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m, 2H), 1.72-1.59 (m, 4H).
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8.8 Hz, 1H), 7.27 (s, 1H), 7.16 (d, J = 8.8 Hz, 1H), 4.68-4.66 (m, 1H), 4.39-4.
36 (m, 1H), 3.56 (s, 3H), 3.32-3.30 (m, 2H), 2.65-2.64 (m, 1H), 2.44-2.43 (m, 1H
), 2.30-2.27 (m, 3H), 1.93-1.90 (m, 3H), 1.80-1.79 (m, 2H),1.44-1.41 (m, 2H), 1.
29-1.27 (m, 3H), 1.14-1.13 (m, 1H), 0.90 (s, 9H).
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0000000000000 O000000000000000000000000000
0000000000000 0000000000000000000000000000
00 00ESI-MS (M+1)*: 492.1.%HNMR (400 MHz, CDSOD) & : 7.82-7.78 (m, 3H), 7.47
(d, J = 8.8 Hz, 1H), 7.27 (s, 1H), 7.16 (dd, J = 8.8 Hz, 2.4 Hz, 1H), 4.68-4.67
(m, 1H), 4.38-4.36 (m, 1H), 3.32-3.30 (m, 2H), 2.65-2.64 (m, 1H), 2.44-2.43 (m,
1H), 2.30-2.28 (m, 3H), 1.93-1.90 (m, 3H), 1.80-1.79 (m, 2H),1.44-1.41 (m, 2H),
1.29-1.26 (m, 3H), 1.13-1.12 (m, 1H), 0.92 (s, 9 H). HPLC: 100.00%.
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M+1)*: 438.1. H NMR (400 MHz, CDCl3) & : 7.64-7.57 (m, 3H), 7.36 (d, J = 8.4 Hz

, 1H), 7.10-7.08 (m, 2H), 4.60-4.58 (m, 1H) 4.05 (q, J = 7.2 Hz, 2H), 3.56 (s,
2H), 2.85-2.81 (m, 2H), 2.07-2.04 (m, 1H), 2.01-1.97 (m, 2H), 1.83-1.71 (m, 4H),
1.51-1.40 (m, 6H), 1.24-1.15 (m, 6H), 1.11-1.06 (m, 1H), 0.83 (d, J = 6.4 Hz, 6
H).
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M+1)*: 410.3, HPLC: 100.00%. *H NMR (400 MHz, DMSO-dg) & : 10.24 (s, 1H), 7.96 (
s, 1H), 7.86-7.84 (m, 2H), 7.62-7.60 (m, 1H), 7.39 (s, 1H), 7.24 (d, J = 9.2 Hz,
1H), 4.77-4.76 (m, 1H), 4.42-4.36 (m, 2H), 3.40 (s, 2H), 2.95-2.93 (m, 2H), 2.5
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0-2.49 (m, 1H), 2.03-2.00 (m, 4H), 1.85-1.75 (m, 2H), 1.62-1.34 (m, 7H), 1.19-1.
12 (m, 1H), 0.88 (d, J = 6.8 Hz, 6H).
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2H), 4.05 (g, J = 6.8 Hz, 2H), 3.60 (br, 2H), 2.90 (br, 2H), 2.62-2.60 (m, 1H),

2.20-2.16 (m, 4H), 1.80 (br, 2H), 1.63-1.45 (m, 5H), 1.30-1.17 (m, 5H), 0.92 (s,
9H) .
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J = 8.8 Hz, 2.0 Hz, 1H), 4.77 (br, 1H), 4.43 (s, 2H), 3.59-3.56 (m, 2H), 3.08-3
.07 (m, 2H), 2.62-2.61 (m, 1H), 2.22-2.16 (m, 4H), 1.85-1.77 (m, 2H), 1.63-1.47

(m, 5H), 1.29-1.16 (m, 2H), 0.92 (s, 9H). HPLC: 100.00%.
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.83 (m, 2H), 2.23-2.15 (m, 6H), 1.78-1.70 (m, 8H), 1.34-1.25 (m, 2H), 1.12 (t
= 7.2 Hz, 3H).
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: 97.77%.%H NMR (400 MHz, CD,0D) & : 7.93 (s, 1H), 7.88-7.81 (m, 2H), 7.53 (d, J
= 8.4 Hz, 1H), 7.34 (d, J= 8.4 Hz, 1H), 7.20 (dd, J = 8.8, 2.4 Hz, 1H), 4.81-4.

80 (m, 0.45H), 4.50-4.46 (m, 0.55H), 4.42 (s, 2H), 3.46-3.45 (m, 2H), 3.15-3.14
(m, 2H), 2.65-2.64 (m, 1H), 2.32-2.03 (m, 6H), 1.77-1.27 (m, 7H).
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NMR (400 MHz, CDCl;), & : 7.64-7.56 (m, 3H), 7.36 (d, J = 8.4 Hz, 1H), 7.09-7.07
(m, 2H), 4.58-4.56 (m, 1H), 4.12 (g, J = 6.8 Hz, 2H), 3.53 (s, 2H), 2.83-2.81 (
, 2H), 2.24-1.98 (m, 2H), 1.89-1.69 (m, 6H), 1.56-1.48 (m, 7H), 1.25 (t, J = 7.
Hz, 3H), 1.12-1.10 (m, 2H), 0.86 (t, J = 6.8 Hz, 3H).
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0 Hz, 1H), 7.24 (dd, J = 8.8, 2.4 Hz 1H), 4.75-4.74 (m, 1H), 4.33 (s, 2H), 3.41-
3.32 (m, 2H), 3.03-2.98 (m, 2H), 2.44-2.42 (m, 1H), 2.09-2.06 (m, 4H), 1.91-1.88
(m, 2H), 1.66-1.59 (m, 4H), 1.43-1.41 (m, 2H), 1.34-1.29 (m, 3H), 0.95 (t, J
.0 Hz, 3H), ESI-MS (M+H)*: 396.1, HPLC: 100.00%.
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62 (m, 3H), 7.42 (d, J = 8.8 Hz, 1H), 7.07-7.05 (m, 2H), 4.59-4.56 (m, 0.45H), 4
.42-4.34 (m, 0.55H), 4.14 (q, J = 6.8 Hz, 2H), 3.52 (s, 2H), 2.80-2.79 (m, 2H),

2.23-1.98 (m, 5H), 1.82-1.80 (m, 5H), 1.78-1.52 (m, 8H), 1.18 (t, J = 6.8 Hz, 3H
), 1.00 (t, J = 7.2 Hz, 3H), 1.12-1.10 (m, 4H).
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= 8.8, 2.4 Hz, 1H), 4.81-4.80 (m, 0.45H), 4.42-4.34 (m, 0.55H), 4.33 (s, 2H),

3.42-3.39 (m, 2H), 3.02-3.01 (m, 2H), 2.48-2.47 (m, 1H), 2.20-1.90 (m, 4H), 1.8

-1.80 (m, 3H), 1.66-1.58 (m, 4H), 1.34-1.16 (m, 8H), 0.92 (t, J = 5.6 Hz, 3H).
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H)*: 450.1.
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000000000 O000000O000D0OESI-MS (M+H)*: 422.0, HPLC: 95%.1H N
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>~ PPhy (2.0 =5 DIAD (2.0 48 O~
m: 15%

0000000000000 000000000000000000000000000¢0
0000000000000 O00O00O00O000000000000000000000
0000000000000 000000000000000000000000000
0000000000000 0000000000000ESI-MS (M+H)™: 382.3.H NWR
(400 MHz, CDClg) & : 7.62-7.55 (m, 3H), 7.34 (d, J = 10 Hz, 1H), 7.02-7.01 (m, 2
H), 4.82-4.81 (m, 1H), 4.04 (q, J = 7.2 Hz, 2H), 3.52 (s, 2H), 2.83-2.80 (m, 2H)
2.21-2.17 (m, 1H), 1.97-1.72 (m, 12H), 1.58-1.56 (m ,2H), 1.18-1.14 (m, 3H).
0oooo

000000000000 000000000000000000000000000
00000000000
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QO NOYO NaOH (10 ) _ O\O O\fo
OH

oo ogog--

MeOH/ H,0 (10:1), i, 265
O~k : 90%

00000000000000000000000000000000000000
0000000000000 0000000000000000000000000¢0
000000000000000000000000000000000000000
00000000 OESI-MS (M#H)*: 354.2, HPLC: 97.41%.%H NMR (400 MHz, CD5OD)
1 7.94 (s, 1H), 7.87 (d, J = 8.4 Hz, 1H), 7.83 (d, J = 8.8 Hz, 1H), 7.53 (dd
,J =28.4, 1.2 Hz, 1H), 7.26 (s, 1H), 7.11 (dd, J = 8.8, 2.4 Hz, 1H), 5.00-4.98
(m, 1H), 4.43 (s, 2H), 3.48-3.46 (m, 2H), 3.15-3.12 (m, 2H), 2.63-2.61 (m, 1H),
.19-2.15 (m, 2H), 2.03-2.00 (m, 3H), 1.91-1.87 (m, 5H),1.72-1.68 (m, 2H).
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DIAD (2%#), tr=r, =B, 200
O._* 60%
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0000000000000 O00O0O00O0O00O0O000O000O000O0oonoooad
000000000000 0O000O000O0000000000000000000
000000000000 00000000000O000ESI-MS (M#H)*: 410.1.1H NVWR

