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Ooooao
"H NMR (DMSO-ds, 400 MHz) & [ppm] 8.50-
8.48 (1H, dd, J1=1 Hz, J,=4.6 Hz), 8.015-7.9923 (1H, dd , J;=1 Hz, J,=8.32
Hz), 7.352-7.350 (1H, d, J,=0.8 Hz ), 7.314-7.280 (1H, m), 0.372-0.355
(9H, s).
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i
H NMR (DMSO-dg, 400 MHz) §

[ppm] 8.21-8.19 (1H, d, J,=6.4 Hz), 7.693-7.671(1H, d, J,=8.52 Hz), 7.465-
7.163 (1H, d, J1=1 Hz), 7.333-7.296 (1H, dd, J41=6.36 Hz, J,=8.48 Hz),
0.372-0.355 (9H, s).
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gooao

'H NMR (DMSO-dg, 400 MHz) &

[ppm] 8.461-8.448 (1 H, d, J=5.2 Hz), 7.502-7.477 (2 H, m), 0.372-0.355 (9

H, s); LCMS (method C): 3.29 min (purity 95.8 %), M+H" 226.0.

gpboooog
gboobooooobooboobobobooooboboao

D000
Cl

A/
\&

Oooooooooogdg
Ooocoooooooogodg
OO0 oooogQgogao
Oooooooooogdg
OoooooogoQgoao
OOoo0oooogoogoao
Ooooogogoao
Oooooogogoao
OO0 x oo0oogoao
Ooooogogoao
Ooooogogoao
Ooooooogoogoao
OoOoo0oooogoao
Ooooogogoao
Ooooooogogoao
Oooo0ooogoogoao
Ooooogogoao
Ooooooogogogoao
Ooooooogoogoao
OO0 x o0oo0oogooao
Ooooogogoao
Ooooooogoogoao
Oooo0oooogoao
Ooooogogoao
Ooooooogogogoao
Oooo0ooogoogoao
OO0oooogogoao
Oooooogogoao
Ooooooogogogoao
Oooo0oooogoao
Ooooogogoao

Oooooooogg

Oooo0oooQgdg

OO0 oooogg

Oooooooogg

OoooooooQgdg

OoOoooooogoadg

Ooooooogdg

Oooooooogdg

OooooooQgodg

|

M+H* 279.8; "H NMR (DMSO-dg, 400 MHz) & [ppm] 8.41-8.405 (1 H, d.

J=5.3 Hz), 7.545 (1 H, s), 7.448-7.435 (1 H, d, J=5.2 Hz).
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gbooooooobooboobobobooooboobobobooboooooboobobao
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gooao

M+H" 320.0; "H NMR (500 MHz, DMSO-ds) 3 [ppm] 8.45 (d, J = 5.3, 1 H),
7.79 (s, 1H), 7.49 (d, J=52, 1 H), 7.29 (s, 2 H), 3.91 (s, 6H), 3.75 (s, 3
H).
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LCMS (ESI+)
[M+H+] 418.2 m/z; 'H NMR (400 MHz, DMSO-dg,, rotamers) & [ppm] 8.32 (d,
J=5.0Hz, 1H), 8.21 (d, J = 2.2 Hz, 1H), 7.75 (dd, J = 8.7, 2.3 Hz, 2H), 7.47
(d, J=2.3 Hz, 1H), 7.34 -~ 7.26 (m, 2H), 7.17 (d, J = 5.0 Hz, 1H), 7.13 - 6.93
(m, 3H), 6.67 (d, J = 8.7 Hz, 1H), 3.97 (d, J = 6.6 Hz, 1H), 3.86 (s, 3H), 3.61
(s, 3H), 2.27 (dt, = 3.7, 1.8 Hz, 3H), 1.17 (d, J = 6.6 Hz, 3H), 1.09 (d, J =
6.7 Hz, 1H).
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0ooo

HPLC: Rt 2.35 min; LCMS (ESI+) [M+H+] 398.2 m/z; "H NMR (400 MHz,
DMSO-de) & [ppm] 14.36 — 14.02 (m, 1H), 9.28 — 9.10 (m, 1H), 9.10 — 8.88
(m, 1H), 8.79 — 8.58 (m, 1H), 8.39 — 8.02 (m, 1H), 7.69 (s, 1H), 7.47 (s, 2H),
7.04 - 6.84 (m, 1H), 3.93 (s, TH), 3.75 (s, 3H), 3.57 (s, 2H), 3.27 — 3.12 (m,
2H), 2.75 (d, J = 11.4 Hz, 2H), 2.27 — 2.09 (m, 1H), 1.97 — 1.74 (m, 2H), 1.74
—1.54 (m, 1H), 1.40 — 1.23 (m, 1H).
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HPLC: Rt 2.36 min; LCMS (ESI+)
[M+H+] 445.2 m/z; "H NMR (500 MHz, DMSO-ds) 5 [ppm] 9.20 (s, 1H), 8.72
~8.61(m, 2H), 8.29 (d, J = 8.4 Hz, 3H), 8.22 (d, J = 8.5 Hz, 1H), 7.87 (d, J =
4.9 Hz, 2H), 7.38 (s, 2H), 4.79 (t, J = 5.3 Hz, 2H), 3.94 (s, 7TH), 3.76 (s, 3H),
3.43 (dd, J = 11.2, 5.5 Hz, 2H).
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HPLC: Rt 2.33 min; LCMS (ESI+) [M+H+] 464.2 m/z:

"H NMR (500 MHz, DMSO-ds) & [ppm] 9.34 (s, 2H), 8.57 (d, J = 5.0 Hz, 1H),
8.06 (s, 3H), 7.81 (d, J = 2.2 Hz, 1H), 7.73 (s, 1H), 7.71 — 7.68 (m, 1H), 7.40
(d, J = 5.0 Hz, 1H), 7.36 (d, J = 8.6 Hz, 1H), 7.23 (s, 2H), 4.26 (s, 3H), 3.90
(d, J = 4.7 Hz, 4H), 3.87 (s, 6H), 3.73 (s, 3H), 3.25 — 3.13 (m, 4H);
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gboooad

10
HPLC: Rt 2.49 min; LCMS (ESi+) [M+H+] 492.2 m/z;
'H NMR (500 MHz, DMSO-dg) & [ppm] 9.01 (s, 1H), 8.88 (s, 1H), 8.67 (d, J =
5.4 Hz, 1H), 8.37 — 8.32 (m, 1H), 8.18 (s, 2H), 8.14 (d, J = 7.9 Hz, 1H), 7.89
—7.84 (m, 2H), 7.78 (t, J = 7.8 Hz, 1H), 7.41 (s, 2H), 3.94 (s, 6H), 3.76 (s,
3H), 3.56 (t, J = 11.8 Hz, 6H), 3.34 (s, 3H); 20
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HPLC: Rt 2.43 min; LCMS (ESI+) [M+H+] 461.2 m/z;
'H NMR (500 MHz, DMSO-dg) & [ppm] 11.33 (s, 1H), 8.62 (d, J = 5.4 Hz,
1H), 8.01 (d, J = 5.1 Hz, 4H), 7.96 - 7.88 (m, 1H), 7.80 (d, J = 21.8 Hz, 2H),
7.37 (s, 2H), 7.29 (d, J = 8.2 Hz, 1H), 4.18 (t, J = 5.9 Hz, 2H), 3.93 (s, 7H), 40
3.75 (s, 4H), 3.19 (d, J = 5.7 Hz, 3H);
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gboooad

10

HPLC: Rt 2.44 min; LCMS (ESI+) [M+H+] 475.2 m/z:

"H NMR (500 MHz, DMSO-ds) & [ppm] 8.95 (s, 1H), 8.68 (d, J = 5.1 Hz, 2H)
8.16 (d, J = 6.3 Hz, 1H), 7.84 (d, J = 11.6 Hz, 2H), 7.68 (d, J = 5.1 Hz, 1H),
7.39(d, J = 13.1 Hz, 3H), 3.94 (s, 8H), 3.75 (s, 4H), 3.45 (s, 2H), 3.38 (d, J =
10.9 Hz, 1H), 3.23 (d, J = 12.1 Hz, 1H), 2.75 (dt, J = 22.1, 10.7 Hz, 2H), 2.21
—2.06 (m, 1H), 1.91 (d, J = 11.7 Hz, 1H), 1.83 (d, J = 14.1 Hz, 1H), 1.66 (d, J
= 13.7 Hz, 1H), 1.38 = 1.20 (m, 1H):

20
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30

HPLC: Rt 2.4 min; LCMS (ESI+) [M+H+] 445.2 m/z;

'H NMR (500 MHz, DMSO-ds) & [ppm] 8.74 (s, 1H), 8.69 (d, J = 5.3 Hz, 1H),
8.33 (s, 3H), 8.27 (d, J = 8.5 Hz, 1H), 8.08 (d, J = 8.6 Hz, 1H), 7.91 - 7.80
(m, 2H), 7.39 (s, 2H), 4.83 (s, 2H), 3.93 (s, 6H), 3.75 (s, 3H), 3.44 (d, J = 5.9
Hz, 2H);

40
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gboooad

HPLC: Rt 2.36 min; LCMS (ESI+) [M+H+] 385.1 m/z: 10

"H NMR (500 MHz, DMSO-ds) & [ppm] 9.76 (s, 1H), 8.93 (d, J =6.2 Hz,
1H), 8.64 (d, J = 1.1 Hz, 1H), 8.54 (d, J = 2.3 Hz, 1H), 8.39 (dd, J = 8.7,
1.6 Hz, 1H), 8.19 (dd, J = 7.4, 4.6 Hz, 2H), 8.13 (dd, J = 8.7, 2.3 Hz, 1H),
7.80 (d, J = 5.3 Hz, 1H), 7.38 (d, J = 8.8 Hz, 1H), 4.12 (d, J = 10.1 Hz, 3H);

oooooao
gboobooooooobgobobobooooboboboboobooooboobobobao
ugbooboooooboobooboboobooooboboboboobooooobobobaa 20
oooooo* ooboor o

goooao

30
HPLC: Rt 2.57 min; LCMS (ESI+) [M+H+] 570.2 m/z;
*H NMR (400 MHz, DMSO-ds) 5 [ppm] 8.82 (d, J = 1.7 Hz, 1H), 8.70 (t, J =
5.8 Hz, 1H), 8.60 (d, J = 5.1 Hz, 1H), 8.28 (d, J = 8.6 Hz, 1H), 8.03 (d, J = 8.2 20

Hz, 1H), 7.76 (s, 1H), 7.74 — 7.69 (m, 2H), 7.37 (s, 2H), 7.17 (d, J = 8.3 Hz,

1H), 3.93 (s, 6H), 3.75 (s, 3H), 3.44 (d, J = 46.0 Hz, 13H), 3.29 (s, 3H), 2.92

(s, 3H);
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gboooad

HPLC: Rt 2.63 min; LCMS (ESI+) [M+H+] 503.2 m/z: 10
"H NMR (400 MHz, DMSO-de) & [ppm] 8.81 (s, 1H), 8.64 (d, J = 5.2 Hz, 1H),

8.29 (d, J = 8.6 Hz, 1H), 8.05 (dd, J = 11.2, 7.8 Hz, 2H), 7.79 (t, J = 2.6 Hz,
2H), 7.73 (t, J = 7.8 Hz, 1H), 7.37 (s, 2H), 3.93 (s, 6H), 3.90 (s, 2H), 3.75 (s
3H), 1.76 (d, J = 12.0 Hz, 3H), 1.51 (d, J = 12.6 Hz, 3H), 1.34 (s, 2H);
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HPLC: Rt 2.57 min; LCMS (ESI+) [M+H+] 489.2 m/z; 30

