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00000
000000
000000
® 1
ci
7
N,
HN JN\
NN
Rt H O:IS:O
E&'J
A
<) R A K, H-NMR (400 MHz, CDGI3): BHE ClLogP/tPSA
Tk CBI1 MH" (BiH{E)
#S (nM)
1 Me CH, |3 d 754 (d, J=75Hz 2H), 48702 | 3.50/101.22
7.33-7.29 (m, 3H), 7.23-7.21
{m, 2H), 7.15 (d, /= 6.5 Hz,
2H), 4.71-4.69 (m, 1H), 449-
443 (m, 1H), 4.04-4.00 (m,
1H), 312 (d, /= 0.7 Hz, 4H),
211 (s, 3H), 163, J=08
Hz, 5H}, 1.46 (d, J=0.7 Hz,
2H).
2 CH,CONH | CH, | 1.6 S 765-7.63 (m, 2H), 7.31 | 530.04 | 3.96/130.32

{d, J=70Hz 3H), 7.22-7.16
{m, 2H}, 715 (d, J=7.2 He,
2H), 4.62 (s, 2H), 3.93 (s,
1H), 3.11 (m, 4H), 1.94 (s,
3H), 1.69 (d, /= 2.8 Hz, 4H),
1.49 (s, 2H).
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30

3

SMe

CH,

15

& 7.58 (s, 2H), 7.35-7.31 (m,
2H), 7.29 (s, TH), 7.21 (dd, J
=13.8, 7.2 Hz, 4H), 4.70-4.66
(m, TH}, 4.52-4.46 (m, TH),
4.05-4.02 (m, 1H), 3.13 (m,
4H), 2.52 (s, 3H), 1.65 (m,
4H), 1.47 (s, 2H).

519.08

4.39/101.22

10

- FIL

CH,

23

§ 752 (s, 2H), 732 (d, J=
6.7 Hz, 3H), 7.23-7.21 (m,
2H), 717 (s, 2H), 4.94 (s,
TH), 4.69-4.67 (m, 1H), 4.50-
4.44 (m, 1H), 4.01-3.98 (m,
TH), 3.13 (m, 4H), 1.63 (t, V=
1.0 Hz, 4H), 1.47 (s, 2H), 1.36
(s, 9H).

529.1

4.74/101.22

4-F-
=)L

CH,

d 7.85 (s, 2H), 7.47-7.46 (m,
2H), 7.21 (d, J= 5.0 Hz, 5H),
7.06 (t, J= 8.1 Hz, 2H), 6.60-
6.59 (m, 2H), 6.30-6.28 (bs,
2H), 4.52-4.49 (m, 1H), 4.33-
4.30 (m, 1H), 3.79 (s, TH),
3.16 (s, 4H), 1.66 (s, 4H),

1.48 (s, 2H).

567

6.43/101/22

20

4-ClI-
=)L

CH,

8 777, J=178Hz 2H),
7.46-7.44 (m, 2H), 7.35 (d, J
=79Hz 2H) 722 (d, J=89
Hz, 5H), 6.59-6.58 (m, 2H),
6.25 (s, 2), 450 (dt, /= 9.3,
09 Hz, 1H), 4.31-4.29 (m,
TH), 3.79-3.75 (m, 1H), 3.15
(m, 4H), 1.66 (m, 4H), 1.48 (s,
2H).

583.5

1.00/101.22
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7

Me

CF,

8 754 (d, J= 7.6 Hz, 2H),
731 (t, J= 7.3 Hz, 3H), 7.23
(d, J=8.1Hz 2H), 714 (d, J
= 6.9 Hz, 2H), 5.39 (s, 1H),
4.72-4.70 (m, 1H), 443 (¢, J
=12.1 Hz, 1H), 4.01-3.97 (m,
1H), 3.33 (m, 4H), 2.10 (d, J
= 14.0 Hz, 7H).

523.00

2.89/101.22

CH,CONH

CF,

1.2

¢ 7.63-7.61 (m, 2H), 7.32 (d,
J=69Hz 2H), 7.31-7.28
(m, 1H), 7.22 (s, 2H), 7.16 (d,
J=7.0 Hz, 2H), 4.66-4.64
{m, TH), 4.55-4.49 (m, 1H),
397 (t, /=58 Hz, 1H), 3.33
(m, 4H), 2.05 (m, TH).

