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H), 7.17 - 7.7.26 (m, 1H), 1.26 (d, J = 2.6 Hz, 9H).
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O1H NMR (400 MHz, d6-DMS0): 8 13.57 (br, 1H), 7.55 (dd, J = 7.5, 2.2 Hz,
1H), 7.23 - 6.94 (m, 2H), 6.04 (d, J = 10.8 Hz, 1H), 5.37 - 4.86 (m, 2H), 2.29
(s, 3H), 1.12 (s, 9H).
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= 10.7 Hz, 1H), 5.22 (m, 1H), 4.79 (m, 1H), 3.94 (m, 2H), 3.35 (t,J = 11.7
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Hz, 2H), 2.52 - 2.39 (m, 2H), 2.29 (s, 3H), 1.49 (d, J = 12.2 Hz, 2H), 1.04 (s, 9H).
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Hz, 1H), 7.41 (d, J = 7.4 Hz, 1H), 7.27 - 6.84 (m, 2H), 6.11 - 5.78 (m, 2H), 5.
08 - 4.43 (m, 3H), 3.87 (m, 3H), 2.29 (s, 6H), 1.99 (s, 1H), 1.53 - 1.28 (m, 2
H), 1.10 (d, J = 2.1 Hz, 10H).
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0)yoooo[oDoo]lYO01H NMR (300 MHz, d65-DMS0O): & 10.20 (s, 1H), 7.38 - 7.
05 (m, 3H), 6.45 (s,1H), 5.11 - 4.81 (m, 3H), 3.89 (dd, J = 10.8, 3.9 Hz, 2H),
3.34 -3.27 (m, 3H), 2.76 - 2.48 (m, 4H), 2.28 (s, 3H), 1.39 - 1.36 (m, 2H)O 1
9F NMR (376 MHz, d®-DMS0O): 8 -123.51 (t, J = 86.5 Hz), -191.57 (d, J = 129
.34 Hz).
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400 MHz, d®-DMSO): & 10.69 (s, 1H), 7.19 - 7.09 (m, 2H), 6.98 (d, J = 6.8 H
z, 1H), 6.62 (d, J = 3.6 Hz, 1H), 5.08 - 4.84 (m, 3H), 3.91 (dd, J = 11.2, 3.6 H
z, 2H), 3.32 (m, 2H), 2.68 - 2.55 (m, 4H), 2.27 (s, 3H), 2.17 - 2.03 (m, 1H), 1
42 -1.39 (m, 2H)O 19F NMR (376 MHz, d6-DMS0O): &8 -124.08, -175.61.
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H), 7.85 - 7.11 (m, 3H), 6.45 (s,1H), 5.14 - 3.93 (m, 3H), 3.92 (dd, J = 10.4,
5.2 Hz, 2H), 3.52 - 3.29 (m, 3H), 2.82 - 2.66 (m, 4H), 2.31 (s, 3H), 1.39 - 1.3
6 (m, 2H)O 19F NMR (376 MHz, d6-DMS0O): & -123.49, -191.34.
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O00(00)000000000000000000000000((@O0000)d00
O[0O0O0]1”01H NMR (300 MHz, d6-DMS0): 3 10.69 (s, 1H), 7.21 - 7.09 (m, 2
H), 6.98 (d, J = 6.8 Hz, 1H), 6.66 (d, J = 3.6 Hz, 1H), 5.11 - 4.84 (m, 3H), 3.9
2 (dd, J = 11.1, 3.9 Hz, 2H), 3.35 - 3.29 (m, 2H), 2.69 - 2.52 (m, 4H), 2.27 (s,
3H), 2.14 - 2.00 (m, 1H), 1.43 - 1.39 (m, 2H)0J 19F NMR (376 MHz, d®-DMSO):
5 -124.36, -175.43.
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M35 [M+H]

71k NMR

bcMF
pla_6 IC50
Ty

~

Iz

388

4 NMR {400 MHz, d5-DMSO
inppm): 8 7.68 - 7.51 {m, ZH),
7.33-7.29 (m, 1H),5.14-4.83
{m, 3H), 4.20 (s, 1M}, 3.91 -
3.88 (m, 2H), 3.39 - 3.28 {m,
21}, 2.77 - 2.58 (m, 4ri), 1.3%
©1.31 {m, 2H)

0.54

50

364

'H NMR {400 MHz, d*-DMSO
inppmk & 10,73 {s, IR}, 7.43
- 7.36 (m, 1H), 7.27- 7.18 {m,
3H), 6,65 (d, | = 4.0 Hz, 1H),
5.13 - 4.97 {m, 2H), 4.86 (1, )
=121 and 4.2 Hz, 1H), 3.91
tdd, } = 11.4 and 4.5 Hz, 2 H),
3.36-3.2%(m, 2H}, 2.68- 2,55
{rv, 3H), 2.05 (ddd, J = 40.8,
17.0 and 3.3 Hz, IH), 1.45 -
1.37 (m, 2H)

A—n 3

1.46

364

1H NMR {400 MHz, d%-DMSO
in ppre) & 10.24 {5, 3H), 7.45
-738{m, 1K), 7.30- 721 {m,
3H), 6.44 (s, 1H), 5.08 {(dm, J =
47.4 Wz, 1H), 4.98 (d, } = 25.0
Hz, 1H), 4.87 {tt, } = 12.1 and
4.2 Hz, 1M}, 3.92 (dd, i = 11.2
and 4.4 Hz, 2H}, 3.37 - 3.29
tm, 2H), 2.78 - 2.57 {m, 4H),
1.44-1.36 {m, ZJH}

