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1H-NMR (CDsOD) & (ppm): 8.01 (d, 2H, J=8.6), 7.50 (d, 2H, J=8.6).
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1H-NMR ( 74 h>-ds) & (ppm): 7.94 (d, 2H, J=7.0},

7.33(d, 2H, J=7.0}, 2.42 (s, 3H).
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s, 1H}, 7.82-7.78 {m, 1H), 7.69-7.64 (m, 1H), 7.71-7.46 {m, 2H}.
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2H, J=7.2), 7.59 {d, 2H, J=7.1), 2.62 (s, 3H).
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TH-NMR (dmso-de) & (ppm): 12.3 (br s, 1H), 7.95-7.92 (m, 2H), 7.55-

7.53{m, 3H), 3.75 (s, 3H); MS (ES™) m/z: 236.53 (M+1).

O ocooooooogdg
O Oocooooooogodg
O OO oooooogdg
O Oocooooooogdg
OoooooogogoQgoo
Oooooooogoo

O Oo0oooao
O OoOo0oooo

oooooOooooboooobooooobooooooboboooooao
ooooood
ubooooboobobobooooboboboboooboobobao
ubooouoboboboboooouobobobobooobobobao
ooobooOoooobooooboooooboobooooobooooooan
gbooooooboobobobobooonn

1H-NMR (CDCls, TMS) & (ppm): 8.41-8.34 (m, 1H), 7.05-6.93 (m, 2H), 3.94 (s, 3H); MS (ES™) miz:

272.69 (M+1).
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'H-NMR (dmso-ds) 3 (ppm): 12.3

(br s, 1H), 7.95-7.92 (m, 2H), 7.55-7.53 (m, 3H), 4.43 (q, 2H, J=7.03), 1.42 (t, 3H, J=7.03); MS (ES™) m/z:
250,53 (M#1); 222.42 (M-28).
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1H-NMR (CDCls, TMS }  (ppm) 9.96 {br s, 1H), 7.94 (d,

2H, J=8.6 ), 7.45 (d, 2H, J=8.6), 4.43 (q, 2H, J=7.0), 142 {t, 3H, J=7.0); MS (ES™) m/z: 298.36 (M-28+41),
285,42 (M+1), 257.64 (M-28).

goooao

O

10

20

30

40

50



(35) JP 6238906 B2 2017.11.29

gbooooao
ooooooooobooooooooooobooooobooooobooooobooo
ooobooooooon
gboobooooooobgobobobooooboboboboobooooobobobao
ugbdoodooooobouobobobooboboooboboboboobooobouobobobaa
oooboooooobooooobooooooboobooooobobooooboboooobooo
gbooboooooboboboo

gboooaod

gooo

TH-NMR (CDCls,
TMS) 5 (ppm): 8.94 (br s, 1H), 7.88 (d, 2H, J=8.1), 7.26 {d, 2H, J=8.1), 462 (q, 2H, J=7.0), 241 (s, 3H), 1.39
{t, 3H, J=7.01; MS (ES™) m/z; 264.30 (M+1).
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, tH-NMR (CDCl,
TMS) 5 (ppmy: 9.93 (br s), 7.76-7.69 (m, 2H), 7.46-7.39 (m, 1H), 7.22-7.17 (m, 1H), 4.40 (g, 2H, J=7.5),1.40 {1,
3H, J=7.5); MS (ES™) m/z: 240.13 (M-27), 282.66 (M-27+41),
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1H-NMR (CDCls, TMS) & (ppm);
9.94 (s, 1H), 8.01-7.96 (m, 2H), 7.17-7.12 (m, 2H), 4.39 (g, 2H, J=7.0), 1.40 (t, 3H, J=7.0); MS (ES*) m/z:
240.23 (M-27).
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1H-NMR (MeOD-ds) 5
(ppm): 9.91 (br s, 1H), 8.70 (d, 2H, J=5.9), 7.81 (d, 2H, J=5.9), 4.36 (q, 2H, J=7.0), 1.35 (t, 3H, J=7.0); MS

(ES™) m/z: 251.81 (M+1),

O OooooogoQgoo
O OoOooooogogQgoo
O 0o ooogogogao
O Oooooogogoao
O OoOooooogQgoo

Ooooooogooo

O0Ooo0oooaoo
O0Ooo0o0ooao
O 0Oo0Oo0ooao
O0Ooo0oooao
O0Ooo0oooaoo

gbooooboobobobooooobouoboboboobooo
O
gboooobooboboboooooouoboboboboog
gbooooboobooboboooooooboboboooao
oooobOoooooooooooboooooooboooooao
gboboooooboao

OooooooQgoao
O Ooogooo
O 0Ooo0oooo
O 0Ooo0oo0ooao
OO o0gooao
O 0Ooogoooo
O 0Ooo0oooao

1H-NMR (DMSO-clg) 5 (ppm): 11.82 (br s, TH), 7.76 (d, 2H, J=8.6), 6.77 (¢, 2H,
J=9.2), 4.28 (q, 2H, J=7.03), 3.02 (s, 6H), 1.26 (t, 3H, J=7.03); MS (ES™) m/z: 293.88 (M+1); 265.83 (M-28);
306.83 (M-28+41).
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1H-NMR (CDCh, TMS) &
(ppm): 9.98 (br's, 1H), 8.01 (s, 1H), 7.87 (d, 1H, JST.57), 7.49-7.33 (m, 2H), 4.43 (q, 2H, J=7.03), 1.42 (t, 3H.
J=7.03); MS (ES™) miz: 297.79 (M-28+41); 284.81 (M+1); 256.76 (M-28).
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9H, J=7.57), 7.78-7.73 (m,
J=7.03).
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‘H-NMR (DMSO-di) 3 (ppm): 10.82 (br s, 1H), 7.96 (d, 2H, J=8.11), 7.86 (d,
1H), 7.67-7.62 (m, 1H), 747-7.41 (m, 2H), 4.16 (q, 2H, J=7.03), 1.24 (i, 3H,
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'H-NMR (CDCls, TMS} & (ppm): 10.98 (br s, 1H), 8.00 (d, 2H, J=7.58), 7.71 {d, 2H,
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J=T58), 7.57-747 (m, 2H), 7.39-7.35 (m, 1H), 7.28-7.17 (m, 1H), 441 (q, 2H, J=6.49), 141 (;, 3H, J=6.49).
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Doooo