566.02

3.34/130.32

SMe

CF,

14

d 7.58 (s, 2H), 7.33 (d, J=
7.1 Hz, 4H), 7.23-7.17 (m,
3H), 4.70 (dddd, /=55, 4.1,
2.6, 1.4 Hz, 1H), 4.50-4.45
(m, TH), 4.02 (ddd, /=53,
2.6, 1.6 Hz, 1H), 3.35 (m, 4H),
2.52 (s, 3H), 2.10 (s, mH).

555.06

3.77/101.22

10

t-TFIL

CF,

21

§ 751 (s, 2H), 7.32 (g, J=
7.6 Hz, 3H), 7.19 (dd, J=
26.8, 7.1 Hz, 4H), 4.94 (s,
1H), 4.71-4.68 (m, 1H), 4.44
(t, J= 114 Hz, 1H), 3.99-
3.95 (m, 1H), 3.35 (m, 4H),
2.08 (s, mH), 1.37 (s, 9H).

565.08

41.2/101.22

11

4-F-
o e iy |

CF,

§ 7.85(dd, J=7.0,5.2 Hz,
2H), 746 (td, /= 1.8, 1.1 Hz,
2H), 7.23 (m, 5H), 7.09 (, J=
8.2 Hz, 2H), 6.60 (dt, J= 20,
1.3 Hz, 2H), 6.03-5.99 (m,
2H), 452 (td, J= 3.7, 2.6 Hz,
TH), 4.31-4.27 (m, 1H), 3.79-
3.76 (m, 1H), 3.37 (m, 4H),
2.10 (m, 4H).

603.06

5.82/101.22
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12

4-ClI-
ks ety |

CF,

§ 7.77 (d, J= 8.1 Hz, 2H),
7.46-7.44 (m, 2H), 7.38 (d, J
=82Hz 2H), 723 (d, J=79
Hz, 5H), 6.57 (s, 2H), 6.11 (s,
2H), 453-4.50 (m, 1H), 4.28
(t, J= 6.6 Hz, 1H), 3.76-3.74
(m, 1H), 3.37 (d, /= 0.9 Hz,
4H), 2.10 (m, 4H).

619.5

6.57/101.22

13

Me

CH
CF,

8 754 (d, J= 7.6 Hz, 2H),
7.33-7.29 (m, 3H), 7.23 (d, J
=78 Hz 2H), 714 (d, J= 7.1
Hz, 2H), 5.34 (s, TH), 4.70-
469 (m, 1H), 447-4.41 {m,
1H), 4.01-3.97 (m, 1H), 3.86
(m, 2H), 2.63-2.60 (m, 2H),
2.11 (s, 3H), 2.04 (s, 1H),
1.86 (m, 2H), 1.74-1.71 {m,
2H).

555.02

3.59/101.22

14

CH,CONH

CH
CF;

8 762 (dt, /=43, 2.1 Hz,
2H), 7.33-7.29 (m, 3H), 7.26-
7.21 (m, 3H), 717-7.15 {m,
1H), 4.68-4.64 (m, 1H), 4.56-
4.49 (m, TH), 3.99-3.95 (m,
1H), 3.88-3.84 (m, 2H), 2.58-
252 (m, 2H), 210 (d, J=06
Hz, 4H), 1.92-1.84 (m, 2H),
1.77-1.70 (m, 2H).

598.04

4.05/130.32

15

SMe

CH
CF,

d 757 (s, 2H), 7.31 (t, J=
8.0 Hz, 3H), 7.23 (d, /= 8.1
Hz, 2H), 7.18 (d, J=6.1 Hz,
2H), 5.33 (s, 1H), 4.72-4.68
(m, TH), 4.49-4.46 (m, TH),
402-3.99 (m, 1H), 3.86-3.84
{(m, 2H), 2.65-2.53 (m, 5H),
2.08-2.04 (m, 1H), 1.91-1.88
(m, 2H), 1.75-1.72 (m, 2H).

587.08

4.48/101.22

10

20

30

40



gbooooao

(58)

JP 6762930 B2 2020.9.