1H NMR (400 MHz, DMSO-ds) 8 [ppm] 8.79 (t, J = 1.6 Hz, 1H), 8.62 (d, J =
5.2 Hz, 1H), 8.38 (d, J = 6.4 Hz, 1H), 8.26 (d, J = 8.6 Hz, 1H), 8.04 (d, J = 8.1
Hz, 1H), 7.81 —7.66 (m, 3H), 7.37 (s, 2H), 4.03 (dd, J = 6.1, 2.7 Hz, 2H),
3.93 (s, 6H), 3.75 (s, 3H), 2.04 (dd, J = 13.1, 5.7 Hz, 1H), 1.87 (dt, J = 12.3,
5.2 Hz, 1H), 1.75 — 1.62 (m, 2H), 1.58 — 1.43 (m, 2H):
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gboooad

HPLC: Rt 2.53 min; LCMS (ESH+) [M+H+] 416.2 m/z;

"H NMR (400 MHz, DMSO-de) 5 [ppm] 13.12 (s, 1H), 8.56 (d, J = 4.9 Hz,
1H), 8.12 (s, 1H), 7.88 (s, 1H), 7.76 (s, 1H), 7.59 (s, 1H), 7.31 (d, J = 4.9 Hz,
1H), 7.16 (s, 2H), 3.82 (s, 6H), 3.71 (s, 3H), 2.37 (s, 3H);
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HPLC: Rt 1.79 min; LCMS (ESI+) [M+H+] 358.1 m/z;

'H NMR (400 MHz, DMSO-ds) 8 [ppm] 9.57 (s, 1H), 8.70 (d, J = 6.1 Hz,

2H), 8.30 (d, J = 1.3 Hz, 1H), 8.12 (d, J = 8.7 Hz, 1H), 7.92 (d, J = 5.6 Hz,

1H), 7.76 (s, 1H), 7.65 (dd, J = 10.9, 5.1 Hz, 2H), 7.01 (d, J = 8.2 Hz, 1H),

3.93 (s, 4H),
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gboooad

HPLC: Rt 1.98 min; LCMS (ESi+) [M+H+] 458.1 m/z;
"H NMR (400 MHz, DMSO-ds) & [ppm] 8.78 (s, 1H), 8.69 (d, J = 5.7 Hz, 1H),
8.48 (d, J = 7.5 Hz, 1H), 8.37 (d, J = 7.9 Hz, 1H), 8.21 (d, J = 7.9 Hz, 1H),
8.08 (s, 3H), 7.97 (d, J = 5.6 Hz, 1H), 7.79 (t, J = 7.8 Hz, 1H), 7.73 (s, 1H),
7.66 (d, J = 1.9 Hz, 1H), 7.59 (dd, J = 8.2, 1.9 Hz, 1H), 6.98 (d, J = 8.3 Hz,
1H), 4.37 (s, 1H), 3.93 (s, 4H), 1.99 ~ 1.79 (m, 2H), 1.71 (dd, J = 29.3, 11.3
Hz, 4H), 1.42 (s, 2H);

oooooad

gbooboooooogoobgoboboboooobobobobobooooobuobobao

ugbobooooooooobooboboobooooboobooboboobooooooboog®
"0
goooao

HPLC: Rt 2.49 min; LCMS (ESI+) [M+H+] 493.2 m/z;

"H NMR (400 MHz, DMSO-dg) 8 [ppm] 8.86 (s, 1H), 8.71 — 8.60 (m, 2H),
8.30 (d, J=7.9 Hz, 1H), 8.06 (d, J = 7.9 Hz, 1H), 7.84 — 7.77 (m, 2H), 7.74 (t,
J=7.8 Hz, 1H), 7.39 (s, 2H), 3.93 (s, 6H), 3.82 (dd, J = 11.3, 5.0 Hz, 2H),
3.75 (s, 4H), 3.32 (dd, J = 8.5, 5.4 Hz, 5H), 3.28 (s, 3H), 3.23 (dd, J = 13.7,
6.6 Hz, 2H);

gbooood

goad

ugbdoodooooobouobobobooboboooboboboboobooobouobobobaa

ooooboooooobooooobooooboooooboooobooooooe
"

goo

10

20

30

40



(73) JP 6097770 B2 2017.3.15

gboooad

HPLC: Rt 2.47 min; LCMS (ESI+) [M+H+] 479.2 m/z; L
"H NMR (400 MHz, DMSO-dg) & [ppm] 8.85 (s, 1H), 8.65 (dd, J = 12.7, 5.4

Hz, 2H), 8.30 (d, J = 7.8 Hz, 1H), 8.06 (d, J = 7.8 Hz, 1H), 7.88 — 7.66 (m,

3H), 7.39 (s, 2H), 3.93 (s, 9H), 3.75 (s, 3H), 3.71 — 3.56 (m, 3H), 3.50 — 3.42

(m, 1H), 3.37 (d, J = 5.4 Hz, 2H), 3.24 (dd, J = 13.4, 6.7 Hz, 1H), 2.80 (d, J =

4.6 Hz, 1H), 2.55 (t, J = 5.6 Hz, 1H);
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HPLC: Rt 1.67 min; LCMS (ESI+) [M+H+] 401.1 m/z; %

"H NMR (500 MHz, DMSO-dg) & [ppm] 9.47 (s, 1H), 8.69 —8.61 (m, 2H),
8.27 (dd, J = 8.6, 1.4 Hz, 1H), 8.17 (s, 3H), 8.08 (d, J = 8.6 Hz, 1H), 7.84 —
7.79 (m, 2H), 7.75 - 7.63 (m, 2H), 7.23 (d, J = 8.2 Hz, 1H), 4.29 (t, J = 5.2
Hz, 2H), 3.95 (s, 3H), 3.25 (dd, J = 10.8, 5.5 Hz, 3H);

oooooo
ooooooooobooooobooooooboobooboooobooboooobooooobooo
gooooooooboooooooooobooooboboooobobboooobooboo 40
ooor o



(74) JP 6097770 B2 2017.3.15

gboooad

HPLC: Rt 2.60 min; LCMS (ESI+) [M+H+] 503.2 m/z;
"H NMR (400 MHz, DMSO-ds) & [ppm] 8.81 (s, 1H), 8.64 (d, J = 5.3 Hz,
1H), 8.29 (d, J = 7.8 Hz, 2H), 8.07 (d, J = 8.0 Hz, 1H), 7.80 (d, J = 6.8 Hz,
2H), 7.73 (t, J = 7.8 Hz, 1H), 7.38 (s, 2H), 3.93 (s, 6H), 3.75 (s, 3H), 3.66
(d, J = 8.7 Hz, 1H), 3.46 (dd, J = 11.7, 7.6 Hz, 1H), 1.89 (d, J = 18.7 Hz,
2H), 1.67 (s, 2H), 1.27 (d, J = 8.4 Hz, 4H);
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HPLC: Rt 2.45 min; LCMS (ESI+) [M+H+] 479.2 m/z;
"H NMR (400 MHz, DMSO-ds) & [ppm] 8.85 (s, 1H), 8.63 (t, J = 5.0 Hz, 2H),
8.29 (d, J = 7.8 Hz, 1H), 8.05 (d, J = 7.8 Hz, 1H), 7.83 — 7.67 (m, 3H), 7.38
(s, 2H), 3.93 (s, 6H), 3.75 (s, 3H), 3.66 (dd, J = 12.1, 5.5 Hz, 1H), 3.51 — 3.41
(m, 1H), 3.37 (d, J = 5.4 Hz, 2H), 3.29 - 3.14 (m, 1H);
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HPLC: Rt 2.52 min; LCMS (ESI+) [M+H+] 436.2 m/z;
'H NMR (500 MHz, DMSO-ds) & [ppm] 8.50 (d,J=5.0Hz, 1H), 7.72 - 7.65
(m, 2H), 7.46 (dd, J = 8.6, 2.2 Hz, 1H), 7.42 (d, J = 5.0 Hz, 1H), 7.25-7.13
(m, 3H), 5.14 (d, J =4.2 Hz, 1H), 4.78 (dd, J = 6.3, 4.2 Hz, 1H), 3.86 (d, J =
7.4 Hz, 9H), 3.72 (s, 3H), 1.38 (d, J = 6.4 Hz, 3H);
OoooOoO
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HPLC: Rt 2.51 min; LCMS (ESI+) [M+H+] 489.2 m/z:

"H NMR (500 MHz, DMSO-ds) & [ppm] 8.81 (t, J = 1.6 Hz, 1H), 8.59 (d, J =

5.1 Hz, 1H), 8.29 — 8.19 (m, 1H), 8.10 —8.01 (m, 2H), 7.78 — 7.62 (m, 3H),

7.35 (s, 2H), 4.69 (d, J = 3.7 Hz, 1H), 4.08 (dd, J = 8.3, 4.4 Hz, 2H), 3.93

(s, 6H), 3.74 (s, 3H), 1.80 (dddd, J = 16.6, 15.6, 14.1, 10.2 Hz, 4H), 1.66 —

1,57 (m, 1H), 1.53 (dd, J = 8.6, 5.1 Hz, 1H);
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HPLC: Rt 2.43 min; LCMS (ESI+) [M+H+] 488.2 m/z;

'H NMR (500 MHz, DMSO-ds) & [ppm] 9.06 (t, J = 5.7 Hz, 1H), 8.90 (s,
1H), 8.69 (d, J = 5.4 Hz, 1H), 8.40 - 8.31 (m, 1H), 8.16 (d, J = 7.2 Hz, 4H),
7.95-7.85(m, 2H), 7.79 (t, J = 7.8 Hz, 1H), 7.42 (s, 2H), 3.95 (s, 6H),
3.77 (s, 3H), 3.74 — 3.64 (m, 2H), 3.64 — 3.57 (m, 2H), 2.66 — 2.56 (m, 1H),
1.09 - 0.94 (m, 1H), 0.68 — 0.53 (m, 2H), 0.49 (td, J = 9.6, 4.7 Hz, 1H),
0.36 (td, J = 9.4, 4.7 Hz, 1H);
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HPLC: Rt 2.02 min; LCMS (ESI+) [M+H+] 474.2 m/z;

"H NMR (500 MHz, DMSO-ds) & [ppm] 9.01 (d, J = 6.9 Hz, 1H), 8.85 (s,

1H), 8.66 (d, J = 5.3 Hz, 1H), 8.31 (d, J = 7.8 Hz, 1H), 8.19 (s, 3H), 8.08 (d, 40
J=7.8 Hz, 1H), 7.84 (s, 2H), 7.76 (t, J = 7.8 Hz, 1H), 7.40 (s, 2H), 4.70