1H-NMR (DMSO-d) § (ppm):
10.23 (br s, 1H), 7.96 (d, 2H, J=8.11), 7.86 (d, 2H, J=7.67), 7.78-7.73 (m, 1H), 7.67-7.62 (m, 1H), 7.47-7.41
(m, 2H), 4.16 (g, 2H, J=7.03), 1.24 (t, 3H, J=7.03).
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H-NMR (DMSO-d) & (ppm): 12.27 (br s, 1H), 20

8.06 (d, 2H, J=7.57), 7.74 (d, 2H, J=7.57), 7.66-T.60 (m, 1H), 7.52-7.46 (m, 1H), 7.40-7.33 (m, 2H), 4.25 (g,
2H, J=7.03), 1.28 {t, 3H, J=7.03).
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di) & (ppm): 1210 (br s, 1H), 7.94 (d, 2H, J=8.70), 7.63-7.55 (m, 1H), 7.51-7.43 (m, 1H), 7.33-7.15 (m, 4H),
5.26 (s, 2H), 4.24 (g, 2H, J=7.05), 1.29 (t, 3H, J=7.05). '
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5.18 (s, 2H}, 4.22 (g, 2H, J=7.03), 1.25 (t, 3H, J=7.03).
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TH-NMR (CDCls, TMS) 8 (ppm): 7.7 (d, 2H, J=7.4), 7.71 (d, 1H, J=7.0), 7.42-7.27 (m, 5H),
5.73 (s, 2H), 4.2 (0, 2H), 1.38 {t, 3H); MS (ES™) mvz: 409.03 (M+1)

gboooon

gbooooaod
ooooooooobooooobooooooboobooboooobooboooobooooobooo
gooboooooobooooobooooboooao
gbooooooobooboobobobooooboobobobooboooooboobobao 10
ugbdoodooooobouobobobooboboooboboboboobooobouobobobaa
goooboooooobooooooooooobooooobobooooboboooobooo
gboobooooooobgobobobooooboboboboobooooboobobobao
gboooad

oooooao

goooao
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2H), 4.38 (g, 2H), 1.41 (&, 3H); MS (ES*™) m/z: 392.71 (M+1).
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TH-NMR (CDCl,
TMS) & (ppm): 7.96 (s, 1H), 7.79 (d, 1H, J=7.5), 7.51-7.36 (m, 6H), 5:62 (s, 2H), 4.35 (q, 2H, J=5.6), 139 {1,
3H, J=5.6); MS (ES™) mvz: 408.03 (M+1).
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1H-NMR (CDCls, TMS) & {ppm): 7.85 (d, 2H, J= 8.1), 7.51 (d, 2H,
J=8.6), 7.36 (d, 2H, J= 8.1), 7.27 (d, 2H, J=7.8), 5.62 (s, 2H), 4.35 (q, 2H, J=7.03), 242 (s, 3H), 1.38 (¢, 3H, 20
J=7.03); MS (ES™) m/z: 389.02 (M+1).
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1H-NMR (CDCls, TMS) & (ppm): 7.89 (s, 1H), 7.78 (d, 1H, J=7.8), 7.62-7.58 {m, 3H), 7.55-7.41 {m,
3H), 5.62 (s, 2H), 4.35 (q, 2H, J=5.6), 1.39 {t, 3H, J=5.6); MS (ES™) m/z: 392.6 (M+1).
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1H-NMR (CDCls,TMS) & {ppm): 8.0-7.9

(. 3H), 7.87 {d, 1H, J=7.0), 7.48-7.28 (m, 5H), 5.77 (s, 2H), 437 (g, 2H, J=7.0), 142 (, 3H, J=7.0); MS
(ES™) m/z: 374.99 (M+1).
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& (ppm): 7.99-7.95 (m, 2H), 7.78 (d, 1H, J=7.5), 7.41 (d, 1H, J=9.0), 7.35-7.25 (m, 2H), 7.20-7.12 (m, 2H),
5.74 (s, 2H), 4.37 (q, 2H, J=7.3), 1.42 (t, 3H, J=7.0); MS (ES™) m/z; 392.97 (M+1).
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(ES™) miz; 408.03 (M+1).
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1H-NMR (CDCl;,
TMS) & (ppm): 7.99 (s, 1H), 7.85-7.76 (m, 2H), 7.48-7.28 {m, 5H), 5.76 (s, 2H), 4.38 (q, 2H, J=5,6), 1.41{t,
3H, J=5.6); MS (ES™) m/z: 409.31 (M+1).
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142 (t, 3H, J=7.0); MS (ES™) m/z: 389.00 (M+H),
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OH, J7.6), 1.21 (t, 3H, J=7.6); MS (ES™) m/z: 422,99 (M+1),
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SH-NMR (CDCla, TMS) 3 (ppm): 7.96-7.79 (m, 2H), 7.51-7.36 (m, 6H), 4.35 (q, 2H, J=6.8), 1.39 {t, 3H, J=6.5);