(400MHz, DMSO-dg), & : 7.78-7.71 (m, 2H), 7.66 (s, 1H), 7.38 (dd, J = 8.4, 1.6 H
z, 1H), 7.23 (d, J = 2.0 Hz, 1H), 7.10 (dd, J = 8.8, 2.8 Hz, 1H), 4.66-4.62 (m,

1H), 4.04 (q, J = 7.2 Hz, 2H), 3.54 (s, 2H), 2.79-2.75 (m, 2H), 2.31-2.56 (m, 1H
), 2.04-1.98 (m, 4H), 1.79-1.71 (m, 6H), 1.59-1.45 (m, 11H).
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gbooboooooboobao
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Q\ N NaOH (3 &) Q\ N
o O~ o OH
lo] 0

EtOH/H20, 85 °C, 27
% 64%

0000000000000 0000000000O000O000ON0ONONooNooonoon
0000000000000 000000000000000000000000000
0000000000000 0000000000000000000000000000
0000000000000 OESI-MS (M#H)*: 382.1_HPLC: 100%.1H NMR (400 MHz, DMS
0- dg), & - 7.78-7.71 (m, 2H), 7.66 (s, 1H), 7.38 (dd, J = 8.4, 1.6 Hz, 1H), 7.2
3 (d, J=2.0 Hz, 1H), 7.09 (dd, J = 9.2, 2.4 Hz, 1H), 4.65-4.61 (m, 1H), 3.53 (
s, 2H), 2.76-2.73 (m, 2H), 2.16-2.13 (m, 1H), 2.06-1.95 (m, 4H), 1.79-1.66 (m, 6
H), 1.59-1.49 (m, 8H).
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(M+H)™: 398.1.%H NMR (400 MHz, CDClZ) & : 7.65 (d, J = 9.2 Hz, 1H), 7.60-7.58 (
m, 2H), 7.38 (d, J = 9.6 Hz, 1H), 7.07-7.06 (m, 2H), 4.58-4.54 (m, 1H), 4.05 (q,
J = 7.2 Hz, 2H,), 3.97-3.92 (m, 2H), 3.58-3.52 (m, 4H), 2.83-2.80 (m, 2H), 2.23
-2.17 (m, 1H), 2.04-1.99 (m, 4H), 1.83-1.72 (m, 6H), 1.17 (t, J = 7.2 Hz, 3H).
oooooQ
0000000000 0000000000000000000000000000¢0
000000000000 0O0O0O0O0O0O0O0O
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° . 0]
© MeOH/ H,O (10:1), ik, 2651 o

O-_m= 909, OH
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0000000000000 0000000000000000000000000
000000000000000000000000000000000000000
00000000000000000000000000000000000000
000000000000 000000000000ESI-MS (M#H)*: 370.1, HPLC:

97.18%.%H NMR (400 MHz, CD5OD) & : 7.85 (s, 1H), 7.78-7.74 (m, 2H), 7.43 (d, J =
8.8 Hz, 1H), 7.26 (s, 1H), 7.14 (dd, J = 9.2, 2.4 Hz, 1H), 4.69-4.65 (m,1H), 4.
32 (s, 2H), 3.91-3.82 (m, 2H), 3.58-3.52 (m, 2H), 3.37-3.35 (m, 2H), 3.06-3.03 (
m, 2H), 2.54-2.52 (m, 1H), 2.07-1.99 (m, 4H), 1.87-1.86 (m, 2H), 1.73-1.64 (m, 2
H) .
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PPhs (2.0 %, DIAD (2.0 %)
W74 %
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(M+H)*: 464_10.
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0000000000000 0000O0000O0DOESI-MS (MHH)™: 436.0, HPLC: 95

TH NMR (400 MHz, CD50D) & : 7.92 (s, 1 H), 7.88 (d, J=8.47 Hz, 1 H), 7.84 (d,
J=9.04 Hz, 1 H), 7.50 (dd, J=8.47, 1.76 Hz, 1 H), 7.30 (s, 1 H), 7.22 (dd, J=8.9
7, 2.38 Hz, 1 H), 4.53 (dquin, J=8.07, 4.18, 4.18, 4.18, 4.18 Hz, 1 H), 4.44 (s,
2 H), 3.59 (d, J=12.74 Hz, 2 H), 3.09 (td, J=13.13, 2.85 Hz, 2 H), 2.57 - 2.70
(m, 1 H), 2.17 - 2.32 (m, 2 H), 1.21 - 2.01 (m, 20 H).
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0000000000000 O00D0D0O00DOO0ESI-MS (M+H)": 408.0, HPLC: 95%.%H

O O o

NMR (400 MHz, CD50D) & : 1.43 - 2.06 (m, 16 H), 2.25 (d, J=16.82 Hz, 2 H), 2.64

(tt, J=12.44, 3.78 Hz, 1 H), 3.00 - 3.14 (m, 2 H), 3.59 (d, J=13.68 Hz, 2 H), 4

.44 (s, 2 H) 4.46 - 4.56 (m, 1 H), 7.22 (dd, J=8.88, 2.48 Hz, 1 H), 7.30 (s, 1 H

).

7.50 (dd, J=8.53, 1.76 Hz, 1 H), 7.84 (d, J=9.04 Hz, 1 H), 7.88 (d, J=8.66 Hz
1 H), 7.92 (s, 1 H).
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0 0 0 0O ESI-LCMS (424 M+H).*H NMR (DMSO-dg ,400MHz): & (ppm) 12.34 - 12.58 (m,
1H), 11.20 - 11.53 (m, 1H), 8.01 (s, 1H), 7.68 - 7.93 (m, 3H), 7.41 (s, 1H), 7.0
2 - 7.22 (m, 1H), 4.35 (br. s., 3H), 3.23 - 3.43 (m, 2H), 2.86 - 3.09 (m, 2H), 1
.74 - 2.30 (m, 8H), 1.00 - 1.52 (m, 5H), 0.87 (s, 9H)
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Rt = 1.170 , m/z = 207.00 [M+], 100%.
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LCMS: RF = 2.240 , m/z = 317.1
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O LCMS: Rf = 2.390 , m/z = 315.00.
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000000000000 00O0DLCMS Rt = 1.760 , m/z = 428.42 [M+1].*H NMR (400 20
MHz, 0O OO0 -d4) & ppm 0.91 (s, 9 H), 1.02 - 1.48 (m, 10 H), 1.80 - 2.47 (m
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11 H), 2.47 - 3.01 (m, 3 H), 3.66 - 3.96 (m, 3 H), 4.07 - 4.26 (m, 1 H), 6.67
6.83 (m, 2 H), 6.99 - 7.15 (m, 1 H).
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LiOH

]

0000000000000 000000000000000000000000000¢0
0000000000000 O00O00O00O000000000000000000000
0000000000000 000000000000000000000000000
0000000000000 000000000000000000000000000¢0
0000000000000 000000000000000RE =1.600, m/z = 444.3
5, [M+1], 1000 00 0000000000000 O0O0O0O0O0OO0OOO0OOOOOOOOO
0000000000000 0000 NMR (400 MHz, 00000 -d4) & ppm 1.59 -
2.17 (m, 13 H), 2.26 (d, J=10.35 Hz, 2 H), 2.59 - 2.73 (m, 1 H), 2.93 (d, J=11.6

1 Hz, 2 H), 3.64 (s, 2 H), 4.84 (br. s., 1 H), 7.19 (s, 1 H), 7.23 (d, J=11.36 H
z, 1 H), 7.28 (s, 5 H), 7.45 (d, J=8.41 Hz, 1 H), 7.65 - 7.74 (m, 2 H), 7.77 (d,
J=8.97 Hz, 1 H).
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0 O LCMS: Rt = 1.950 , m/z = 466.49 [M+H].
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Rt = 1.780 , m/z = 438.40 [M+1], 1000 0 0000000000000
000000000000 0000000000000000000000
0000000000000 00 ™ NMR (400 MHz, OO OO O -d4) & ppm

0.81 - 0.90 (m, 9 H), 1.19 - 1.70 (m, 10 H), 2.19 (d, J=13.99 Hz, 2 H), 2.67 (s
, 2 H), 4.45 (s, 2 H), 4.78 (t, J=2.45 Hz, 1 H), 7.26 (dd, J=8.91, 2.45 Hz, 1 H)
, 7.31 (d, J=2.26 Hz, 1 H), 7.53 (dd, J=8.50, 1.73 Hz, 1 H), 7.86 (dd, J=8.69, 3
.42 Hz, 2 H), 7.96 (s, 1 H).
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D000000000000000000ESI-MS (WH)*: 172.2.
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1) DCE, 50 °C, 3 i