(dd, J = 14.5, 7.5 Hz, 1H), 3.93 (s, 7H), 3.81 (d, J = 5.1 Hz, 2H), 3.75 (s,

3H), 2.49 (dd, J = 6.1, 4.3 Hz, 4H DMSO E—% F);
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HPLC: Rt 2.28 min; LCMS (ESI+) [M+H+] 476.2 m/z:
"H NMR (500 MHz, DMSO-dg) & [ppm] 8.74 (d, J = 5.2 Hz, 1H), 8.70 (t, J
= 1.5 Hz, 1H), 8.40 (d, J = 7.5 Hz, 1H), 8.36 — 8.31 (m, 1H), 8.16 (d, J =
7.9 Hz, 1H), 8.05 (s, 3H), 7.91 (d, J = 5.2 Hz, 1H), 7.83 (s, 1H), 7.76 (t, J =
7.8 Hz, 1H), 7.60 (dd, J = 9.0, 6.0 Hz, 2H), 7.16 (dd, J = 8.9, 3.1 Hz, 1H),
4.36 (dd, J =7.1,3.7 Hz, 1H), 3.88 (d, J = 3.4 Hz, 3H), 1.97 - 1.81 (m,
20
2H), 1.81 — 1.62 (m, 4H), 1.42 (t, J = 10.5 Hz, 2H);
oOooooad
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HPLC: Rt 2.05 min; LCMS (ESI+) [M+H+] 492.2 m/z;
"H NMR (500 MHz, DMSO-dg) 5 [ppm] 9.16 (t, J = 5.4 Hz, 1H), 8.95 (s, 20

1H), 8.74 (d, J = 5.7 Hz, 1H), 8.44 — 8.35 (m, 1H), 8.32 (s, 3H), 8.22 (d, J =
7.9 Hz, 1H), 8.06 (d, J = 5.7 Hz, 1H), 7.96 (s, 1H), 7.80 (t, J = 7.8 Hz, 1H),
7.45 (s, 2H), 3.95 (s, 7H), 3.7 (s, 3H), 3.58 (dd, J = 12.9, 5.5 Hz, 6H),
3.34 (s, 3H);
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HPLC: Rt 2.02 min; LCMS (ESI+) [M+H+] 474.2 m/z;

'H NMR (500 MHz, DMSO-dg) 5 [ppm] 9.03 (d, J=6.2 Hz, 1H), 8.85 (s,
1H), 8.66 (d, J = 5.3 Hz, 1H), 8.32 (d, J = 7.9 Hz, 1H), 8.18 (s, 3H), 8.10 (d
J=7.8Hz, 1H), 7.88 - 7.81 (m, 2H), 7.76 (t, J = 7.8 Hz, 1H), 7.40 (s, 2H),
4.22 —-4.14 (m, 2H), 3.93 (s, 7H), 3.76 (s, 4H), 3.50 (dd, J = 13.1, 7.4 Hz,
1H), 2.71 - 2.61 (m, 2H), 2.27 (ddd, J = 17.9, 8.9, 2.7 Hz, 2H);

oooooao 20
gbooboooooogoobgoboboboooobobobobobooooobuobobao
gbooooooobooboobobobooooboobobobooboooooboobobao
oooooooooooooo* ooogr o

goooao

30
HO
HPLC: Rt 2.40 min; LCMS (ESI+) [M+H+] 569.2 m/z;
'H NMR (500 MHz, DMSO-ds) & [ppm] 8.85 (t, J = 1.6 Hz, 1H), 8.62 (t, J =
4.1 Hz, 1H), 8.58 (t, J = 5.6 Hz, 1H), 8.29 (d, J = 8.5 Hz, 1H), 8.05 (d, J =
7.9 Hz, 1H), 7.81 -7.68 (m, 3H), 7.38 (s, 2H), 3.97 (d, J = 2.6 Hz, 1H), 40

3.93 (s, 6H), 3.84 — 3.78 (m, 1H), 3.75 (s, 3H), 3.67 (dd, J = 3.9, 1.7 Hz,
1H), 3.62 — 3.45 (m, 4H), 3.41 (dd, J = 10.8, 5.3 Hz, 1H), 3.37 — 3.28 (m,
1H);
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HPLC: Rt 1.79 min; LCMS (ESI+) [M+H+] 448.1 m/z;

"H NMR (500 MHz, DMSO-de) & [ppm] 8.78 (s, 1H), 8.74 (s, 1H), 8.69 (d, J =

5.5 Hz, 1H), 8.33 (d, J = 7.8 Hz, 1H), 8.15 (s, 3H), 8.10 (d, J = 7.8 Hz, 1H),

7.91(d, J =5.5Hz, 1H), 7.81 (s, TH), 7.77 (t, J = 7.8 Hz, 1H), 7.73 — 7.66 (m,

2H), 7.25 (d, J = 8.4 Hz, 1H), 4.30 (t, J = 5.2 Hz, 2H), 3.96 (s, 3H), 3.57 (t, J

= 6.1 Hz, 4H), 3.26 (dd, J = 10.6, 5.4 Hz, 3H);
oooooad
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HPLC: Rt 2.88 min; LCMS (ESI+) [M+H+] 388.1 m/z;

'H NMR (400 MHz, DMSO-dg) & [ppm] 8.51 (d, J = 5.0 Hz, 1H), 7.68 (d, J
= 2.2 Hz, 1H), 7.56 — 7.45 (m, 2H), 7.41 (d, J = 5.0 Hz, 1H), 7.36 (dd, J =
8.5,2.2Hz, 1H), 7.29 (dd, J = 8.5, 2.2 Hz, 1H), 7.17 (dd, J = 15.8, 8.5 Hz,
2H), 3.99 (s, 3H), 3.82 (s, 3H), 2.66 (d, J = 7.6 Hz, 2H), 2.60 (d, J = 7.6 Hz,
2H), 1.26 (t, J = 7.6 Hz, 4H), 1.17 (t, J = 7.6 Hz, 3H);
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HPLC: Rt 2.37 min; LCMS (ESI+) [M+H+] 418.1 m/z;

'H NMR (500 MHz, DMSO-ds) & [ppm] 8.57 (d, J =4.9 Hz, 1H), 8.39 (d, J

=2.2 Hz, 1H), 8.15 - 8.03 (m, 2H), 8.00 ~ 7.87 (m, 3H), 7.56 (s, 1H), 7.40

(d, J=4.9Hz, 1H), 7.35 (d, J = 8.7 Hz, 1H), 7.28 (d, J = 8.8 Hz, 1H), 7.22

(d, = 18.6 Hz, 2H), 4.08 (s, 3H), 3.90 (s, 3H);
Oooooo
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HPLC: Rt 0.42 min; LCMS (ESI+) [M+H+] 476.2 m/z;

"H NMR (500 MHz, DMSO-ds) 5 [ppm] 8.87 (t, J = 6.3 Hz, 1H), 8.78 (d, J =
1.6 Hz, 1H), 8.62 (d, J = 5.1 Hz, 1H), 8.31 (d, J = 7.9 Hz, 1H), 8.09 (d, J =
7.9 Hz, 1H), 7.81—7.73 (m, 5H), 7.70 (d, J = 5.1 Hz, 1H), 7.36 (s, 2H),

3.92 (s, 7H), 3.75 (s, 4H), 3.47 (d, J = 6.3 Hz, 2H), 1.28 (s, 6H);
Dooooo
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HPLC: Rt 2.61 min; LCMS (ESI+) [M+H+] 580.2 m/z;

'H NMR (500 MHz, DMSO-ds) 5 [ppm] 8.82 (s, 1H), 8.67 (d, J = 5.4 Hz,
1H), 8.32 (d, J = 7.8 Hz, 1H), 8.08 (dd, J = 7.0, 5.9 Hz, 2H), 7.90 — 7.80
(m, 2H), 7.76 (t, J = 7.8 Hz, 1H), 7.40 (s, 2H), 6.96 (d, J = 7.6 Hz, 1H), 4.09
—4.03 (m, 1H), 3.94 (s, 6H), 3.76 (s, 3H), 3.70 (s, 1H), 2.84 (s, 3H), 2.31
(s, 2H), 1.82 (dd, J = 10.4, 4.8 Hz, 1H), 1.75 — 1.54 (m, 5H), 1.49 — 1.27
(m, 2H);
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HPLC: Rt 2.56 min; LCMS (ESI+) [M+H+] 544.3 m/z;

"H NMR (500 MHz, DMSO-de) & [ppm] 8.78 (t, J = 1.6 Hz, 1H), 8.66 (d, J =

5.1 Hz, 1H), 8.37 — 8.27 (m, 1H), 8.22 (d, J = 7.3 Hz, 1H), 8.02 (d, J = 7.9

Hz, 1H), 7.82 (s, 1H), 7.79 = 7.72 (m, 2H), 7.65 (d, J = 8.0 Hz, 1H), 7.42 (s, 40
2H), 4.21 — 4.06 (m, 2H), 3.98 (d, J = 4.5 Hz, 6H), 3.81 (s, 3H), 1.97 (s,

1H), 1.90 (s, 3H), 1.69 (dddd, J = 35.1, 23.0, 13.1, 8.6 Hz, 6H), 1.45 (t, J =

12.1 Hz, 2H);
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HPLC: Rt 2.53 min; LCMS (ESI+) [M+H+] 520.3 m/z;

"H NMR (500 MHz, DMSO-ds) & [ppm] 8.74 (t, J = 1.4 Hz, 1H), 8.65 (d, J =

5.2 Hz, 1H), 8.38 (d, J = 7.7 Hz, 1H), 8.26 — 8.18 (m, 1H), 8.09 (dd, J =

9.4, 1.4 Hz, 1H), 7.94 (s, 3H), 7.85 — 7.76 (m, 2H), 7.39 (s, 2H), 4.36 (dd, J

= 7.0, 3.6 Hz, 3H), 3.94 (s, 6H), 3.76 (s, 3H), 3.49 (d, J = 3.4 Hz, 1H), 1.96

—1.85 (m, 1H), 1.85—1.61 (m, 5H), 1.51 — 1.33 (m, 2H);

20
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HPLC: Rt 2.08 min; LCMS (ESI+) [M+H+] 370.2 m/z;

"H NMR (400 MHz, DMSO-ds) & [ppm] 9.78 (s, 1H), 8.99 (d, J = 6.3 Hz,
1H), 8.71 (d, J = 1.0 Hz, 1H), 8.37 (dd, J = 8.7, 1.6 Hz, 1H), 8.28 (d, J =
6.3 Hz, 1H), 8.25 — 8.13 (m, 1H), 7.78 (s, 1H), 7.45 (dd, J = 20.5, 5.7 Hz
2H), 7.18 (dd, J = 8.6, 2.8 Hz, 1H), 3.88 (s, 3H), 2.92 (t, J = 7.5 Hz, 2H),
1.22 (t, J = 7.5 Hz, 3H);
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HPLC: Rt 2.41 min; LCMS (ESI+) [M+H+] 461.2 m/z;

"H NMR (500 MHz, DMSO-ds) & [ppm] 11.34 (s, 1H), 8.61 (d, J = 5.5 Hz,
1H), 8.03 (s, 3H), 7.91 — 7.87 (m, 2H), 7.85 (s, 1H), 7.77 (d, J = 4.8 Hz,
1H), 7.51 (d, J = 8.7 Hz, 1H), 7.36 (s, 2H), 4.15 (t, J = 6.1 Hz, 2H), 3.94 (s,
6H), 3.76 (s, 4H), 3.18 (d, J = 5.8 Hz, 2H);
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HPLC: Rt 2.43 min; LCMS (ESI+) [M+H+] 379.1 m/z;

"H NMR (400 MHz, DMSO-dg) & [ppm] 8.48 (d, J = 5.2 Hz, 1H), 8.41 (d, J =
2.5 Hz, 1H), 8.22 (dd, J = 9.7, 2.8 Hz, 1H), 7.70 (s, 1H), 7.56 (d, J = 5.2 Hz,
1H), 7.30 (s, 2H), 6.58 (d, J = 9.7 Hz, 1H), 3.93 (s, 6H), 3.75 (s, 3H).
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HPLC: Rt 2.44 min; LCMS (ESI+) [M+H+] 379.1 m/z;

