 4.68 -
4.56 (m, 1H), 3.95 - 3.85 (m.
4H), 3.35 - 3.27 (m, 4H), 2.94
(ddd, J = 13.4, 8.2, 5.1 Hz,
2H), 2.59 (ddd, J = 13.9, 7.0,
4.5 Hz. 2H).

10

379.28

526

()

p
()

1H NMR (300 MHz, CDCI3):
ppm 1.80 - 2.07 (m, & H), 2.11
-2.25(m, 2 H), 2.39 - 2.76 (m,
6 H), 3.27 - 3.40 (m. 4 H), 3.70
-3.84 (m, 4 H). 3.87 - 3.96 (m,
5H), 3.99 (t, J = 6.2 Hz. 2 H),
4.73-482(m, 1H), 497 d,J
=8.1Hz 1H),6.90(d, J=24
H

20

550.3

527

Clo
PO,
0

0

/\

N

9

1H NMR (300 MHz, CDCI3):
ppm 1.39-1.48 (m, 2 H), 1.56
-1.67{m, 4 H), 1.78 - 1.96 {m,
6 H), 2.14-2.25 (m, 2 H), 2.44
-2.52(m,4H),2.72(t J=6.0
Hz. 2H) 3.31-335(m. 4 H).
363-375(m,1H), 3.90-
3.93(m, 4 H), 441 (t.J =60
Hz. 2

30

534.3

40
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\r

490.2

1H NMR (300 MHz,
Chloroform-d) & 8.7C (d, J =
1.9 Hz, 1H), 863 (d,J=1.9
Hz, 1H). 8.31 (s, 2H), 7.02 -
6.86 (m, 2H), 5.52(d. J =8.0
Hz, 1H). 4.81 (dt, J=6.8, 3.4
Hz. 1H). 4.04 (td. J = 8.0, 4.0
Hz. 1H). 3.97 - 3.86 (m, 4H),
3.64 (s, 2H), 3.43-3.27 (m
4H), 275 (t, J = 5.4 Hz, 4H),
2.32-2.15 (m, 2H), 2.07 (s,
2H), 1.92 (tt, J = 6.7, 3.6 Hz,
8H).

529

e

464.23

1H NMR (300 MHz,
Chloroform-d) 3 8.70 (d, J =
1.9 Hz 1H), 863 (d,J=19
Hz. 1H). 8.22 (s, 2H), 7.02 -
6.86 (m, 2H), 5.21(d. J =81
Hz. 1H), 4.81 (dt, J = 7.5, 3.7
Hz, 1H). 4.04 (d, J = 6.9 Hz,

1H), 3.96 - 3.82 (m, 4H). 3.41 -

3.30 (m, 4H), 3.27 (s, 2H),
2.24 (m, 8H), 2.07 - 1.77 (m
BH).

530

506.25

1H NMR (300 MHz,
Chloroform-d) & 8.61 (d, J =
1.9Hz 1H). 853 (d,J=1.9
Hz. 1H), 8.13 (s, 2H), 6.87 (d,
J=25Hz 1H). 6.83{(d.J =
25Hz, 1H). 510 (d, J = 8.1
Hz, 1H), 4.71 (s, 1H), 3.94 (s,

1H), 3.88 - 3.78 (m, 4H), 3.67 -

3.56 (m, 4H), 3.32 - 3.17 (m
6H), 2.41 - 2.26 (m, 4H), 2.12
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(d, J=87Hz, 2H), 1.92- 176
(m, 6H).

10

531

42519

1H NMR (300 MHz,
Chloroform-d) 8 8.71 (d, J =
1.9Hz 1H). 8864 (d,J =19
Hz. 1H). 8.39 (dd, J=27.05
Hz. 1H). 8.04 (d, J = 3.4 Hz,
1H), 8.97 (d, J = 2.5 Hz, 1H),
6.92(d,J=25Hz, 1H), 5.15
(d, J=8.1 Hz. 1H), 4.83 (dq, J
=5.1,26 Hz, 1H), 4.25 (dd, J
=8.1.,46 Hz, 1H), 3.98 - 3.88
(m, 4H), 3.39 - 3.28 (m, 4H),
2.34-217 (m, 2H), 2.03 -
1.84 (m, 6H).

20

532

O,

441.29

1H NMR (400 MHz, CDCI3) &
8.69(d.J = 1.9 Hz, 1H). 8.61
(d,J=1.9Hz, 1H). 8.13(d, J =
4.8 Hz. 1H). 6.96 (d, J = 2.4
Hz. 1H), 6.90 (d, J = 2.5 Hz,
1H), 6.54 (d, J = 5.2 Hz. 1H),
5.36 (s, 1H), 4.79 (s, 1H), 4.03
(s. TH). 3.97 - 3.84 (m, 4H),
3.41-3.23 (m, 4H), 2.26 -
2.12 {m, 2H), 1.98 - 1.81 (m, 40
BH).

30
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1H NMR (400 MHz, CDCI3) 5
8.69 (d.J = 1.8 Hz, 1H), 8.60
(d, J = 1.9 Hz. 1H), 7.99 (s,

ci___N

YJ O 1H), 6.96 (d, J = 2.4 Hz. 1H),

NX o 6.90 (d. J = 2.4 Hz, 1H). 6.22
533 /@(N\j 441.25 | (d,J =5.9Hz. 1H), 5.22 (s,
|/\N e 1H), 4.81 (s, 1H), 4.03 (dt, J

\) 12.1. 8.2 Hz. 1H). 3.94 - 3.86
°© (m. 4H), 3.40 - 3.26 (m. 4H),

2.27 -2.13 (m, 2H), 1.90 (t, J =
17.4 Hz, 8H).

1H NMR (400 MHz, CDCI3) 5
8.69 (s, 1H), 8.61 (s, 1H), 7.89

l\/NY/N (d. J=55Hz 1H), 6.95 (s, 20
NJ . 1H), 6.89 (s, 1H), 5.71 (d, J =

534 492.39 | 5.8 Hz. 1H). 4.76 (s, 2H), 4.01
/@:N\j -3.81 (m, 5H), 3.74 (s, 8H),
(\N N 3.41-3.26 (m, 4H), 2.26 -
o\) 2.12 (m, 2H), 1.98 - 1.81 (m,

BH).
1H NMR {400 MHz, CDCI3) &
8.89 (d, J = 1.9 Hz, 1H), 8.61

10

H,C. ,\ (d,J=1.9Hz 1H).7.88(d, J = 30
K/ H 5.7 Hz, 1H), 6.95 (d, J = 2.4
N.__N._N
| Q Hz, 1H), 6.89 (d, J = 2.4 Hz.
0 1H), 5.67 (d, J = 5.8 Hz, 1H),
535 505.35
Ny, 4.84 - 4.63 (m, 2H), 3.99 -
/] 3.83 (m, 5H), 3.82 - 3.73 (m.
(\N N 4H), 3.37 - 3.27 (m, 4H). 2.49 -
°\.) 2.40 (m, 4H), 2.33 (s, 3H),

2.23-211(m, 2H), 1.96 -

1.82 (m, 6H). 40
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536

1H NMR (300 MHz,
Chloroform-d) 8 8.73 {d, J =
1.9Hz, 1H),885(d,J=1.9
Hz. 1H), 8.30 (s, 1H), 6.97
(dd. J =15.8, 2.5 Hz, 2H), 10
6.23 (d. J = 8.2 Hz, 1H). 6.07
(s. 1H). 4.90 (dt,J=5.1,2.4
Hz, 1H), 3.99 - 3.88 (m, 4H),
3.72(dq, J = 9.2, 4.7 Hz, 1H),
3.40-3.29 (m, 4H), 2.60 (s,
3H), 2.34 (dt, J=14.1, 5.2 Hz,
2H), 2.23 - 1.79 (m, 6H).

461.2

537

1H NMR (400 MHz, CDCI3) 5
8.69 (d.J = 1.7 Hz, 1H), 8.60 20
(d, J=1.7 Hz. 1H), 8.18 (s
1H), .95 (d, J = 2.2 Hz. 1H),
6.90 (s, 1H), 5.42 (s, 1H), 4.78
(s. 1H). 4.71(d, J = 8.3 Hz,
1H), 3.98 - 3.87 (m, 4H), 3.83
(s. 1H). 3.65 - 3.48 (m, £H}),
3.41-3.24 (m, 4H), 2.54 -
2.42 (m, 4H), 2.33 (s, 3H),
2.25-211 (m, 2H), 1.97 - 30
1.82 (m, 6H).

505.35

538

Cl N

D

1H NMR (300 MHz,
Chloroform-d) 5 8.74 (d, J =
1.9Hz. 1H). 861 (d,J=1.9
Hz, 1H), 7.57 {d, J = 1.6 Hz,
1H), 7.38 (dd, J = 1.7, 0.8 Hz,
1H), 7.05- 6.88 (m, 3H), 5.52
(d,J=81Hz 1H),4.87{d,J=
40 Hz, 1H). 4.47 - 4.31 (m,
1H), 3.98 - 3.88 (m, 4H). 3.42 -
3.30 (m, 4H), 2.35 - 2.21 (m,

480.19

40
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2H), 2.16 - 1.88 (m, 6H).

539

481.3

1H NMR (300 MHz, CDCI3):
ppm 1.76 - 1.97 (m. 6 H), 2.15
-2.26 (m, 2 H), 3.31 - 3.35 (m,
4'H), 3.43 (s, 3 H), 3.81-3.72
(m, 3 H), 3.90 - 3.93 (m, 4 H),
4.45 - 4.48 (m, 2 H), 4.76 -
4.82 (m, 1 H),4.94 (d, J = 7.1
Hz, 1 H),5.73 (s, 1 H), 6.89 (d,
J=2.

540

445.3

1H NMR (300 MHz, CDCI3):
ppm 1.82 - 1.99 (m. 6 H), 2.13
-2.25 (m, 2 H), 3.29 - 3.38 (m,
4 H), 3.73 (br.s, 1H), 3.84 -
3.98 (m. 4 H), 4.45 (br. s, 1 H),
4.74-4.84 (m, 1 H), 6.31 (s, 1
H), 6.43 - 6.47 (m, 1 H), 8.91
(d,J=2.3Hz, 1 H),6.93-
6.99 (m

10
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541

1H NMR (300 MHz, CDCI3):
ppm 1.40 - 1.48 {m, 2 H), 1.56
-1.67 (m, 4 H), 1.84 - 1.99 {m,
6 H),2.11-2.24 (m, 2 H),2.45
-252(m, 4H)L272(t.J=6.2
Hz. 2 H),3.32-3.35(m. 4 H).
3.90-393 (m, 4 H), 3.96 -
408(m, 1H),440( J=62
Hz. 2

534.4

542

1H NMR (300 MHz,
Chloroform-d) £ 8.63 (d, J =
1.9 Hz, 1H),856(d,J=1.9
Hz. 1H). 8.18 (s, 1H), 7.83 (d,
J=6.3Hz. 1H). 6.96 - 6.8C
(m, 3H), 6.23(d, J=8.2Hz,
1H), 4.77 (dd, J = 5.8, 3.3 Hz,
1H), 4.23 (dg, J = 8.6. 4.3 Hz,
1H), 3.89 - 3.75 (m, 4H). 3.35 -
3.20{m, 4H),220(d,J =128
Hz, 2H), 2.10-1.79 (m, 6H).