A d— 2

5.59

384

14 NMR {400 MMz, d5DMSC
in ppm): 6 10.26 {s,1H}, 7.20
tdd, 1 = 10.1 and 9.0 Hz, 1H},
6.97 (ddd, 1= 9.0, 4.0 and 2.5
Hz, 1H), 6.91 {dd, J = 6.1 and
2.5 Hz, 1H}, 6.47 (s, iH}, 5.14
- 4,81 {m, 34), 3.91 (dd, | =
11.4 and 4.8 Hz, 2H), 3.74 {s,
3H), 3.36 - 3.28 (m, 2H), 2.75
2,53 (m, 4H), 1.43 - 1.35 {m,
2H)

A e b G

1.02

394

1H NMR {400 MHz, d%-DMSO
in ppm) & 10,75 {5,1H}, 7,18
tdd, ) = 10.0 and 9.1 Hz, 1H),
694 {dt, § = 9.1 and 35 Hz,
1H), 6.72 {s, 1H}, 6.65 {dd, | =
8.1 and 3.5 Hz, 1H}, 512 -
4,94 (m, 2H), 486 (tt, } = 12.1
and 4.0 Hz, 1H), 3.90 (dd, 1 =
114 and 4.2 Hy, 2H), 3.71 {s,
3H), 3.37 - 3.28 [m, 24}, 2.69
- 2.53 {m, 3H}, 2.09 (ddd, § =
38.6, 168 and 3.4 Hz, 1H),
1.44 - 1,37 {m, 2H}

R e By 4

0.49

378

H NMR {300 MHz, d°-DMSC
in ppm}: & 10.69 {s, 1H}, 7.21
~7.09 fm, 2H), 6.98 {d, } = 6.8
Hz, 1H), 656 {4, | = 3.6 Mz,
1H), 511 - 4.84 (m, 3H),3.92
fdd, = 11.1,3,9Hz, 2H), 3,35
~3.29 (m, 2H), 2.69-2.52{m,
aH}, 2.27 {s, 3H), .14 — 2.00
{m, 1H), 1.43 - 1.39 {m, 2H)

Ax— A B

26.4
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378 H NMR (300 MHz, d5-DMSO R S ) 20.84
in ppm}y & 10.72 {s, 1H}, 7.85
— 7.11 {m, 3H}, 6.45 {5, 1H},
5.14 - 3.93 {m, 3H), 3.92 {dd,
§= 1004, 5.2 Hz, 2H), 3.52 -
3.29 {m, 3H}, 2.82 - 2.66 {m,
4H}, 2.31 (s, 383, 139~ 1.36
{m, 28}

378 1 NMR {400 MHz, d5-DMSO A e By 4 .37
in ppmy & 10.69 45, 1H), 7.18
~7.094m, 2H}, 598 (d, i=6.8
Hz, 1H}, 6.62 {d, | = 3.6 Hz,
1H), 5.08 - 4.84 {m, 3H}, 3.91
{dd, J=11.2, 3.6 Hz, 2H), 3.32
{m, 2H}, 2.68 — 2.55 (m, 4H},
227 (5, 3H}, 2.17 - 2.03 {m,
1H), 142 -1.3%{m, 2H)

378 Y+ MMR (300 MMz, d5-DMSO e 111
inppmy 8 10,204s, 1H), 7.38
~ T7.05 {m, 3H}, 6.45 {s, 1H},
5.11—4.81 {m, 3H), 3.8 {dd,
=108, 3.9 Hz, 24}, 3.34 ~
3.27 {m, 3H), 2.76 ~ 2.4B {m,
4H), 2.28 (s, 3H), 1.39 - 1.36
{m, 2H}

364 *H NMR (300 MHz, d“DMSO A —d ] 3.0325
in ppmy 8§ 10.18 {s, 1H), 7.61
~7.37 (m, 1M}, 7.31-7.11{m.
3H), 6.52 {s, IH}, 5.08 (m, 1H),
488 m, 1H), 4.72(d, § = 26.8
O Hz, 14}, 3.93 (m, 2H}, 3.34{m,
2H), 2.74 — 2.53 {m, 4H]}, 1.46
1 — 131 (m, 2H)

364 I NMR (300 MHz, d5-0MS0O A 5 23.17
in ppmi 8 10,13 {5, 1H), 7.57
~7.37 {m, 1H}, 7.18 (m, 3H},
6.47 (s, 1H), 5.03 d, 1 = 47.8
Mz, 1M), 4.90 — 4,76 {m,1H},
4.67 {d, § = 26.6 Hz, 1H), 3.88
{rr, 28, 3.33 {m, 1H), 3.25
(m, 11}, 2.76 — 2.48 (m, 4H),
1.37 {m, 2H}

364 H NMR (3006 MHz, d5-DMS0O N ] 2.134
in ppmi 8§ 10.66 {s, 1H), 7.51
~7.37 (m, 1H}, 7.21 - 7.08 {m,
3H), 676 {d, 1 = 4.8 Hz, 1H),
5.29~5.01 {m, 11}, 4.84 (d,
=10.2 Hz, 2H}, 3.97 ~ 3.86 (m,
2H), 3.30 {m, 2H), 2.58 {m,
3H}, 2.12 - 1.88 {m, 1H}, 1.46
- 1.34 (m, 2H)

384 # MR {400 MHz, BMSO-d%): Py ] 0.78

65102414, 1K), 7.40(d, t=7.1
Q o Hz, 1H}, 7.33 (s, 1H}, 7.25 ~
F N 7.16 im, 1H), 6.45 (s, 1H),

] 5.30 {t, ] = 5.6 Hz, 1H), 5.16 -
/& 4.86 {m, 3H), 4.49 {d, } = 5.1
HO N° N "0 Mz, 2HY, 3.92 {dd, 3=11.4, 4.4
H H Ha, 28), 3.36 (s, 2H}, 2.63 (5,

F 4H), 1.40{d, I = 12.2 Hz, 2H}
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