2) NaBH(OAc); (2.0% &) DCE,£i5. 415

2 ATy T TOILE 1 58%
0000000000000 000000000000000000000000000
0000000000000 000000DD0D0DD0D0DD0N0N00N0000000O0D
0000000000000 000000000000000000000000000
0000000000000 000000000000000000000000000
0000000, 00000000000000000000000000000000
0000000 D0D0O0DD0ODOODODDDODDDDD,00,0000000000000
0000000000000 00000000000000000x000000000
00000000000, 00,0000000000000000000000000
00000000 0D0O0D0O0O0O0O0O0OD0O0ODDDD0DDDDODDDONON00000D0D
0000000000000 000000000000000000000000000
0000000000000 000000000000000000000000000
D00000000000000000ESI-MS (MH)*: 466.2.7H NMR (400 MHz, CDCIy)
(O000D000) 3 ppn 7.63-7.56 (n, 3H), 7.38-7.37 (n, 1H), 7.07-7.03 (m, 2H)
, 4.21-4.16 (m, 1H), 4.09-4.03 (m, 2H), 3.58-3.41 (m, 2H), 2.82-2.78 (m, 1H), 2.
62-2.59 (m, 1H), 2.44-2.38 (m, 1H), 2.22-1.80 (m, 8H), 1.64-1.52 (m, 1H), 1.40-1
.31 (m, 2H), 1.17 (t, J = 6.8 Hz, 3H), 1.13-1.02 (m, 3H), 0.93 (d, J = 6.8 Hz, 3
H), 0.82 (s, 9H).
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W THF/H,0, 60 °C, 16 £ OH
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000000000000 000000000000O0OESI-MS (M+H)™ : 438.3_H

100.00%; H NMR (400 MHz, CDCl5) & ppm 10.82 (br, 1H), 7.65-7.54 (m, 3H),

7.41-7.40 (m, 1H), 7.04-7.02 (m, 2H), 4.20-4.14 (m, 1H), 3.85 (s, 2H), 3.15-3.07
(m, 2H), 2.77-2.71 (m, 1H), 2.50-2.46 (m, 1H), 2.18-2.16 (m, 3H), 1.96-1.92 (m,
2H), 1.81-1.78 (m, 2H), 1.36-0.96 (m, 9H), 0.82 (s, 9H).
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ppm 7.75 (d, J = 6.53 Hz, 3H), 7.47 (d, J = 8.53 Hz, 1H), 7.25 (s, 1H), 7.13

(d, J = 8.78 Hz, 1H), 4.36 (t, J = 11.42 Hz, 1H), 3.62 (q, J = 7.19 Hz, 4H), 2.
84 - 3.06 (m, 4H), 1.10 - 2.46 (m, 22H), 1.06 (d, J = 6.8 Hz, 3H), 0.94 (s, 12H)
;000 -2: LCMS Rt = 1.660 , m/z = 438.20.H NMR (400 MHz,O OO O O -d4) & ppm
7.75 (d, J = 6.53 Hz, 3H), 7.47 (d, J = 8.53 Hz, 1H), 7.25 (s, 1H), 7.13 (d, J =
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Hz, 1H), 4.36 (t, J = 11.42 Hz, 1H), 3.62 (q, J = 7.19 Hz, 4H), 2.84 - 3.0
4H), 1.10 - 2.46 (m, 22H), 1.06 (d, J = 6.8 Hz, 3H), 0.94 (s, 12H).
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0000000000000 000000000000000000000000000
000000000000 0000ESI-MS (M+1)*: 452.2.%H NMR (400 MHz, CDClZ) & -
7.66-7.63 (m, 3H), 7.40-7.39 (m, 1H), 7.08-7.05 (m, 2H), 4.12-4.03 (m, 3H), 3.5

4 (s, 2H), 2.84-2.80 (m, 1H), 2.25-2.15 (m, 2H), 1.81-1.69 (m, 1H), 1.70-1.66 (m
, 2H), 1.25-1.15 (m, 11H), 1.10-0.91 (m, 4H), 0.87 (d, J = 6.8 Hz, 6H), 0.71 (d,
J = 6.8 Hz, 3H).
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00 O ESI-MS (M+1)+: 424_.4, HPLC: 98.67%.%H NMR (400 MHz, DMSO-dg) & : 7.8
.73 (m, 3H), 7.44-7.37 (m, 2H), 7.14 (d, J = 7.6 Hz, 1H), 4.30 (t, J = 6.4 Hz
, 1H), 3.44 (s, 2H), 2.86-2.81 (m, 2H), 2.19-2.12 (m, 3H), 1.84-1.81 (m, 2H), 1.
73-1.47 (m, 6H), 1.26-1.12 (m, 3H), 1.02-0.96 (m, 2H), 0.90 (d, J = 6.8 Hz, 6H),
0.75 (d, J = 7.2 Hz, 3H).
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-MS (M+H)*: 424.1.7H NMR (400 MHz, CDCl) & : 7.45-7.38 (m, 3H), 7.18 (d, J = 8
.4 Hz, 1H), 6.89-6.82 (m, 2H), 4.14-4.09 (m, 1H), 3.87 (q, J = 7.6 Hz, 2H), 3.35
-3.25 (m, 3H), 2.63-2.57 (m, 2H), 2.58-2.54 (m, 1H), 2.09-1.72 (m, 7H), 1.00-0.9
3 (m, 6H), 0.74-0.72 (m, 6H), 0.68-0.65 (m, 3H).
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00000000000 000000000000000000O00ESI-MS (MHH)*: 396.3
, HPLC: 100.00%.%H NMR (400 MHz, CD50D) & : 7.94 (s, 1H), 7.87 (d, J = 8.4 Hz, 1
H), 7.84 (d, J = 9.2 Hz, 1H), 7.51 (dd, J = 8.8, 1.6 Hz, 1H),7.30 (d, J = 2.0 Hz
, 1H), 7.22 (dd, J = 9.2, 2.4 Hz, 1H), 4.56-4.51 (m, 1H), 4.44 (s, 2H), 3.58-3.5
5 (m, 2H), 3.09-3.04 (m, 2H), 2.63-2.60 (m, 1H), 2.23-2.21 (m, 2H), 1.98-1.74 (m
6H), 1.59-1.54 (m, 2H), 1.41-1.37 (m, 2H), 1.01 (d, J = 3.6 Hz, 6H).
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H), 3.55-3.54 (m, 1H), 3.12-3.00 (m, 2H), 2.66-2.60 (m, 2H), 2.25-2.23 (m, 3H),
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(400 MHz, CD,0D) (00D O0O0O0O0O0O0O0OOO0O0OOO0O0D0O0) 8 - 7.92 (s, 1H), 7.8
9-7.81 (m, 2H), 7.50 (dd, J = 8.8, 2.0 Hz, 1H), 7.30 (s, 1H), 7.19 (d, J = 8.8 H
z, 1H), 4.82-4.80 (m, 0.4H), 4.44 (s, 2H), 4.43-4.40 (m, 0.6H), 3.55-3.52 (m, 1H
), 3.10-3.09 (m, 2H), 2.64-2.62 (m, 1H), 2.24-2.22 (m, 3H), 2.08-2.02 (m, 1H), 1
.91-1.88 (m, 3H), 1.59-1.50 (m, 1H), 1.44-1.13 (m, 10H), 0.93 (t, J = 7.2 Hz, 3H
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0000000000000 D00000O0O0DESI-MS (M+H)*: 368.3.1H NMR (400
MHz, CDCl3) & : 7.71-7.67 (m, 3H), 7.43 (d, J = 10 Hz, 1H), 7.09 (d, J = 8.8 Hz
, 1H), 6.99 (s, 1H), 4.81-4.76 (m, 1H), 4.14 (q, J = 7-2 Hz, 2H), 3.92 (t, J =6
.4 Hz, 1H), 3.61 (s, 2H), 2.90-2.87 (m, 2H), 2.55-2.52 (m, 1H), 2.27-2.20 (m, 2H
), 2.05-2.02 (m, 3H), 1.80-1.76 (m, 5H), 1.26-1.23 (m, 5H).

O oOooo
O 0Oooo
O 0Ooo

000000
000000000000 D00O000O0D0O0D00OO0D0O0D0O0O0DO0OD0ODOO0ODO0O0ODOOD
oooooooo
0oo0oOoo0o
Q\ NaOH (10 %) C\ N
!::Lﬁ7 MeOH/ HyO (10:1), ik, 2wt 0 L::]\?43
O~ w# 859 OH

000000000000 00000O0D0O0D00O0D0O0D0O0O0DO0O0ODO0ODO0O0ODOOaD
000000000000 D00O0D00D0D0O0DO0O0DO0DO0O0DO0DDOO0ODOO0ODOOaO
000000000000 00000000000000000000000000000
0000000000000 0O00ESI-MS (M#H)™: 340.3, HPLC: 97.37%.%H NMR (400 MHz

, CDClZ) & : 7.93 (s, 1H), 7.87-7.81 (m, 2H), 7.51 (dd, J = 8.0, 1.2 Hz, 1H), 7.
19-7.15 (m, 2H), 4.86-4.83 (m, 1H), 4.42 (s, 2H), 3.48 (br, 2H), 3.15 (br, 2H),
2.58-2.55 (m, 3H), 2.21-2.16 (m, 4H), 1.81-1.78 (m, 4H).
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00000000000 0000,000000000000000000000000
0000000O00000000000000000000000000000000,
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0000000000000 0000000000000000000000000000
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0000000000000 ESI-MS (M+tHY): 466.4.%H NMR (400 MHz, CDCl5) & : 7.71-
7.65 (m, 2H), 7.60 (s, 1H), 7.44 (d, J = 8.0 Hz, 1H), 7.14-7.11 (m, 2H), 4.29-4.