447.25

543

N CH,

1H NMR (300 MHz,
Chloroform-d) & 8.53 (s, 1H),
8.18 (s, 2H), 6.96 - 6.80 (m,
2H), 5.14 (d, J = 8.1 Hz. 1H),
478 (s, 1H), 4.08 - 3.86 (m,
5H), 3.33 (dd, J = 6.0. 3.8 Hz,
4H), 3.07 - 2.94 (m, 2H), 2.71
(s, 3H). 2.35 (s, 3H), 2.26 -
1.97 (m, 4H), 1.99 - 1.57 (m,
11H).

518.2
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CH,

"y
Yy

1H NMR (300 MHz,
Chloroform-d) & 8.61 (s, 1H),
8.18 (s, 2H), 7.02 - 6.87 (m,
2H), 512 (d, J = 8.2 Hz, 1H),
4.80 (s, 1H), 4.05 - 3.87 (m,
5H), 3.38 - 3.27 (m, 4H), 3.01
(d,J=11.4 Hz, 3H). 2.74 (s,
3H), 2.38 (s, 3H), 2.20 (m,
2H), 2.06 (m,2H), 2.00 - 1.58
(m, 11H).

518.2

545

1H NMR (300 MHz,
Chloroform-d) 8 8.73 (d, J =
2.0Hz, 1H), 864 (d, J=2.0
Hz, 1H), 8.39 (s, 1H), 7.92 (s,
1H), 7.05 - 6.89 (m, 2H), 4.88
(s. 1H). 4.06 (s, 3H). 3.94 (dd,
J=8.0 38Hz 4H) 336 (t, J
= 4.9 Hz, 5H), 2.29 (s, 2H),
1.98 (d. J = 35.4 Hz, 6H).

461.24

546

o]

1H NMR (300 MHz,
Chloroform-d) 8 8.62 (d, J =
1.9Hz, 1H),855{d,J=19
Hz. 1H). 8.32 (s, 1H), 7.66 (s.
1H), .92 - 6.81 (m, 2H), 4.79
(s, TH), 3.87 - 3.80 (m, 4H),
3.75(s, 3H), 3.31 - 3.22 (m,
4H), 2.18 (d, J = 12.7 Hz, 2H),
2.08-1.75 (m, 8H).

461.24
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547

Y

CH

1H NMR (400 MHz, CDCI3) 5
8.70 (d,J = 1.9 Hz, 1H), 8.63
(d, J = 1.9Hz, 1H). 7.90 (d, J =
6.0 Hz, 1H), 6.96 (d, J = 2.4
Hz. 1H). 6.92 (d, J = 2.3 Hz. 10
1H), 5.89 (d, J = 6.1 Hz, 1H),
4.96 (s, 1H), 4.77 (s, 1H), 4.08
-3.98 (m, 1H), 3.96 - 3.87 (m
4H), 3.70 - 3.53 (m, 4H). 3.43 -
3.27 (m, 4H), 2.53 - 2.42 (m
4H), 2.35 (s, 3H), 2.25 - 2.13
(m. 2H), 2.00 - 1.85 (m. 6H).

505.4

548

1H NMR (400 MHz, CDCI3) 5
8.70 (d.J = 1.8 Hz, 1H), 8.63 20
(d,J =1.9Hz, 1H),7.93(d, J =
5.9 Hz, 1H), 6.96 (d, J = 2.3
Hz. 1H). 6.91(d, J = 2.3 Hz.
1H), 5.87 (d. J = 6.1 Hz, 1H),
4.97 (s, 1H), 4.77 (s, 1H), 4.02
(s, 1H). 3.97 - 3.88 (m, 4H),
3.83-3.70 (m, 4H), 3.63 -
3.52 (m, 4H), 3.39 - 3.27 (m
4H), 2.25-2.12 (m, 2H), 2.01 - 30
1.85 (m, 6H).

492.39

549

H.C.

1H NMR (300 MHz,
Chloroform-d) 8 8.7C (d, J =
1.9Hz 1H),862(d,J=19
Hz, 1H), 8.18 (d, J = 5.1 Hz,
1H), 6.98 - 6.89 (m, 2H), 6.42
(d,J=51Hz,1H),5.18(d, J =
8.0Hz 1H).4.79(dt. J=7.9,
3.7Hz. 1H). 4.11 -3.87 (m, 40
5H), 3.42 - 3.25 (m, 4H), 3.00
{dg.J =99 33 Hz 2H), 2.63

504.27
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-2.35(m, 5H), 2.27 - 2.04 (m.
4H), 1.7 - 1.82 (m, 9H).

10

550

C

546.31

1H NMR (300 MHz,
Chloroform-d) 5 8.70 (d, J =
1.9Hz 1H). 883 (d, J=19
Hz. 1H). 8.16 (s, 2H), 7.05 -
6.83 (m, 2H), 5.14 (d, J = 8.1 20
Hz, 1H),4.79(d, J = 5.3 Hz,
1H), 4.10-3.85(m, 5H), 3.41 -
3.28 {m, 4H), 2.87 (it, J = 12.8.
32Hz, 1H). 220 (g, J =6.2
Hz, 2H), 1.91(p,J =3.7.2.8
Hz, 6H). 1.73 (dd, J =131,
32Hz 2H). 1.29(d, J=249
Hz. 12H).

551

HN

490.28

H NMR (300 MHz, 30
Chloroform-d)$8.71 (d, J =
1.9 Hz, 1H), 864 (d, J=19
Hz. 1H). 8.20 (d, J = 5.1 Hz.
1H), 7.01 - 6.89 (m, 2H), 6.42
(d,J=51Hz, 1H),5.15(d, J =
7.9 Hz, 1H), 4.80 (s, 1H), 4.05
(s. TH). 3.97 - 3.88 (m, 4H)
3.43-331(m, 4H), 324 (d.J
=123 Hz, 2H), 2.84 - 2.69 {m, 40
2H), 2.59 (m, 1H), 2.20 (m,
2H), 1.92 (1, J = 8.2 Hz, 8H).
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552

C

1H NMR (300 MHz,
Chloroform-d) & 8.61 (d, J =
2.0Hz, 1H). 853 (d, 4 =1.9
Hz, 1H), 7.85 (s, 1H), 6.94 -
8.73(m, 2H),533({d. 4 =79 10
Hz, 1H). 4.69 (s, 1H), 4.0C -
3.78 (m, 5H),3.38(d. 4 =1.0
Hz. 2H). 3.33 - 3.20 (m, 4H),
2.19-1.99 (m, 2H), 1.83 (h. J
= 5.6 Hz, 6H).

462.2

553

1H NMR (300 MHz,
Chloroform-d) & 8.71 (d, J =
1.9Hz, 1H). 863 (d,J=1.9
Hz. 1H). 6.93 (dd, J = 17.8, 20
2.5Hz, 2H), 5.07 (s, 1H), 4.78
48019 |[(d,J=86.2Hz,1H).468(d,J=
7.9Hz, 1H), 4.03 -390 (m,
4H), 3.87 (s, 3H), 3.71 (s. 1H),
3.42-3.28 (m, 4H), 3.13 (s,
6H), 2.27 - 2.00 (m, 2H), 2.00 -
1.79 (m, 6H).

554

1H NMR (300 MHz,
Chloroform-d) & 8.70 (d, J = 30
1.9Hz, 1H). 863 (d,J=1.9
Hz, 1H), 8.04 (s, 1H), 5.04 (d,
J=82Hz 1H), 4.79 {s, 1H),
462.2 [ 4.09-3.90 (m, 5H), 3.85 (s,
2H), 3.42 - 3.31 (m, 4H), 3.11
(t.J=58Hz 2H).283(t J=
58 Hz, 2H). 219 (d, J = 8.1
Hz. 2H). 1.91 (d, J =55 Hz.
6H). 40
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555

1H NMR (460 MHz, CDCI3) 3
8.68 (d.J = 1.9 Hz, 1H). 8.61
(d,J=1.9Hz, 1H).6.94 (d, J =
2.4 Hz, 1H), 6.87 (d, J = 2.4
ss7 s | 112 TH)547 (5, 1H), 530 (s 10
1H), 4.50 (s, 1H), 4.00 - 3.84
(m. 4H), 3.40 - 3.27 (m. 4H),
2.45-2.33 (m, 2H), 2.33 -
2.18 (m, 1H), 2.15 - 2.00 (m,

2H), 1.74 (d, J =5.4 Hz. 4H).

556

H.C.

1H NMR (300 MHz,
Chloroform-d) & 8.61(d, Jd =
1.9Hz, 1H). 853 (d,J=1.9
Hz, 1H), 7.97 (s, 1H), 6.92 - 20
6.77 (m, 2H), 4.95 {d. J = 8.1
Hz, 1H), 4.76 - 4.64 (m, 1H),
3.97 - 3.75 (m, 5H), 3.34 (s,
2H), 3.3C - 3.17 (m, 4H), 2.60
{dg.J =9.7,53,4.8Hz 4H),
2.37 (s. 3H), 2.10 (td, J = 10.8.
10.3. 6.1 Hz, 2H). 1.90 - 1.82
{m. 6H).

476.23

557

HC 0 N

1H NMR (300 MHz, 30
Chloroform-d) & 8.71 (d, J =
20Hz. 1H).863(d, J=1.9
Hz, 1H), 8.20 (d, J = 5.1 Hz,
1H), 7.01 - 8.89 (m, 2H), 6.40
{d, J=5.1Hz 1H), 5.20 (s,
1H), 4.81(d, J =6.1 Hz. 1H),
4.23 (s, 2H), 4.04 (s, 1H), 3.97
-3.89 (m, 4H), 3.42- 3.28 {m,
4H), 2.82(t, J = 12.8 Hz, 2H), 40
2,67 -244 (m, 1H), 2.27 -
2.11 (m, 2H), 1.98 - 1.87 (m,

590.2
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8H), 1.49 (s, 9H).

558

481.3

1H NMR (300 MHz, CDCI3):
ppm 1.84 - 1.99 (m, 6 H), 2.11
-2.25(m, 2 H), 3.32 - 3.36 (m,
4 H), 3.43 (s, 3 H), 3.70 - 3.73
(m, 2 H), 3.90 - 3.93 (m, 4 H),
3.96 -4.07 (m, 1 H), 4.41 -
4.44 (m, 2 H), 4.72 - 4.80 (m,
1H), 5.10 (br. s, 1 H), 6.06 (d,
J=56

559

494.3

1H NMR (300 MHz, CDCI3):
ppm 1.84 - 1.98 (m, 6 H), 2.13
-2.23 (m, 2 H), 2.32 (s, 6 H),
2.68 (t, J = 5.8 Hz, 2 H), 3.30 -
3.37 (m, 4 H), 3.88 - 3.95 (m,
4 H), 3.98-4.08 (m., 1H),4.37
(t,J=5.8Hz 2 H), 4.73 - 4.80
(m, 1 H), 5.05 (d, J = 7.5 Hz, 1
H)
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560

!