30

16

=T FI

CH
CF,

§ 7.52 (s, 2H), 7.33-7.29 (m,
3H), 7.23 (d, J= 8.5 Hz, 2H),
715 (t, J=0.7 Hz, 2H), 4.93
{s, 2H), 471-4.67 (m, TH),
4.47-4.41 (m, 1H), 4.00-3.96
{m, 1H), 3.88-3.85 (m, 2H),
2.64-2.59 (m, 2H), 2.04 (s,
1H), 1.90-1.86 (m, 2H), 1.75-
1.71 (m, 2H), 1.37 (s, 9H).

597.10

483/101.22

10

17

Me

§ 754 (d, J= 7.7 Hz, 2H),
7.35-7.29 (m, 3H), 715 (d, J
= 6.7 Hz, 4H), 5.28 (s, 1H),
4.77-4.69 (m, 1H), 4.49-4.38
{m, 1H), 4.03-3.99 (m, 1H),
3.75 (m, 4H), 3.16-3.11 (m,
4H), 2.11 (s, 3H).

488.99

3.21/110.45

20

18

SMe

§ 759 (s, 2H), 7.32 (d, J=
6.9 Hz, 3H), 7.24-7.18 (m,
4H), 4.71-4.69 (m, TH), 4.52-
447 (m, 1H), 4.06-4.00 (m,
1H), 3.77 (m, 4H), 3.17 (m,
4H), 2.52 (s, 3H).

521.06

3.83/110.45

19%

4-F-
ks ety |

CH
CF,

§ 782 (dd, J=8.7, 53 Hz,
2H), 7.46-7.44 (m, 2H), 7.25—
7.19 (m, 5H), 7.04 (t, /=86
Hz, 2H), 6.57 (s, 2H), 6.43 (s,
2H), 4.51-4.48 (m, 1H), 4.30—
425 (m, 1H), 3.87 (¢, /=103
Hz, 2H), 3.79-3.75 (m, TH),
2.69-2.59 (m, 2H), 2.07 (d, J
=16.0 Hz, 1H), 1.90 (d, J=
13.0 Hz, 2H), 1.78-1.70 (m,
2H).

636.08

6.5/101.2
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20

4-Cl-
=L

CH
CF,

§ 7.77 (d, J= 8.4 Hz, 2H),
7.46-7.45 (m, 2H), 7.37 (d, J
=84 Hz 2H), 722 (t, J=6.1
Hz, 5H), 6.63 (s, 2H), 5.97 (s,
2H), 4.55-4.51 (m, 1H), 4.33-
4.27 (m, 1H), 3.92-3.86 (m,
2H), 3.79-3.75 (m, 1H), 2.69-
2.59 (m, 2H), 2.08-2.05 (m,
1H), 1.89 (d, J= 8.1 Hz, 2H),
1.79-1.71 (m, 2H).

651.53

1.2/101.22

21

8 785(dd, /=8.3,54 Hz,
2H), 7.50 (d, /= 25.1 Hz,
2H), 7.22-7.20 (m, 5H), 7.07
(t, J=8.4 Hz, 2H), 6.63 (s,
2H), 6.09-6.06 (m, 2H), 4.54~
451 (m, 1H), 4.36-4.30 (m,
1H), 3.84-3.82 (m, 5H), 3.19
(s, 4H).

569.05

5.62/110.4

22

4-ClI-
=)L

§ 7.75(t, J= 8.8 Hz, 2H),
7.45-7.37 (m, 2H), 7.37-7.32
{m, 2H), 7.23 (t, J= 9.7 Hz,
5H), 6.58 (s, 2H), 6.20 (s,
2H), 4.52-4.50 (m, 1H), 4.32-
4.28 (m, 1H), 3.76 (s, 5H),
3.18 (s, 4H).

583.5

6.19/1104

23

CH,CONH

§ 7.63(d, J= 8.3 Hz, 2H),
7.31 (g, /=79 Hz, 2H), 7.22
{d, SJ=86Hz 2H), 722 (d, J
= 8.6 Hz, 3H), 4.66 (dd, J=
11.5, 5.8 Hz, 1H), 452 (t. J=
11.8 Hz, 1H), 4.00 {dd, J=
120,59 Hz, 1H), 3.76 (d, J=
34 Hz, 4H), 318 (d, J=32
Hz, 4H), 2.09 (s, 3H).