MS (ES™) mvz: 440.33 (M+1).
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1H-NMR (CDCls, TMS) & (ppm): 7.83 (d, 2H, J=
8.1), 7.50 (d, 2H, J= 8.1), 7.36 (d, 2H, J= 8.1), 7.30 (d, 2H, J=7.6), 4.31 (q, 2H, J= 7.03), 2.39 (s, 3H), 1.38 (&,
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"H-NMR (CDCI3, TMS) b {ppm). 7.85 (d, 2H, J=

8.1), 7.27 (d, 2H, J= 7.0), 4.53 (s, 2H), 4.35 (q, 2H, J=7.0), 3.38 (m, 1H), 2.43 (5, 3H), 2.20-1.97 (m,1H), 1.90-
1.81 (m, 2H), 1.75 (m, 3H), 1.67-1.57 (m, 2H), 1.43 (m, 1H) 1.40 (m, 3H), 1.38 (t, 3H, J=7.0), 1.08-1.07 (m,

BH); MS (ES™) my/z: 461.28 (M+1), 433.22 (M-28), 264.79 (M-126).

O

Oo0ooooQgooao
OooooooQgooao
OO0 oooogodogoao
Oo0oooogodQgooao
Oo0ooooQgooao
Ooooooodgooao
O0Ooo0oooogd
OoOoo0oooogod
OoOoo0ooood
O0Ooo0oooogd
OOoo0oooogd
OOoo0oooogod
Oo0Ooo0Ooood
OOoo0oooogd
OoOoo0oooogod
OoOoo0ooood
O0Ooo0oooogd
OOoo0oooogod
OOoo0ooogod
OO0oo0oooogod
OOoo0oooogd
OooOooooogod
Oo0Ooo0oood
OOoo0oooogd

ooobooooooboocooooao

gbooboooooooboobobada
ooobooooooboocooooao
gboboooooogobgobobao
gbooooooooboobobao

g

10

20

30

40

50



(46) JP 6238906 B2 2017.11.29

gboooad

1H-NMR (CDCls, TMS} 5 (ppm): 8.00-7.90 (m, 2H), 7.54-7.30 (m,
6H), 5.65 (br s,1H), 4.53 (m, 2H), 4.36 (m, 2H), 1.38 {t, 3H, J= 7.03 Hz); MS (ES™) m/z: 418.09 (M+1), 325.91

(M-92); 284.75 (M-134),
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7.98 (d, 2H, J= 8.1 Hz), 7.54 (d, 2H, J= 8.1 Hz), 4.82 (m, 2H), 4.38 (q, 2H, J= 7.0 Hz), 348 (m, 2H), 1.38
3H, J= 7.0 Hz); MS (ES™) m/z: 327.90 (M+1), 368.96 (M+41), 297.78 (M-43); 284.77 (M-44); 266.73 (M-44-

21).
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TH-NMR (CDCls, TMS}) & (ppm): 7.84 (d, 2H, J=8.6), 7.39 (d, 2H, J=8.6), 7.35 (s, 1H},

6.20-6.31 (m, 1H), 6.21-6.22 (m, 1H), 4.66 (t, 2H, J=5.4), 4.31 (g, 2H, J=7.0), 3.89 (5, 2H), 3.07 (t, 2H, J=5.4),

1.34 (t, 3H, J=7.0); MS (ES™) m/z: 407.96 (M+1).
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(d, 2H, J=7.6), 7.38 (d, 2H, J=7.0), 7.32 (d, 2H, J=7.6), 5.61 (s, 2H), 242 (s, 3H); MS (ES™) mvz: 360.90
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1H-NMR

(DMSO-ck) § (ppm): 12.95 (br s, 1H), 8.00-7.98 (m, 2H), 7.57-7.53 (m, 5H), 7.49-7.46 (m, 2H), 559 (5. 2H) 30

MS (ES™) nvz: 346.59 (M+1), 302.66 (M-44).
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IH-
NMR (DMSO-ds) & (ppm): 13.02 (br s, 1H), 8.06-8.00 {m, 2H), 7.67-7.47 (m, 8H), 5.60 (s, 2H); MS (ES*} m/z:
Tl
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1H-

NMR (DMSO-dk) § (ppm): 13.04 (br s, 1H), 8.03 (s, 1H), 7.95 (d, 2H, J=7.57), 7.66-7.54 (m, 3H), 7.47 (d, 2H,
JET57),5.60 (s, 2H); MS (ES™) m/z: 72 L,
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H-NMR (CDCls, TMS) & {ppm):

7.99-7-94 (m, 3H), 7.55-7.37 (m, 6H), 6.96 (brs, 1H), 5.65 (s, 2H); MS (ES™) miz: 312.86 (Ni+1).
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1H-NMR (DMSO-ds) & (ppm): 13.12 (br s, 1H), 8.02 (s, 1H), 7.96-

7.93 (m, 1H), 7.68-7.49 (m, 4H), 7.41-7.38 (m, 2H), 5.66 (s, 2H); MS (ES™) m/z: 364.7 (M+1).
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1H-NMR
(DMSO-dk) & (ppm): 12.97 (br s, 1H), 8.00-7.97 (m, 2H), 7.70-7.68 (m, 1H), 7.57-7.51 {m, 4H), 7.41-7.38 (m,
2H), 5.67 (s, 2H): MS (ES*) m/z: 346.6 (M+1), 263.5 (M-125+1+41), 222.5 (M-125+1).
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1H-
NMR (DMSO-0s) 8 (ppm): 12.97 (br s, 1H), 8.07-8.02 (m, 2H), 7.70-7.67 (m, 1H), 7.54-7.51 (m, 1H), 7.41-7.36
(m, 4H), 5,86 (s, 2H), MS (ES™) m/z: 72 L. 20
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1H-