'H NMR (400 MHz, DMSO-ds) & [ppm] 8.58 (d, J=5.1 Hz, 1H), 7.76 (s, 1H),
7.60 (dd, J = 5.8, 3.9 Hz, 2H), 7.29 (s, 2H), 7.06 (d, J = 1.4 Hz, 1H), 6.87 (d,
J = 6.5 Hz, 1H), 3.91 (s, 6H), 3.75 (s, 3H);
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HPLC: Rt 2.57 min; LCMS (ESI+) [M+H+] 477.1 m/z;

"H NMR (500 MHz, DMSO-ds) & [ppm] 8.82 (t, J = 1.6 Hz, 1H), 8.62 (d, J =
5.2 Hz, 1H), 8.28 —8.22 (m, 1H), 8.01 (d, J = 7.9 Hz, 1H), 7.81 — 7.74 (m,
2H), 7.71 (dd, J = 13.7, 5.9 Hz, 2H), 7.39 (s, 2H), 3.94 (s, 8H), 3.75 (s,
4H), 3.55 (d, J = 5.5 Hz, 2H), 1.35 (s, 6H):
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HPLC: Rt 2.15 min; LCMS (ESI+) [M+H+] 370.1 m/z;

'H NMR (500 MHz, DMSO-ds) & [ppm] 9.58 (s, 1H), 8.73 (d, d =5.5 Hz, 1H),
8.64 (d, J = 1.0 Hz, 1H), 8.30 (dd, J = 8.7, 1.6 Hz, 1H), 8.13 (d, J = 8.6 Hz,
1H), 7.90 (d, J = 5.5 Hz, 1H), 7.86 (d, J = 2.2 Hz, 1H), 7.64 (s, 1H), 7.40 (dd
J=8.5,22Hz 1H), 7.23 (d, J= 8.6 Hz, 1H), 4.03 (s, 4H), 2.71(q, J=7.6
Hz, 2H), 1.23 (t, J = 7.6 Hz, 3H);

oooooao
gbooboooooogoobgoboboboooobobobobobooooobuobobao
gboobooooooobogoboboobooooboobobooboooboooooboobo® d
oo~ 0O

goooao

HPLC: Rt 2.27 min; LCMS (ESI+) [M+H+] 470.1 m/z;
'H NMR (500 MHz, DMSO-dg) 5 [ppm] 8.74 (d, J = 5.3 Hz, 1H), 8.61 (s,
1H), 8.38 (d, J = 7.6 Hz, 1H), 8.27 (d, J = 8.1 Hz, 1H), 8.15(d, J = 7.9 Hz,
1H), 8.02 (s, 3H), 7.89 (d, J = 5.3 Hz, 1H), 7.74 (t, J = 7.8 Hz, 1H), 7.57 (s,
1H), 7.37 (dd, J = 14.4, 5.6 Hz, 2H), 7.08 (dd, J = 8.5, 2.8 Hz, 1H), 4.35
(dd, J=7.0, 3.7 Hz, 1H), 3.83 (s, 3H), 2.88 (q, J = 7.5 Hz, 2H), 1.86 (ddd, J
=26.4,13.2,5.6 Hz, 2H), 1.79 — 1.59 (m, 4H), 1.41 (s, 2H),1.16 (t, J=7.5
Hz, 3H);
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HPLC: Rt 2.34 min; LCMS (ESI+) [M+H+] 470.1 m/z;
"H NMR (500 MHz, DMSO-dg) 5 [ppm] 8.79 (s, 1H), 8.73 (d, J = 5.5 Hz,
1H), 8.45 (d, J = 7.4 Hz, 1H), 8.36 (d, J = 7.8 Hz, 1H), 8.23 (d, J = 7.8 Hz,
1H), 8.09 (s, 3H), 7.97 (d, J = 5.5 Hz, 1H), 7.89 (d, J = 2.1 Hz, 1H), 7.80 (t,
J=T7.8Hz, 1H), 7.62 (s, 1H), 7.39 (dd, J = 8.5, 2.2 Hz, 1H), 7.22 (d, J = 8.6
Hz, 1H), 4.37 (dd, J = 7.0, 3.7 Hz, 1H), 4.02 (s, 3H), 2.68 (q, J = 7.6 Hz,
2H), 1.97 —1.79 (m, 2H), 1.73 (ddd, J = 35.1, 9.2, 3.5 Hz, 4H), 1.46 — 1.35
(m, 2H), 1.23 (t, J = 7.6 Hz, 3H);

oooooao
gboobooooooobgobobobooooboboboboobooooboobobobao
ugboobooooooooboobobooooobobobooooo*s boboaoor o

goooao

Da

e NH,

HPLC: Rt 2.48 min; LCMS (ESI+) [M+H+] 493.1 m/z:

"H NMR (500 MHz, DMSO-ds) & [ppm] 8.60 (d, J = 5.0 Hz, 1H), 7.95 (s,
3H), 7.77 (s, 1H), 7.49 — 7.42 (m, 3H), 7.29 — 7.15 (m, 3H), 4.26 (t, J = 5.1
Hz, 3H), 3.87 (s, 6H), 3.73 (s, 3H), 3.25 (dd, J = 10.5, 5.4 Hz, 2H);
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HPLC: Rt 2.41 min; LCMS (ESI+) [M+H+] 466.2 m/z;

"H NMR (500 MHz, DMSO-ds) & [ppm] 8.67 (d, J = 5.2 Hz, 1H), 8.65 (d, J
= 1.5 Hz, 1H), 8.34 (s, 1H), 8.30 (d, J = 7.7 Hz, 2H), 8.16 (d, J = 0.8 Hz,
1H), 8.12 (d, J = 7.9 Hz, 1H), 7.91 (s, 3H), 7.79 — 7.69 (m, 2H), 7.57 (s,
1H), 7.46 (s, 1H), 4.39 (d, J = 3.4 Hz, 1H), 2.71 (s, 3H), 1.88 — 1.77 (m,
2H), 1.69 (ddd, J = 23.3, 16.9, 9.4 Hz, 4H), 1.40 (s, 2H);
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HPLC: Rt 2.39 min; LCMS (ESI+) [M+H+] 485.2 m/z;
"H NMR (500 MHz, DMSO-ds) & [ppm] 8.71 — 8.63 (m, 2H), 8.50 (d, J = 2.2
Hz, 1H), 8.33 (t, J = 7.0 Hz, 2H), 8.14 (d, J=7.9Hz, 1H), 8.04 (dd, J=8.7,
2.3 Hz, 2H), 7.91 (s, 3H), 7.83-7.73 (m, 2H), 7.66 (d, J = 2.5 Hz, 1H),
7.39 (s, 1H), 7.34 (d, J = 8.8 Hz, 1H), 4.43 -4.33 (m, 1H), 4.10 (s, 3H),
3.53-3.46(m, 2H),1.92-1.79 (m, 2H), 1.79 - 1.58 (m,4H),142 (d,J =
7.0 Hz, 2H);
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HPLC: Rt 2.48 min; LCMS (ESI+) [M+H+] 520.2 m/z;

'H NMR (500 MHz, DMSO-ds) & [ppm] 8.70 (d, J = 3.0 Hz, 1H), 8.55 (s,
1H), 8.34 (d, J =7.5 Hz, 1H), 8.24 (d, J = 7.9 Hz, 1H), 8.11—-7.99 (m, 4H)
7.79(s, 1H), 7.75 (t, J = 7.8 Hz, 1H), 7.25 (s, 2H), 3.88 (s, 6H), 3.73 (s,
3H), 3.47 (ddd, J = 9.6, 6.1, 3.4 Hz, 2H), 1.95-1.78 (m, 2H), 1.78 — 1.59
(m, 4H), 1.42 (d, J = 7.0 Hz, 2H);

7

oooooo
gobooboooooogoobgoboboboooooboboboboboooobDobobao
gbooooooobooboobobobooooboobobobooboooooboobobao
ugbooo®* oog™ d

ooooao

HPLC: Rt 2.47 min; LCMS (ESI+) [M+H+] 520.2 m/z;
"H NMR (500 MHz, DMSO-d¢) & [ppm] 8.65 (d, J = 5.1 Hz, 1H), 8.51 (dd, J =
7.1,2.0 Hz, 1H), 8.28 (d, J = 7.5 Hz, 1H), 8.24 — 8.17 (m, 1H), 7.90 (s, 3H),
7.80 (s, 1H), 7.66 — 7.54 (m, 2H), 7.27 (s, 2H), 4.34 (s, 1H), 3.88 (s, 6H),
3.73 (s, 3H), 3.60 (dd, J = 12.3, 5.0 Hz, 1H), 1.91 — 1.56 (m, 6H), 1.41 (s,
2H);
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HPLC: Rt 2.22 min; LCMS (ESI+) [M+H+] 440.1 m/z;

'H NMR (500 MHz, DMSO-dg) 6 [ppm] 8.78 (d, J = 5.5 Hz, 1H), 8.64 (s,
1H), 8.44 (d, J = 7.5 Hz, 1H), 8.30 (d, J = 7.8 Hz, 1H), 8.17 (d, J= 7.9 Hz,
1H), 8.08 (s, 2H), 7.99 (d, J = 5.5 Hz, 1H), 7.89 (dd, J = 7.7, 1.0 Hz, 1H),
7.76 (t, = 7.8 Hz, 1H), 7.57 (s, 1H), 7.54 — 7.36 (m, 3H), 4.36 (dd, J = 7.1,
3.7 Hz, 1H), 2.95 (g, J = 7.5 Hz, 2H), 1.88 (ddd, J = 26.6, 12.4, 4.7 Hz,

2H), 1.79 = 1.59 (m, 4H), 1.42 (d, J = 6.7 Hz, 2H), 1.21 (t, J = 7.5 Hz, 3H);
0Do0o00o00
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HPLC: Rt 1.96 min; LCMS (ESI+) [M+H+] 505.2 m/z:

"H NMR (400 MHz, DMSO-ds) & [ppm] 8.71 (d, J = 5.1 Hz, 1H), 8.64 (s, 1H),

8.39 (d, J = 7.6 Hz, 1H), 8.30 (t, J = 4.8 Hz, 2H), 8.15 (d, J = 7.9 Hz, 1H),

7.99 (s, 3H), 7.85 (dd, J = 5.5, 3.6 Hz, 2H), 7.73 (t, J = 7.8 Hz, 1H), 7.63 (d, J

=10.0 Hz, 2H), 7.45 (s, 2H), 4.35 (s, 1H), 2.69 (s, 3H), 1.86 (s, 2H), 1.80 —

1.60 (m, 4H), 1.41 (s, 2H);
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HPLC: Rt 2.52 min; LCMS (ESI+) [M+H+] 501.3 m/z;