)

)

536.3

1H NMR (300 MHz, CDCI3):
ppm 1.83 - 2.00 (m. 6 H), 2.10
-2.25 (m, 2 H). 2.52 - 2.59 {m,
4 H),2.76 (. J = 5.8 Hz. 2 H),
3.31-3.38 (m, 4 H), 3.70 -
3.77 (m, 4 H), 3.89 - 3.95 (m,
4 H), 4.03 (br. s, 1 H), 4.41 (1.
J=58Hz 2H) 4.72-4.80
(m. 1 H).

561

494.3

1H NMR (300 MHz, CDCI3):
ppm 1.78 - 1.94 (m. 6 H), 2.14
-2.25 (m, 2 H). 2.32 (s. 6 H),
267 (t, J=5.5Hz, 2 H). 3.28 -
3.38 (m, 4 H), 3.66 (br. s, 1 H),
3.84-3.98 (m, 4 H), 4.39 {t. J
=5.5Hz, 2 H), 4.79 (br. s, 1
H), 4.90 (d, J = 7.2 Hz, 1 H),
5.73

562

549.3

1H NMR (300 MHz, CDCI3):
ppm 1.81-1.94 (m. 6 H), 2.14
-2.24 (m, 2 H). 2.28 (s. 3 H),
2.47 (br. s, 4 H), 2.59 (br. s, 4
H), 2.76 (t, J = 5.8 Hz, 2 H),
3.30 - 3.37 (m, 4 H), 3.69 (br.
s.1H), 3.88 -3.95 (m, 4 H),
4.42(t,J=5.8Hz, 2 H).4.75 -
4.83

10
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563

YO,
joe

9

1H NMR (400 MHz, CDCI3) 5
8.68 (d.J = 1.9 Hz, 1H), 8.61
(d,J =1.9Hz, 1H). 8.48(d, J =
0.6 Hz, 1H). 7.75 (d, J = 2.2
Hz. 1H). 6.94 (d, J = 2.4 Hz. 10
1H), 6.92 - 6.88 (m, 1H), 6.67
(d,J=14Hz 1H), 522t J =
9.5 Hz, 1H). 4.79 (s, 1H), 4.06
(s. 1H). 4.00 - 3.84 (m, 4H),
3.40-3.24 (m, 4H), 2.16 (t, J =
21.2 Hz, 2H), 1.98 - 1.85 (m,
6H).

447 .37

564

C

1H NMR (300 MHz,
Chloroform-d) & 8.70 {d, J = 20
1.9 Hz, 1H), 8.62(d, J=1.9
Hz. 1H). 8.07 (s, 1H), 6.99 -
6.84 (m, 2H), 5.10 (d. J = 8.1
Hz, 1H), 4.78 (d, J = 5.7 Hz.
1H), £.42 (s, 2H), 4.10 - 3.85
(m. 5H), 3.64 (t. J = 5.6 Hz.
2H), 3.40 - 3.29 (m, 4H), 2.65
(dt, J = 6.2, 2.8 Hz, 2H). 2.19
(q,J = 6.0 Hz, 2H), 1.98 - 1.85
(m. 6H), 1.49 (s, SH).

562.25

30

565

1H NMR (300 MHz,
Chloroform-d) $8.55(d, J =
1.9Hz, 1H), 847 (d J=19
Hz. 1H). 6.93 (s, 1H), 6.86 -
6.72 (m, 2H), 5.25 (s, 1H),
4.66 (s, 1H), 4.05 - 3.90 (m,
1H), 3.86 - 3.71 (m, 7H). 3.30 -
3.09(m, 4H), 227 (d,J =22
Hz, 3H), 2.04 (d, J = 9.2 Hz,
2H), 1.75(d, J = 4.8 Hz. 6H).

4791

40
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566

NN=/O Ei

A\

o

1H NMR (300 MHz,
Chloroform-d) 8 8.71 (d, J =
20Hz, 2H). 863 (d, J=19
Hz, 1H), 7.42 (s, 1H), 7.01 -
47515 |[6.86(m, 2H), 564 (d. J=8.2 10
Hz, 1H), 4.83 (s, 1H), 3.92
{dd.J=86.0, 3.7 Hz, 4H), 3.34
{dd.J=5.8, 3.9 Hz, 4H), 2.11
-1.78 (m, 6H).

567

ZI

/"\U:x

-

peaol
SN ea

S

1H NMR (300 MHz,
Chloroform-d) & 8.7C (d, J =
1.9Hz, 1H). 863 (d,J=19
Hz. 1H). 7.74 (s, 1H), 7.00 -
6.89 (m, 2H), 4.91 (s, TH), 20
504 .1 476 (d,J=6.1Hz 1H) 404 -
3.93 (m, 5H), 3.43 - 3.28 (m,
4H), 2.26 - 2.14 (m, 2H), 2.08
{d, J=08Hz. 3H), 2.00-1.92
{m.6H), 1.69 (d, J = 21.2 Hz,
10H).

568

C

1H NMR (300 MHz,
Chloroform-d) 5 8.70 (d, J =
1.9Hz 1H). 883 (d, 4 =20 30
Hz. 1H). 8.22 (s, 2H), 7.04 -
6.88 (m, 2H), 5.14 (d, J = 8.1
Hz, 1H),4.80 (d, J =5.5 Hz,
490.23 [ 1H), 4.09-3.85(m, 5H), 3.41 -
3.31 (m, 4H), 3.29 - 3.13 (m,
1H), 3.04 - 2.92 (m, 1H), 2.81
{g,J =8.1Hz. 1H), 2.68 (dt, J
=92 46Hz, 1H), 252-226
{m, 5H), 2.24 - 2.13 (m, 2H), 40
2.02-1.78 (m, 7H).
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569

Ir=

=T

476.06

1H NMR {300 MHz,
Chloroform-d) & 8.61 (d, J =
1.9Hz. 1H). 854 (d, J=1.9
Hz, 1H), 8.10 (s, 2H), 6.93 -
6.76 (m, 2H), 5.07 (d. J = 8.1
Hz, 1H), 4.68 (d, J = 158 Hz,
1H), 4.00 -3.78 (m, 5H). 3.35 -
320 (m, 4H), 3.18 - 2.92 (m,
3H), 270 (dd, J=10.7.84
Hz, 1H), 2.24 - 2.02 (m, 3H),
1.94 - 1.62 (m, 7H).

570

576.2

1H NMR (300 MHz,
Chloroform-d) & 8.71 (d, J =
22Hz 1H), 863 (d,J=21
Hz. 1H), 8.19 (s, 2H), 7.03 -
6.86 (m, 2H), 4.1C - 3.86 (m,
5H), 3.46-3.28 (m, 4H). 3.24 -
313 (m, 1H), 2.35- 216 (m,
1H), 2.05 - 1.84 (m, 8H). 1.81 -
1.66 (m, 1H), 1.55 - 1.41
(m.11H).

571

478.31

1H NMR (400 MHz, CDCI3) 3
8.69 (d. J = 1.9 Hz, 1H). 8.61
(d,J=1.9Hz 1H).7.88(d, J =
2.4 Hz. 1H). 8.96 (d, J = 2.5
Hz. 1H). 6.90 (d, J = 2.4 Hz.
1H), 6.76 (s, 1H), 4.98 (s. 2H),
4.78 (s, 1H), 4.00 - 3.86 (m,
4H), 3.83 (s, 1H), 3.39 - 3.27
(m. 4H), 2.21(d, J = 9.6 Hz,
2H), 1.89 (dd, J = 13.3. 8.6
Hz. 8H). 1.50 (s, 6H).

10

20

30
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-

1H NMR (300 MHz, CDCI3):
ppm 1.82 - 1.99 (m, 6 H), 2.14
-2.28 (m, 2 H), 3.32 - 3.35 (m,
4 H), 3.80- 3.88 {m, 1 H), 3.90
-3.93 (m, 4 H), 4.70 - £4.83 {m,
2 H), .37 (d, J = 8.8 Hz, 1 H),
6.38 (t, J = 73.8 Hz, 1 H), 6.90
(d, J=2.3Hz, 1 H), 6.95(d, J

472.2

573

1H NMR (300 MHz, CDCI3):
ppm 1.52 (s, 6 H), 1.73 (br s, 1
H), 1.85-1.96 {m, 6 H), 2.11 -
2.25(m, 2H), 3.30-3.36 {m,
4 H), 3.88-4.00 {m, 5 H), 4.55
(d,J=8.1Hz, 1 H), 4.74 -
4.81(m, 1 H), 8.52 (s, 1 H),
6.57 (dd, J = 5.4, 1.4 Hz, 1 H),
6.90 (d,

464.3

574

1H NMR (400 MHz, CDCI3) 3
8.69 (d,J = 1.9 Hz, 1H), 8.61
(d, J = 1.9 Hz, 1H), 7.99 (s,
2H), 6.95 (d, J = 2.4 Hz, 1H),
6.89 (d,J = 2.4 Hz, 1H), 4.78
(s, 1H), 4.01 - 3.84 (m, 7H),
3.41 (s, 2H), 3.37 - 3.27 (m,
4H), 2.26 - 2.14 (m, 2H), 1.93 -
1.81 (m, 6H).

437.42

10

20

30
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575

O

N N

1H NMR (400 MHz, CDCI3) &
8.69 (d.J = 1.9 Hz, 1H). 8.62
(d, J = 1.9 Hz. 1H), 8.57 (s
1H), 8.13 (s, 2H), 6.98 (d, J =
Lo7 35 | 24 HE 1H).6.91(d J=25 10
Hz, 1H), 4.86 - 4.73 (m, 1H)
3.95 - 3.88 (m, 4H), 3.56 -
3.49 (m, 1H), 3.39 - 3.31 (m.
4H), 2.30 - 2.18 (m, 2H), 1.97 -

1.84 (m, BH).

576

LX0,

OH CH, N\
)

1H NMR (300 MHz,
Chloroform-d) §8.71 (d, J =
2.0Hz. 1H). 863(d, J=1.9
Hz. 1H), 8.13 (s, 1H), 7.01 - 20
6.87 (m, 2H), 4.81 (s, 1H),
4.57 (s, 2H), 4.06 (s, 1H), 3.99
-3.87 (m, 4H) 3.35(dd, J =
5.9, 3.8 Hz, 4H), 2.45 (s, 3H),
2.20{(d, J = 8.0 Hz, 2H), 1.93
(d, J = 5.1 Hz, 6H).

450.13

577

H
NN

r’J:%H:Ir, [::::]"o

OH _N

1
N N
£

1H NMR (300 MHz,
Chloroform-d) §8.71 (d, J =
1.9Hz. 1H). 863 (d, J=2.0 30
Hz, 1H), 8.02 (d, J = 1.4 Hz,
1H), 7.87 (d, J = 1.5 Hz, 1H),
437.25 |8.94(dd,J =18.2, 2.5 Hz,
2H), 4.85-4.71 (m, 2H), 465
(s, 2H), 4.06 - 3.85 (m, 4H),
3.40-3.27 (m, 4H), 2.23 (dt, J
=11.5, 5.5 Hz, 2H), 2.04 -
1.80 (m, 6H).

40
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578

437.2

1H NMR (300 MHz,
Chloroform-d) 8 8.71(d, J =
20Hz 1H), 863 (d,J=1.9
Hz, 1H), 7.01 - 6.88 (m, 2H},
6.87-6.66(m, 2H), 3.94 (t, J =
4.9 Hz. 4H), 3.65 (s, 3H), 3.42
-3.30 (m, 4H), 2.19 (s, 2H),
1.91(d,J = 4.9 Hz, 6H).