24 (m, 1H), 4.11 (q, J = 7.2 Hz, 2H), 3.56 (br, 1H), 3.07 (br, 1H), 2.84 (br, 1H
), 2.29-2.20 (m, 3H), 2.08-2.01 (m, 4 H), 1.90-1.81 (m, 5H), 1.45-1.38 (m, 5H),
1.26-1.09 (m, 6H), 0.89 (s, 9H).
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1H), 7.42 (dd, J = 8.4, 1.6 Hz, 1H), 7.22 (d, J = 2.0 Hz, 1H), 7.11 (dd, J = 8.8
, 2.0 Hz, 1H), 4.37-4.28 (m, 2H), 3.24-3.17 (m, 2H), 2.82-2.76 (m, 2H), 2.23-2.1
9 (m, 3H), 1.97-1.84 (m, 5H), 1.71 (d, J = 6.8 Hz, 3H), 1.41-1.32 (m, 2H), 1.26-
1.16 (m, 3H), 1.10-1.04 (m, 1H), 0.86 (s, 9H).
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0 O O THNMR (400 MHz, CDCl) & : 4.58 (s, 2H), 2.34-2.31 (m, 2H), 2.01-1.95
2H), 1.88-1.84 (m, 2H), 1.14-1.06 (m, 3H), 0.86 (s, 9H).
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7.6 Hz, 1H), 7.35 (d, J = 9.2 Hz , 1H), 4.13 (q, J = 7.6 Hz, 2H), 3.66 (s, 2H
), 2.89-2.86 (m, 2H), 2.32-2.28 (m, 1H), 2.11-2.07 (m, 2H), 1.88-1.78 (m, 4H), 1
.26 (t, J = 7.6 Hz, 3H).
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000000ESI-MS (M+1)*: 448_.3.%H NMR (400 MHz, CDClg) & : 7.76-7.73 (m, 2H),
7.68 (s, 1H), 7.61 (s, 1H), 7.46 (d, J = 8.0 Hz , 1H), 7.34 (d, J = 8.8 Hz , 1H)
, 6.34 (s, 1H), 4.13 (q, J = 8.8 Hz, 2H), 3.64 (s, 2H), 2.92-2.89 (m, 2H), 2.30-
2.25 (m, 2H), 2.08-2.05 (m, 2H), 1.94-1.77 (m, 8H), 1.60 (br, 2H), 1.26-1.23 (m,
5H), 0.87 (s, 9H).

oOooooad
go0oooooooooooooooooooooooooooooDooooooooOon
gooooooooooobooooooooooooooooonoao
oooooao
10
N Pd/C (0.2 %) H,, =i, 485/ N
. 0 ( L 2, HHE T 0

Ow R 30% Oj
Ogfddooooooooooooooobooobo0oobooobooboboboooooon
go0ooo0oooooooooooooooooooboooooooooooooooOog
poooooooooooooobooboobooboobDoDoboDoooooooOon
ooooooooobooooobooooooboooo,0o00oo0obobooboooobooo
go0ooo0oooooooooooooooooooboooooooooooooooOog 20
pgooooooooooooooooobooboobo0obDoDobDoDoooDoUoooOog
gododooooooooooooooobooobooobooobooboboboboooboooon
0 ESI-MS (M+1)+: 450.3.
oooooao
poooooooooooooobooboobooboobDoobDooooooooOod
Oodo0oooooooooooooooooobooobooOoao
oooooad

N NaOH (3% A% /-1
G- iaeusea s UL
80 °C, 4w O
(@)

\] # 85% OH
pgooooooooooooooooobooboobo0obDoDobDoDoooDoUoooOog
OgfddooooooooooooooooooooobooobooobobOboooooon
goooooooooooooooooooooooboooooooooooooooOon
goobobo,0oo0ooboooooooocoooooooobooooooooooboodd
ugbdoobooooobuoboobobooooobobobobooooobobobobong
uoob,0o0oooboooooboooooooboooooboocooobooooobooo
go0ooo0oooooooooooooooooooboooooooooooooooOog 40
0000000000000 00000000O0D00000O0000aoOESI-MS (MH1)™: 4

22.3.H NMR (400 MHz, CDSOD) & : 7.89 (s, 1H), 7.84-7.81 (m, 1H), 7.77-7.74 (m,

1H), 7.58 (d, J = 10 Hz, 1H), 7.43 (d, J = 8.8 Hz, 1H), 7.35-7.32 (m, 1H), 4.36

(s, 2H), 3.50-3.46 (m, 2H), 3.22-3.20 (m, 2H), 2.77-2.75 (m, 1H), 2.58-2.56 (m,

2H), 2.15-2.11 (m, 2H), 1.91 (br, 1H), 1.75-1.66 (m, 3H), 1.56-1.25 (m, 6H), 1.0
0-0.88 (m, 2H), 0.81 (s, 9H).HPLC: 96.20%
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MS (M+H)™: 384.2.%H NMR (400 MHz, CDCl3) & : 7.65-7.60 (m, 3H), 7.38 (d, J = 8.4
Hz, 1H), 7.06 (dd, J = 8.8, 2.4 Hz, 1H), 6.97 (s, 1H), 4.93-4.91 (m, 1H), 4.89-

4.85 (m, 2H), 4.03-3.98 (m, 5H), 3.87-3.84 (m, 1H), 3.55 (s, 2H), 2.84-2.81 (m,

2H), 2.22-2.15 (m, 3H), 2.02-1.98 (m, 3H), 1.80-1.70 (m, 4H).
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HPLC: 100.0%.%H NMR (400 MHz, CD5OD) & : 7.94 (s, 1H), 7.89-7.83 (m, 2H), 7.43 (
dd, J = 8.4, 1.6 Hz, 1H), 7.25 (s, 1H), 7.20 (dd, J = 8.8, 2.4 Hz, 1H), 5.17-5.1
4 (m,1H), 4.43 (s, 2H), 4.04-3.99 (m, 3H), 3.92-3.89 (m, 1H), 3.52-3.50 (m, 2H),
3.15-3.12 (m, 2H), 2.68-2.65 (m, 1H), 2.34-2.30 (m, 1H), 2.18-2.14 (m, 3H), 2.0
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4.06-3.99 (m, 1H), 3.87 (g, J = 7.2 Hz, 2H), 3.51 (s, 2H), 2.66-2.63 (m, 2H), 2.

09-1.87 (m, 5H), 1.65-1.50 (m, 6H), 1.26-1.16 (m, 2H), 1.04-0.96 (m, 6H), 0.85-0

.75 (m, 2H), 0.65 (t, J = 7.2 Hz, 3H).

ooooo
00000000000000000000000000000000000000

O
ooobooOoooobOooooooobocooooboon
ooooao

I s [ |

0 ] o
gaeNssa oI O TRT
N X "
N " EtOHM,0, ik, 1557 N~y vy

s 14%

000000000000 0O000O000O0000000000000000000
0000000000000 O000O00O0O000ON0O0ON0ONONoONooooonao
0000000000000 O00O0O000O000O0000000000000000
0000000000000 O0ESI-MS (M+H)™: 397.2, HPLC: 100%.H NMR (400 MHz
, CD;0D) & : 8.27 (d, J = 8.8 Hz, 1H), 8.00 (d, J = 9.2 Hz, 1H), 7.50-7.45 (m, 2
H), 7.31 (d, J = 2.4 Hz, 1H), 4.78-4.76 (m, 1H), 4.63 (s, 2H), 3.66-3.63 (m, 2H)
, 3.34-3.31 (m, 2H), 2.76-2.74 (m, 1H), 2.27-2.22 (m, 2H), 2.10-2.06 (m, 4H), 1.
71-1.59 (m, 4H), 1.43-1.40 (m, 2H), 1.32-1.30 (m, 3H), 0.93 (t, J = 6.8 Hz, 3H).
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1H), 4.23-4.15 (m, 1H), 4.06 (q, J = 7.2 Hz, 2H), 3.70 (s, 2H), 2.85-2.82 (m, 2H
), 2.22-2.19 (m, 3H), 2.10-2.06 (m, 1H), 1.79-1.75 (m, 5H), 1.58-1.55 (m, 1H), 1
.39-1.36 (m, 2H), 1.22-1.17 (m, 9H), 0.77-0.75 (m, 9H).
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.08%.TH NMR (400 MHz, CD50D) & : 8.22 (d, J = 8.4 Hz, 1H), 7.92 (d, J = 9.2 Hz,
1H), 7.53 (d, J = 8.4 Hz, 1H), 7.36 (d, J = 9.2 Hz, 1H), 7.29 (s, 1H), 4.39-4.36
(m, 1H), 4.15 (s, 2H), 3.25-3.22 (m, 2H), 2.71-2.66 (m, 2H), 2.32-2.26 (m, 3H),
2.01-1.96 (m, 2H), 1.91-1.84 (m, 5H), 1.31-1.24 (m, 6H), 0.85-0.84 (m, 9H).
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1H), 7.56 (d, J = 8.4 Hz, 1H), 7.37 (dd, J = 8.8, 2.4 Hz, 1H), 7.32 (d, J = 2.4
Hz, 1H), 4.48-4.44 (m, 1H), 4.07 (s, 2H), 3.18-3.15 (m, 2H), 2.60-2.55 (m, 2H),
2.33-2.29 (m, 4H), 2.06-2.02 (m, 4H), 1.90-1.85 (m, 2H), 1.59-1.48 (m, 4H).
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(m, 1H), 4.06 (q, J = 7.2 Hz, 2H), 3.71 (s, 2H), 2.85-2.82 (m, 2H), 2.24-2.22 (
m, 1H), 2.11-2.09 (m, 2H), 1.85-1.66 (m, 8H), 1.50-1.47 (m, 2H), 1.28-1.24 (m, 2
H), 1.18 (t, J = 7.2 Hz, 3H), 0.93 (s, 3H), 0.90 (s, 3H).
0o0oo
000000000000 0000000000000000000000000