532.02

3.53/139.5
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24 =7 FIL

§ 753(s, 2H), 732 (t, J=
7.2Hz 2H), 7.27 (d, J= 172
Hz, 1H), 7.22 (d, /= 8.6 Hz,
2H), 7.16 (d, J= 7.2 Hz, 2H),
468 (dd, J=11.5,5.5 Hz,
1H), 446 (t, J=11.9 Hz, TH),
400 (dd, J=12.1,5.5 Hz,
1H), 3.75 (s, 4H), 3.17 (s,
4H), 1.35 (s, 9H).

531.07

44/1104

25 SMe

CH
Ph

§ 7.59-7.58 (m, 2H), 7.30
{dd, /=179, 7.4 Hz, 3H),
7.21 (dd, J=14.7, 8.1 Hz,
4H), 470 (dd, J= 115,54
Hz, 1H), 451 {t, J= 11.8 Hz,
1H), 405 (dd, /=121, 5.2
Hz, 1H), 3.92-3.87 (m, 2H),
2.76-2.67 (m, 2H), 2.53 (s,
3H), 1.88 (d, J= 3.4 Hz, 3H).

595.1

5.8/101.2

26 Me

CH
Ph

563.11

4.9/101.22
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U
i)

Rl

Ri

K
8B
{nM}

H-NMR

i
bl

CLogPiPSA
(B

Ade

Ef

3733 {d J= 8.5 Hz, 2H),
7.30 (g, J=7.5 Hz, 30, 7.21
{d.J=86Hz 2H, 713 (4. J
= 7.0 Hz, 2H), 334 (s, 1H),
467 (dd. J=11.6. 5.3 Hz,
1H), 442 (1, J=12.0 Hz.
1F), 3.99 (dd. F= 123, 5.3
Hz, 1H).3.25 (3,7 = 7.3 Hz,
4H), 2.10 (s, 3H), 1.18 (dt, J
=13.5, 6.8 Hz. 7H)

267710122

L2

Shie

Et

6 7.57 {5, 2H}, 7.32-7.3 (m,
3H), 7.22 (d.J= 8.2 He, 2H},
7184, F=3% & Hr, 3H).
$.69-4.65 {m, 1H}, $.49-4.43
(i LH), 4.04-3.99 (my, 1H},
326 (d, /=67 Hz 4H), 2.52
{5, 3H3, 119 {m, 6H}.

3747106122

Tl

7T

Et

§7.51(d,J= 8.3 Hz 2H),
7.29 (. =83 Hz 3H), 7.21
{d.J=86Hz 2H). 7.15(d, J
=7.2 Hz, 2H), 4.65 {dd, F=
1.6, 56 Hz, TH). 442 {1. J =
11.9 He, 1), 2.97 (dd. J =
12,2, 5.6 Hz, 1H), 3.25 (. /=
7.1 Hz, 48, 1.36 (s, 9H).
117 (1.J="7.1 Hz, 6H).

51708

391410822

CH:OONH

Et

6850 (s, 1HL 761(d, J=83
Hz, 2H), 7.30-7.25 {m, 3H),
721 {d, J=R8.6 Hz. 2H}, 7.16
{d, J=7.1 Hz, ZH), 4.63 {dd,
J=119, 54 Hz, 1H), 4.52-
4.46 {m, 1H) 4.01-3.97 {m,
1H), 3.24{q./= 7.1 Hz. 4H}.

S18.03

33171303
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209 (. 3Hy 1191, J=72
Hz, 6H).

4-F-Tx I

Et

Et

§7.89(dd, =586, 5.3 Hz,
2H), 7.49-747 (m. 2H), 7.22-
716 (m, SHY. 7.10 {t. J= 8.6
Hz, 7H), 6.78 {5, 2H), 5.6 {bs,
1H). 4.56-4.52 (m, 1H), 437-
4.30 (i, 1H). 3.89-3.86 {m,
). 3.28 {q. 7= 7.1 Hz, 41D,
119 (1, J=7.1 Hz, 6H).

o]
th
L
)

i}

57710822

&

4-Cl-7x =)L

Et

Et

4 7.79 {4 J=5.3Hz 2H}.
TAT-TAS (m, 21Ty, TS (L J
=83Hz ZH)L 721 J=70
Hz, 5HJ, 6.68 {5, IH). 6.00 (5.
M), 4.53-4.49 (m, 1H), 433-
427 (o, 1H} 3.82-3.77 {m,
iH), 3.28¢q.J="7.1 Hz, 4H},

{19 (dd, J=88, 6.0 Hz 6H).