579 -

505.53

1H NMR (400 MHz, CDCI3) 3
8.68 (s, 1H), 8.61 (s, 1H), 8.07
(s. 2H), 8.94 (s, 1H), 6.90 (s,
1H), 4.96 (d, J = 8.1 Hz, 1H),
4.78 (s, 1H), 4.02 - 3.81 (m,
5H), 3.47 - 3.19 (m, 5H), 3.19 -
2.83 (m, 4H), 2.76 - 2.52 (m,
3H), 2.37 (s, 3H), 2.26 - 2.11
(m. 2H), 2.03 - 1.82 (m, 6H).

580

4453

1H NMR (300 MHz, CDCI3):
ppm 1.84 - 2.17 (m, 6 H), 2.23
-2.35 (m, 2 H), 3.31 - 3.38 (m,
4 H),3.631 3.75 (m, 1 H),
3.87-3.96 (m, 4 H), 4.82 -
4.89 (m, 1 H),5.88 (d, J=7.2
Hz, 1 H), 6.1 (d, J = 7.8 Hz, 1
H), 8.44 (d, J = 2.2 Hz, 1 H),
6.90 f 6.95 (

10
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581

1H NMR (300 MHz, CDCI3):
ppm 1.85 - 2.18 (m, 6 H), 2.24
-2.36 (m, 2 H), 3.31 - 3.39 (m,
4 H), 3.64-3.77 (m, 1 H), 3.88
-3.97 (m, 4 H), 4.82 - 4.89 (m,
1H), 5.91 (d, J = 7.9 Hz, 1 H).,
6.12 (4. J = 7.9 Hz, 1 H), 6.93
(d,J=2.4Hz 1H),6.98(d,J

445.3

582

1H NMR (300 MHz, CDCI3):
ppm 1.83 / 1.96 (m, 6 H), 2.14
-2.26 (m, 2 H), 3.30 - 3.36 (m,
4 H), 3.41 (s, 3H), 3.87 [ 3.95
(m, 5 H), 4.36 (s, 2 H), 4.59 -
4.89 (m, 2 H), 6.38 (s, 1 H),
6.48 (d, J = 5.2 Hz, 1 H), 6.90
(d,J =24 Hz 1H), 6.95d,J
=24

450.3

583

1H NMR (300 MHz, CDCI3):
ppm 1.84 - 2.00 (m, 6 H}, 2.09
-2.24 (m, 2 H), 3.30 - 3.37 (m,
4 H),3.64-3.74 (m, 1 H), 3.78
(s, 3 H), 3.89 - 3.95 (m, 7 H),
471-4.79 (m, 1 H), 5.88 (d, J
=8.3Hz 1H).6.90(d, J=24
Hz, 1 H), 6.95 (d, J = 2.4 Hz, 1
H)

466.3
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584

N~
.

1H NMR (300 MHz, CDCI3):
ppm 1.86 - 2.04 (m, 6 H), 2.12
-2.26 (m, 2 H), 3.28 - 3.39 (m,
4 H), 3.88-3.96 (m, 4 H), 4.26
(brs, 1H), 4.62 (s, 2 H), 4.69 -
4.78 (m, 1 H), 5.56 (br s, 1 H),
6.50 (t, J = 5.3 Hz, 1 H). 6.90
(d,J=1.9Hz, 1H),693(d,J

436.3

585

i
»

ey
-

T
M NH

A

i

ol

1H NMR (300 MHz, CDCI3):
ppm 1.81-1.96 (m. 6 H), 2.11
-2.25(m, 2 H), 2.56 (br s, 4
H), 2.76 (t. J = 5.3 Hz, 2 H),
3.30-3.36 (m, 4 H), 3.74 (t, J
= 4.4 Hz, 4 H), 3.88 - 3.96 (m,
5H), 4.06 (t. J = 5.3 Hz, 2 H),
4.73-4.81 (m, 1H),4.99(d, J
=7.8

536.3

586

1H NMR (300 MHz, CDCI3):
ppm 1.881 2.01 (m, 8 H) 2.10
(s.3H),215-2.25(m, 2 H),
3.30-3.37 (m, 4 H), 3.89 1
3.95(m, 4 H), 4.25 (brs, 2 H),
471-4.78 (m, 1 H), 6.51 (dd,
J=6.8,54Hz 1H)6.90,J
=23Hz 1H).B694(d J=23
Hz, 1

420.3

10
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587

1H NMR (300 MHz, CDCI3):

ppm 1.82 - 1.98 (m, 6 H), 2.12
-2.26 (m, 2 H), 3.25 - 3.43 (m,
4 H),3.82-3.98 (m, 5 H), 4.80
(brs, 2 H), 8.52 (d, J = 8.4 Hz,
1 H), 6.87 - 6.93 (m, 2 H), 6.95
-7.00(m, 1 H),7.50 (t,J =7.9
Hz, 1 H), 8.63 (d, J = 1.2 Hz, 1

4742

588

1H NMR (300 MHz, CDCI3):
ppm 1.38 (t, J = 7.0 Hz, 3 H),
1.83-2.00 (m, 6 H), 2.11 -
2.24 (m, 2 H), 3.30 - 3.37 {m,
4 H),3.75-3.85 (m, 1 H), 3.89
-3.94 (m, 4 H), 425 (q, J=7.0
Hz, 2 H), 4.42 - 454 (m, 1 H),
4.72-4.79 (m, 1 H), 5.94 (d, J
=7.7H

4503

589

1H NMR (300 MHz, CDCI3):
ppm 1.86 - 1.99 (m, 6 H), 2.16
-2.27 (m, 2 H), 3.31 - 3.36 {m,
4 H), 3.88-3.95 (m, 5 H), 4.77
-4.84 (m, 1 H), 4.90 (br s, 1
H), 6.55 (s, 1 H), 6.72 (d. J =
5.0 Hz, 1H),6.91(d, J=2.4
Hz, 1 H), 6.95 (d, J = 2.4 Hz, 1
H), 8.

4742
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590 \I:j::r’

/A
N/

1H NMR (300 MHz, CDCI3):
ppm 1.82 - 1.98 (m, 6 H), 2.10
-2.22 (m, 2 H), 3.31 - 3.35 (m,
4 H),3.41-3.45{m, 4 H), 3.69
-3.82 (m, 5 H), 3.90 - 3.93 (m,
4 H), 4.43(d, J=7.7 Hz, 1 H),
4.70-4.77 (m, 1 H), 5.81 (d, J
=8.0Hz, 1 H), 5.90 (d, J = 8.0
H

491.3

oy

1H NMR (300 MHz, CDCI3):
ppm 1.88 - 2.00 (m, 6 H), 2.13
-2.28 (m, 2 H), 3.29 - 3.38 (m,
4 H),3.88-3.95(m. 4 H), 4.21
(brs, 1 H), 4.62-4.84 (m, 2
H), 6.45 - 6.54 (m, 1 H), 6.90
(d,J=24Hz, 1H),6.95(d,J
= 2.4 Hz, 1 H), 7.07 - 7.18 (m,
1 H),

4242

592

1H NMR (300 MHz, CDCI3):
ppm 1.84 - 2.03 (m, 6 H), 2.11
-2.24 (m, 2 H), 3.30 - 3.37 (m,
4 H), 3.84 (s, 3 H), 3.89-3.95
(m, 4 HY, 4.17 - 4.29 (m, 1 H),
4,87 -4.76 (m, 1 H), 5.08 (d, J
=7.4 Hz, 1 H), 6.50 (dd, J =
7.3,52Hz, 1 H),6.82 (d, J =
7.4 Hz

436.3
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593

474.2

1H NMR (300 MHz, CDCI3):

ppm 1.86 - 2.00 (m, 6 H), 2.13
-2.26 (m, 2 H), 3.30 - 3.38 (m,
4 H),3.88-3.97 (m, 4 H), 4.22
-4.35 (m, 1 H), 4.73 - 4.80 (m,
1 H), 4.89-4.99 (m, 1 H), 6.60
(dd,J = 7.1, 5.1 Hz, 1 H), 6.91
(d, J=2.3Hz 1H) 6.96 (d, J

594

4422

1H NMR (300 MHz, CDCI3):
ppm 1.85 - 2.00 (m, 6 H), 2.11
-2.28 (m, 2 H), 3.29 - 3.39 (m,
4 HY, 3.87-3.97 (m, 4 H), 4.06
418 (m, 1 H), 4.56 (d, J = 7.8
Hz, 1 H), 4.73 - 4.81 (m, 1 H),
6.90 (d.J = 2.4 Hz, 1 H),6.95
(d, J = 2.4 Hz, 1 H), 7.05 (ddd,
J=

595

4343

1H NMR (300 MHz, CDCI3):
ppm 1.88 - 2.02 (m, 6 H), 2.08
(s. 3H), 2.15 (s, 3 H), 2.14 -
2.24 (m, 2 H), 3.31 - 3.36 (m,
4 H), 3.89-3.95 (m, £ H), 4.03
-4.16 (m, 1 H), 4.23 (br s, 1
H), 4.69 - 4.77 (m, 1 H), 6.90
(d,J=24Hz 1H) 6.94(d,J
=24 Hz
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596 H.C

477.68

1H NMR (300 MHz,
Chloroform-d) 5 8.7C (d, J =
2.0Hz, 1H),863(d,J=2.0
Hz, 1H). 6.99 (d, J = 2.4 Hz,
1H), 6.92 (t, J = 2.8 Hz, 1H),
6.08 (d,J = 1.1 Hz, 1H), 5.21
(s, 1H). 4.81 (s, 2H), 3.98 -
3.87 (m, 4H), 3.43 - 3.30 (m,
4H), 2.51 (d, J = 1.0 Hz, 3H),
219 (s, 2H), 2.01 - 1.77 (m,
6H).

597

449.23

1H NMR (300 MHz,
Chloroform-d) $8.71 (d, J =
19 Hz 1H),8863(d, J=19
Hz. 1H). 7.07 - 6.87 (m, 2H},
6.02 (s, 1H), 4.83(d, J =55
Hz. 1H). 4.03 - 3.81 (m, 5H),
3.44-325(m, 4H), 2.72 -
257 (m, 1H), 2.51 (s, 3H),
229-211(m, 2H), 2.05 -
1.72 (m, BH), 1.27 {t, J=7.B
Hz. 3H).

598

450.23

1H NMR (300 MHz,
Chloroform-d) 5 8.61 (d, J =
1.9 Hz, 1H), 854 (d, J=19
Hz. 1H}). 8.93-6.72 (m, 3H),
6.55 (s, 1H), 4.71 (s, 1H), 4.01
(s. 1H). 3.92 - 3.76 (m, 4H),
3.34-3.18 (m, 4H), 2.98 (s,
6H), 2.07 (d, J = 24.1 Hz, 2H),
1.87 (d, J = 9.2 Hz, 6H).
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599

H
Ho M N

—
o :"o

CH.

b

437.21

1H NMR (300 MHz,
Chloroform-d) & 8.62(d, J =
1.9Hz, 1H), 854 (t, J=24
Hz. 1H). 6.85 (dd, J = 18.9,
24 Hz, 2H), .63 -6.50 (m,
1H), 4.68 (s, 1H), 3.92 - 3.76
{m. 4H), 3.66 (s, 1H). 3.32 -
3.17 (m, 4H), 2.16 - 1.99 (m,
5H), 1.2 - 1.72 (m, 6H).

