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1H NMR (400 MHz, CDCI3) & 8.13 Hz, 1H), 7.30 (d, J = 7.5 Hz, 2H
), 7.04 (d, J = 7.5 Hz, 2H), 6.84 (d, J = 5.1 Hz, 1H), 5.24 (br, 1H), 4.72 - 4.52
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2 (t,J = 7.2 Hz, 3H). ESI-MS m/z 300.1 [M+H].
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14 NMR (400 MHz, CDCI3) & 8.12 (d, J = 5.2 Hz, 1H), 7.31 (d, J = 7.5 Hz, 2H
), 7.24 (t, J = 7.5 Hz, 2H), 7.20 - 7.13 (m, 1H), 6.91 (d, J = 5.1 Hz, 1H), 5.30
(p, J = 7.0 Hz, 1H), 4.54 (d, J = 7.5 Hz, 1H), 4.07 (s, 2H), 2.81 (h, J = 4.7, 3.6

Hz, 1H), 1.52 (d, J = 6.7 Hz, 3H), 0.88 - 0.69 (m, 4H). ESI-MS m/z 294.2 [M+H].
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14 NMR (400 MHz, CDCI3) & 8.14 (d, J = 5.2 Hz, 1H), 7.37 (d, J = 7.6 Hz, 2H
), 7.22 (t, J = 7.5 Hz, 2H), 7.12 (d, J = 7.0 Hz, 1H), 6.95 (d, J = 5.2 Hz, 1H),
5.41-5.22 (m, 1H), 4.07 (s, 2H), 3.62 (t, J = 7.4 Hz, 2H), 1.61-1.68 (m, 2H), 1
.35-1.42 (m, 2H), 0.95 (t, J = 7.4 Hz, 3H). ESI-MS m/z 310.2 [M+H].
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1H NMR (400 MHz, CDCI3) & 8.14 (d, J = 5.2 Hz, 1H), 7.37 - 7.11 (m, 10H),
7.09 - 6.94 (m, 1H), 5.23 (q, J = 7.1 Hz, 1H), 4.69 (d, J = 2.7 Hz, 2H), 4.09 (s,
2H), 1.53 (s, 3H). ESI-MS m/z 344.2 [M+H].
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1H NMR (400 MHz, CDCI3) & 8.14 (d, J = 5.1 Hz, 1H), 7.31 - 7.15 (m, 5H), 7.
14 - 7.08 (m, 2H), 7.01 - 6.95 (m, 1H), 6.82 - 6.74 (m, 2H), 5.26 (p, J = 6.9
Hz, 1H), 4.61 (d, J = 2.5 Hz, 2H), 4.17 (s, 2H), 3.95 (s, 2H), 3.71 (d, J = 1.9
Hz, 3H), 1.49 (d, J = 6.6 Hz, 3H). ESI-MS m/z 374.2 [M+H].
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1H NMR (400 MHz, CDCI3) & 8.13 (d, J = 5.7 Hz, 1H), 7.34 (d, J = 7.6 Hz, 2H
), 7.26 (t, J = 7.5 Hz, 2H), 7.18 (d, J = 7.0 Hz, 1H), 6.94 (d, J = 5.1 Hz, 1H),
5.32 (p, J = 7.2 Hz, 1H), 4.68-4.49 (m, 2H), 4.07 (s, 2H), 1.54 (d, J = 6.8 Hz,
3H), 1.18 (d, J = 6.7 Hz, 6H). ESI-MS m/z 296.2 [M+H].
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1H NMR (400 MHz, CDCI3) 8 8.15 (d, J = 5.2 Hz, 1H), 7.33 (d, J = 7.7 Hz, 2H
), 7.26 (d, J = 6.8 Hz, 2H), 7.23 - 7.13 (m, 1H), 6.96 (d, J = 5.2 Hz, 1H), 5.32
(p, J =7.1 Hz, 1H), 4.38 (d, J = 7.4 Hz, 1H), 4.27 (s, 2H), 3.70 (t, J = 5.1 Hz,
2H), 3.53 (t, J = 5.0 Hz, 2H), 3.27 (s, 3H), 1.54 (d, J = 6.7 Hz, 3H). ESI-MS m
/z 312.2 [M+H].
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1H NMR (400 MHz, CDCI3) & 8.15 (d, J = 5.1 Hz, 1H), 7.32 (t, J = 8.8 Hz, 2H
), 7.30 (s, 2H), 7.19 (t, J = 6.9 Hz, 2H), 6.96 (d, J = 5.1 Hz, 1H), 5.32 (p, J =
6.6 Hz, 1H), 4.46 (s, 1H), 4.13 (d, J = 3.0 Hz, 2H), 3.57 (q, J = 7.1 Hz, 2H), 1
.54 (d, J = 6.7 Hz, 3H), 1.17 (t, J = 7.1 Hz, 3H). ESI-MS m/z 282.2 [M+H].
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14 NMR (400 MHz, CDCI3) & 8.22 (d, J = 5.1 Hz, 1H), 7.32 (d, J = 8.6 Hz, 2H
), 7.02 (d, J = 5.2 Hz, 1H), 6.87 (d, J = 8.6 Hz, 2H), 5.33 (p, J = 6.9 Hz, 1H),
4.49 (s, 1H), 4.18 (s, 2H), 3.79 (s, 3H), 3.64 (q, J = 7.3 Hz, 2H), 1.59 (d, J =
6.8 Hz, 3H), 1.29 - 1.23 (m, 3H). ESI-MS m/z 312.2 [M+H].