"H NMR (500 MHz, DMSO-ds) & [ppm] 8.74 (s, 1H), 8.68 (d, J = 5.2 Hz, 1H),
8.48 (d, J = 7.5 Hz, 1H), 8.35 (d, J = 7.9 Hz, 1H), 8.20 (d, J = 7.5 Hz, 4H),
8.14 (s, 3H), 7.88 (d, J = 5.2 Hz, 1H), 7.78 (, J = 7.8 Hz, 1H), 7.66 — 7.58 (m,
2H), 7.25 (d, J = 9.1 Hz, 1H), 7.17 (dd, J = 9.0, 3.0 Hz, 1H), 4.36 (d, J = 7.3
Hz, 1H), 4.30 (t, J = 4.6 Hz, 2H), 4.00 (s, 3H), 3.50 (s, 1H), 3.25 (dd, J =
10.4, 5.3 Hz, 2H), 1.90 (ddd, J = 25.7, 13.7, 6.3 Hz, 2H), 1.79 — 1.60 (m, 4H),
1.43 (d, J = 5.9 Hz, 2H);
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HPLC: Rt 2.51 min; LCMS (ESI+) [M+H+] 485.3 m/z;
'H NMR (500 MHz, DMSO-ds) & [ppm] 8.68 — 8.61 (m, 2H), 8.41 (d, J = 7.5
Hz, 1H), 8.29 (d, J =7.9 Hz, 1H), 8.20 — 8.11 (m, 4H), 8.07 (s, 3H), 7.90 (d, J
=8.6 Hz, 1H), 7.81 (d, J = 5.2 Hz, 1H), 7.74 (t, J = 7.8 Hz, 1H), 7.42 (s, 1H),
7.05 (d, J=2.3 Hz, 1H), 7.02 (dd, J = 8.6, 2.5 Hz, 1H), 4.36 (dd, J = 6.9, 3.5
Hz, 1H), 4.28 (t, J = 5.1 Hz, 2H), 3.48 (d, J = 3.0 Hz, 1H), 3.25 (dd, J = 10.6,
5.4 Hz, 2H), 2.62 (s, 3H), 1.96 — 1.80 (m, 2H), 1.80 — 1.60 (m, 4H), 143 (d, J
=7.0 Hz, 2H),

40
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HPLC: Rt 1.74 min; LCMS (ESI+) [M+H+] 370.2 m/z;
"H NMR (500 MHz, DMSO-dg) & [ppm] 9.64 (s, 2H), 8.35 (d, J = 7.1 Hz,
1H), 7.76 (s, 1H), 7.39 = 7.27 (m, 2H), 7.15 (d, J = 7.1 Hz, 1H), 4.26 (s,
3H), 3.92 (s, 6H), 3.75 (s, 3H), 3.38 (s, 4H);
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HPLC: Rt 2.52 min; LCMS (ESI+) [M+H+] 378.1 m/z;
"H NMR (500 MHz, DMSO-dg) & [ppm] 8.63 (d, J = 4.9 Hz, 1H), 8.37 (s, 1H),
8.30 (d, J = 2.2 Hz, 1H), 7.98 (dd, J = 8.7, 2.3 Hz, 2H), 7.63 (s, 1H), 7.40 (d,
J =49 Hz, 1H), 7.36 (s, TH), 7.29 (d, J = 8.8 Hz, 2H), 4.07 (s, 4H), 2.36 (s,
3H);

oooooad

gbooboooooogoobgoboboboooobobobobobooooobuobobao
gbooooooooobooboobooooooobobobooooobooo* baor o

Oooogoao

HPLC: Rt 2.40 min; LCMS (ESI+) [M+H+] 466.2 m/z;

"H NMR (500 MHz, DMSO-ds) & [ppm] 9.02 (t, J = 5.5 Hz, 1H), 8.77 (d, J =

1.3 Hz, 1H), 8.65 (d, J = 5.2 Hz, 1H), 8.22 (d, J = 9.7 Hz, 1H), 8.00 — 7.94

(m, 4H), 7.86 (d, J = 5.3 Hz, 1H), 7.83 (s, 1H), 7.40 (s, 2H), 3.94 (s, 6H), 3.75

(s, 3H), 3.60 — 3.52 (m, 2H), 3.04 (dd, J = 11.8, 5.9 Hz, 2H);
oooooao
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HPLC: Rt 2.43 min; LCMS (ESI+) [M+H+] 462.2 m/z;

"H NMR (500 MHz, DMSO-dg) & [ppm] 8.89 (t, J = 5.5 Hz, 1H), 8.69 ~ 8.59
(m, 2H), 8.23 (s, 1H), 8.01 —7.91 (m, 4H), 7.86 — 7.79 (m, 2H), 7.40 (s, 2H),
3.94 (s, 6H), 3.75 (s, 3H), 3.57 (t, J = 6.0 Hz, 3H), 3.02 (dd, J = 11.9, 6.0 Hz,
2H), 2.53 (s, 3H);
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HPLC: Rt 2.44 min; LCMS (ESI+) [M+H+] 476.2 m/z;

'H NMR (500 MHz, DMSO-dg) & [ppm] 8.81 (d, J = 5.3 Hz, 1H), 8.65 — 8.56
(m, 2H), 8.20 (s, 1H), 7.88 (s, 1H), 7.78 (d, J = 10.8 Hz, 5H), 7.39 (s, 2H),
3.94 (s, 6H), 3.75 (s, 2H), 3.40 — 3.33 (m, 2H), 2.87 (dd, J = 15.2, 6.7 Hz,
2H), 2.52 (s, 3H), 1.91 - 1.77 (m, 2H);
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HPLC: Rt 2.4 min; LCMS (ESI+) [M+H+] 492.2 m/z:

"H NMR (500 MHz, DMSO-ds) & [ppm] 8.67 (t, J = 5.7 Hz, 1H), 8.60 (d, J =
5.2 Hz, 1H), 8.26 (d, J = 2.2 Hz, 1H), 8.09 (dd, J = 8.7, 2.3 Hz, 1H), 7.77 (d, J
= 9.4 Hz, 4H), 7.54 (td, J = 6.2, 2.3 Hz, 1H), 7.37 (d, J = 8.8 Hz, 1H), 7.26 (s,
2H), 3.94 (s, 3H), 3.87 (s, 7TH), 3.73 (s, 4H), 3.34 (dd, J = 12.6, 6.5 Hz, 2H),
2.84 (dd, J = 14.2, 6.3 Hz, 2H), 1.85 - 1.74 (m, 2H):

20
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HPLC: Rt 2.11 min; LCMS (ESH+) [M+H+] 352.1 m/z;

"H NMR (400 MHz, DMSO-de) & [ppm] 8.83 (d, J = 1.7 Hz, 1H), 8.29 (dd, J =

1.6, 0.9 Hz, 1H), 8.23 (s, 2H), 7.65 (d, J = 0.8 Hz, 1H), 7.26 (s, 2H), 3.91 (s, 30
6H), 3.74 (s, 3H);
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HPLC: Rt 2.13 min; LCMS (ESI+) [M+H+] 456.1 m/z;
'H NMR (500 MHz, DMSO-de) & [ppm] 8.72 (d, J = 5.2 Hz, 2H), 8.39 (dd, J = 40

18.4, 7.7 Hz, 2H), 8.16 (d, J = 7.8 Hz, 1H), 8.03 (s, 3H), 7.93 (d, J = 5.3 Hz,
1H), 7.78 (t, J = 7.8 Hz, 1H), 7.55 — 7.47 (m, 2H), 7.16 — 6.99 (m, 2H), 6.29
(d, J = 1.7 Hz, 2H), 4.39 (dd, J = 7.0, 3.6 Hz, 1H), 1.92 — 1.81 (m, 2H), 1.72
(ddd, J = 13.8, 6.9, 3.6 Hz, 4H), 1.43 (dd, J = 13.4, 7.2 Hz, 2H);
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HPLC: Rt 2.40 min; LCMS (ESI+) [M+H+] 480.2 m/z;
'H NMR (500 MHz, DMSO-dg) 5 [ppm] 8.91 (t, J = 5.5 Hz, 1H), 8.74 (s, 1H),
8.63 (d, J = 5.2 Hz, 1H), 8.20 (d, J = 9.8 Hz, 1H), 7.88 (d, J = 9.4 Hz, 1H),
7.82-7.78 (m, 2H), 7.74 (s, 2H), 7.39 (s, 2H), 3.94 (s, 7H), 3.73 (d, J =16 .4
Hz, 5H), 3.38 (dd, J = 12.6, 6.6 Hz, 3H), 2.88 (dd, J = 14.5, 6.1 Hz, 2H), 1.90
- 1.77 (m, 2H);
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HPLC: Rt 2.41 min; LCMS (ESI+) [M+H+] 405.1 m/z;

"H NMR (500 MHz, DMSO-ds) & [ppm] 8.47 (d, J = 4.9 Hz, 1H), 8.29 (d, J =
2.2 Hz, 1H), 7.95 (dd, J = 8.7, 2.3 Hz, 2H), 7.52 (s, 1H), 7.48 (t, J = 8.4 Hz,
1H), 7.26 (d, J = 8.7 Hz, 1H), 7.21 (d, J = 4.9 Hz, 2H), 6.88 (d, J = 8.5 Hz,
2H), 4.07 (s, 3H), 3.71 (d, J = 9.4 Hz, 6H):

oooooao
gbooboooooogoobgoboboboooobobobobobooooobuobobao

gbooboooooooobooboboooooboo*obar o
ubodood

HPLC: Rt 2.32 min; LCMS (ESI+) [M+H+] 363.1 m/z;

"H NMR (500 MHz, DMSO-dg) & [ppm] 8.68 (s, 1H), 8.61 (d, J = 2.2 Hz, 1H),

8.46 (d, J = 5.1 Hz, 1H), 8.39 — 8.34 (m, 1H), 8.21 — 8.09 (m, 1H), 8.01 (dd, J

=8.7, 2.3 Hz, 1H), 7.62 - 7.50 (m, 2H), 7.32 (d, J = 8.8 Hz, 2H), 4.28 (q, J =

7.3 Hz, 2H), 4.09 (s, 3H), 1.50 (t, J = 7.3 Hz, 3H);
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HPLC: Rt 2.36 min; LCMS (ESI+) [M+H+] 460.1 m/z;

"H NMR (500 MHz, DMSO-dg) & [ppm] 8.81 (s, 1H), 8.76 (d, J = 2.6 Hz,
1H), 8.63 (d, J = 5.1 Hz, 1H), 8.35 (d, J = 8.0 Hz, 1H), 8.11 — 8.00 (m, 4H),
7.80 —7.74 (m, 2H), 7.72 (d, J = 5.1 Hz, 1H), 7.37 (d, J = 6.8 Hz, 2H), 3.94
(s, 7H), 3.75 (s, 3H), 3.04 (ddd, J = 8.4, 5.7, 2.7 Hz, 1H), 2.81 (s, 1H), 1.31
(9, J =7.9 Hz, 1H), 1.02 (dd, J = 12.2, 5.2 Hz, 1H);
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LCMS (ESI+) [M+H+] 405.2 m/z;

"H NMR (500 MHz, DMSO-de) & [ppm] 8.44 (d, J = 5.1 Hz, 1H), 8.14 (s, 1H),
8.05 (d, J = 9.0 Hz, 2H), 7.66 (s, 1H), 7.51 (d, J = 5.2 Hz, 1H), 7.31 (s, 2H),
6.93 (d, J = 9.0 Hz, 2H), 3.93 (s, 6H), 3.75 (s, 3H), 3.02 (s, 6H):
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HPLC: Rt 2.48 min; LCMS (ESI+) [M+H+] 406.1 m/z;