NMR (DMSO-dk) § (ppm): 13.00 {br s, 1H), 8.01 (d, 2H, J=8.1), 7.74-7.66 (m, 1H), 7.62 (d, 2H, J=8.1), 7.54-
751 (m, 1H), 7.41-7.39 (m, 2H), 5.66 (5, 2H); MS (ES™) m/z: 72 L,
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1H-
NMR (DMSO-dk) 5 (ppm): 13.02 (br s, TH), 8.02 (s, 1H), 7.86-7.93 (m, 1H), 7.70-7.50 (m, 4H), 7.42-7.39 (m,
2H), 5.67 (s, 2H); MS (ES™) miz: 13 L
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1H.
NMR (DMSO-ds) 3 (ppm); 12.92 (br s, 1H), 7.90-7.87 (m, 2H), 7.72-7.68 (m, 1H), 7.55-7.51 (m, 1H), 7.43-7.34

(m. 4H), 5.67 (s, 2H), 2.38 (s, 3H): MS (ES™) m/z: 360.73 (M+1). 20
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H-
‘ NMR (DMSO-ds) 8 (ppm): 12.11 (brs, ‘IH), 8.10 (m, 2H), 7.96-7.93 {m, 2H), 7.70-7.50 (m, 3H), 7.42-7.39 (m,
1H), 5.59 (s, 2H); MS (ES™) m/z: 364.7 (M+1).

gbooooan

oooooo
gooooooooboooooooooobooooboboooobobboooobooboo 40
gboobooooobooboboobooonn
ugbdoodooooobouobobobooboboooboboboboobooobouobobobaa
goooboooooobooooooooooobooooobobooooboboooobooo
gboboooooboobobobooobobobobobooobooboboboonn
gboooaod



(51) JP 6238906 B2 2017.11.29

gboooad

'H-NMR
(DMSO-cs) B (ppm): 12.93 (br s, 1H), 8.05-7.96 (m, 2H), 7.57-7.53 (m, 5H), 7.49-7.46 (m, 2H), 5.50 (s, 2H);
MS (ES™) nv/z: 380.49 (M+1).
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1H-NMR (DMSO-d) 5 (ppm): 12.83 (br s, 1H), 8.05-7.96 (d, 2H, J=8.0), 7.76

(m, 1H), 7.57-7.53 (m, 3H), 7.43-7.46 (d, 2H, J=B.1), 5.59 (s, 2H); MS (ES') m/z: 398.4 (M+1), 20
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TH-NMR (CDCls, TMS) 3
(ppm): 8.36 (d, 2H, J=8.1), 7.99-7.96 (m, 2H), 7.81 (d, 2H, J=8.1), 7.52-7.45 (m, 3H), MS (ES™) m/z: 39411
(M+1).
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"H-NMR (CDCls, TMS) 8 (pprr): 8.29 (d, 2H, J=8.1), 7.91 (d, 2H, J=8.1), 7.86-7.96
(m, 3H), 7.52-7.45 (m, 1H), MS {ES*™) m/z: 412.3 (M+1).
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1H-NMR (CDCls, TMS) & (ppm): 8.28 (d, 2H, J=7.6), 8.03 (d. 2H, J=8.1), 7.80 (d, 2H, J=8.1),
. 7.34 (d, 2H, J=7.6), 247 (s, 3H); MS (ES™) m/z:7x Lo 20
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TH-NMR
(DMSO-: B (ppr: 1281 (brs, 1H), 788 (d, 2H, J=7.8). 735 (d, 2H, J=T.8), 411 (s, 3H), 2.36 5, 3H; MS
(ES™) miz: 250.71 (M+1), 291.84 (M+41), 232.76 (M-18}.
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oooao

1H-
NMR (CDCla, TMS) & (ppm): 7.86 (d, 2H, J=7.6), 7.28 (d, 2H, J=7.6), 446 (d, 2H, J=6.5), 243 (5, 3H), 2.15-
230 (m, 1H), 1.08 (d, 6H, J6.5); MS (ES™) m/z: 292.86 (M+1), 277.83 (M-15), 236,76 (M-56).
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1H-NMR (CDCls, TMS) 5 (ppm): 9.26 (br s, 1H), 8.06-8.01 (m, 2H), 7.16-7.10 (m, 2H), 4.36 (g, 2H, J = 7.0),
1,56 (s, 9H), 1.39 (t, 3H, J = 7.0); MS (ES™) m/z: 311 (M-55).
30
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1H-NMR

(OMSO-c):  8.01-7.96 {m. 2H), 7.39-7.33 (m, 2H), 7.08 (or s, 2H), 4.27 (g, 2H. J=7.0 Hz), 1.27 (t, 3H, J=7.0
Hz); MS (ES™) m/z: 267.82 (M+1), 308.91 (M+41).
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1H-NMR (CDCls, TMS) & (ppm):
7.86 (d, 2H, J=8.1), 7.28 (d, 2H, J= 8.1), 4.39 (q, 2H, J= 7.0), 2.55 (br s, 3H), 243 (5, 3H), 1.40 (t, 3H, J=7.0);
MS (ES'™) m/z: 305.4 (M+1), 263.8 (M-42).
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1H-
NMR (CDCls, TMS) & (pom): 11.03 (br s, 1H), 8.19 (d, 2H, J= 8.11 Hz), 8.03 (d, 2H, J= 8.1 Hz), 7.84 (d, 2H,
J=8.11 Hz), .28 (d, 2H, J= 8.11 Hz), 4.39 (g, TH, J=7.03 Hz), 2.44 (s, 3H), 140 {t, 3H, J=7.03 Hz); MS (ES™)
mfz: 435.10 (M+1),
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1H-NMR (CDClz, TMS) & (ppm): 10.87 {br s, 1H), 9.11 (br s, 1H), 7.86
(d, 2H, J=8.1), 7.63 (d, 2H, J=8.1), 7.41-7.34 (m, 4H), 7.13 (t, TH, J=7.0), 4.41 (q, 2H, J=T.0), 2.47 (5, 3H),
142 (t, 3H, J=7.0); MS (ES™) m/z: 382.44 (M+1).
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H-NMR (CDCls, TMS} & (ppm}):
7.83-7.78 (d, 2H, J= 8.1), 7.25-7.19 (d, 2H, J=8.1), 4.25 (q, 2H, J=7.0), 3.70 (t, 2H, J= 5.9), 2.39 (s, 3H),
1.90 (brs, 2H), 1.38 (t, 3H, J=7.0); MS (ES™) m/z: = 306.2 (M+1).
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1H-NMR (CDCls, TMS) 3 (ppm): 7.90 (d, 2H, J = 8.6), 7.41 (d, 2H, J = 8.6),
430 (q, 2H, J=7.3), 3.84 (q, 2H, J=5.9), 2.99 (t, 2H, J=2.9), 2.57 (s, 3H), 1.36 (t, 3H, J=7.0); MS (ES™) m/z:
381.96 (M+41), 340.92 (M+1), 309.81 (M-30), 284.73 (M-45).
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'H-NMR (CDCl, TMS) & (ppm): 7.90 (d, 2H, J = B.6), 7.41 (d, 2H, J = 8.6), 5.08 (brs, 1H), 4.30 (g, 2H, J=7.0),