gboboooooobooboboaoobaoao
ogoo

N
mN NaOH (10j§) AO\ /[j/\j/\
(0] & O\/ EtOH WL 2 R

i 0 60%

O
O
O
O

oo od
o

00000000000000000000000000000000000000
0000000000000000000000000000000000000
000000000000 0000000000000000000000000
0000000000000 00ESI-MS (M+H)*: 397.3,HPLC: 98.99%.1H NMR (40
MHz, CD5OD) & : 8.19 (d, J = 8.4 Hz, 1H), 7.90 (d, J = 8.8 Hz, 1H), 7.37 (d, J
= 8.4 Hz, 1H), 7.35 (dd, J = 9.2, 2.4 Hz, 1H), 7.23 (d, J = 2.4 Hz, 1H), 4.52 (
s, 2H), 4.52-4.40 (m, 1H), 3.57-3.54 (m, 2H), 3.22-3.18 (m, 2H), 2.67-2.61 (m, 1
H), 2.17-2.12 (m, 2H), 2.03-1.98 (m, 2H), 1.89-1.85 (m, 2H), 1.67-1.62 (m, 2H),
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CD50D) & : 8.29 (d, J = 8.4 Hz, 1H), 8.00 (d, J = 9.2 Hz, 1H), 7.48 (d, J = 8.4

Hz, 1H), 7.43 (dd, J = 9.2, 2.4 Hz, 1H), 7.32 (d, J = 2.4 Hz, 1H), 4.61 (s, 2H),
4.51-4.49 (m, 1H), 3.65-3.62 (m, 2H), 3.31-3.28 (m, 2H), 2.73-2.71 (m, 1H), 2.2

5-2.07 (m, 4H), 1.91-1.80 (m, 10H), 1.64-1.54 (m, 2H), 1.52-1.49 (m, 2H).
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0000000000000 0000000000000000000000000
000000000000 0ESI-MS (M+H)*: 437.2, HPLC: 98.17%.%H NMR (400 MHz
, CD50D) & : 8.36 (d, J = 8.4 Hz, 1H), 8.11 (d, J = 9.2 Hz, 1H), 7.62 (d, J = 8.
4 Hz, 1H), 7.57 (dd, J = 9.2, 2.4 Hz, 1H), 7.36 (d, J = 2.0 Hz, 1H), 4.70 (s, 2H
), 4.65-4.60 (m, 1H), 3.75-3.71 (m, 2H), 3.46-3.42 (m, 2H), 2.89-2.84 (m, 1H), 2
.41-2.37 (m, 2H), 2.29-2.21 (m, 2H), 2.10-2.04 (m, 2H), 1.90-1.83 (m, 4H), 1.60-
1.56 (m, 8H), 1.48-1.42 (m, 4H).
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R (400 MHz, CDCl3) & : 7.93-7.86 (m, 2H), 7.50-7.49 (m, 1H), 7.31-7.28 (m, 1H),
7.02 (d, J = 2.4 Hz, 1H), 4.60-4.58 (m, 1H), 4.06 (g, J = 7.2 Hz, 2H), 3.70 (s,
2H), 2.84-2.82 (m, 2H), 2.24-2.23 (m, 1H), 2.10-1.97 (m, 4H), 1.81-1.72 (m, 3H),

1.58-1.47 (m, 5H), 1.40-1.33 (m, 2H), 1.30-1.20 (m, 3H), 1.18 (t, J = 7.2 Hz, 3
H), 0.84 (t, J = 7.2 Hz, 3H).
ooooao
0000000000000 0000000000O00O0O0O000O00O0O0O0oOan
0000000000000 O0O0O0O0O000
oooao

O 0Oooo
[y

NaOH (34k) HOOC

EtOOC _ 0 \O mc
NSy CH3CH,0OH/H,0, 85 °C, 2 N~y

sz 57%

0000000000000 O0000000000000000000000000
0000000000000 0000000000000000000000000
D000000O00O00O00O0000000000000000000000000
000000000000 0ESI-MS (M+H)*: 397.2, HPLC: 99.65%.%H NMR (400 MHz,
CD5OD) & : 8.25 (d, J = 8.0 Hz, 1H), 7.98 (d, J = 9.2 Hz, 1H), 7.53 (d, J = 8.4
Hz, 1H), 7.45 (dd, J = 9.2, 2.8 Hz, 1H), 7.31 (d, J = 2.4 Hz, 1H), 4.78-4.76 (m,
1H), 4.30 (s, 2H), 3.39-3.35 (m, 2H), 2.89-2.87 (m, 2H), 2.44-2.38 (m, 1H), 2.1
1-2.04 (m, 4H), 1.99-1.91 (m, 2H), 1.72-1.60 (m, 4H), 1.47-1.42 (m, 2H), 1.39-1.
30 (m, 3H), 0.94 (t, J = 7.2 Hz, 3H).
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.48 (s, 2H), 2.73-2.70 (m, 2H), 2.27-2.20 (m, 1H), 1.98-1.92 (m, 4H), 1.74-1.71
(m, 2H), 1.63-1.45 (m, 6H), 1.30-1.21 (m, 5H), 0.28-0.18 (m, 4H).
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394.1, HPLC: 100%.%H NMR (400 MHz, DMSO-d6): & 7.77-7.72 (m, 2H), 7.66 (s, 1H)
, 7.39 (dd, J = 8.8, 1.6 Hz, 1H), 7.33 (d, J = 2.4 Hz, 1H), 7.14 (dd, J = 8.4, 2
.0 Hz, 1H), 4.61-4.57 (m, 1H), 3.52 (s, 2H), 2.76-2.73 (m, 2H), 2.01-1.92 (m, 5H
), 1.73-1.50 (m, 8H), 1.30-1.27 (m, 2H), 0.34-0.23 (m, 4H).
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, CDClg) & : 7.98 (d, J = 8.4 Hz, 1H), 7.95 (d, J = 9.2 Hz, 1H), 7.56 (d, J = 8.
4 Hz, 1H), 7.33 (dd, J = 9.6, 3.2 Hz, 1H), 7.09 (d, J = 2.8 Hz, 1H), 4.42-4.37 (
m, 1H), 4.13 (q, J = 7.2 Hz, 2H), 3.77 (s, 2H), 2.91-2.88 (m, 2H), 2.33-2.28 (m,
1H), 2.19-2.14 (m, 2H), 2.00-1.79 (m, 6H), 1.71-1.60 (m, 7H), 1.50-1.38 (m, 6H)

1.26-1.24 (m, 4H).
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0000000000000 O000000000000000000000000000
0000000000000 0ESI-MS (M+H)*: 423.1.7H NMR (400 MHz, CD50D) & : 8.1
4 (d, J =8.4 Hz, 1H), 7.86 (d, J = 9.2 Hz, 1H), 7.42 (d, J = 8.4 Hz, 1H), 7.31
(dd, J = 9.2, 2.8 Hz, 1H), 7.21 (d, J = 2.8 Hz, 1H), 4.45-4.40 (m, 1H), 4.16 (s,
2H), 3.24-3.21 (m, 2H), 2.73 (m, 2H), 2.32-2.25 (m, 1H), 1.97-1.79 (m, 6H), 1.6

5-1.51 (m, 8H), 1.44-1.32 (m, 6H).
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0 O ESI-MS (M+H)*: 438.3.%H NMR (400 MHz, CDClg) & : 7.72-7.67 (m, 3H), 7.45 (d,
J = 8.4 Hz, 1H), 7.14-7.10 (m, 2H), 4.56-4.51 (m, 1H), 4.13 (q, J = 7.2 Hz, 2H)

, 3.63 (s, 2H), 2.92-2.90 (m, 2H), 2.30-2.20 (m, 2H), 2.07-1.79 (m, 8H), 1.64-1.
61 (m, 3H), 1.44-1.40 (m, 3H), 1.05 (s, 3H), 1.00 (s, 3H), 0.96 (d, J = 6.4 Hz,
3H), 0.96-0.86 (m, 1H).
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000000000 000000000000000000000ESI-MS (MH)*: 410.3

, HPLC: 98.56%.%H NMR (400 MHz, CD50D) & : 7.90 (s, 1H), 7.85-7.79 (m, 2H), 7.48
(dd, J = 8.8, 1.6 Hz, 1H), 7.26 (d, J = 2.4 Hz, 1H), 7.17 (dd, J = 8.8, 2.4 Hz,
1H), 4.65-4.60 (m, 1H), 4.39 (s, 2H), 3.47-3.44 (m, 2H), 3.14-3.10 (m, 2H), 2.6

3-2.61 (m, 1H), 2.21-2.13 (m, 3H), 1.95-1.82 (m, 4H), 1.43-1.40 (m, 1H), 1.23-1.