Dooooo

0oooo

Dooooo

10

20

30

40

50



(52)

goooao

EtO
O

0000000000000 O0D0O0DODOD
0000000000000 0000000an
0000000000000 O0D0O0DODOn
0000000000000 0000000a0
0000000000000 0D0O0D0O0Oo0On
1H NMR (400 MHz, CDCI3) & 8.16 (d, J
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Hz, 2H), 7.43 (t, J = 9.1 Hz, 2H), 7.01 (d, J = 5.1 Hz, 1H), 5.41 (p, J = 6.6 Hz,

1H), 4.70 (d, J = 5.7 Hz, 1H), 4.34 (q, J
), 3.63 (q, J = 7.2 Hz, 2H), 1.58 (t, J = 7

= 7.1 Hz, 2H), 4.24 (d, J = 5.2 Hz, 2H
.6 Hz, 3H), 1.36 (t, J = 7.1 Hz, 3H), 1

3.
.24 (t,J = 7.2 Hz, 3H). ESI-MS m/z 354.2 [M+H].
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1H NMR (400 MHz, CDCI3) & 8.18 (d, J = 5.1 Hz, 1H), 7.92 (s, 1H), 7.81 (d, J
= 8.2 Hz, 2H), 7.63 (d, J = 7.8 Hz, 2H), 7.48 (d, J = 8.2 Hz, 2H), 7.36 (t,J = 7 50
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.9 Hz, 2H), 7.14 (t, J = 7.4 Hz, 1H), 7.03 (d, J = 5.2 Hz, 1H), 5.49 - 5.37 (m,
1H), 4.63 (d, J = 6.3 Hz, 1H), 4.25 (d, J = 2.6 Hz, 2H), 3.64 (q, J = 7.2 Hz, 2H
), 3.31 - 3.23 (m, 1H), 1.61 (d, J = 6.9 Hz, 3H), 1.25 (t, J = 7.3 Hz, 3H). ESI-
MS m/z 401.2 [M+H].
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1H NMR (400 MHz, CDCI3) 8 8.20 (d, J = 5.2 Hz, 1H), 7.77 (d, J = 8.1 Hz, 2H
), 7.71 (s, 1H), 7.45 (d, J = 8.1 Hz, 2H), 7.03 (d, J = 5.2 Hz, 1H), 5.40 (p, J =
6.8 Hz, 1H), 4.66 (s, 1H), 4.23 (d, J = 5.7 Hz, 2H), 4.12 (d, J = 10.2 Hz, 3H),
3.68 - 3.59 (m, 2H), 1.62 (d, J = 6.8 Hz, 3H), 1.24 (t,J = 7.2 Hz, 3H). ESI-MS
m/z 363.2 [M+H].
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MR (400 MHz, CDCI3) & 8.23 (d, J = 5.1 Hz, 1H), 7.36 (d, J = 8.5 Hz, 2H
), 7.20 (t, J = 7.8 Hz, 1H), 7.04 (d, J = 5.2 Hz, 1H), 6.96 (d, J = 8.6 Hz, 2H),

6.91 (d, J = 7.6 Hz, 1H), 6.86 - 6.75 (m, 2H), 5.46 - 5.31 (m, 1H), 4.49 (s, 1H
), 4.21 (d, J = 2.4 Hz, 2H), 3.65 (q, J = 7.3 Hz, 2H), 2.32 (s, 3H), 1.61 (d, J =