3.93 (g, 2H, J=5.9), 3.02 (t, 2H, J=5.9), 2.89 (t, 2H, J=7.3), 1.78-1.66 (m, 2H), 1.34 (t, 3H, J=7.0), 096 (t, 3H,
J=7.0); MS (ES™) m/z: 368.95 (M+1).

ooooDoood
oooooo
ooooooooobooooobooooooboobooboooobooboooobooooobooo

30

40

50



ey e e e e B

(56) JP 6238906 B2 2017.11.29

gobooooboobobobooooboobao
oooooOooooobobooooboooobooooooobobooobooboooooobooo
oooooooooboooobooooobooOooooobOboooboboooOoobooboo
gboooooobobooboobooobooboboboobooooboboboboboo
0000000000000 O0000D0O00O00o0O0oDOooooooo® 00000
ooobooooobooooao

oooooag

oboooad
ooooooooooboboooobooooboooooobOboooboboooOoobooo
gboooooboobooboboboobooooooboobonb
gbooooooobooboboooobooboboboooboooboobooboboobooao
uyboouoouobouobobooboooobouobobobooooobouoboboboaobooo
oooooooooboooobooooobooOooooobOboooboboooOoobooboo
0000000000000 O00D00D000O000DO0DO0o0DoDOooooooo® 00
uboboooboobooboobabado

ooooon

obooo

gboooooobooboobooooboobooboor booobooobooboboobooao
oooooOoooooboooooboocooobooboobooooboooooooooao
oooooooooboooobooooobooOoooob0 boooobooooobooo
gboooooooboobobooooobooboboboooboooboobooboboboo
uybooouoouobobooboooooboobobobooboooboboboboobooo
oooooooooboboooobooooobooOooooobOboooboboooOoobooo
ooDoooo®? 000000000000 0000D0000

oooooadg

ooooao

gobooooooobooboboooooboobobobr boooboboboboboo
obooooooboobobooboooobooboboboooboooooboobobao
ooooooooboboboooobooooboooob cooboobooooobooo
oooooooooboooobooooobooOooooobOboooboboooOoobooboo
gboooooobobobooooboobobobooboooboboboboboo
ugbooouobooboboobooooboobobobooobooobuoboboboobooo
oooooo®"00000000000000000000

gooooag

oboooad
ooooooooooboboooobooooboooooobOboooboboooOoobooo
oboooooboboobobooooooboboboooboooboao
gbooooooobooboboooobooboboboooboooboobooboboobooao
uybooouoouobobooboooooboobobobooboooboboboboobooo
ooooooooobooooboooooboooooobObooobobooOoobooo
gboooooobobobooooboobobobooboooboboboboboo
ugboood

ogooao

'H-NMR (CDCls, TMS) & {ppm}: 7.91 (d,
2H, J=8.12), 7.42 (d, 2H, J=8.12), 6.99 (br 5, 1H), 4.31 (g, 2H, J=7.03), 3.84-3.79 (m, 2H), 3.25-3.17 m, 2H),
3.01-2.97 (m,2H), 2.70 (br s, 1H), 1.93-1.86 (m, 2H), 1.76-1.66 (m, 2H), 1.61-1.31 (m, 2H), 1.37 (t, 3H,
J=7.03); MS (ES™) m/z 394.95 (M+1).
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1H-NMR (CDCh, TMS)
5 (ppmy; 7.72-7.64 (m, 2H), 7.45-7.38 (m, 1H), 7.20-7.13 (m, 1H), 6.98 (br s, 1H), 4.31 (q, 2H, J=7.03), 3.97-
3.90 (m, 2H), 3.16-3.12 (m, 2H), 3.12-3.01 (m, 4H), 2.05-1.86 (m, 4H), 1.35 (t, 3H, J=7.03); MS (ES™) m/z:

34641 (M+1).
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'H-NMR (CDCls, TMS) & (ppm): 7.74-7.64
(m, 2H), 7.43-7.25 (m, 6H), 7.19-7.12 (m, 1H), 4.86 (s, 2H), 4.29 (q, 2H, J=7.03), 1.34 (t, 3H, J=7.03); MS
(ES™) miz: 357.41 (M+1).
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TH-NMR (CDCls, TMS)
§ (ppm): 7.75-7.70 (m, 2H), 7.46-7.39 (m, H), 7.21-7.41 (m, 2H), 6.91-8.78 (m, 2H), 5.96 (s, 2H), 4.77 (s, 2H),
4.31 (g, 2H, J=7.03), 1.46 (s, 1H), 1.38 (t, 3H, J=7.03); MS (ES") miz: 401.61 (M+1).