20 (m, 1H), 1.06 (s, 3H), 0.98(s, 3H), 0.95 (d, J = 6.4 Hz, 3H), 0.93-0.84 (m, 2

H).
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000000000000 0000000000000O0ESI-MS (M+H)™: 439.2.%H NWR

(400 MHz, CDClg) & : 7.72 (d, J = 8.0 Hz, 1H), 7.71 (d, J = 8.8 Hz, 1H), 7.30 (d
,J =8.4Hz, 1H), 7.11 (dd, J = 9.2, 2.8 Hz, 1H), 6.83 (d, J = 2.8 Hz, 1H), 4.4
2-4.38 (m, 1H), 3.87 (q, J = 7.2 Hz, 2H), 3.51 (s, 2H), 2.65-2.62 (m, 2H), 2.09-
2.02 (m, 1H), 1.93-1.88 (m, 4H), 1.62-1.53 (m, 4H), 1.31-1.21 (m, 7H), 0.99 (t,

7.6 Hz, 3H), 0.89-0.77 (m, 1H), 0.64 (d, J = 6.8 Hz, 6H).
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MHz, CD5OD) & : 8.27 (d, J = 8.4 Hz, 1H), 8.00 (d, J = 9.2 Hz, 1H), 7.47-7.45 (
m, 2H), 7.31 (d, J = 2.8 Hz, 1H), 4.77-4.76 (m, 1H), 4.58 (s, 2H), 3.63-3.60 (m,
2H), 3.28-3.20 (m, 2H), 2.74-2.67 (m, 1H), 2.24-2.06 (m, 6H), 1.69-1.44 (m, 7H)

1.24-1.16 (m, 1H), 0.91 (d, J = 6.8 Hz, 6H).
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, J = 8.0 Hz, 1H), 7.15-7.13 (m, 2H), 4.79-4.76 (m, 0.6H), 4.46-4.38 (m, 0.4H),

4.11 (q, J = 7.2 Hz, 2H), 3.59 (s, 2H), 2.90-2.87 (m, 2H), 2.30-2.18 (m, 2H), 2.
06-2.01 (m, 3H), 1.89-1.67 (m, 7H), 1.57-1.34 (m, 3H), 1.25-1.23 (m, 4H), 0.97-0
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.88 (m, 3H).
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7.39 (d, J = 8.4 Hz, 1H), 7.32-7.29 (m, 1H), 7.15-7.09 (m, 1H), 4.82-4.76 (m, O
_6H), 4.45-4-38 (m, 0.4H), 3.53 (s, 2H), 2.77-2.74 (m, 2H), 2.16-2.11 (m, 2H), 2
.01-1.90 (m, 3H), 1.85-1.39 (m, 9H), 1.30-1.23 (m, 1H), 1.06-0.97 (m, 1H), 0.94-
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NMR (400 MHz, DMSO-dg) (00 OO OO O) & : 7.79-7.70 (m, 2H), 7.66 (s, 1H),

.86 (m, 3H).
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0 ESI-MS (M+H)™: 466.3.%H NMR (400 MHz, CDCl5) & : 7.75-7.65 (m, 3H), 7.45-7

.42 (m, 1H), 7.18-7.11 (m, 2H), 4.70-4.68 (m, 0.6H), 4.30-4.23 (m, 0.4H), 4.13 (

g, J = 7.2 Hz, 2H), 3.63 (s, 2H), 2.92-2.89 (m, 2H), 2.30-2.20 (m, 3H), 2.03-2.0
0 (m, 2H), 1.74-1.71 (m, 2H), 1.52-1.50 (m, 2H), 1.28-1.20 (m, 9H) , 0.83-0.77 (
m, 12H).
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0000000000000 O000000000000000000000000000
0000000000000 0000000000000000000ESI-MS (M#H)™: 4
38.2_HPLC: 100%.%H NMR (400 MHz, DMSO-dg) (0D OO0 OO0 0) & : 12.17 (s, 1H), 7.
78-7.66 (m, 3H), 7.39-7.28 (m, 2H), 7.16-7.08 (m, 1H), 4.74-4.72 (m, 0.7H), 4.37
-4.35 (m, 0.3H), 3.53 (s, 2H), 2.77-2.75 (m, 2H), 2.21-1.97 (m, 5H), 1.78-1.75 (
m, 2H), 1.59-1.18 (m, 11H), 0.81-0.78 (m, 9H).
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000 ESI-MS (M+H)*: 454_3.H NMR (400 MHz, CDClg) & : 7.72-7.64 (m, 3H), 7.
43 (d, J = 8.4 Hz, 1H), 7.17-7.14 (m, 2H), 4.69-4.67 (m, 1H), 4.12 (q, J = 6.8 H
z, 2H), 3.62 (s, 2H), 3.49 (q, J = 6.8 Hz, 2H), 3.30 (d, J = 6.0 Hz, 2H), 2.91-2
.89 (m, 2H), 2.11-2.07 (m, 4H), 1.86-1.65 (m, 6H), 1.59-1.49 (m, 4H), 1.48-1.43

(m, 2H), 1.23-1.18 (m, 6H).
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426.2, HPLC: 95.42%.%H NMR (400 MHz, DMSO-dg) & : 12.20 (s, 1H), 7.78 (d, J = 9
.2 Hz, 1H), 7.72 (d, J = 8.4 Hz, 1H), 7.66 (s, 1H), 7.39 (dd, J = 8.8, 1.6 Hz, 1
H), 7.30 (d, J = 2.4 Hz, 1H), 7.15 (dd, J = 8.8, 2.4 Hz, 1H), 4.73-4.72 (m, 1H),

3.54 (s, 2H), 3.41 (g, J = 6.8 Hz, 2H), 3.23 (d, J = 6.4 Hz, 2H), 2.78-2.75 (m,

2H), 2.21-2.16 (m, 1H), 2.02-1.94 (m, 4H), 1.78-1.76 (m, 2H), 1.65-1.53 (m, 7H)

, 1.41-1.32 (m, 2H), 1.10 (t, J = 7.2 Hz, 3H).
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0 O ESI-MS (M+H)*: 436.3.%H NMR (400 MHz, CDCl;) & : 7.72-7.65 (m, 3H), 7.44 (

= 8.0 Hz, 1HM), 7.15-7.11 (m, 2H), 4.61-4.55 (m, 0.4H), 4.37-4.30 (m, 0.6H),
4.13 (q, J = 6.8 Hz, 2H), 3.63 (s, 2H), 2.92-2.90 (m, 2H), 2.29-2.23 (m, 1H), 2
.05-1.88 (m, 8H), 1.82-1.58 (m, 12H), 1.25 (t, J = 6.8 Hz, 3H).
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408.3, HPLC: 100.00%.'H NMR (400 MHz, MeOD-d,) & : 7.81 (s, 1H), 7.77-7.71 (m,
2H), 7.39 (d, J = 7.2 Hz, 1H), 7.18 (d, J = 2.0 Hz, 1H), 7.12-7.07 (m, 1H), 4.61
-4.57 (m, 0.4H), 4.38-4.36 (0.6H ), 4.32 (s, 2H), 3.43-3.38 (m, 2H), 3.07-3.00 (
m, 2H), 2.57-2.53 (m, 1H), 2.07-1.82 (m, 8H), 1.71-1.53 (m, 4H), 1.42-1.26 (m, 6

H).
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DCl;) & : 7.92 (d, J = 8.4 Hz, 1H), 7.88 (d, J = 9.2 Hz, 1H), 7.51 (d, J =

Hz, 1H), 7.29 (dd, J = 9.2, 2.4 Hz, 1H), 7.04 (d, J = 2.4 Hz, 1H), 4.45-4.41
(m, 1H), 4.06 (q, J = 7.2 Hz, 2H), 3.71 (s, 2H), 2.85-2.82 (m, 2H), 2.27-1.95 (
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m, 5H), 1.84-1.68 (m, 6H), 1.48-1.29 (m, 4H), 1.21-1.19 (m, 3H), 0.29-0.20 (m, 4
H).
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~dg) & : 11.91 (s, 1H), 8.09 (d, J = 8.4 Hz, 1H), 7.85 (d, J = 9.2 Hz, 1H), 7.5
(d, J = 8.0 Hz, 1H), 7.32 (dd, J = 9.2, 2.4 Hz, 1H), 7.24 (d, J = 2.0 Hz, 1H),
4.58-4.54 (m, 1H), 3.71 (s, 2H), 2.85-2.82 (m, 2H), 2.22-2.01 (m, 5H), 1.85-1.6
(m, 6H), 1.55-1.50 (m, 2H), 1.38-1.34 (m, 2H), 0.35-0.27 (m, 4H).
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1H), 4.80-4.76 (m, 0.6H), 4.66-4.62 (m, 0.1H), 4.44-4.40 (m, 0.3H), 3.54 (s, 2H
), 2.78-2.75 (m, 2H), 2.22-2.16 (m, 1H), 2.02-1.95 (m, 3H), 1.79-1.76 (m, 3H), 1
.61-1.25 (m, 7H), 1.12-1.04 (m, 1H), 0.93-0.85 (m, 6H).
0DoooQ
00000000000000000000000000000000000000
O
O