600

C

464.26

1H NMR (300 MHz,
Chloroform-dy & 8.71 (d, J =
2.0Hz, 1H).862(d,J =20
Hz, 1H), 7.00 - 6.85 (m, 2H),
544 (d,J=85Hz 1H), 478
{s. 1H).3.93 (t, J = 4.8 Hz,
4H), 3.35 (1, J = 4.9 Hz, 4H).
3.06-291 (m, 1H), 215 (d.J
=26.6 Hz, 2H), 1.89 (s, 6H).
1.30 - .94 (m, 4H).

601

481.32

1H NMR (3C0 MHz,
Chloroform-d) 8 8.70 (d, J =
19Hz 1H), 862 (d,J=19
Hz. 1H). 7.06 (d, J = 9.1 Hz,
1H), 6.98 - 6.86 (m, 2H), 6.58
(d, J=9.1Hz, 1H), 4.81 (dqg, J
=5.5.2.7Hz, 1H). 4.52 (s,
1H), 4.17 (d, J =5.0 Hz, 1H),
4.01-3.87 (m, 4H), 3.67 (dq, J
=8.9.81Hz, 1H). 3.43-3.30
(m, 4H), 2.47 - 2.29 (m. 4H),
222 (dt, J=11.9 5.5 Hz. 2H),
2.05-1.82 (m, 6H).

10

20

30

40



gbooboooaoao

(384)

JP 6360878 B2 2018.7.18

i

{4t

ESMS | 'HNMR

(M+H)

602

H.C N

T

N

N
H.c” “CH

o

\O
~o

.

2

1H NMR. (300 MHz,
Chloroform-d) 8 8.70 (d, J =
1.9 Hz, 1H), 862 (d,J=1.9
Hz. 1H). 7.04 - .92 (m, 2H),
4.82 (d, J =3.0Hz, 1H), 3.93
(dd,J =59 3.8Hz 4H), 3.65
(d, J=87Hz, 1H), 3.44 - 3.29
(m, 4H), 3.08 (s, 6H), 2.39 (s,
3H), 2.21 (d, J = 14.4 Hz, 2H).
1.62 (dt,J =17.0, 10.7 Hz,
6H).

4841

603

NN

L,

N

o

p

1H NMR (300 MHz,
Chloroform-d) 8 8.70 (d, J =
1.9Hz 1H). 862 (d,J=1.9
Hz. 1H). 8.18 (s, 1H), 7.02 -
6.86 (m, 2H), 4.81 (s, 2H),
4.00-3.76 (m, 5H), 3.42 -
3.26 (m, 4H), 3.07 (s, 6H),
2.20 (g, J = 6.3, 5.8 Hz, 2H),
2.01-1.79 (m, 6H).

450.1

604

HJC,O\Nrfl\L‘r N
L

N

o)

.

-
\O"o
_N

g

1H NMR (300 MHz,
Chloroform-d) & 8.62 (d, J =
1.9Hz 1H), 853 d,J=19
Hz, 1H), 6.87 (d, J = 2.5 Hz,
1H), 6.81 (d, J = 2.6 Hz, 1H),
471 (s, 1H), 3.94 -3.72 (m,
7H), 3.25 (dd, J = 5.8. 3.8 Hz,
4H), 2.29 (d, J = 10.4 Hz, 3H),
2.21-2.02 {m, 2H), 1.93 -
1.71 (m, 6H).

4521
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{b i
55 (M+H)
el N_ N
o -~
14
N> '\o
605 ,JN:] 482.3 10
I
|/\N N
o\)
3
L 1H NMR (300 MHz,
N
“*r’ Chloroform-d) 3 9.41 (s, 1H),
HN 8.20 (dd, J = 4.8, 2.4 Hz, 2H), 20
6.98 - 8.77 (m, 3H), 6.44 (dt, J
606 o o 45017 | =7.5,4.8 Hz, 2H), 4.71 (s,
N 2H), 3.83 (dd, J = 5.7, 4.0 Hz,
= NH, 6H), 3.27 (dt, J = 30.0, 4.9 Hz,
P 5H), 2.13 (s, 2H), 2.00 - 1.68
I/\N N
(m, 6H).
.
1H NMR (300 MHz, 30
Chloroform-d) $8.71 (d, J =
H 1.9 Hz, 1H), 863 (d,J = 1.9
H.C v°\|//N | N Hz, 1H), 7.79 (d, J = 2.9 Hz.,
N . o 1H), 6.93 (dd, J = 17.8, 2.5
Hz, 2H), 5.19 - 5.07 (m, 1H),
607 N 469.08 ) ( )
j] 480 (dt, J = 6.7, 3.4 Hz, 1H),
r’\N Y 432(q,J = 7.1 Hz, 3H), 3.95 -
°\~/J 3.87 (m, 4H), 3.41 - 3.29 (m,
4H), 2.30 - 2.13 (m, 2H), 2.03 - 40
1.84 (m, BH), 1.41 {t, J = 7.1
Hz, 3H).
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608

1H NMR {300 MHz,
Chloroform-d) & 8.71 (d, J =
1.9Hz, 1H). 863 (d, J=2.0
Hz, 1H), 6.94 (dd, J = 18.9,
25Hz 2H).542(d,J=84
Hz, 1H), 4.79 (s, 1H), 4.22 -
4.08 (m, 1H), 4.03 - 3.88 (m,
10H). 3.42-3.22 (m, 4H). 2.19
{m. 2H), 2.01 - 1.79 (m, €H).

488.63

609

1H NMR (300 MHz,
Chloroform-d) £ 8.72 (d, J =
1.9Hz, 1H),863(d, J=19
Hz. 1H), 7.03 - 6.84 (m, 2H),
566 (d,J=9.1Hz 1H), 482
(s, TH), 4.09 - 3.84 (m, 7H),
3.35(dd, J =5.5.3.6 Hz, 4H),
220(s,2H),1.91{d,J=64
Hz. 6H).

471.87

610

1H NMR (300 MHz,
Chloroform-d) & 8.69 (d, J =
1.9Hz, 1H). 861(d, J=1.9
Hz, 1H), 8.51 (s, 2H), 6.95 (d,
J=25Hz, 1H),6.91{d,J =
26Hz 1H).539(d,J =81
Hz. 1H). 4.88 (d, J = 1.8 Hz,
4H), 4.80 (d, J =6.2 Hz, 1H),
4.13-3.98 (m, 1H), 3.96 -
3.89 {m, 4H), 3.38 - 3.30 (m,
4H), 3.06 (s, 1H), 2.28 - 2.11
(m. 2H), 1.98 - 1.84 (m. 6H).

479.2
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611

- 0
“°-/©’ \©/

344.19

1H NMR (300 MHz,
Chloroform-d) & 8.67 (d, J =
1.9Hz, 1H),860(d, J=1.9
Hz, 1H), 6.91 (dd, J = 16.1,
25Hz, 2H). 4.81(q, J = 3.6,
24 Hz, 1H),4.03-3.75(m
4H}, 3.59 (d, J = 2.9 Hz, 2H),
3.45-3.28 (m, 4H), 2.20 (dt, J
=95 46Hz 2H), 1.74-1.23
{m, 7H) 1.41 (s, 1H).

612

%O SRS
()

o]

3

4813

1H NMR (300 MHz, CDCI3):
ppm 1.83 - 1.96 (m, & H), 2.14
-2.24 (m, 2 H). 3.31 - 3.35 {m,
4 H), 3.44 (s, 3 H), 3.69 - 3.72
(m, 2 H), 3.89 - 3.95 (m, 5 H),
4.06-4.09 (m, 2 H), 4.74 -
4.83 (m, 1 H), 5.04 - 5.15 (m
1H), 6.90 (d. J = 2.4 Hz, 1 H),
6.94 (d.

613

L.

OBSAN

A C

534.3

1H NMR (300 MHz, CDCI3):
ppm 1.39 - 1.75 (m. & H),
1.82-1.95 (m, 6 H), 2.11 -
2.24 (m, 2 H), 2.37 - 2.63 {m
4 H), 2.87 - 2.90 (m, 2 H}, 3.33
(t.J=4.7Hz 4 H), 3.87 - 3.97
(m. 5 H). 4.01 - 4.20 (m, 2 H),
4.74-4.82 (m, 1 H), 4.98 (d, J
=7.9Hz, 1
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614

1H NMR (300 MHz, CDCI3):
ppm 1.83 - 1.95 (m, & H), 2.12
-2.26 (m, 2 H). 3.30 - 3.40 (m,
4 H), 3.85-3.96 (m, 5 H), 4.55
-4.68 (m, 1H). 4.74 - 4.82 (m,
1 H), 6.10 (dd. J = 7.7, 1.8 Hz,
1H), 6.18 (dd, J = 8.0, 1.8 Hz,
1H), 6.90 (d. J = 1.8 Hz, 1 H).
6

4242

615

1H NMR (300 MHz, CDCI3):
ppm 1.82 - 2.10 (m, 7 H), 2.14
-2.29 (m, 2 H). 3.26 - 3.40 (m,
4 H), 3.82-4.05(m, 5 H), 4.64
(5,2 H), 4.75 - 4.84 (m, 1 H),
4.85-5.13 (m, 1 H), 6.46 (s. 1
H), 6.51 (d, J = 5.3 Hz, 1 H).
6.90 (d,J= 1.7 Hz, 1 H), 6.94
{d,

436.3

616

1H NMR (300 MHz,
Chloroform-d) & 8.71 (d, J =
1.9Hz 1H). 8863 (d, J=19
Hz. 1H). 6.95 (dd, J = 16.6,
2.5 Hz, 2H), 8.30 (s, 1H), 5.02
{s. 1H). 4.82 (s, 1H), 4.38 (d, J
= 0.9 Hz, 2H), 3.99 - 3.83 (m,
5H), 3.39 - 3.24 (m, 4H), 2.4%
{s. 3H), 2.33-2.11 {m, 2H),
1.91(q.J = 9.0, 6.9 Hz, 8H).

4651
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HN
617 .1:::::L~0

1H NMR (300 MHz,
Chloroform-d) & 8.63 (s, 1H),
8.20(d,J=4.8 Hz, 2H), 6.9C
(dd. J =16.2. 2.5 Hz, 2H),
6.44(t, J=4.8Hz 1H), 5.15 10
(d,J=81Hz, 1H),4.90(d,d =
3.9Hz 2H), 479 -4.64 (m,
1H), 3.99-3.71 (m, 6H). 3.32 -
3.19 (m, 4H), 2.21 - 2.04 (m,
2H), 1.95-1.70 {m, 6H).

437.1

618

1H NMR (300 MHz,
Chloroform-d) 5 8.63 (d, J =
1.9Hz 1H).855(d, J=19
Hz. 1H). 6.86 (dd, J = 16.5, 20
2.5Hz, 2H), 5.94 (s, 1H), 4.73
(s, 1H), 3.85(dd, J=5.9,37
Hz. 4H). 3.35 - 3.20 {m, 4H)},
2.87-2.51 (m, 2H), 2.26 (s,
3H), 2.09 (d, J = 36.8 Hz, 3H),
1.4 -1.59 (m, 6H), 0.91 (t, J =
7.4 Hz, 3H).