oooooag

oboooad
oooooOooooooboooooboooooboooooobOobooooboooOoobooog
gbooooobooboobobobobooooDobobonb
gboooooobooboboooobooboboboooooboobooboboobooo
ooooooooooboboooobooooboooooobOboooboboooOoobooo
oooooooooboooobooooobooOooooobOboooboboooOoobooboo
gboooooobobooboooboooobooboboboooboooooboboboboo
uybooouoouobobooboooooboobobobooboooboboboboobooo
oogod

obooo

oooao

1H-NMR (CDCls, TMS) § (ppm): 8.67
(s, 1H), 852 (s, 1H), 7.74-7.65 (m, 2H), 7.48-7.36 (m, 1H), 7.32-7.12 (m, 4H), 4.85 (s, 2H), 4.30 (g, 2H,
J=7.03), 1.36 {t, 3H, J=7.03); MS (ES™) m/z: 358.53 (M+1).

oboooobobobobooooobobobobooobDobobao
gbooogood
oooobooOoooobOooooboooooboobooooobooooooaon
gboooooboobobobooooboboboboooobDobobo
ubooooboobobobooooboboboboooboobobaa
O

Oooooooogoogood
O O0Oo0ooogoao
O0Ooo0oooaoo

TH-NMR (CDCls, TMS) 5 (ppm): 7.83 (d, 2H, J= 8.1),7.22 (d, 2H, J=
8.1),3.20 (¢, 2H, J=6.9), 2.80 (, 2H, J=6.9), 2.39 (s, 3H). MS (ES™) m/z: 277.8 (M+1).
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H-NMR (DMSO-ds) 3 (ppm):

7.80-7.82 (m, 2H), 7.70-7.61 (m, 2H), 7.57-7.53 (m, 4H), 7.42 (m, 2H), 542 {5, 2H).

O

goooOocooooooooooao

uboobooooaood

Ooooooood
Oo0ocooOoooood
OO0 Qoo oooogod
Oo0ooOoooooogod
Oooooooood
OoooooOoogoao

gboboooooooobooboboboooboobooboboboobooao

goooOocooooooooooboboooobooooboboooobooo
oooooooooooooooboboooooboboooobooooobooo

TH-NMR (CDs0D) & (ppm); 7.83

(d, 2H, J=7.0), 7.52 (d, 2H, J=7.6), T.41(d, 2H, J=7.0), 7.33 (d, 2H, J=7.6), 559 (s, 2H), 2.31 (s, 3H).
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TH-NMR

(DMSO-c) & (ppm): 7.89 (d, 2H, J=8.65), 7.57-7.63 (m, 4H), 742 (d, 2H, J=8.65), 5.47 (s, 2H).
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TH-NMR
(DMSO-ck) & (ppm): 7.89-7.78 (m, 3H, J=8.65), 7.61 (d, 2H), 7.47-7.43 (m, TH), 7.42 (d, 2H, J=8.65), 5.47 (s,
2H),
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HNMR
(DMSO-dk) B (ppm): 7.85-7.82 (m, 1H), 7.74 (d, 2H, 4=8.11), 7.49-7.46 (m, 1H), 7.37-7.33 (m, 2H), 7.28 (d,

2H, J=8.11), 555 (s, 2H), 2.34 (s, 3H).
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NMR (DMSO-dk) & (ppm): 7.80-7.67 (m, 3H), 7.58-7.47 (m, 2H), 7.41-7.30 (m, 3H), 5,59 (s, 2H).
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NMR (DMSO-ck) 5 (ppm): 7.69-7.40 (m, 7H), 7.31-7.24 (m, 1H), 5.44 (s, 2H).
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H-NMR (7t |/ -de)

5 (ppm): 7.94-7.91 (d, 2H, J=7.8), 7.61-7.58 (m, 2H), 7.44-7.31 (m, 5H), 5.69-5.58 (s, 2H), 4.84 (dt, 1H,
J=10.8, J=4.3), 241 (s, 3H), 2.11-1.99 (m, 2H), 1.77-1.69 (m, 2H), 1.56-1.47 (m, 2H), 131-1.27 (m, 1H),
1.47-1.07 (m, 1H), 0.95-0.89 (m, 7H), 0.80 (d, 3H, J=7.0); MS (ES™) m/z: 465.34 (M+1).
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TH-NMR (CDCls, TMS) 5 (ppm): 10.02 {bs, 1H), 7.90 (d,

DM, J=8.1), 7.34-7.26 (m, 2H), 5.02-4.87 (m, 1H), 2.42 (s, 3H), 1.95-1.87 (m, 2H), 1.78-1.69 (m, 2H), 1.65-1.44
(m, 2H), 1.31-1.28 (m, 1H), 1.22-1.09 (m, 1H), 0.97-0.82 (m, 10H); MS (ES™) mfz: 375.08 (M+1); 236.76 (M-

