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HPLC/MS 1.61 min (C), [M+H] 311;

"H NMR (400 MHz, DMSO-dg) 8 [ppm] 12.47 (s, 1H), 8.13 (m, 2H), 7.72 (dd,
J=7.8. 1.5, 1H), 7.64 (m, 2H), 7.45 (t, J=7.9, 1H), 7.39 (dd, J=8.1, 1.4, 1H),
5.16 (s, 1H), 3.96 (s, 3H), 1.48 (s, 6H);
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ooooo
O
NH
o
N
F OH
HPLC/MS 2.11 min (B), [M+H] 299; 10

"H NMR (400 MHz, DMSO-ds) & [ppm] 12.45 (s, 1H), 8.12 (m, 2H), 7.79 (td,
J=8.2, 5.7, 1H), 7.63 (m, 2H), 7.54 (d, J=8.0, 1H), 7.23 (ddd, J=11.0, 8.2, 0.9,
1H), 5.15 (s, 1H), 1.47 (s, 6H);
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HPLC/MS 1.81 min (C), [M+H] 299;

"H NMR (400 MHz, DMSO-ds) & [ppm] 12.63 (s, 1H), 8.14 (m, 2H), 7.96 (d,
J=8.0, 1H), 7.70 (ddd, J=10.7, 8.0, 1.3, 1H), 7.64 (m, 2H), 7.49 (td, J=8.0,
4.8, 1H), 5.17 (s, 1H), 1.47 (s, 6H);

OH
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ooooo
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P
N

HPLC/MS 2.44 min (B), [M+H] 315;

'H NMR (400 MHz, DMSO-ds) & [ppm] 12.64 (s, 1H), 8.12 (d, J=8.6, 2H), 8.09
(d, J=2.4, 1H), 7.85 (dd, J=8.7, 2.5, 1H), 7.76 (d, J=8.7, 1H), 7.63 (d, J=8 6,

2H), 5.19 (s, 1H), 1.47 (s, 6H);

OH
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Cl OH

'H NMR (400 MHz, DMSO-de) & [ppm] 12.70 (s, 1H), 8.18 (d, J=8.6, 2H), 8.11
(dd, J=7.9, 1.4, 1H), 7.98 (dd, J=7.8, 1.4, 1H), 7.65 (d, J=8.6, 2H), 7.47 (,
J=7.8, 1H), 5.17 (s, 1H), 1.47 (s, 6H);

HPLC/MS 2.50 min (B), [M+H] 315;

oooooo
oooobooooooboooooboooooobooboooooboboooobobooooobooo
ooooooooobooogoooboogr o

ooooDao

HPLC/MS 2.30 min (B), [M+H] 300;
H NMR (400 MHz, DMSO-dg) & [ppm] 11.96 (s, 1H), 8.86 (d, J=1.6, 1H),
8.38 (d, J=8.3, 1H), 8.12 (dd, J=8.3, 2.2, 1H), 7.87 (m, 2H), 7.76 (td, J=8.7,

3.1, 1H), 5.42 (s, 1H), 1.52 (s, 6H);
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HPLC/MS 2.62 min (B), [M+H] 327;
H NMR (400 MHz, DMSO-ds)  [ppm] 12.57 (s, 1H), 8.17 —8.08 (m, 2H),
7.81 (m, 2H), 7.71 (td, J = 8.7, 3.0 Hz, 1H), 7.57 = 7.49 (m, 2H), 4.67 (s, 1H),
1.77 (m, 4H), 0.66 (t, J = 7.3 Hz, 6H).
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oooo
HPLC/MS 2.28 min (B), [M+H]
343,

"H NMR (400 MHz, DMSO-dg)  [ppm] 12.60 (s, 1H), 8.15 (d, J=8.6, 2H), 7.82
(m, 2H), 7.72 (td, J=8.7, 3.0, 1H), 7.61 (d, J=8.6, 2H), 4.58 (t, J=5.7, 1H), 3.50
(q, J=5.6, 2H), 3.19 (¢, J=5.6, 2H), 1.51 (s, 6H).
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HPLC/MS 2.61 min (B), [M+H] 357,

'H NMR (400 MHz, DMSO-ds) d [ppm] 12.60 (s, 1H), 8.15 (m, 2H), 7.82 (m,
2H), 7.72 (td, J=8.7, 3.0, 1H), 7.59 (m, 2H), 3.45 (dd, J=5.7,4.2, 2H), 3.29 (dd,
J=5.7. 4.2, 2H), 3.26 (s, 3H), 1.51 (s, 6H);
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HPLC/MS 1.90 min (A), [M+H] 327,