463.13

HN
619 Oo OH

1H NMR (300 MHz,
Chloroform-d) 8 8.77 (s, 1H), 30
8.29(d,J=4.7 Hz, 2H), 7.02
(d,J=25Hz 1H),6.97 (d,J =
25Hz 1H), 853 (t, J=4.38
Hz. 1H). 5.16 (dd, J = 16.9,
7.5Hz. 2H). 4.81 (s, 1H}), 3.83
(t.J=48Hz 5H), 334 (1, J=
49 Hz, 4H), 2.27{d, J =211
Hz. 2H). 2.06 - 1.76 {m, 6H)},
1.66 (d. J = 6.6 Hz, 3H). 40
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620

g
\Y

O

£

o] 5]
M
B
[\]/

435.1

1TH NMR (300 MHz,
Chloroform-d) & 10.21 (s, 1H),
9.26 (s,1H),8.30(d. J =438
Hz. 2H). 7.09 - 6.88 (m, 2H),
6.54 (t, J = 4.8 Hz, 1H), 4.89
(dg.J=4.9 25Hz, 1H), 4.04
{(q,J=6.5Hz. 1H), 3.99 - 3.87
{m. 5H), 3.55 - 3.39 (m. &H),
2.35-217 (m, 3H), 2.09 -
1.82 (m, 6H).

621

449.55

1H NMR (400 MHz, CDCI3) &
8.68 (d, J = 1.7 Hz, 1H), 8.61
(d, J = 1.7 Hz. 1H), 7.95 (s,
1H), 6.94 (d, J = 2.1 Hz. 1H),
6.90 (s, 1H), 5.12{d. J = 7.5
Hz. 1H), 4.77 (s, 1H), 4.60 (t. J
= 8.5 Hz, 2H), 4.00 (s, 1H),
3.94 - 3.84 (m, 4H), 3.38 -
3.27 (m, 4H), 311, J =83
Hz. 2H). 2.25 - 2.10 (m, 2H),
1.97 - 1.82 (m, 6H).

622

4242

1H NMR (300 MHz, CDCI3):
ppm 1.81-1.98 (m, & H), 2.13
=225 (m, 2 H), 3.29 - 3.38 (m,
4 H), 3.75-3.85 (m. 1 H), 3.88
-3.96 (m, 4 H). 4.56 - 4.71 (m,
1 H), 4.75-4.83 (m, 1 H), 6.36
(dd. J = 9.1, 3.3 Hz, 1 H), 6.90
(d, J=1.9Hz 1H),6.95(,J
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623

420.3

1H NMR (300 MHz, CDCI3):
ppm 1.80 - 1.98 (m. 6 H), 2.13
-2.23 (m, 2 H). 2.38 (s. 3 H),
3.25-3.37 (m, 4 H), 3.62 -
3.77 (m, 1 H), 3.88 - 3.97 (m,
4 H), 4.76 - 4.83 (m. 1 H), 6.23
(d,J=7.9Hz 1H), 643 (d,J
=7.3Hz, 1 H),6.91(d, J=25
Hz, 1 H)

624

CH,

%Urﬁ
()

0

4943

1H NMR (300 MHz, CDCI3):
ppm 1.78-2.01 (m, 6 H), 2.11
-2.24 (m, 2 H), 2.33 (s, 6 H),
2.38 - 2.45 (m, 1 H), 2.69 (. J
= 5.2 Hz, 2 H), 3.26 - 3.42 (m,
4 H), 3.84-3.98 (m. 4 H), 4.01
(t.J=52Hz 2 H), 4.72 - 4.83
(m. 1 H).4.97 (d, J = 7.5 Hz, 1
H)

625

H,

%ﬁpgj
) |

o

480.3

1H NMR (300 MHz, CDCI3):
ppm 1.81-1.95{m. 6 H),
211-2.26(m, 2 H), 3.31 -
3.35(m, 4 H), 3.44 (s. 3 H),
3.89-3.73(m, 2H),3.76 -
3.84 (m, 1 H), 3.89-3.93(m,
4 H), 4.04-4.08(m.2H), 4.44
(brs,1H).4.74-4.81 (m, 1
H) 6.37 (d,J =8.9
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626

~CH,
(\N

504.3

1H NMR (300 MHz, CDCI3):
ppm 1.81-1.98 (m. 6 H), 2.12
-2.25 (m, 2 H). 2.37 - 2.48 (m,
3 HY, 2.58-2.77 (m, 4 H), 3.04
-3.16 (m, 4 H), 3.28 - 3.37 (m,
4 H), 3.77 - 3.85 {m. 1 H), 3.87
-3.97 (m, 4 H). 4.32 - £.51 {m,
1H),4.73-4.83 (m. 1 H), 6.38
(

627

436.3

1H NMR (300 MHz, CDCI3):
ppm 1.81-2.03 (m, 7 H), 2.12
-2.28 (m, 2 H). 3.28 - 3.39 (m,
4 H), 3.81 (s, 3 H), 3.87 - 3.98
(m. 5 H). 4.76 - 4.84 (m, 1 H),
5.87 (d.J = 1.5 Hz, 1 H), 6.21
(dd. J =5.9. 15 Hz, 1 H), 5.91
(d,J=1.7 Hz, 1 H), 6.95 (d, J
= 1

628

458.05

1H NMR (300 MHz,
Chloroform-d) € 8.71 (d, J =
1.9Hz, 1H), 863 (d,J=1.9
Hz, 1H). 6.94 (dd, J = 14.6,
2.5 Hz. 2H). 557 (s, 1H), 4.86
-4.72 (m, 1H), 4.02 - 3.88 {m,
4H), 3.50 - 3.26 (m, 5H), 2.65
(5. 3H). 2.32-2.06 (m, 2H),
2.06-1.73 (m, 6H).
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629

518.4

1H NMR (300 MHz, CDCI3) 5
8.62 (s, 1H), 8.54 (s, 1H), 8.15
-7.93 (m, 1H), 7.40 {(d. J = 8.0
Hz. 1H). 6.88 (s, TH), 6.84 (s.
1H), 6.34 (d, J = 8.6 Hz. 1H),
4.83 - 4.56 (m, 2H), 4.40 -
£.22 (m, 1H), 4.00 - 3.62 (m.
5H), 3.47 - 3.04 (m, TH). 2.24 -
2.02 (m, 2H), 1.96 - 1.70 (m.
BH).

630

ZI
4
Q

504.22

1H NMR (400 MHz, CDCI3) 3
8.68 (d.J = 1.8 Hz, 1H). 8.59
(d, J = 1.8 Hz. 1H), 8.06 (s,
1H), 7.55 (d, J = 8.3 Hz. 1H),
6.94 (d. J = 2.3 Hz, 1H), 6.89
(d, J=2.2Hz, 1H). 6.41(d, J =
8.7 Hz. 1H), 4.88 (dd, J =
13.4. 6.7 Hz. 1H). 4.85 - 4.71
(m. 2H), 3.98 - 3.85 (m., 5H),
3.39 - 3.28 (m, 4H), 2.25 -
2.12 (m, 2H), 1.94 - 1.82 (m,
BH).

631

464.53

1H NMR (400 MHz, CDCI3) 3
8.68 (d. J = 1.7 Hz, 1H). 8.61
(d,J=1.8Hz, 1H), 7.01(d, J =
8.4 Hz. 1H). 6.94 (d, J = 2.3
Hz. 1H). 6.89 (s, TH), 5.96 (d,
J=8.4 Hz 1H). 4.75 {s, 1H).
4.43 - 4.35 (m, 2H), 4.22 (s,
1H), 4.19 - 4.10 (m, 2H). 3.98 -
3.86 (m, 4H), 3.82 (s, 1H),
3.36 - 3.28 (m, 4H), 2.23 -
2.08 (m, 2H), 1.94 - 1.79 (m,
BH).
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632

AXEC,

o

1H NMR (300 MHz,
Chloroform-d) $8.70 (d, J =
1.9Hz, 1H), 863 (d, J=1.9
Hz, 1H), 7.98 (s, 1H), 7.02 -
6.85 (m, 2H), 5.04 (d, J =82
Hz, 1H), 4.79 (s, 1H), 4.02 (s,
1H), 3.96 - 3.87 (m, 4H), 3.40 -
3.25(m, 4H), 2.82(, J=59
Hz, 2H), 2.73 (t, J = 5.8 Hz,
2H), 248 (s, 3H), 219 (d, J =
85Hz, 2H), 181(d, J=53
Hz, 5H).

476.44

633

C

1H NMR (300 MHz,
Chloroform-d) $8.70 (d, J =
1.9Hz, 1H), 863 (d,J=1.9
Hz, 1H), 8.18 {d, J = 5.1 Hz,
1H), 7.01 - 8.88 (m, 2H), 6.42
(d,J=51Hz 1H),5.15(d, J =
80Hz 1H), 479(d,J=57
Hz, 1H), 4.17 - 4.00 (m, 1H),
3.98-3.83 (m, 4H), 3.67 (td, J
=6.7,4.0 Hz, 1H), 3.42 - 3.31
{m, 4H), 2.59 (q, J = 7.6 Hz,
2H), 2.20 (g, J = 6.1 Hz, 2H),
2.03-1.86(m,6H),1.26(t, J=
7.6 Hz, 3H).

435.2
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634

(o)

1H NMR (3C0 MHz,
Chloroform-d) 5 8.71 (d, J =
1.9Hz 1H).8.63(d, J=19
Hz, 1H). 8.19 (d, J = 5.1 Hz,
1H), 7.01 - 6.88 (m, 2H), 6.42
(d,J=52Hz 1H).5.14(d, J =
7.9 Hz, 1H), 4.80 (dt, J = 7.8,
3.8Hz, 1H). 406 (d, J =41
Hz, OH), 3.99 - 3.85 (m, 4H),
3.46-3.24 (m, 4H), 2.78
thept, J = 7.0 Hz, 1H), 2.34 -
211 (m, 2H), 2.04 - 1.81 (m,
7H), 1.25 (d. J = 7.0 Hz. 6H).

10

449.2

635

1TH NMR (300 MHz,
Chloroform-d) 8 8.63 (d, J =
1.9Hz 1H). 854 (d, J=19
Hz, 1H), 6.85 (dd, J = 17.6,
2.5Hz. 2H). 5.86-5.70 (m,
1H), 4.89 - 4.67 (m, 2H), 3.94 -
3.77 {m, 5H), 3.34 - 3.2C (m,
4H), 3.02 (g, J = 7.3 Hz, 2H),
227-2.04 (m, 5H), 1.93 -
1.83(m,6H), 130 J=73
Hz. 3H).

20

481.05

30

636

\ /

1H NMR (300 MHz,
Chloroform-d) 8 8.63 (d, J =
1.9Hz 1H). 854 (d, J=19
Hz. 1H). 6.86 (dd, J = 16.2,
2.5Hz, 2H), 5.85 (s, 1H), 4.75
(d,J=55Hz, 1H), 3.96 - 3.76
(m, 4H), 3.34 - 3.19 (m, 4H),
241 (s, 3H),213(d, J=85
Hz. 2H). 1.82(q,J=10.2. 8.8
Hz, 6H). 1.58 - 1.33 {(m, 3H),

481.1

40
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1.03 - 0.86 (m, 3H).