6.8 Hz, 3H), 1.25 (t, J = 7.3 Hz, 3H). ESI-MS m/z 388.2 [M+H].
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1H NMR (400 MHz, CDCI3) & 8.23 (d, J = 5.1 Hz, 1H), 7.34 (d, J = 8.5 Hz, 2H
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), 7.13 (d, J = 8.2 Hz, 2H), 7.04 (d, J = 5.2 Hz, 1H), 6.92 (dd, J = 13.5, 8.5 Hz
, 4H), 5.37 (p, J = 6.6 Hz, 1H), 4.50 (s, 1H), 4.20 (d, J = 1.6 Hz, 2H), 3.65 (q,
J=7.3 Hz, 2H), 2.33 (s, 3H), 1.60 (d, J = 6.8 Hz, 3H), 1.25 (t, J = 7.3 Hz, 3H)
. ESI-MS m/z 388.2 [M+H].
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14 NMR (400 MHz, CDCI3) & 8.23 (d, J = 5.2 Hz, 1H), 7.33 (d, J = 8.6 Hz, 2H
), 7.26 (dd, J = 8.7, 6.1 Hz, 1H), 7.20 - 7.11 (m, 2H), 7.06 (dd, J = 12.4, 6.1
Hz, 2H), 6.88 (t, J = 9.2 Hz, 2H), 5.37 (p, J = 6.7 Hz, 1H), 4.48 (s, 1H), 4.20 (
d, J = 1.5 Hz, 2H), 3.65 (q, J = 7.3 Hz, 2H), 2.36 (d, J = 6.0 Hz, 2H), 2.23 (s,
3H), 1.59 (t, J = 9.8 Hz, 3H), 1.25 (t, J = 7.3 Hz, 3H). ESI-MS m/z 388.2 [M+H].
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1H NMR (400 MHz, CDCI3) & 8.23 (d, J = 5.1 Hz, 1H), 7.41 - 7.28 (m, 4H), 7.
10 (t, J = 7.4 Hz, 1H), 7.04 (d, J = 5.2 Hz, 1H), 6.98 (dd, J = 11.8, 8.3 Hz, 4H
), 5.39 (p, J = 7.0 Hz, 1H), 4.48 (s, 1H), 4.21 (s, 2H), 3.65 (q, J = 7.3 Hz, 2H),
1.61 (d, J = 6.8 Hz, 3H), 1.25 (t, J = 7.2 Hz, 3H). ESI-MS m/z 374.2 [M+H].
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1H NMR (400 MHz, CDCI3) & 8.22 (d, J = 5.1 Hz, 1H), 7.32 (d, J = 8.6 Hz, 2H