63310122

)

EFTI

o

45710122

ugboogood
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7 | R
NES

CB,
(nM)

H-NMR

HE

CLogP/tPSA
(FEamiiE)

CH,

8 752 (s, 2H), 7.33-7.26 {m, 3H),
7.22(d, J= 8.6 Hz, 2H), 7.15 (s,
2H), 5.21 (s, 2H), 468 (ddd, J=

11.5, 5.3, 0.3 Hz, 1H), 4.46-4.40 {m,

1H), 4.01-3.97 (m, 1H), 3.33-3.30
(m, 4H), 2.11 (s, 3H), 1.85-1.82 (m,
4H).

473

2.94/101.22

2 SMe

CH,

8§ 7.57 (s, 2H), 7.32 (dd, /= 6.7,
0.8 Hz, 3H), 7.23 (d, /= 8.2 Hz,
2H), 7.23 (d, J=8.2 Hz, 2H), 468
(d, /=96 Hz, 1H), 449-4.43 (m,
1H), 401 (d, J=16.1 Hz, 1H), 3.34
(m, 4H), 2.53 (s, 3H), 1.86 (m, 4H).

905.06

3.83/101.22

e ety |V

CH,

'H-NMR (400 MHz, CDCl,): &

7.88 (dd, J= 8.3, 54 Hz, 2H), 747
(d J=74Hz 2H), 721 (d, J=85
Hz, 5H), 7.08 (t, /= 8.4 Hz, 2H),
6.70 (s, 2H), 5.94 (s, 2H), 4.54-4.50
(m, 1H), 4.35-4.28 (m, 1H), 3.84-
3.80 (m, 1H), 3.35 (d, J= 5.7 Hz,
4H), 1.86 (s, 4H).

353.05

5.87/101.22
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gooooad
4 4-Cl- CH, H-NMR (400 MHz, CDCI,): & 7.79 | 569.51 | 6.4/101.2
7 e il | (d, /= 8.4 Hz, 2H), 7.50-7.41 (m,
2H), 7.35 (d, /= 8.4 Hz, 2H), 7.21
(t, /= 6.5 Hz, 5H), 6.64 (s, 2H),
6.13 (s, 2H), 4.52-4.49 (m, 1H),
4.34-4.26 (m, 1H), 3.81-3.75 (m,
1H), 3.35 (d, /= 6.8 Hz, 4H), 1.86
(s, 4H).
CH,CONH | CH, 516.02 | 3.4/130.3
t-TFI CH, 8§ 7.52-750{m, 2H}, 7.31 (q, J= 51507 | 4.18/101.2

7.8 Hz, 4H), 7.21 (d, /=85 Hz,
2H), 7.15 (d, J= 7.3 Hz, 2H), 4.66
(dd, J=11.7, 5.6 Hz, 1H), 443 (t, J
=12.0 Hz, 1H), 3.98 {dd, /= 12.2,
5.6 Hz, 1H), 3.32 (t. /= 6.3 Hz, 4H),
1.84 (t, J= 6.3 Hz, 4H), 1.36 (s,
9H).

oooooao

10

20



(65)

JP 6762930 B2 2020.

K, CB, | H-NMR BE | ClLogP/tPSA
() ()
1 4-Cl- wa 6265 |98/979
=)L | Ph-
2 SMe wa 8.51 (s, 1H), 7.94- 562 7.7/97.9
Ph 7.87 (m, 3H), 7.58 {t,
J= 84 Hz, 2H), 7.28
(t, J= 5.2 Hz, 6H),
7.12-7.07 (m, 3H),
6.92 (d, J= 8.9 Hz,
2H), 5.70 (s, 2H), 5.37
(dd, J=13.1, 6.6 Hz,
1H), 3.75 (dd, J=
17.9, 13.1 Hz, 1H),
3.12-3.06 (m, 1H),
2.21 (s, 3H).
3 4-F- e 610.1 | 9.3/97.9
=)L | Ph-
4 Me wa 528.02 | 6.17/979
Ph
5 t7FINL S 570.1 | 7.4/97.9
Ph
6 CH,CONH | {8 & 571.05 | 5.74/127.08
Ph
SMe CF, 580.04 | 7.43/979
t=7FIL | CF, 590.06 | 7.7/97.9
SMe Cl 5465 | 7.2/979
oooooad
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