(=Y

goobOooooboooooooboocoooboooooobooooao
ooo

aad
ad
oo
aad

o)

O
N W ! B

o SRR
HO||-<:>-‘\ (1.2%® O~
—0

PPh; (2.0 %4 DIAD (2.0 %%
ey, 30 °C, 30 4
ik 33%

0000000000000 00D0D0000D0000D0D0O0000OoO0O0ODoOaOn
000000000000 D0000D0000D0O0000D0000D0O000D0D00a0
000000000000 D0D00D0D0DO00O0D0O0O00D0DO0OO0O0DoOoOoOOoOoooOaOn
0000000000000 00D0D000O0D0O0O00DDO0OO0O0oDOoOoOooDoOao
ESI-MS (M+H)*: 440.3.%H NMR (400 MHz, CDCl3) & : 7.65-7.62 (m, 3H), 7.36 (d, 20
J = 8.0 Hz, 1H), 7.10-7.07 (m, 2H), 4.62-4.60 (m, 1H), 4.05 (q, J = 7.2 Hz, 2H)

, 3.57 (s, 2H), 3.28 (s, 3H), 3.20 (d, J = 6.8 Hz, 2H), 2.84-2.82 (m, 2H), 2.24-

2.22 (m, 1H), 2.04-2.01 (m, 3H), 1.94-1.91 (m, 1H), 1.81-1.73 (m, 4H), 1.57-1.39

(m, 7H), 1.17 (t, J = 7.6 Hz, 3H).

ooooao

0000000000000 00D0000000000D0000DD00000OoOoan
000000000000 000D0D0D000D0D000D0D000
a

0oooao
(0] 0]
ol OR
Q NaOH/H,0 (10 4 #) Q
—d EtOH, &, 2 15 —0

iz 48%

O 0Ooooo
O 0Ooo0ooo
O 0Ooo

oo o d

0000000000 0000000000000000000000000000¢0
000000000000000000000000000000000000000
00000000000000000000000000000000000000
000000000000 00000000000000000000ESI-MS (M+H)*:
412.2, HPLC: 100.00%.%H NMR (400 MHz, CD50D) & : 7.67-7.63 (m, 3H), 7.35 (dd, J 40
= 8.4, 2.0 Hz, 1H), 7.14 (d, J = 2.0 Hz, 1H), 7.07 (dd, J = 8.8, 2.4 Hz, 1H), 4
.66-4.65 (m, 1H), 3.84 (s, 2H), 3.23 (s, 3H), 3.17 (d, J = 6.4 Hz, 2H), 3.04-3.0

1 (m, 2H), 2.43-2.38 (m, 2H), 2.15-2.09 (m, 1H), 2.00-1.96 (m, 2H), 1.87-1.83 (m

, 2H), 1.76-1.70 (m, 2H), 1.59-1.48 (m, 5H), 1.42-1.36 (m, 2H).
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00000ESI-MS (M+H)*: 482.3.H NMR (400MHz, CDCl3) & : 7.64-7.56 (m, 3H), 7.3
5 (d, J = 8.4 Hz, 1H), 7.09-7.07 (m, 2H), 4.62-4.57 (m, 1H), 4.05 (q, J = 7.2 Hz
, 2H), 3.53 (s, 2H), 3.14 (d, J = 6.4 Hz, 2H), 2.83-2.80 (m, 2H), 2.23-2.18 (m,
1H), 2.01-1.97 (m, 4H), 1.82-1.69 (m, 4H), 1.58-1.52 (m, 5H), 1.41-1.35 (m, 2H),
1.16 (t, J = 7.2 Hz, 3H), 1.11 (s, 9H).
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MS (M+H)*: 454.2, HPLC: 100%.H NMR (400 MHz, CDLOD) & : 7.85 (s, 1H), 7.74 (d,
J = 8.8 Hz, 2H), 7.44 (d, J = 8.4 Hz, 1H), 7.19 (d, J = 2.0 Hz, 1H), 7.13 (dd, J
= 8.8, 2.0 Hz, 1H), 4.67-4.65 (m, 1H), 4.33 (s, 2H), 3.38-3.35 (m, 2H), 3.15 (d
, J = 6.4 Hz, 2H), 3.06-3.04 (m, 2H), 2.57-2.54 (m, 1H), 2.09-2.05 (m, 2H), 1.98
-1.88 (m, 4H), 1.60-1.48 (m, 5H), 1.39-1.18 (m, 2H), 1.09 (s, 9H).
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0000000000000 000000000000000000000000000
0000000000000 0000000000000000000000000000
0000000000000 000000000000000000000000000
00 00ESI-MS (M+H)*: 482.1.%H NMR (400 MHz, CDClZ) & : 7.71-7.64 (m, 3H), 7.42
(d, J = 8.4 Hz, 1H), 7.16-7.14 (m, 2H), 4.68-4.65 (m, 1H), 4.12 (q, J = 7.2 Hz,
2H), 3.61 (s, 2H), 3.28 (d, J = 6.8 Hz, 2H), 3.18 (d, J = 6.8 Hz, 2H), 2.91-2.8
7 (m, 2H), 2.31-2.25 (m, 1H), 2.11-2.02 (m, 4H), 1.88-1.78 (m, 6H), 1.71-1.61 (m
, 3H), 1.31-1.22 (m, 6H), 0.90 (d, J = 6.8 Hz, 6H).
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: 454.1, HPLC: 98.62%.%H NMR (400 MHz, CD5OD) & : 7.77 (s, 1H), 7.73 (d, J =

Hz, 1H), 7.71 (d, J = 9.2 Hz, 1H), 7.37 (dd, J = 8.4, 2.0 Hz, 1H), 7.19 (d,
2.0 Hz, 1H), 7.12 (dd, J = 8.8, 2.4 Hz, 1H), 4.68-4.66 (m, 1H), 4.17 (s, 2H)
27-3.20 (m, 3H), 3.10 (d, J = 6.4Hz, 2H), 2.84-2.82 (m, 2H), 2.29-2.22 (m, 1

H), 2.01-1.93 (m, 4H), 1.84-1.70 (m, 3H), 1.67-1.51 (m, 6H), 1.44-1.34 (m, 2H),
81 (d, J = 6.8 Hz, 6H).
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000000ESI-MS(M+H)*:482.1.H NMR (400 MHz, CDClg) & : 7.65-7.57 (m, 3
.37 (d, J = 8.8 Hz, 1H), 7.09-7.05 (m, 2H), 4.26-4.22 (m, 1H), 4.07 (g, J =

7.2 Hz, 2H), 3.54 (s, 2H), 3.14 (d, J = 6.4 Hz, 2H), 2.85-2.82 (m, 2H), 2.21-2.

19 (m, 3H), 2.04-2.01 (m, 4H), 1.99-1.71 (m, 6H), 1.51-1.39 (m, 3H), 1.22-1.17 (

m, 3H), 1.14 (s, 9H).
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0 O ESI-MS (M+H)*: 454.3, HPLC: 100%.H NMR (400 MHz, CD5OD) & : 7.86 (s, 1H), 7
.80-7.74 (m, 2H), 7.44 (d, J = 8.4 Hz, 1H), 7.23 (s, 1H), 7.12 (dd, J = 8.8, 2.0
Hz, 1H),4.37-4.32 (m, 3H), 3.48-3.41 (m, 2H), 3.18 (d, J = 6.4 Hz, 2H),3.08-3.0
4 (m, 2H), 2.71-2.58 (m, 1H), 2.18-2.12 (m, 4H), 1.87-1.84 (m, 4H), 1.46-1.34 (m
3H), 1.18-0.84 (m, 11H).
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0 0 OESI-MS (M+H)*: 482.1.7H NMR (400 MHz, CDClg) & : 7.70-7.63 (m, 3H), 7.
42 (d, J = 8.0 Hz, 1H), 7.14-7.10 (m, 2H), 4.32-4.27 (m, 1H), 4.12 (q, J = 7.2 H
z, 2H), 3.60 (s, 2H), 3.28 (d, J = 6.4 Hz, 2H), 3.17 (d, J = 6.8 Hz, 2H), 2.90-2
.87 (m, 2H), 2.30-2.24 (m, 2H), 2.07-2.02 (m, 2H), 1.95-1.76 (m, 6H), 1.67-1.62
(m, 2H), 1.54-1.44 (m, 2H), 1.32-1.27 (m, 6H), 0.91 (d, J = 6.4 Hz, 6H).
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0000000000000 000000000000000000000000000
0000000000000 0000000000000000000000000000
0000000000000 O00O0O00O0O00O0O000O000000000O000ESI-MS
(M+H)™: 454.1, HPLC: 99.28%.%H NMR (400 MHz, CD50D) & : 7.78-7.71 (m, 3H), 7.40
(dd, J = 8.4, 1.2 Hz, 1H), 7.21 (d, J = 2.0 Hz, 1H), 7.09 (dd, J = 8.8, 2.4 Hz,
1H), 4.37-4.30 (m, 1H), 4.15 (s, 2H), 3.27-3.21 (m, 3H), 3.12 (d, J = 6.4 Hz, 2
H), 2.82-2.80 (m, 2H), 2.29-2.24 (m, 1H), 2.18-2.15 (m, 2H), 1.98-1.94 (m, 2H),
1.86-1.79 (m, 6H), 1.64-1.53 (m, 1H), 1.44-1.34 (m, 2H), 1.21-1.09 (m, 2H), 0.84
(d, J = 6.8 Hz, 6H).
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0 0 OESI-MS (M+H)*: 468.1.7H NMR (400 MHz, CDClg) & : 7.70-7.64 (m, 3H), 7.
42 (dd, J = 8.0, 1.2 Hz, 1H), 7.17-7.09 (m, 2H), 4.34-4.26 (m, 1H), 4.12 (q, J =
7.2 Hz, 2H), 3.63 (s, 2H), 3.38 (t, J = 6.8 Hz, 2H), 3.27 (d, J = 6.4 Hz, 2H),
2.90-2.87 (m, 2H), 2.32-2.25 (m, 3H), 2.07-2.02 (m, 2H), 1.95-1.78 (m, 4H), 1.50
-1.32 (m, 2H), 1.31-1.17 (m, 10H), 0.93 (t, J = 7.2 Hz, 3H).
oooooo
00000000000000000000000000000000000000
0000000000000 0O00O00O00OO00OO00OO0OONOOO
0DoooQ