136).
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1H-NMR (CDCls, TMS) & (ppm): 7.94 (d, 2H, J=8:6 ), 7.45 (d, 2H,
J=8.6), 5.67 (s, 2H), 4.43 (g, 2H, J=7.0), 3.6 (s, 3H), 142 (t, 3H, J=7.0); MS (ES™) m/z: 328.85 (M+1), 256.67
(M-72), 207.74 (M-T2+41).
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1H-NMR (CDCh,
TMS) & (ppm): 7.92 (d, 2H, J=8.6 ), 7.43 (d, 2H, J=8.6), 542 (s, 2H), 3.71 (s, 3H); MS (ES™) m/z: 209.74
(M+1).
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1H-NMR (CDCh, TMS) 3 {ppm}: 7.86 {d, 2H, J=8.1), 7.41 (d, 2H, J=8.6),
6.98 (or 5, H), 5.85 (br 5, 1H), 5.70 (3,2H), 3.59 (s, 3H); MS (ES™) m/z: (ESI+) = 300 (M+1), 282 (-18), 252
(M-48).
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TH-NMR (CDCls, TMS) & (ppm}:
7.86 (d, 2H, J=7.6}, 745 (d, 2H, J=7.6}, 5.59 (s, 2H), 3.58 (s, 3H}.
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1H-NMR (dmso-ds) 3 (ppm): 16.2 {br 5, 1H), 13.0 (br s, 1H), 7.99 (d, 2H,
J=8.6), 7.62 (d, 2H, J=8.6); MS (ES™) m/z; 278.8 (M+1), 231.8 (M+41), 235,6 (M-28).
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TH-NMR (dmso-d) & (ppm): 11.98 (br s, 1H), 7.99 (d, 2H, J=8.6), 7.62 (d, 2H, J=B.6), 3.91 (s, 3H)
MS (ES™) miz: 294.75 (M+1).
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TH-NMR (dmso-ds) & {ppm):
11.79 (br s, 1H), 7.73-7.68 (m, 2H), 7.46-7.39 {m, 1H), 3.82 (s, 3H); MS (ES™) m/z: 278.18 (M+1).
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1H-NMR (dmso-ds) 5 (ppm): 12.11 (br s,
1H), 12.98 (br s, 1H), 7.99 (d, 2H, J=7.6), 7.62 (d, 2H, J=7.6), 2.25 (s, 3H); MS (ES*) m/z: 293.74 (M+1).
oooooon

oooooo
ooooooooobooooobooooooboobooboooobooboooobooooobooo

10

20

30

40

50



oo oOooooog

O Ooooooooogooooogodg
O Oooooooooooooogodg
OO0 o000 ooDoogogogoooogdg

O OoOooogogooao
O OoOooogooao
O Oo0ooogodgogoao
O OoOooogogogoao
O OoOooogogooao

g
O
O
g
u

oo Oooooo
OO Qo oooog
oo Oooooog
oo Ooooog

1H), 12.80 (br
277.27 (M+1).
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TH-NMR {dmso-ds) & (ppm): 11.93 (br s,
s, 1H), 7.76-7.69 (m, 2H), 7.46-7.39 (m, 1H), 7.22-7.17 (m, 1H), 2.21 (s, 3H); MS (ES") m/z:
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H-NMR

(dmso-d&) & (ppm): 11.98 (br s, 1H), 7.89 (d, 2H, J=7.5), 7.51 (d, 2H, J=7.6), 2.55 {s, 3H); MS (ES™) m/z:

294,50 (M+1),

Oooo0oooQgdg

316.7 (M+Na).
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1H-

NMR (dmso-ds) & (ppm}): 11.81 {br s, 1H), 7.76-7.69 (m, 3H), 7.22-7.17 (m, TH), 2.33 (s, 3H); MS (ES™) m/z:

278.27 (M+1).
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NMR (dmso-ds) & (ppm): 7.83-7-79 (d, 2H, J=7.6), 7.76-7.69 (m, 2H), 7.63-7.59 (m,
7.22-717 (m, 1H), 5.23 (5, 2H), 2.33 (s, 3H); MS (ES™) m/z: 402.8 (M+1).
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TH-NMR (dmso-dk) & {ppm): 1189 (br s, 1H), 7.89 (d, 2H, J=7.6), 7.51 (d, 2H, J=T.4), 2.65 (s, 3H); MS (ES™)

miz: 204,50 (M+1), 316.7 (M+Na),
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1H-NMR (dmso-0s) & {(ppm): 11.79 (br s, 1H), 7.63-7.79 (m, 3H}, 7.11-7.18 (m, H),

2,61 (s, SH); MS (ES') m/z: 278.27 (M+1).
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H-NMR (dmso-ds) 3 (ppm): 12.3

(br s, 1H), 7.95-7.92 (m, 2H), 7.55-7.53 {m, 3H), 443 (q, 2H, J=7.03), 1.42 (t, 3H, J=7.03); MS (ES")
234.33 (M+1).
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'H-NMR (CDCl,

TMS) & (ppm): 11.98 (br s, 1H), B.0 (s, 1H), 7.77 (d, tH, J=7.57), 7.49-7.30 (m, 2H), 440 (g, 2H, J=7.03),
152 (t, 3H, J=7.03); MS (ES™) miz: 252.18 (M+1),
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H-NMR (CDCls,

TMS) & (ppm): 11.94 (br s, 1H), 7.88 (d, 2H, J=7.8), 7.26 (d, 2H, J=7.6), 4.62 (q, 2H, J=7.0), 241 (s, 3H), 1.39
(t. 3H, J=7.0); MS (ES™) m/z: 248.25.
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H-NMR (CDCls, TMS) & (ppm): 7.83-7.48 (m, 5H), 7.35 (d, 2K, J=7.5), 7.27 (d,

2H, J= 7.6), 5.31 (s, 2H), 4.35 (q, 2H, J= 7.03), 1.38 (t, 3H, J= 7.03); MS (ES*) m/z: 358.80 (M+1), 380.77