"H NMR (500 MHz, DMSO-dg) & [ppm] 12.82 (s, 1H), 8.51 (d, J = 5.0 Hz,

1H), 8.36 (d, J = 2.2 Hz, 1H), 8.01 (dd, J = 8.7, 2.2 Hz, 1H), 7.56 (s, 1H),

7.50 (t, J = 8.4 Hz, 1H), 7.33 (d, J = 8.8 Hz, 1H), 7.29 (d, J = 5.0 Hz, 1H),

6.89 (d, J = 8.5 Hz, 2H), 4.11 (d, J = 3.8 Hz, 3H), 3.73 (s, 6H), 2.50 (dt, J =

3.5, 1.7 Hz, 6H);
oOooooad
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HPLC: Rt 2.37 min; LCMS (ESH+) [M+H+] 490.2 m/z;

"H NMR (500 MHz, DMSO-dg) & [ppm] 8.92 (s, 1H), 8.87 (d, J = 7.3 Hz, 1H),
8.67 (d, J = 5.3 Hz, 1H), 8.39 (d, J = 7.9 Hz, 1H), 8.32 (d, J = 3.5 Hz, 3H),
8.22 (d, J=7.9 Hz, 1H), 7.90 (d, J = 5.3 Hz, 1H), 7.84 (s, 1H), 7.78 (t. J = 7.8
Hz, 1H), 7.41 (s, 2H), 4.84 (p, J = 7.2 Hz, 1H), 4.11 — 4.01 (m, 3H), 3.94 (s,
7H), 3.93 — 3.86 (m, 4H);
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HPLC: Rt 2.36 min; LCMS (ESI+) [M+H+] 476.2 m/z;

"H NMR (500 MHz, DMSO-ds) & [ppm] 8.78 (t, J = 6.0 Hz, 1H), 8.58 (d, J =

5.1 Hz, 1H), 8.37 (d, J = 2.2 Hz, 1H), 8.12 (d, J = 8.7 Hz, 1H), 7.90 (s, 3H),

7.59 (s, 1H), 7.52 (t, = 8.4 Hz, 1H), 7.42 (s, 1H), 7.34 (d, J = 8.8 Hz, 1H),

6.89 (d, J = 8.5 Hz, 2H), 4.10 (s, 4H), 3.74 (s, 9H), 3.42 (d, J = 6.2 Hz, 2H),

1.25 (s, 6H);
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HPLC: Rt 2.4 min; LCMS (ESI+) [M+H+] 493.2 miz:

"H NMR (500 MHz, DMSO-dg) & [ppm] 8.57 (d, J = 5.2 Hz, 1H), 8.40 (t, J =
5.6 Hz, 1H), 8.32 (d, J = 2.2 Hz, 1H), 8.00 (dd, J = 8.7, 2.2 Hz, 1H), 7.55 (d, J
=153 Hz, 1H), 7.52 (t, J = 8.4 Hz, 1H), 7.41 (d, J = 5.0 Hz, 1H), 7.31 (d, J =
8.8 Hz, 1H), 6.91 (d, J = 8.5 Hz, 2H), 4.09 (s, 3H), 3.75 (s, 11H), 3.35 (dt, J =
13.1, 5.7 Hz, 2H), 3.29 (dd, J = 8.4, 3.6 Hz, 2H), 3.25 (d, J = 4.1 Hz, 3H),

3.19 - 3.12 (m, 1H);
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HPLC: Rt 2.37 min; LCMS (ESI+) [M+H+] 479.2 m/z;

"H NMR (500 MHz, DMSO-ds) & [ppm] 8.58 (d, J = 5.3 Hz, 1H), 8.39 (t, J =
5.7 Hz, 1H), 8.33 (d, J = 2.3 Hz, 1H), 8.04 — 7.95 (m, 1H), 7.57 (s, 1H), 7.55
—7.48 (m, 1H), 7.42 (d, J = 5.2 Hz, 1H), 7.31 (d, J = 8.8 Hz, 1H), 6.91 (d, J =
8.5 Hz, 2H), 4.09 (s, 4H), 3.75 (s, 9H), 3.65 — 3.58 (m, 6H), 3.42 — 3.30 (m,
4H), 3.21 —3.14 (m, 1H);
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HPLC: Rt 2.35 min; LCMS (ESI+) [M+H+] 448.2 m/z;
"H NMR (500 MHz, DMSO-dg) & [ppm] 8.70 (t, J = 5.5 Hz, 1H), 8.55 (t, J =
8.8 Hz, 1H), 8.36 (d, J = 2.2 Hz, 1H), 8.04 (dd, J = 8.7, 2.2 Hz, 1H), 7.89 (s,
3H), 7.56 (d, J = 11.9 Hz, 1H), 7.52 (t, J = 8.4 Hz, 1H), 7.38 (d, J = 5.1 Hz,
1H), 7.33 (dd, J = 8.6, 5.1 Hz, 1H), 6.90 (d, J = 8.5 Hz, 2H), 4.09 (s, 4H),
3.73 (d, J = 11.6 Hz, 8H), 3.50 (dd, J = 11.9, 6.0 Hz, 6H), 3.00 — 2.92 (m, 30
2H);
oooooao
gododoooooooooooooooooooooboooboooboboboooooodn
ooooooooooooooo* ooor O
Ooo00oao
HPLC: Rt 1.85 min; LCMS (ESI+) [M+H+] 335.1 m/z;
"H NMR (500 MHz, DMSO-ds)  [ppm] 8.60 (d, J = 2.1 Hz, 1H), 8.54 (d, J =
5.0 Hz, 1H), 8.1 (d, J = 15.3 Hz, 1H), 8.01 (dd, J = 8.7, 2.2 Hz, 2H), 7.82 (d, J
= 4.3 Hz, 1H), 7.60 (s, 1H), 7.33 (d, J = 8.8 Hz, 2H), 7.26 (t, J = 6.4 Hz, 1H),
4.10 (s, 3H):

40
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Ooo00oao
HPLC: Rt 1.94 min; LCMS (ESI+) [M+H+] 473.1 m/z:
"H NMR (500 MHz, DMSO-ds) & [ppm] 8.76 ~ 8.68 (m, 2H), 8.42 (d, J=7.5
Hz, 1H), 8.34 (d, J = 8.0 Hz, 1H), 8.23 - 8.18 (m, 2H), 8.15 (d, J = 7.9 Hz,
1H), 8.07 (s, 2H), 7.96 — 7.89 (m, 3H), 7.77 (t, J = 7.8 Hz, 1H), 7.69 — 7.63
(m, 2H), 4.39 (dd, J =7.0, 3.7 Hz, 1H), 3.49 (d, J = 2.5 Hz, 1H), 1.98 — 1.80
(m, 2H), 1.80 — 1.61 (m, 4H), 1.43 (d, J = 6.8 Hz, 2H):

10

OoO0o0og0ogaod
Oo0ooooooooooooooobooonoooooooooooooobooof0On0anan
gooooooooooooooooo* ooor O
Ooo00ooao

HPLC: Rt 2.36 min; LCMS (ESI+) [M+H+] 417.2 m/z;

"H NMR (400 MHz, DMSO-ds) 5 [ppm] 8.52 (d, J = 4.9 Hz, 1H), 8.13 (s, 1H),

8.06 (d, J = 1.9 Hz, 1H), 7.99 (s, 1H), 7.93 (dd, J = 8.2, 1.9 Hz, 1H), 7.57 (d,

J =82 Hz, 1H), 7.44 (t, J = 8.4 Hz, 1H), 7.35 (s, 1H), 7.32 (s, 1H), 7.22 (d, J 20
= 4.9 Hz, 1H), 6.82 (d, J = 8.5 Hz, 2H), 3.70 (s, 7H), 3.38 (dd, J = 13.7, 6.8

Hz, 2H), 1.17 (d, J = 6.8 Hz, 6H):
oooooao
O00oo0oo0oooooooooooo o o000 o ooooooooooooooooOanoano
Oo0oooooooonoooooooooooooooo* ooor O
googoao

"H NMR (400 MHz, DMSO-ds) & [ppm] 8.25 (d, J = 5.6 Hz, 1H), 8.01 (d, J =

5.6 Hz, 1H), 7.58 (s, 1H), 7.35 (s, 2H), 7.05 (d, J = 7.9 Hz, 1H), 3.94 (s, 6H), 30

3.76 (s, 4H), 2.99 (dd, J =6.2, 3.4 Hz, 1H), 1.59 (dd, J = 19.4, 10.2 Hz, 6H),

1.43 —1.27 (m, 2H);

Ooooooao
gooooooooobooooooooooooooooboooooooooooooooan

gobooboooogooobobotboooogoobooboboooooboboboboooo”
gooa” d
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NH,

HPLC: Rt 1.81 min; LCMS (ESI+) [M+H+] 491.2 m/z;

"H NMR (500 MHz, DMSO-ds) & [ppm] 8.98 (t, J = 5.4 Hz, 1H), 8.53 (d, J =

4.9 Hz, 1H), 8.28 (s, 1H), 8.12 (d, J = 16.7 Hz, 1H), 8.05 (s, 3H), 7.95 (t, J

=16.9 Hz, 2H), 7.56 (d, J = 1.7 Hz, 1H), 7.43 (s, 2H), 7.31 — 7.18 (m, 3H),

4.08 (s, 3H), 3.80 (d, J = 6.0 Hz, 7H), 3.64 — 3.54 (m, 3H), 3.06 (dd, J =

11.5, 5.7 Hz, 2H), 20
000000
0000000000000 000000000000000000000000000
00000000000 000000000000 000" O
00000

HPLC: Rt 1.94 min; LCMS (ESI+) [M+H+] 454.1 m/z;

'H NMR (500 MHz, DMSO-ds) & [ppm] 8.61 (d, J = 5.0 Hz, 1H), 8.40 (d, J =

2.3 Hz, 1H), 8.07 (d, J = 2.4 Hz, 1H), 8.02 — 7.84 (m, 3H), 7.59 (s, 1H), 7.46

(dd, J=9.2, 7.0 Hz, 2H), 7.37 — 7.18 (m, 4H), 4.09 (s, 3H), 3.93 (s, 3H); %
000000
0000000000000 000000000000000000000000000
000000000000 000O0O00000 000”0
00000

HPLC: Rt 2.14 min; LCMS (ESI+) [M+H+] 441.1 m/z;

'H NMR (400 MHz, DMSO-ds) 5 [ppm] 8.60 (d, J = 5.3 Hz, 1H), 8.23 (d, J =
2.4 Hz, 1H), 7.91 (dd, J = 8.8, 2.4 Hz, 1H), 7.63 (s, 1H), 7.53 (t, J = 8.4 Hz,

40

1H), 7.48 — 7.39 (m, 2H), 7.32 (s, 2H), 6.91 (d, J = 8.5 Hz, 2H), 4.12 (s, 3H),
3.75 (s, 6H),

gbooooao
ugbdoodooooobouobobobooboboooboboboboobooobouobobobaa
gooboooooooocoooobooboooobooooooooooo® ogoor o
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HPLC: Rt 2.32 min; LCMS (ESI+) [M+H+] 461.2 m/z;

"H NMR (500 MHz, DMSO-dg) & [ppm] 8.70 (s, 1H), 8.64 (d, J = 5.1 Hz, 1H),

8.41(d, J = 2.1 Hz, 1H), 8.21 (s, 1H), 8.13 (dd, J = 8.7, 2.0 Hz, 1H), 8.04 —

7.95 (m, 2H), 7.90 (s, 3H), 7.59 (d, J = 12.9 Hz, 1H), 7.55 (d, J = 4.4 Hz, 1H),

7.41(d, J = 8.8 Hz, 1H), 7.29 (dd, J = 20.6, 14.1 Hz, 2H), 4.10 — 4.05 (s 3H),

3.93 — 3.89 (s, 3H), 3.56 — 3.47 (m, 2H), 2.99 (dt, J = 11.8, 5.9 Hz, 2H);
Ooooooad

gbooboooooogoobgoboboboooobobobobobooooobuobobao

ugboobooooooooboobobooobooooobooboboo* ooor o
ugbooaod

H,N

HPLC: Rt 1.72 min; LCMS (ESI+) [M+H+] 404.2 m/z;