), 7.04 (d, J = 5.2 Hz, 1H), 6.96 (d, J = 9.0 Hz, 2H), 6.88 (dd, J = 11.4, 8.8 Hz
, 4H), 5.36 (p, J = 6.9 Hz, 1H), 4.49 (s, 1H), 4.19 (s, 2H), 3.80 (s, 3H), 3.65 (
g, J =7.2 Hz, 2H), 1.60 (d, J = 6.8 Hz, 3H), 1.25 (t, J = 7.2 Hz, 3H). ESI-MS m
/z 404.2 [M+H].
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1H NMR (400 MHz, CDCI3) & 8.23 (d, J = 5.1 Hz, 1H), 7.35 (d, J = 8.5 Hz, 2H
), 7.08 - 6.89 (m, 7H), 5.43 - 5.33 (m, 1H), 4.41 (s, 1H), 4.20 (s, 2H), 3.66 (q,
J=7.2 Hz, 2H), 1.60 (d, J = 6.8 Hz, 3H), 1.26 (t, J = 7.3 Hz, 3H). ESI-MS m/z
392.2 [M+H].
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#1: v ORI 7 v —AIZBT A LEW6DREEEN
A ¥ - o o
o v — 7 R T —y BIF% Ln(717%) LA
~N— hIR
) [ii1E =44 #1 #2 #1 #2 %)
mey | | F
0 1.94 1.72 L33 100 100 4.61 4.61 4.61
5 1.1 1.62 1.67 88.1 94.2 4.48 4.55 4.51
15 1.41 1.39 1.40 i) 80.8 4.29 439 434
30 0.601 | 0.753 0.677 31.0 43.8 3.43 3.78 3.61
60 0.206 | 0.206 0.206 10.6 12.0 2.36 248 2.42
K7 T12(53) CLint (uL = 737" = mg™")
#1 0.0387 17.9 77.4
#2 0.0364 19.1 724
S 0.0375 18.5 75.1
0O0oDoOoo
o000
#2: v MFI 7 v Y —AIBIT5{LEW6DRHEEMN
’f ‘/#‘:L B— [) o,
A ZHEBE | e BAF % La@7%) | sygr 0 ok
' 7 R 4 17%)
B #1 #2 #1 #2 1 #2
0 1.80 L% 1.49 100 100 4.61 4.61 4.61
5 1.62 1.30 1.46 90.0 111 4.50 471 4.61
15 1.07 1.08 1.08 59.4 | 923 4.09 4.53 431
30 0.645 | 0.736 0.691 35.8 | 629 3.58 4.14 3.86
60 0.252 | 0.282 0.267 140 | 24.1 2.64 3.18 2.91
K(Z Tin(53) CLin¢ (0L * 537 = mg)
#1 0.0333 20.8 66.5
#2 0.0253 27.4 50.7
RI803] 0.0293 24.1 58.6
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#1 g | ZHEB | owm # #1 #2 17%)
(53
0 1.66 1.92 1.79 100 100 4.61 4.61 4.61
5 1.74 | 2.03 1.89 105 106 4.65 4.66 4.66
15 1.57 1.64 1.61 946 | 854 | 4.55 4.45 4.50
30 1.27 1.46 1.37 76.5 | 76.0 | 4.34 433 4.33
60 0.877 | 0.936 0.907 52.8 | 488 3.97 3.89 3.93
K% Ti2(53) CLin¢ (uL * 537! * mg™)
#1 0.0115 60.3 23.0
#2 0.0126 55.0 25.2
SEEy 0.0120 57.6 24.1
0oooooao
ooono
Fed: VNI 7 v Y —LIBIT A a6 DEHREN
/{ \‘/% 1 l:o_ ; () L L)
- 7 THifE L by A7 % n(7%17%) Lk
~— MK
ZmHE | m # #1 #2 1£%)
) #1 #2
0 1.89 | 1.87 1.88 100 100 | 4.61 4.61 4,61
5 i.25 1.36 1.31 66.1 727 | 419 4.29 4.24
15 0.614 | 0.662 0.638 325 | 354 | 348 3.57 3.52
30 0.237 | 0.229 0.233 12.5 122 | 2453 2.51 2.52
0.040 | 0.038
60 . " 0.0395 213 | 206 | 0757 | 0.725 0.741
K% Tia(57) CLint (L * 43" + mg™")
#1 0.0635 10.9 127
#2 0.0651 10.7 130
N353 0.0643 10.8 129
oooooao

10

20

30

40

50



(90)

JP 7021405 B2 2022.2.17

Oogooo
#5: b MFIZ 0V —AIBIT A8 W6 DIEENE
A2 P A %
A 7 it Tt AT Y Ln(#77 %) THILn(E
AR— hK
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mey | M
0 2.01 | 2.00 2.01 100 100 | 4.61 4.61 4.61
5 1.75 | 1.81 1.78 87.1 | 90.5 | 4.47 451 4.49
15 132 | 1.38 1.35 65.7 | 69.0 | 4.18 4.23 4.21
30 1.04 | 1.01 1.03 51.7 | 505 | 3.95 3.92 3.93
60 0.527 | 0.507 0.517 262 | 254 | 327 3.23 3.25
K73 T12(53) CLint (uL * 537! - mg)
#1 0.0218 31.8 43.6
#2 0.0229 30.3 45.8
5 0.0224 31.0 44.7
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#6: B BFENODOIFI 7 v Y —AITBWT, B Bofs R & ik Liz{ks
W16 DA ZE FETE DO FE R O

CLin,
v fil k(53 Tin (53) (AL, 521 = g

A 0.0375 18.5 ix k|

7w b 0.0293 24.1 58.6

&6 A X 0.0120 57.6 24.1
L 0.0643 10.8 129

t k 0.0224 31.0 44.7

A 0.0964 7.19 482

Z» b 0.174 3.98 871

5 6 R A X 0.140 4.94 702
L 0.211 3.29 1053

E kb 0.0612 11.3 306
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