.
637 o

409.2

1H NMR (300 MHz,
Chloroform-d) 8 8.70 (d, J =
1.9Hz, 1H),862(d,J=19
Hz, 1H), 7.02 - 6.82 (m, 2H),
541 (d,J = 0.8 Hz, 1H), 4.76
(id, J =5.9, 3.0 Hz, 1H), 4.03 -
3.84 (m, 4H), 349 (g, J =58
Hz, 1H), 3.40 - 3.25 (m, 5H),
2.33-2.10 {m, 4H), 2.00 -
1.77 (m, 7H).

0
LK
638 TR

478.3

1H NMR (300 MHz, CDCI3):
ppm 1.82 - 1.95 (m, 6 H), 2.14
-2.26 (m, 2 H), 3.31 - 3.35 (m,
4 H),3.77-3.85 (m, 1 H), 3.90
-3.93(m, 4 H), 4.71 - 4.80 (m,
3H),4.92(t J = 6.6 Hz, 2 H),
5.10 (quint., J = 5.6 Hz, 1 H),
6.39 (d,J = 8.9 Hz, 1 H) 6.90
(d,
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5353

1H NMR (300 MHz, CDCI3):
1.80 - 1.95 (m, 6 H), 2.10 -
2.25 (m, 2 H), 2.52 - 2.64 {(m,
4 H), 277 (t.J = 5.6 Hz, 2 H),
3.33(t, J=4.7 Hz, 4 H). 3.74
(t.J = 4.7 Hz, 4 H), 3.70 - 3.85
(m.1H). 3.91(t,J=47Hz, 4
H), 4.06 (1. J = 5.6 Hz, 2 H),
430 -

Mheaeten!

5334

1H NMR (300 MHz, CDCI3):
ppm 1.40 - 1.50 (m, 2 H), 1.56
-1.70 (m, 4 H). 1.84 - 1.94 (m,
6 HY, 2.1 -2.23 (m. 2 H), 2.46
-2.58 (m, 4 H), 2.71 - 2.80 (m,
2H),3.33 (. J =47 Hz. 4 H),
3.76-3.84 (m, 1 H), 3.91 {t. J
=4.7 Hz, 4 H), 4.07 (t, J = 5.7
H

641

0

371.56

1H NMR (400 MHz, CDCI3) &
8.73 - 8.85 (m, 1H), 8.60 (d. J
= 1.8 Hz, 1H), 6.93 (d, J = 2.4
Hz. 1H). 8.89 (d, J = 2.3 Hz,
1H), 4.75 (s, 1H), 3.95 - 3.87
(m, 4H), 3.39 - 3.28 (m, 4H),
3.05-2.93 (m, 1H), 2.82 -
2.89 (m, 1H), 2.24 - 2.08 (m.
2H), 1.80 - 1.71 (m, 6H), 1.07
(d, J = 6.2 Hz. 6H).
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642

1H NMR (400 MHz, CDCI3) 3
8.70 (d, J = 1.9 Hz, 1H), 8.81
(d,J=19Hz 1H).7.78(d, J =
5.8 Hz, 1H), 6.96 (d, J = 2.4
Hz, 1H), 6.90 (d, J = 2.4 Hz,
1H), 6.36 - 8.26 (m, 1H), 5.99
(d,J=1.9Hz 1H).4.79(d,J =
2.4 Hz, 1H), 4.47 (d, J = 7.1
Hz, 1H), 3.99 - 3.85 (m, 4H),
3.56 - 3.49 (m, 1H), 3.39 -
3.26 (m, 4H), 2.28 - 2.16 (m.
2H), 1.98 - 1.80 (m, 6H).

10
42453

643

1H NMR (300 MHz,
Chloroform-d) $ 8.7C (d, J = 20
19Hz 1H). 861(d, J=1.9
Hz, 1H), 8.57 - 8.45 (m, 1H},
781(d,J=84Hz 1H),7.18
(d,J=1.2Hz, 1H),6.93 (dd, J
4922 =16.8, 2.5 Hz, 2H), 5.48 (s,
1H), 4.83 (dp, J = 4.5, 2.4 Hz,
1H), 4.23 (dp, J = 8.3, 6.6 Hz,
1H), 4.00 - 3.85 (m, 4H), 3.42 -
3.23{m, 4H), 2.35-2.15 (m, 30
2H), 1.97 - 1.76 (m, 6H), 1.26
(d, J=6.6 Hz, 6H).

644

1H NMR (300 MHz,
Chloroform-d) € 8.69 (d, J =
1.9 Hz, 1H), 861 (d,J=1.9
Hz, 1H), 6.93 (dd, J = 17.5,
46516 | 2.5 Hz, 2H). 5.47 (s, 1H), 4.90
(s, 1H), 4.31 (q, J = 7.1 Hz,
2H), 3.92 (dd, J = 5.9, 3.7 Hz, 40
4H), 3.60 (s, 1H), 3.38 - 3.28
(m, 4H), 2.40 (s, 3H), 2.19 (d,
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J=9.4Hz 2H), 1.97 - 1.80
(m, 6H), 1.36 (. J = 7.1 Hz,
3H), 4.83-4.76 (m, 1H).

645

385.51

1H NMR (400 MHz, CDCI3) &
8.68 (d,J = 1.8 Hz, 1H), 8.60
(d,J=1.9Hz, 1H),6.94 (d, J =
2.4 Hz, 1H), 8.87 (d, J = 2.4
Hz, 1H), 4.83 (t, J = 6.9 Hz,
2H), 4.76 (s, 1H), 4.45 (1, J =
6.6 Hz, 2H), 4.14 - 4.05 (m,
1H), 3.94 - 3.88 (m, 4H), 3.35 -
3.30 (m, 4H), 2.65 (s, 1H),
2.24-2.15 (m, 2H), 1.75 -
1.64 (m, 6H).

646

C

423.16

1H NMR (300 MHz,
Chloroform-d) 8 8.71 (d, J =
1.9Hz, 1H), 857 (d,J = 1.9
Hz, 1H), 7.01 - 6.84 (m, 2H),
6.18 (d,J = 1.4 Hz, 1H), 4.8C
(s, 1H), 4.43 (s, 1H), 3.93 (t, J
= 4.9 Hz, 5H), 3.48 (s, 3H),
3.43-3.25(m, 5H), 2.38 -
1.88 (m, 9H).
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Shel
X
Qﬁg

1H NMR (200 MHz, CDCI3) 5
8.67 (d.J = 1.9 Hz, 1H), 8.59
(d,J=1.9Hz, 1H). 8.94 (d, J =
25Hz, 1H),8.88 (d, J=25
Hz. 1H). 4.75 (s, 1H), 4.03 - 10
3.94 (m, 2H), 3.94 - 3.83 (m,
4HY, 341 (td. J = 11.7, 2.1 Hz,
2H), 3.36 - 3.25 (m, 4H), 2.89 -
2.77 (m, 2H), 2.24 - 2.13 (m,
2H), 1.85 - 1.88 (m, 8H), 1.40
(ddd, J = 16.2, 12.3, 4.4 Hz,
3H).

413.59

648

Shel
N

N W\l]

1H NMR (400 MHz, CDCI3) &
8.69 (d.J = 1.9 Hz, 1H), 8.62 20
(d, J = 1.9 Hz, 1H), 7.17 (dd, J
= 8.5, 7.4 Hz. 2H). 6.95 (d, J =
25Hz 1H).6.90 (d, J= 2.4
405.58 | Hz. 1H). 6.69 (t, J = 7.3 Hz,
1H), 6.63 (d, J = 7.9 Hz, 2H),
4.75 (s, TH), 3.98 - 3.71 (m,
5H), 3.52 (s, 1H), 3.40 - 3.30
(m. 4H), 2.24 - 2.11 (m, 2H),

1.94 - 1.84 (m, 6H). 30

649

C

1H NMR (300 MHz,
Chloroform-d) § 8.69 (d, J =
19Hz 1H). 862(d,J=19
Hz, 1H), 7.10 (d, J = 2.3 Hz,
1H), 6.99-6.81 (m, 2H), 5.52
40917 (d,J=23Hz 1H),4.76(t, J =
59Hz, 1H), 4.06 - 3.86 (m,
5H), 3.72 (s, 3H), 349 (t. J =
5.3 Hz, 1H), 3.40 - 3.18 (m,
4H), 219 (dgq, J =129, 7.1,
6.7 Hz, 2H), 1.90 (dd, J =94,

40
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5.2 Hz. TH).

650

447.2

1H NMR (300 MHz,
Chloroform-d) 8 8.70 (d, J =
1.9Hz, 1H), 862 (d, J=19
Hz, 1H), 8.47 - 8.36 (m, 1H),
6.95 (d. J =2.5Hz, 1H). 6.9C
(d,J=25Hz, 1H),6.18(d, J =
1.2 Hz, 1H). 4.95-4.73 {m,
2H), 4.04 - 3.78 (m, 5H), 3.44 -
3.24 (m, 4H),2.30-212 (m.
2H),2.03-1.70 {m, 7H). 1.17 -
0.80 (m, 4H).

651

435.18

1H NMR (300 MHz,
Chloroform-d) 8 8.70 (d, J =
1.9Hz, 1H). 861 (d, J =19
Hz, 1H), 850 (d, J = 1.1 Hz,
1H), 6.93 (dd, J=156.9.2.5
Hz, 2H),6.17 (d, J = 1.1 Hz,
1H), 4.98 (d, J = 8.1 Hz, 1H),
4.86-4.75(m, 1H), 3.97 -
3.87 (m, 4H), 3.39 - 3.28 (m,
4H), 2.61 (g, J = 7.6 Hz. 2H),
221 (dt, J =11.2, 5.0 Hz, 2H),
2.04-1.82(m,6H),1.25(t, J=
7.6 Hz, 3H).
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652

44923

1H NMR (300 MHz,
Chloroform-d)$ 8.7C (d, d =
1.9 Hz 1H), 861(d, J=19
Hz, 1H). 852 (d, J = 1.1 Hz,
1H),6.93 (dd, J=16.0. 2.5
Hz. 2H). 6.19 -6.12 (m, 1H),
4.91(d,J=8.0Hz 1H), 4.81
(d,J=54Hz 1H), 413-3.77
(m. 5H), 3.40 - 3.28 (m, 4H),
2.80 (hept, J = 8.8 Hz, 1H),
2.27-2.00 (m, 2H), 1.99 -
1.83 (m, 6H), 1.4C - 1.12 (m,
6H).

653

451.07

1H NMR (300 MHz,
Methanol-d4/ CDCI3) 5 8.82 -
8.68 (m, 2H), 8.61 (d, J = 0.8
Hz. 1H). 7.38 (t, J = 0.8 Hz,
1H), 7.18 (s, 1H), 5.11 - 4.99
(m. 1H), 4.47 - 431 (m, 1H),
3.99-3.88 (m, 4H), 3.74 -
3.58 (m, 4H), 2.37 - 2.23 (m.
2H), 2.13 - 1.80 (m, 6H).