"H NMR (400 MHz, DMSO-ds) & [ppm] 8.61 (dd, J = 5.0, 2.8 Hz, 1H), 8.51 (d,
J=22Hz, 1H), 8.33 (s, 1H), 8.20 (t, J = 5.4 Hz, 1H), 8.08 (d, J = 11.5 Hz,
1H), 8.01 (dd, J = 8.7, 2.3 Hz, 1H), 7.61 (d, J= 2.8 Hz, 1H), 7.57 (d, J = 5.1
Hz, 1H), 7.32 (d, J = 8.8 Hz, 2H), 7.23 (s, 1H), 7.16 (dd, J = 5.4, 1.5 Hz, 1H),
7.02 (t, J=5.6 Hz, 1H), 4.09 (s, 3H), 3.49 (d, J=6.0 Hz, 6H), 2.96 (t, J = 6.2
Hz, 3H);

gboooood
gbooooooobooboobobobooooboobobobooboooooboobobao
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H,N

HPLC: Rt 1.87 min; LCMS (ESI+) [M+H+] 459.2 m/z;

"H NMR (500 MHz, DMSO-ds) 5 [ppm] 8.61 (d, J = 5.0 Hz, 1H), 8.58 — 8.51
(m, 1H), 8.34 (s, 1H), 8.22 — 8.12 (m, 2H), 8.03 — 7.94 (m, 1H), 7.65 — 7.59
(m, 1H), 7.55 (dt, J = 8.1, 4.0 Hz, 1H), 7.47 — 7.40 (m, 1H), 7.37 (d, J = 14.7
Hz, 1H), 7.33 (d, J = 8.7 Hz, 1H), 7.27 (d, J = 12.0 Hz, 1H), 7.09 (dd, J =
17.6, 5.4 Hz, 1H), 7.03 (d, J = 8.0 Hz, 1H), 6.96 (d, J = 7.2 Hz, 1H), 4.28 —
4.15 (m, 1H), 4.09 (s, 3H), 3.81 (d, J = 9.7 Hz, 1H), 3.30 (dd, J = 8.8, 5.2 Hz,
1H), 2.90 — 2.82 (m, 1H), 2.07 (t, J = 15.7 Hz, 1H), 2.01 (d, J = 12.1 Hz, 1H),
1.80 — 1.53 (m, 4H), 1.29 (ddt, J = 32.2, 23.2, 14.0 Hz, 3H);

oooooo
gooobooooooboooooboooooooboooooboocooobooooboOooo
ooooooooobooogoooobooooo* ooor o

ogoooao
HPLC: Rt 1.84 min; LCMS (ESI+) [M+H+] 371.1 m/z:
'H NMR (400 MHz, DMSO-ds) & [ppm] 8.57 (d, J = 5.0 Hz, 1H), 8.53 (d, J =
2.3 Hz, 1H), 8.08 - 8.01 (m, 1H), 7.94 (dd, J = 8.8, 2.4 Hz, 1H), 7.85 (d, J =
4.9 Hz, 1H), 7.67 (s, 1H), 7.46 (d, J = 8.9 Hz, 2H), 7.43 (s, 1H), 7.21 (d, J =
2.2 Hz, 1H), 4.14 (s, 3H);

oooooo
ooooooooobooooobooooooboobooboooobooboooobooooobooo

oooobobooooboooo*booogon o
ooooao

HPLC: Rt 2.43 min; LCMS (ESI+) [M+H+] 351.1 m/z;

"H NMR (400 MHz, DMSO-dg) & [ppm] 11.43 — 11.34 (m, 1H), 8.37 (d, J =
5.1 Hz, 1H), 7.82 (dt, J = 3.3, 1.7 Hz, 1H), 7.63 (s, 1H), 7.50 (d, J = 5.1 Hz,
1H), 7.34 (s, 2H), 7.00 (dd, J = 4.6, 2.6 Hz, 1H), 6.89 (dd, J = 4.2, 2.5 Hz,
1H), 3.95 (s, 7H), 3.76 (s, 3H);

oooooao
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HPLC: Rt 2.24 min; LCMS (ESI+) [M+H+] 430.2 m/z;
"H NMR (500 MHz, DMSO-ds)  [ppm] 8.50 (t, J = 5.5 Hz, 1H), 8.48 (d, J =
2.2 Hz, 1H), 8.07 (dt, J = 8.7, 4.2 Hz, 1H), 7.61 (s, 1H), 7.55 — 7.42 (m, 2H),
7.26 (d, J = 4.9 Hz, 1H), 6.91 (d, J = 8.5 Hz, 2H), 4.12 (d, J = 5.0 Hz, 3H),
3.74 (s, TH);

oooooad

gbooboooooogoobgoboboboooobobobobobooooobuobobao
uobooboooooooboboobooobooboboboobooooboooboo*ooboo” o

goooao

HPLC: Rt 2.50 min; LCMS (ESI+) [M+H+] 430.1 m/z;
'H NMR (400 MHz, DMSO-dg) & [ppm] 9.66 (s, 1H), 8.50 (d, J = 4.8 Hz, 1H),

8.45 (d, J = 2.2 Hz, 1H), 8.10 (dd, J = 8.7, 2.2 Hz, 1H), 7.60 (s, 1H), 7.51 (t, J
=8.4 Hz, 1H), 7.43 (d, J = 8.8 Hz, 1H), 7.26 (d, J = 4.9 Hz, 1H), 6.90 (d, J =
8.5 Hz, 2H), 4.12 (s, 3H), 3.73 (d, J = 10.7 Hz, 6H);

gbooooao
ugbdoodooooobouobobobooboboooboboboboobooobouobobobaa

go“ ooo” Od
ooooao

HPLC: Rt min; LCMS (ESI+) [M+H+] 327.2 m/z;
"H NMR (500 MHz, DMSO-dg) & [ppm] 8.41 (d, J = 5.3 Hz, 1H), 7.71 (s, 1H),
7.25 (s, 2H), 7.12(d, = 5.3 Hz, 1H), 3.91 (d, J = 10.5 Hz, 6H), 3.75 (d, J =
4.1 Hz, 3H);

oooooo
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HPLC: Rt 1.97 min; LCMS (ESI+) [M+H+] 432.1 m/z;

"H NMR (500 MHz, DMSO-ds) & [ppm] 8.51 (d, J = 5.0 Hz, 1H), 8.21 (s, 1H),
7.78 (s, 1H), 7.68 (d, J = 7.0 Hz, 1H), 7.43 — 7.30 (m, 2H), 7.20 (s, 2H), 3.93
—3.87 (m, 3H), 3.85 (s, 6H), 3.74 — 3.66 (m, 3H);

oooooao
gboobooooooobgobobobooooboboboboobooooboobobobao

ugbooooooooboobooboa* ooor O
ooooao

HPLC: Rt 2.09 min; LCMS (ESI+) [M+H+] 317 m/z;

"H NMR (500 MHz, DMSO-ds) 5 [ppm] 8.56 (d, J = 4.7 Hz, 1H), 8.41 (d, J =
14.7 Hz, 1H), 8.02 (d, J = 15.9 Hz, 1H), 7.98 (dd, J = 8.7, 2.1 Hz, 1H), 7.88 —
7.77 (m, 1H), 7.70 = 7.61 (m, 1H), 7.46 (d, J = 8.8 Hz, 1H), 7.32 — 7.24 (m,
1H), 4.14 (s, 3H);

oooooo
gooobooooooboooooboooooooboooooboocooobooooboOooo

gboobooooooboboboboooobooboboboo* obDo” o
gboooad

HPLC: Rt 2.41 min; LCMS (ESI+) [M+H+] 415 m/z;

'H NMR (500 MHz, DMSO-ds) & [ppm] 9.35 — 9.25 (m, 1H), 8.60 (d, J = 5.0
Hz, 1H), 8.35 (d, J = 2.2 Hz, 1H), 8.02 - 7.91 (m, 3H), 7.60 (s, 1H), 7.55 (s,
1H), 7.45 (d, J = 5.0 Hz, 1H), 7.29 (d, J = 8.8 Hz, 1H), 7.22 (s, 1H), 4.08 (s,
3H), 3.92 (s, 3H);

gboooaog
ugbdooooooboobogobobooboooobobobobooboooboobobobaa
oooboooooobooooobooooooboobooooobobooooboboooobooo
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HPLC: Rt 2.32 min; LCMS (ESI+) [M+H+] 458.1 m/z; |

"H NMR (500 MHz, DMSO-ds) & [ppm] 8.99 (d, J = 6.0 Hz, 1H), 8.72 (d, J =

2.3 Hz, 1H), 8.28 (d, J = 5.4 Hz, 1H), 8.22 (dd, J = 8.8, 2.2 Hz, 1H), 8.14 (d, J

=6.1 Hz, 1H), 8.06 (s, 1H), 7.86 (d, J = 11.9 Hz, 1H), 7.48 (d, J = 6.1 Hz,

1H), 7.40 (d, J = 8.9 Hz, 1H), 4.17 (d, J = 5.2 Hz, 4H), 3.59 (dd, J = 14.0, 5.6

Hz, 2H), 3.47 (d, J = 8.3 Hz, 1H), 3.37 (d, J = 12.1 Hz, 1H), 2.99 - 2.79 (m, 20
2H), 2.36 — 2.20 (m, 1H), 2.01 (d, J = 9.3 Hz, 1H), 1.92 (d, J = 9.1 Hz, 1H),

1.83 — 1.69 (m, 1H), 1.38 (d, J = 9.2 Hz, 1H);
Ooooooad
go0ooo0oooooooooooooooooooboooooooooooooooOon
goooooooooooooo* ooor O
ooooao

HPLC: Rt 1.95 min; LCMS (ESI+) [M+H+] 352.1 m/z;

"H NMR (500 MHz, DMSO-dg) & [ppm] 8.91 (s, 1H), 8.68 (d, J = 5.6 Hz, 1H), 30

8.57 (d, J = 0.9 Hz, 1H), 8.05 (d, J = 5.6 Hz, 1H), 7.91 (s, 1H), 7.48 (s, 2H),
3.96 (s, 7H), 3.77 (s, 4H);

gboooaod
ooooooooobooooobooooooboobooboooobooboooobooooobooo
goboobooooooooboobobobooooboboboboboo*sbogoor b

ooo0ooao
HPLC: Rt 2.19 min; LCMS (ESI+) [M+H+] 360.1 m/z;
"H NMR (400 MHz, DMSO-dé) & [ppm] 13.48 (s, 1H), 9.74 (s, 1H), 8.76 (d, J 40
=21 Hz, 1H), 8.56 (d, J = 5.0 Hz, 1H), 8.17 (dd, J = 8.7, 2.2 Hz, 1H), 8.10 (s,
1H), 7.84 (d, J = 5.0 Hz, 1H), 7.67 (s, 1H), 7.49 (d, J = 8.8 Hz, 1H), 7.18 (d, J
=2.0 Hz, 1H), 4.15 (s, 4H);

gboooaog
ugbooboooooboobooboboobooooboboboboobooooobobobaa
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(104) JP 6097770 B2 2017.3.15

goooao
HPLC: Rt 1.75 min; LCMS (ESI+) [M+H+] 335 m/z;
'H NMR (500 MHz, DMSO-dg) & [ppm] 8.87 (s, 1H), 8.69 (d, J = 5.5 Hz,
1H), 8.65 (d, J = 2.2 Hz, 1H), 8.57 — 8.49 (m, 1H), 8.19 (s, 1H), 8.08 (dd, J
= 8.7, 2.2 Hz, 1H), 8.01 (d, J = 5.1 Hz, 1H), 7.68 (s, 1H), 7.42 (s, 1H), 7.38
(d, J = 8.8 Hz, 1H), 4.11 (s, 3H);

gpboooog
gboobooooooobooboboboooobooboobobooboooooboobobaa
oooooooooboooooo* ooogr o

goooao

HPLC: Rt 1.76 min; LCMS (ESI+) [M+H+] 334 m/z;