(M+Na).
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H-

NMR (CDClz, TMS) & (ppm): 7.85 - 7.51 (m, 3H), 7.47 (m, 1H), 7.36 (d, 2H, J=7.6), 7.26 (d, 2H, J= 7.6), 5.53
(s, 2H), 4.33 (g, 2H, J= 7.03), 1.38 {t, 3H, J=7.03); MS (ES") m/z: 376.66 (M+1).
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TH-NMR
(CDCls, TMS) & (ppm): 7.82 (d, 2H, J= 7.6), 7.49 (d, 2H, J= 7.6), 7.23 (d, 2H, J= 7.6, 7.19 (d, 2H, J= 7.6}, 5.32
(s, 2H), 4.30 (q, 2H, J= 7.03), 2.39 (s, 3H), 1.28 (t, 3H, J= 7.03); MS (ES™) m/z: 372.72 (M+1).
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TH-NMR
(CDCls, TMS) & (ppm): 7.73 - 7.51 {m, 5H), 747 (d, 2H, J=7.5), 7.35 (d, 2H, J= 7.6), 4.37 (g, 2H, J= 7.13),
148 {t, 3H, J= 7.11): MS (ES"™) m/z: 406.28 (M+1),
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, ‘H-NMR (dmso-ds) & (ppm): 12.12 (br s, 1H), 7.71 - 7.49 (m, 5H),
741(d, 2H, J=8), 7.34 (d. 2H, J=7.8), 5.61 (s, 2H), MS (ES™) myz: 330.68 (M+1).
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1H-NMR (dmso-dk) & (ppm): 11.81 (br s, 1H), 7.81 - 7.50 (m, 3H), 7.45
(m, 1H), 7.31 (d, 2H, J=7.6). 7.26 (d, 2H, J=T7.6), 5.63 (5, 2H); MS (ES™) m/z; 348,62 (M+1).
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TH-NMR (CDsOD} & {(ppm): 7.89 (d, 2H, J=7.6), 7.53 (d, 2H, J=7.6),

741 (d, 2H, J=7.5), 7.33 (d, 2H, J=7.6), 5.43 (s, 2H), 2.39 (s, 3H); MS (ES™) m/z: 344.66 (M+1).
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1H-NMR (dmso-ds) & (ppm): 12.1 (br s, 1H), 7.83-7.74 (m, 3H), 7.11-

7.18(m, 1H), 2.51 (s, 3H); MS (ES™) m/z: 262.21 (M+1).
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'H-NMR {CDCls, TMS) & {ppm): 7.77 (m, 1H), 7.61 (m, 1H), 7.60-7.55 (m,
3H), 7.50 (m, 1H), 7.35-7.28 (m, 2H), 5.40 (s, 2H), 2.45 (5, 3H); MS (ES™) m/z 386.78 (M+1).
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1H-NMR (CDCls, TMS) & (ppm): 9.93 (br 5, 1H), 7.81 (d, 2H,
J=7.3), 7.21 (3, 2H, J=7.3), 4.58 (q, 2H, J=7.0), 2.37 (s, 3H}, 1.38 (t, 3H, J=7.0); MS (ES™) m/z: 264.30 {M+1).
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'H-NMR (CDCl3) 8
(pom); 8.93 (br ), 7.76-7.69 {m, 2H), 7.46-7.39 (m, 1H), 7.22-7.17 (m, 1H), 440 (q, 2H, J=7.5), 1.40 {t, 3H,
J=7.5); MS (ES™) miz: 268 (M+1).
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1H-NMR (DMSO-de) & (ppm): 12.2 (brs, 1H), 7.82-7.78 (m, 1H), 7.75-7.71 (m,
1H), 7.71-7.58 (m, 1H), 7.45-7.39 (m, 1H); MS (ES™) miz: 238 (M-1).
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1H-NMR (DMSO-ds) § (ppm): 12.25 (or s, 1H), 9.15 (br s, 2H), 7.80-7.78 (m, 1H), 7.73-7.70 (m, 1H),
7.69-7.60 {m, 1H), 7.45-7.41 (m, TH); MS (ES™) miz: 239 (M+1).

O 0Oooo
O O0ooo

OoOoo0ooood
O 0Ooo0oo0ooao

o
O 0Ooo0oooo

O 0Ooo0oo0ooo
OO o0gooo
O 0OooQgoooo
O 0Ooo0oo0ooo
Oo0oo0gogoo
O OooOgooo
O 0Ooo0oooo
O 0Ooo0ooOooao
O OoQgooo
O 0Ooo0oooo
O 0Ooo0oo= 0O
OO oO0gooo
O OooQgooo
O 0Ooo0oooo
O 0Ooo0ooOooao
O OooQgooo
O 0Ooo0oooo
O 0Oo0oo0ooo

|
OO0 ogooodao

oo oooooQgoooao
oo ooo- go
OO0 ODoooo4dogoooao
oo ooooogQgoooao
O o
Ooooooggogao
OoOoo0ox oogogogoo
Ooooooogoao
OooooooQgoo
Oooooooogoo
Ooooooggogao
OOoo0ooood
OoOoo0ooood
O 0O0o0ooood
OO0Ooo0ooood
OOoo0ooood
Oooooogood
OO0Oo0ooood

OO0 O0Oo0ood
I [

40

1H-NMR (COCls, TMS) 3 (ppm); 1H-NMR (CDCls) & (ppm): 10.05 {br s),
7.74-7.64 (m, 2H), 7.42-7.36 (m, H), 7.20-7.16 {m, 1H); MS (ES™) miz: 221 (M+1).
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7.72(m, tH), 7.66-7.58 (m, 1H), 7.45-7.36 (m, 1H); MS (ES™) mvz: 264 (M+1).
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'H-NMR (DMSO-ds) & (ppm): 13.30 (br s, 1H), 12.10 (br s, 1H), 7.84-7.80 (m, 1H), 7.76-
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H-NMR

(DMSO-ds) & (ppm): 12,00 (br s, 1H), 7.84-7.78 (m, 1H), 7.76-7.72 (m, 1H), 7.66-7.58 (m, 1H), 7.45-7.36 (m,
1H), 4.75 (g, 2H, J=7.5), 1.50 (&, 3H, J=7.5): MS (ES™) m/z: 292 (M+1),
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