"H NMR (400 MHz, DMSO-dg) & [ppm] 12.60 (s, 1H), 8.21 (d, J = 8.5 Hz,
1H), 7.73 — 7.44 (m, 4H), 4.56 (t, J = 5.7 Hz, 1H), 3.52 (q, J= 5.6 Hz, 2H),
3.21 (t, J = 5.6 Hz, 2H), 2.65 (s, 3H), 1.52 (s, 6H).
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HPLC/MS 3.10 min (B), [M+H] 297;
"H NMR (400 MHz, DMSO-de) & [ppm] 12.59 (s, 1H), 8.12 (m, 2H), 7.81 (ddd,
J=8.9 6.4, 4.0, 2H), 7.72 (td, J=8.7, 3.0, 1H), 7.57 (m, 2H), 1.33 (s, 9H). 20
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HPLC/MS 1.67 min (B), [M+H] 339;
'H NMR (400 MHz, DMSO-de) & [ppm] 12.36 (s, 1H), 8.10 (d, J=9.1, 2H), 7.76

(m, 2H), 7.67 (td, J=8.7, 3.0, 1H), 7.04 (d, J=9.1, 2H), 3.32 (m, 4H), 2.47 (m,

4H), 2.25 (s, 3H); 40
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gboooad

NH

10
HPLC/MS 2.99 min (B), [M+H] 283;
"H NMR (400 MHz, DMSO-dg) & [ppm] 12.57 (s, 1H), 8.43 —7.95 (m, 2H),
7.87 —7.78 (m, 2H), 7.73 (td, J = 8.7, 3.0 Hz, 1H), 7.43 (d, J = 8.1 Hz, 2H),
3.00 (hept, J = 6.8 Hz, 1H), 1.26 (d, J = 6.9 Hz, 6H).
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OoOO0OO0ODDOO0OO0OM. McConville et al., Org. Biomol. Chem., 2010, 8, 5614 - 5619
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(43)

HPLC/MS 1.80 min (A), [M+H] 325;

JP 6276769 B2 2018.2.7

5
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'H NMR (400 MHz, DMSO-dg)  [ppm] 12.59 (s, 1H), 8.13 (d, J=8.5, 2H), 7.81
(m, 2H), 7.71 (td, J=8.7, 3.0, 1H), 7.69 (m, 2H), 4.93 (s, 1H), 1.89 (s, BH), 1.78

(m, 2H).
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min (A), [M+H]
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(46) JP 6276769 B2 2018.2.7

HPLC/MS 2.37 min (B), [M+H] 317;
"H NMR (400 MHz, DMSO-dg) & [ppm] 12.76 (s, 1H), 8.12 (d, J=8.5, 2H), 7.83
(ddd, J=10.4, 9.1, 2.9, TH), 7.69 (m, 1H), 7.64 (d, J=8.5, 2H), 5.17 (s, 1H),

1.47 (s, 6H).
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HPLC/MS 2.28 min (B), [M+H] 317;
"H NMR (400 MHz, DMSO-dg) & [ppm] 12.58 (s, 1H), 8.38 = 8.02 (m, 2H),
8.02 — 7.76 (m, 1H), 7.73 = 7.37 (m, 3H), 5.16 (s, 1H), 1.46 (s, 6H);
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ooooao
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HPLC/MS 2.33 min (B), [M+H] 315; 10

H NMR (500 MHz, DMSO-ds) & [ppm] 12.45 (s, 1H), 8.32 —7.98 (m, 2H),
773 (t, J = 7.9 Hz, 1H), 7.66 (dd, J = 8.2, 1.2 Hz, 1H), 7.65-7.61 (m, 2H),
7.49 (dd, J= 7.7, 1.3 Hz, 1H), 5.15 (s, 1H), 1.47 (s, 6H);
oooooad
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HPLC/MS 2.52 min (B), [M+H] 295;

"H NMR (500 MHz, DMSO-dg) & [ppm] 12.45 (s, 1H), 8.22 —8.08 (m, 2H),
8.09 — 7.90 (m, 1H), 7.75 — 7.66 (m, 1H), 7.63 (d, J = 8.5 Hz, 2H), 7.39 (t, J =
7.6 Hz, 1H), 5.14 (s, 1H), 2.62 (s, 3H), 1.47 (s, 6H);
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gboooad

OH

HPLC/MS 1.89 min (A), [M+H] 313;
TH NMR (400 MHz, DMSO-de) & [ppm] 12.58 (s, 1H), 8.38 —8.01 (m, 2H),
775 —7.42 (m, 4H), 5.15 (s, 1H), 2.64 (d, J = 0.7 Hz, 3H), 1.47 (s, 6H);
OoO0ogogaod
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F O

HPLC/MS 2.39 min (B), [M+H] 335;
H NMR (400 MHz, DMSO-ds) & [ppm] 12.73 (s, 1H), 8.32 —7.97 (m, 3H),

7.80 — 7.55 (m, 2H), 5.16 (s, 1H), 1.47 (s, 6H);
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HPLC/MS 1.68 min (A), [M+H] 317;
'H NMR (400 MHz, DMSO-de) & [ppm] 12.64 (s, 1H), 8.50 —7.96 (m, 2H),
7.70 (ddd, J = 10.0, 9.0, 4.3 Hz, 1H), 7.67 — 7.62 (m, 2H), 7.24 (ddd, J= 104,