"H NMR (500 MHz, DMSO-d¢) & [ppm] 11.48 (s, 1H), 8.58 (d, J = 2.2 Hz,
1H), 8.38 (t, J = 4.5 Hz, 1H), 8.12— 8.05 (m, 1H), 7.99 (dd, J = 8.7, 2.3 Hz,
1H), 7.84 (dt, J = 3.1, 1.7 Hz, 1H), 7.53 — 7.47 (m, 2H), 7.31 (d, J = 8.8 Hz,
2H), 7.00 (dd, J = 4.6, 2.5 Hz, 1H), 6.94 — 6.88 (m, 1H), 4.10 (s, 3H);

oooooao
goboooooooobgobobobooooboboboboobooooobobobao

ugboooooooboobooboboobooooboobobooboobooooo* obar d
ooooao

HPLC: Rt 1.80 min; LCMS (ESI+) [M+H+] 461 m/z;

"H NMR (500 MHz, DMSO-ds) 5 [ppm} 9.00 t, J = 5.3 Hz, 1H), 8.71 (d, J =
5.5 Hz, 1H), 8.42 (d, J = 2.2 Hz, 1H), 8.04 (dt, J = 29.5, 14.8 Hz, 4H), 7.86 —
7.64 (m, 5H), 7.33 (t, J = 9.0 Hz, 1H), 7.30 (s, 1H), 4.11 (s, 3H), 3.95 (s, 3H)
3.60 (dt, J = 10.7, 5.4 Hz, 2H), 3.07 (dg, J = 11.6, 5.6 Hz, 2H):

gboooog
ugbooboooooboobooboboobooooboboboboobooooobobobaa
ooooboooooobooooobooooooobooooobobooooboboooobooo
“goboogr o

goobd
HPLC: Rt 2.37 min; LCMS (ESI+) [M+H+] 458.2 m/z;

oooooao
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HPLC: Rt 2.37 min; LCMS (ESI+) [M+H+] 4582 m/z:

gpboooog
gbooooooobooboobobobooooboobobobooboooooboobobao
gbooogooa* ooago” o

gbooaod 10

HPLC: Rt 1.49 min; LCMS (ESI+) [M+H+] 329.1 m/z;
"H NMR (400 MHz, CDCl;) & [ppm] 8.69 (d, J = 5.0 Hz, 1H), 7.84 (d, J = 5.0 20
Hz, 1H), 7.26 (s, 3H), 7.23 (s, 1H), 7.19 (s, 1H), 7.06 (s, 2H), 6.11 (s, 1H),
3.98 (d, J = 4.1 Hz, 6H), 3.93 (s, 3H);
Ooooooad
go0ooo0oooooooooooooooooooboooooooooooooooOon

gboooooobooobooboboooooobooboboobo*s ooor O
ugbooaod

HPLC: Rt 2.39 min; LCMS (ESI+) [M+H+] 368.1 m/z;

"H NMR (500 MHz, DMSO-ds) 3 [ppm] 8.68 (d, J = 5.0 Hz, 1H), 7.84 (s, 30
1H), 7.81 (d, J = 5.0 Hz, 1H), 7.37 (s, 2H), 3.93 (s, 6H), 3.76 (d, J = 3.9 Hz,

3H), 2.70 (s, 3H);

gboooaod
ooooooooobooooobooooooboobooboooobooboooobooooobooo
goboooooooooobotboooooobogobobobobooboooo*oboobr o
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HPLC: Rt kein HPLC min; LCMS (ESI+) [M+H+] 435.2 m/z;
'H NMR (400 MHz, DMSO-ds) 5 [ppm] 8.56 (d, J = 5.0 Hz, 1H), 8.32 — 8.10
(m, 2H), 7.82 (d, J = 2.3 Hz, 1H), 7.74 (s, 1H), 7.65 (dd, J = 8.6, 2.3 Hz, 1H),
7.41(d, J=5.0Hz, 1H), 7.34 (d, J = 8.7 Hz, 1H), 7.24 (s, 2H), 4.48 (d, J =
6.7 Hz, 1H), 3.73 (s, 3H), 2.51 (dt, J = 3.6, 1.8 Hz, 3H), 1.57 (d, J = 6.8 Hz,
3H),

000000

gbooboooooogoobgoboboboooobobobobobooooobuobobao
gboooooooooboobooboooooobooboboboooooo*oboaor o

Oooogoao

HPLC: Rt kein HPLC min; LCMS (ESI+) [M+H+] 435.2 m/z;

"H NMR (400 MHz, DMSO-dg) & [ppm] 8.54 (d, J = 5.0 Hz, 1H), 7.78 (d, J =
2.3 Hz, 1H), 7.73 (s, 1H), 7.61 - 7.55 (m, 1H), 7.41 (d, J = 5.0 Hz, 1H), 7.30
(s, 1H), 7.24 (s, 2H), 4.43 — 4.27 (m, 1H), 3.88 (d, J = 2.3 Hz, 9H), 3.73 (s,
3H), 1.48 (d, J = 6.7 Hz, 3H);

ugboogood
ooooboooooobooooobooooooobobooooboboooobobboooobooo
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HPLC: Rt 1.97 min; LCMS (ESI+) [M+H+] 397.1 m/z;
"H NMR (400 MHz, DMSO-ds) & [ppm] 8.72 (d, J = 5.1 Hz, 1H), 8.14 — 8.02
(m, 3H), 7.89 (s, 1H), 7.86 (d, J = 5.1 Hz, 1H), 7.39 (s, 2H), 3.93 (s, 6H), 3.76
(s, 3H), 3.46 — 3.33 (m, 5H);
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HPLC: Rt 2.08 min; LCMS (ESI+) [M+H+] 423.1 m/z;

"H NMR (500 MHz, DMSO-ds) & [ppm] 8.51 (d, J = 4.9 Hz, 1H), 8.33 (s, 2H),

7.69 (s, TH), 7.28 (t, J = 4.4 Hz, 1H), 7.15 (s, 2H), 3.89 (d, J = 7.4 Hz, 6H),

3.85 (s, 6H), 3.73 (d, J = 11.0 Hz, 3H);
oOooooad
Ogfddooooooooooooooobooobo0oobooobooboboboooooon 30

gboobooooooooboobobooooogo®* ooboaor o
ugboooad

HPLC: Rt 1.84 min; LCMS (ESI+) [M+H+] 406.1 m/z;

"H NMR (500 MHz, DMSO-dg) & [ppm] 8.53 (t, J = 5.5 Hz, 1H), 8.34 (s, 2H),
8.30 (d, J = 2.2 Hz, 1H), 8.02 — 7.89 (m, 2H), 7.56 (s, 1H), 7.27 (dd, J = 11.7,
7.0 Hz, 3H), 4.08 (d, J = 6.7 Hz, 3H), 3.86 (s, 6H);
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HPLC: Rt 2.07 min; LCMS (ESI+) [M+H+] 376.1 m/z;

"H NMR (500 MHz, DMSO-de) & [ppm] 13.44 (s, 1H), 13.11 (s, 1H), 8.58 —
8.42 (m, 2H), 8.06 (d, J = 24.8 Hz, 1H), 7.91 (dt, J = 19.5, 9.7 Hz, 1H),
7.85 (d, J = 5.0 Hz, TH), 7.66 (s, 1H), 7.47 (dd, J = 15.6, 8.8 Hz, 1H), 7.27
(s, 1H), 4.13 (s, 4H);
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HPLC: Rt 2.00 min; LCMS (ESI+) [M+H+] 459.2 m/z;
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HPLC: Rt 2.03 min; LCMS (ESI+) [M+H+] 390.1 m/z;
'H NMR (500 MHz, DMSO-dg) & [ppm] 8.63 (t, J=9.9 Hz, 1H), 8.19(d, J =
2.0 Hz, 1H), 7.76 — 7.67 (m, 1H), 7.59 — 7.49 (m, 3H), 6.92 (d, J = 8.5 Hz,
2H), 6.85 (t, J = 9.2 Hz, 1H), 3.76 (s, 6H);
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HPLC: Rt 1.84 min, LCMS (ESI+) [M+H+] 410.1 m/z;

'H NMR (500 MHz, DMSO-dg) & [ppm] 8.66 (d, J = 5.4 Hz, 1H),7.95(d, J =
5.3 Hz, 3H), 7.88 (s, 1H), 7.44 (s, 2H), 3.94 (s, 6H), 3.77 (s, 3H), 2.95 (dt, J =
19.8, 6.8 Hz, 4H), 2.16 - 2.03 (m, 2H).
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#2 KITEIAZNDOHDD

KRENLZIEEVMDS y kBLUGCN20DEE

e ICs0SYK |IC5GCN2| {t&th ICs0 SYK |Cs0 GCN2

#5 (3 (Ba% &S (BE% xS
7ytA) | FytA) Fytd) | TytA)

B A "A55" A

"A2" C "A56" B

"A3" B "A57" B

"A4" B "A58" B

"A5" B "A59" G

"A6" & "A60" B

"AT7" B "A61" 3]

"A8" B "AG2" B

"AQ" AA "A63" B

"A10" B "A64" B
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"ATT" B "AG5" C
"A12" B "AGE” B
"AT3" B "AGT" C
"AT4" B "AGS" B
"A15" B "AGY” B
"A16" 6 "ATO" B
"ATT" e AT B
"A18" B "AT2" AA
"A19" C "AT3" e
"A20" c "AT4" C
"A21" A "AT5" C
"A22" C "AT6" AA
"A23" B "ATT" B
"A24" B "ATE" B
"A25" B "ATY" B
"A26" C "A0" AA
"A27" B "ABT" AA
"A28" C "AB2" AA
"A29" c "AB3" AA
"A30" C "AB4" AA
"A3T" B "ABS5" AA
"A32" c "AB6" C
"A33" C "ABT" B
"A34" c "ABS" AA
"A35" B "ABY" B
"A36" C "AS0" AA
"A3T" B "A9T" A
"A38" B "A92" AA
"A39" B "A93" A
"A40" B "A94" A
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"A41" B "A95" A

"A42" C "A96" AA

"A43" B "A97" AA

IIA44II B IIA98II B

"A45" B "A99" B

"A46" B "A100" B

"A4T" B "A101" B

"A48" B "A102" C

"A49" C "A103" AA

"A50" B "A104" A

"A51" B "A105" AA

"A52" B "A106" AA

"A53" C "A107" A

"A54" C "A108" A

IC: <01 uM =AA; 0.1-0.3 uM = A;
03-3uyM=B; 3-50uM = C
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