654

493.3

1H NMR (300 MHz, CDCI3):
ppm 1.82 - 1.95 (m, & H), 2.11
-2.24 (m, 2 H). 2.32 (s. 6 H),
2.68 (t, J = 5.7 Hz, 2 H). 3.29 -
3.37 (m, 4 H), 3.76 - 3.86 {m,
1 H), 3.88 - 3.95 (m, £ H), 4.00
(t.J=57Hz 2H) 4.29(d.J =
8.2 Hz. 1 H), 4.70 - 4.83 (m, 1
H)
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548.3

1H NMR (360 MHz, CDCI3):
ppm 1.81 - 1.97 (m, 6 H), 2.10
-2.25(m, 2 H), 2.33 (5. 3 H),
2.42-2.83(m, 8 H) 2.78 {t.J
= 5.6 Hz, 2 H), 3.28 - 3.39 (m,
4 H),3.75-3.85 (m. 1 H), 3.86
-3.97 (m, 4H).4.05 (1. J = 5.6
Hz, 2 H), 428 (t, J = 8.4 Hz. 1
H)

656

HO

393.1

1H NMR (300 MHz,
DMSO-d6) 5 8.64 (d, J = 1.9
Hz, 1H). 8.47 (d, J = 1.9 Hz,
1H), 8.25 (d, J = 4.8 Hz. 2H),
715(d. J = 7.3 Hz, 1H), 6.59 -
6.47 (m, 2H), 6.31(d. J = 2.2
Hz, 1H). 5.80 - 5.68 (m, 1H),
4.85(s, 2H), 4.62(d. J =53
Hz. OH). 4.24 (t, J = 7.4 Hz,
2H), 3.83 (s. 1H), 3.71 (dd, J =
8.4,4.7 Hz, 2H), 2.14 - 1.97
(m. 2H), 1.79(d, J = 19.4 Hz.
5H).

657

C

518.32

1H NMR (300 MHz,
Chloroform-d) & 8.59 (d, J =
1.9Hz, 1H). 850{d,J=19
Hz, 1H), 8.11 (s, 2H), 6.91 -
6.70 (m, 2H), 4.66 (s, 1H),
392-356(m,7H), 3.45(d, J
=4.3 Hz, 3H). 3.31 - 318 (m,
6H), 2.08 (s, 2H), 1.84 (d, J =
38.5 Hz, 8H).
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658

()

o

450.3

1H NMR (300 MHz, CDCI3):
ppm 1.37 (t, J = 7.0 HZ, 3 H),
1.84 - 1.94 (m, 6 H), 2.10 -
2.25 (m, 2 H), 3.29 - 3.38 (m,
4 H),3.75-3.85 (m, 1 H), 3.88
-3.95(m, 4 H),3.97(q, =70
Hz, 2 H), 4.22 - 4.34 (m, 1 H),
4.73-4.80 (m, 1 H), 6.36 (d, J
=9.0H

659

451.34

1H NMR (300 MHz,
Chloroform-d) 8 8.69(d, J =
1.9Hz, 1H), 860 (d, J=1.9
Hz, 1H), 8.92 (dd, J = 19.5,
2.5 Hz, 2H), 5.25 (s, 1H), 4.76
(g, J=8.3 7.2Hz, 2H), 3.97 -
3.87 (m, 4H), 3.58 - 3.28 (m,
8H), 2.40 (s, 3H), 2.24 - 2.13
(m, 2H), 2.07 - 1.78 (m, 6H).

Oo0oooooooooooo0ooDooo4gogoooog
Ooo0oooooooooooooooooooooo-g
OO0 0DoDoo0gUoooDoDooUdoooDooog4dgoooodg

DO Ooooo
DO OooOooo

Oo0oooooooooogogooooog
Ooooooooooooogooooog
Oo0oooooooooooooooooogogooood
OOo0ooDoooouoooDooggooooogogoooaog
OOo0oooooooooooooooogoooao
Ooooooooooooooooooogogoooao
OO0 o0oDooggUoooDoDooggooooogogoooaog
Oo0oooooooooDoooooooogogog
Oo0oo=ToooooooooooooogogoQg
Ooo0oooooooooooooooooogoga-g
OOo0ooDooo4ooooooogogooooggog
Oo0ooooooooDoo<*® oo oooggog
OooooooooooooooooooogoQgoQg
OO0 oDoogog4ogooDoogogUggooooggg
Oo0oooooooooDoooooooogogoQg
Ooo0ooooooo0ooDoooooooogQgoQg
OO0 oDoogg4UdoooDooUogUooooogogog
OOo0ooooo4ooooooooooooggog
Ooo0oooooo0oooooo0oooogQgoQg
Oooooooooooooooooooogogo-g
Oo0ooDoogog4ooooDooogUgogooooggog
Oo0oooooo0ooDoooooo=®= ogogog
Ooo0ooooooo0oooooooooogogoQg

O
O
O
O

DO 0D o0DoDoo4goooodg

Oooo0ogoood
Oooo0oogoood

DT OO0 oDoogogooood

00DO0DoO0O0DOoDoOoOD
oo fPo0ooooooo0n
000000 DOoDoOoOoD
0000, 0000000
00oO0oo0oO0oDoOooooDn
00o0ooo0oO0ooOooooan
00o0ooDo0O0DoOoDoOoOoD
00oo0oo0oO0oDOoooOoD
00o0OoO0OO0pO0ODO0OO0OO0D
00o0oD0DO0oO0oDOoDoOoOoD
00DO0DoO0O0DOoDoOoOD
00oO0oo0oO0oDoOooooDn
O0o0oD0Do0O0DOoDoOoOoDo
0o00oO0oO0O0DOoDoOoOoD
000ooo0OO0DOpDOO0OO0D
00o0ooo0oO0ooOooooan
00000000 DoOoOO0D
0o0o0oDo0O0oDOoDoOoOonD
00oo0oo0oO0ooOooooan
000000 DOoDoOoOoD
00DO0ooo0O0DOoDoOoOD

10

20

30

40

50



Oo0ooooooooooogogooooog
Oooooooooooooooooao
OO0 0DoDoogogUooDoDoogogogoooaog
Oo0oooooooooogogooooaog
Ooooooooooooogooooo
Oooooooooooooooooao

O Oooo

]

O

O
O
O
O
O
O
O
O
O
O
O
O
O

Oo0ooogoQgogoao
Oo0ooooQgooo
Ooo0oooOoooo
Oo0DoOoogoQgogoao
Oo0ooogoQgooao
Ooo0oooQgooo
OooO0ooooOooOooao
Oo0ooogoQgooao
Oo0oooQogooo
Ooo0ooooOoooo
OoooogHXe

O
O
OJ
O
O
O
O
O
O
OJ
O
O
O
O
O
O
O
O
O
OJ
O

O
O
O
O
O
O
O
O
(]
O
O
(]
O
O
O
(]
O
O
O
O
O

O
OJ
O
]
O
]
O
O
[
O
O

O O

Ooo0oooQgooao
Ooo0oooQgooo
OooOooooOooOooao
Oo0ooogoQgogooao
Ooo0oooQgooo
Ooo0ooooOooOooao
Oo0ooogoQgogoao
Oo0oooQgooao
Oooooooooo
OO0 oOoogoQgogoao

O

O

Oooooggdg
Oo0oooQoooo
OoooooOooOooao
Oo0oOoogoQgogoao
Ooo0oooQgoooo
Ooo0oooOoooo

JP

oo

O O
O O

6360878 B2 2018.7.18

O
O
O

O
O
O
O
O
O
O
O
O
(]

aood

O

O

0

Ooooooggdg

goad

O

OoooogQgQg
OooooogQgQg
I [ [y |
OOooooggQg
OooooogQgoQg
OoOoo0oooogodgad

O

O

goad

O

O

O

10



(406) JP 6360878 B2 2018.7.18

gboooooooan

(51)Int.CI. oo
OO00 403/14  (2006.01) 0000 403/14 0000 ooooo
OO00 405/12 (2006.01) 0000 405/12 0000 ooooo
OO00 405/14  (2006.01) 0000 405/14 0000 ooooo
OoO0o 413/12 (2006.01) Ooo00 413/12 0000 ooooo
0000 413/14  (2006.01) Oo0O0 413/14 0000 ooooQ
Ooooo 417712 (2006.01) Ooo00 #4712 0000 ooooo
OoOooo 471/04  (2006.01) 0000 471/04 0000 ooooo
0000 473/34  (2006.01) Oo00O0 471/04 0000 ooooo
Ooooo 475/00  (2006.01) 0000 471/04 0000 ooooo
OoOoo 487/04  (2006.01) 0000 471/04 0000 ooooo
0000 491/048  (2006.01) OOo0O0 471/04 0000 ooooo
OO00 491/052  (2006.01) Oo0O 471/04 0000 ooooo
0000 491/056  (2006.01) 0000 473/3 0000 ooooo
o000 498/08  (2006.01) OO0oOO 475/00 0000 ooooo
OO00 498/04  (2006.01) oooo 487/04 0000 ooooo
0000 513/04  (2006.01) OOoOO0 487/04 0000 ooooo
OoOOo0 31/506  (2006.01) 0000 487/04 0000 ooooo
ODOoOoO 31/5377  (2006.01) Oooo 487/04 0000 ooooo
OoOoO0 31/538  (2006.01) OoOO 487/04 0000 ooooo
poooo 35/00 (2006.01) 0000 487/04 0000 ooooo
oOoOoO 43/00 (2006.01) 0000 491/048 0000 ooooo
0ooo 0000 491/052 0000 ooooo
0000 0000 491/056 0000 ooooo
0ooQ 0000 498/08 0OOO ooooo
0ooQ 0000 498/04 0OOO ooooo
0000 OO000 513/04 0000 ooooo
0000 0000 31/506  OOOO ooooo
0ooQ oooo 315377 0000 ooooo
0ooo OO000  31/5386 0OOO0 ooooo
0000 Oooo  3s/00 0000 ooooo
0ooQ Oooo 43/00 0000 ooooo

(72000 00000000000000000
0000000000000000000000000000000000000000000

(72000 000000000000000
00000000000000000000000000000000000000000000

(7000 000000
00000000000000000000000000000000000000000000

(72000 000000000000000C0
00000000000000000000000000000000000000000000
00

(72000 000000000000000
00000000000000000000000000000000000000000000
0000000000000

(72000 0000000C0000000000
00000000000000000000000000000000000000000000
0000000000000000



(407) JP 6360878 B2 2018.7.18

(72000 00000000000000000
00000000000000000000000000000000000000000

(7000 000000
00000000000000000000000000000000000000000

(72000 000000000
00000000000000000000000000000000000000000000
0o

(72000 000000000
00000000000000000000000000000000000000000000
0o

(72000 0O000000000000O0
00000000000000000000000000000000000000000000
O

(72000 000000000000
00000000000000000000000000000000000000000000
O

(7000 0O00000O000O0000O0
00000000000000000000000000000000000000000000
000000o00oo

(72000 0000000000000
00000000000000000000000000000000000000000000

(7000 00000000
00000000000000000000000000000000000000000

(72000 0000000
0000000000000000000000000000000000000000

gog gogo

Ge) D000 OOOoOOoooooooooooooooooo
oooooobooooooobbooboooboobooo

(8)000000(nt.Cl.O000)
0oooooo
ooooo
00000000000000000000
oo



	biblio-graphic-data
	claims
	description
	overflow