9.0, 3.7 Hz, 1H), 5.16 (s, 1H), 1.47 (s, 6H).
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HPLC/MS 1.47 min (A), [M+H] 353; 'H
NMR (400 MHz, DMSO-ds) 3 [ppm] 12.34 (s, 1H), 8.69 —7.90 (m, 2H), 7.86 —
7.26 (m, 2H), 7.28 — 6.73 (m, 2H), 3.33 — 3.27 (m, 4H), 2.61 (s, 3H), 2.45 (¢, J
= 5.1 Hz, 4H), 2.23 (s, 3H).
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HPLC/MS 2.54 min (B), [M+H] 354;

'H NMR (400 MHz, DMSO-dg) & [ppm] 12.33 (s, 1H), 8.23 —8.03 (m, 2H),
772 —7.42 (m, 2H), 7.16 —6.91 (m, 2H), 4.69 (d, J = 4.2 Hz, 1H), 3.74 (m,
3H), 3.05 (ddd, J = 13.0, 9.8, 3.1 Hz, 2H), 2.62 (s, 3H), 1.89 = 1.74 (m, 2H),
1.54 — 1.35 (m, 2H);
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HPLC/MS 1.88 min (A), [M+H] 388;
H NMR (400 MHz, DMSO-de) & [ppm] 12.41 (s, 1H), 8.46 —8.01 (m, 2H),
7.82 — 7.47 (m, 2H), 7.30 — 6.90 (m, 2H), 3.95 (m, 4H), 3.15 (m, 4H), 2.63 (s,
3H);
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o
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HPLC/MS 2.57 min (B), [M+H] 368;

TH NMR (400 MHz, DMSO-de) & [ppm] 12.30 (s, 1H), 8.36 —7.93 (m, 2H),
7.73 -7.39 (m, 2H), 7.22 - 6.76 (m, 2H), 445 (t, J = 5.3Hz, 1H), 3.93 (dt, J =
12.7, 3.4 Hz, 2H), 3.34 — 3.25 (m, 2H), 2.81 (td, J=12.6, 2.7 Hz, 2H), 2.61 (s,
3H), 1.75 (dd, J = 13.4, 3.5 Hz, 2H), 1.61 (dtd, J = 13.1, 6.6, 2.6 Hz, 1H), 1.31
—1.11 (m, 2H);
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HPLC/MS 2.00 min (B), [M+H] 367;

"H NMR (400 MHz, DMSO-de, TFA-d-) & [ppm] 8.19 (d, J = 8.8 Hz, 2H), 7.65
(dd, J = 8.6, 3.1 Hz, 1H), 7.57 ~7.53 (m, 1H), 7.04 - 6.79 (m, 2H), 3.98 (m,
1H), 3.88 — 3.69 (m, 1H), 3.69 — 3.54 (m, 2H), 3.55 — 3.44 (m, 2H), 3.35 —
3.17 (m, 2H), 2.90 (s, 3H), 2.65 (s, 3H), 2.23 (m, 2H).
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HPLC/MS
1,53 min (A), [M+H] 338; "H NMR (400 MHz, DMSO-ds, TFA-d1) & [ppm] 8.34
_8.20 (m, 2H), 7.70 (dd, J = 8.5, 3.1 Hz, 1H), 7.52 (ddd, J=9.3, 3.1, 1.0 Hz,
1H), 7.49 — 7.36 (m, 2H), 3.47 (dt, J = 12.7, 2.5 Hz, 2H), 3.09 (td, J = 12.8, 3.5

Hz, 2H), 3.00 (it, J = 11.8, 3.9 Hz, 1H), 2.68 (s, 3H), 2.11 - 1.85 (m, 4H).
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HPLC/MS 1.44 min (A), [M+H] 342; '"H NMR (400 MHz, DMSO-ds, TFA-d4) &
[ppm] 8.35 — 8.17 (m, 2H), 7.72 (ddd, J=8.3,2.9, 1.4 Hz, 1H), 7.61 (ddd, J =
10.2, 8.9, 2.9 Hz, 1H), 7.52 - 7.31 (m, 2H), 3.61 — 3.38 (m, 2H), 3.08 (id, J =
12.8, 3.2 Hz, 2H), 3.00 (i, J= 11.8, 3.9 Hz, 1H), 2.14 - 2.01(m, 2H), 2.01 —

1.86 (m, 2H).
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HPLC/MS 1.43 min (A), [M+H] 356. "H NMR (500 MHz,
DMSO-dg) 8 [ppm] 12.80 (s, 1H), 9.58 (s, 1H), 8.23 — 8.14 (m, 2H), 7.85
(ddd, J = 10.3, 9.0, 2.9 Hz, 1H), 7.71 (ddd, J = 8.3, 2.9, 1.2 Hz, 1H), 7.46
(d, J = 8.0 Hz, 2H), 3.60 — 3.46 (m, 2H), 3.10 (t, J = 12.6 Hz, 2H), 2.92 (td,

J=10.3, 8.5, 5.9 Hz, 1H), 2.12 - 2.02 (m, 2H), 2.00 - 1.80 (m, 2H).
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LC/MS 1.54 min (A), [M+H] 352.
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