O oOoooo
OoOoooao

O 0Oooo

O
O
O

0]
N o) Ho

17%

0000000000000 O00O00O00O00O00000000O00ON0oNoon
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0000000000000 0000000000000000000000000

0000000O0000000000000000000000000000ESI-MS (
M+H)*: 440.1, HPLC: 97.18%.%H NMR (400 MHz, CD50D) & : 7.81 (s, 1H), 7.74-7.69 (
m, 2H), 7.42 (dd, J = 8.4, 1.2 Hz, 1H), 7.17 (d, J = 2.0 Hz, 1H), 7.06 (dd, J =

8.4, 2.0 Hz, 1H), 4.32-4.27 (m, 1H), 4.26 (s, 2H), 3.32-3.27 (m, 3H), 3.21-3.17

(m, 3H), 2.97-2.90 (m, 2H), 2.41-2.39 (m, 1H), 2.14-2.10 (m, 2H), 2.02-1.98 (m,

2H), 1.89-1.78 (m, 4H), 1.54-1.45 (m, 3H), 1.38-1.29 (m, 2H), 1.15-1.07 (m, 2H),
0.83 (t, J = 7.2 Hz, 3H).
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0000000000000 000000O0000000000000000O0ESI-MS (M+
H) *: 410.1.%H NMR (400 MHz, CDClZ) (00000 O00O) & - 7.76 (s, 1H), 7.72-7.69
(m, 2H), 7.40-7.38 (m, 1H), 7.20-7.15 (m, 1H), 7.13 (s, 1H), 4.48-4.46 (m, O.6H
), 4.28-4.25 (m, 2H), 4.18-4.06 (m, 2H), 3.69-3.58 (m, 0.4H), 3.44-3.31 (m, 2H),
2.91-2.65 (m, 2H), 2.24-2.03 (m, 5H), 1.88-1.32 (m, 7H), 1.24-1.17 (m, 5H), 0.9
-0.88 (m, 3H).
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MHz, CDL0D) (0D O ODOD0) & : 7.82 (s, 1H), 7.72-7.69 (m, 2H), 7.42 (d, J =
8.8 Hz, 1H), 7.16 (s, 1H), 7.11-7.06 (m, 1H), 4.46-4.44 (m, 0.6H), 3.93-3.87 (m
, 0.4H), 3.30-3.25 (m, 2H), 2.96-2.91 (m, 2H), 2.39-2.31 (m, 1H), 2.18-1.90 (m,

3H), 1.80-1.15 (m, 12H), 0.92-0.88 (m, 3H).
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NMR (400 MHz, CDClZ) & : 8.00 (d, J = 8.8 Hz, 1H), 7.97 (d, J = 9.2 Hz, 1H), 7
.58 (d, J = 8.4 Hz, 1H), 7.37-7.31 (m, 3H), 7.25-7.22 (m, 3H), 7.13 (d, J = 2.8
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Hz, 1H), 4.46-4.38 (m, 1H), 4.13 (q, J = 7.2 Hz, 2H), 3.78 (s, 2H), 2.92-2.89 (m
, 2H), 2.65-2.59 (m, 1H), 2.37-2.31 (m, 3H), 2.19-2.16 (m, 2H), 2.08-2.03 (m, 2H
), 1.90-1.79 (m, 5H), 1.69-1.64 (m, 3H), 1.25 (t, J = 7.2 Hz, 3H).
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0000000000000 O00DESI-MS (M+H)*: 445.2,HPLC: 100.00%.1H NM

[ Ry |

0

R (400 MHz, CD5OD) & : 8.26 (d, J = 8.4 Hz, 1H), 7.97 (d, J = 9.2 Hz, 1H), 7.61
(d, J = 8.8 Hz, 1H), 7.43 (dd, J = 9.2, 2.8 Hz, 1H), 7.34 (d, J = 2.8 Hz, 1H), 7
.33-7.28 (m, 4H), 7.21-7.17 (m, 1H), 4.61-4.54 (m, 1H), 4.07 (s, 2H), 3.19-3.16
(m, 2H), 2.68-2.54 (m, 3H), 2.40-2.27 (m, 3H), 2.03-1.97 (m, 4H), 1.94-1.87 (m,
2H), 1.83-1.68 (m, 4H),
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00000000000000000000000000000000000000
00O00000ESI-MS (M+H)*: 468.3.H NMR (400 MHz, CDClZ) & : 7.71-7.64 (m,

3H), 7.44 (d, J = 6.8 Hz, 1H), 7.15-7.11 (m, 2H), 4.34-4.28 (m, 1H), 4.14 (q, J
= 6.8 Hz, 2H), 3.61 (s, 2H), 3.58-3.52 (m, 1H), 3.28 (d, J = 6.4 Hz, 2H), 2.91-
2.89 (m, 2H), 2.28-2.25 (m, 3H), 2.09-2.04 (m, 2H), 1.97-1.74 (m, 8H), 1.64-1.61

(m, 1H), 1.55-1.45 (m, 2H), 1.25 (t, J = 7.2 Hz, 3H), 1.17 (d, J

6.4 Hz, 6H).
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0000000000000 O000000000000000000000000000
0000000000000 0000000000000000000000000000
000000000000 0O000000000000000000000000000
0000000000000 000000000000000000000000O0ESI-
MS (M+H)™: 440.2, HPLC: 96.86%.H NMR (400 MHz, CDL0D) & : 7.82 (s, 1H), 7.77-7.
71 (m, 2H), 7.40 (d, J = 8.8 Hz, 1H), 7.20 (d, J = 2.4 Hz, 1H), 7.09 (dd, J = 8.
8, 2.8 Hz, 1H), 4.35-4.29 (m, 1H), 4.28 (s, 2H), 3.51-3.45 (m, 1H), 3.39-3.35 (m
, 2H), 3.05-3.01 (m, 2H), 2.59-2.50 (m, 1H), 2.15-2.04 (m, 4H), 1.84-1.81 (m, 4H
), 1.52-1.46 (m, 1H), 1.41-1.31 (m, 2H), 1.18-1.06 (m, 3H), 0.93 (d, J = 6.4 Hz,
6H), 0.81-0.75 (m, 1H).
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00000000000000000000000000000000000000
ESI-MS (M+H)*: 468.3.%H NMR (400 MHz, CDClZ) & : 7.64-7.58 (m, 3H), 7.36 (d,
J = 8.4 Hz, 1H), 7.10-7.08 (m, 2H), 4.56-4.54 (m, 1H), 3.99 (g, J = 7.2 Hz, 2H)
, 3.48 (s, 2H), 3.26 (t, J = 6.4 Hz, 2H), 3.17 (d, J = 6.4 Hz, 2H), 2.78-2.75 (m
, 2H), 2.17-2.15 (m, 1H), 1.99-1.90 (m, 4H), 1.77-1.58 (m, 6H), 1.53-1.45 (m, 5H
), 1.39-1.33 (m, 2H), 1.11 (t, J = 7.2 Hz, 3H), 0.87 (t, J = 7.6 Hz, 3H).
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000000000000 DbO0oU00Do0oo0Do0ooDOobOD0oDbOU0oO0DO0DO0ooDOoD0OODoOeESI-MS (M+H)

440.2, HPLC: 100.00%.%H NMR (400 MHz, CD50D) & : 7.83 (s, 1H), 7.76-7.73 (m,

2H), 7.42 (d, J = 8.4 Hz, 1H), 7.19 (s, 1H), 7.13 (d, J = 9.2 Hz, 1H), 4.67-4.65
(m, 1H), 4.32 (s, 2H), 3.36 (d, J = 7.2 Hz, 2H), 3.28 (t, J = 7.6 Hz, 2H), 3.04

-3.02 (m, 2H), 2.59-2.53 (m, 1H), 2.08-1.87 (m, 6H), 1.65-1.35 (m, 10H), 1.19-1.

17 (m, 1H), 0.83 (t, J = 7.6 Hz, 3H).
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gbooooao

= | OH  ptO, (0.5 “#), H, - mOH
\N o AcOH, =, 16858 o

N
we 81% H

0000000000000 0000000000O000O000ON0ONONooNooonoon
00000000000 00000,000000000000000000000000
00000000, 0000000000000000000000000000000
0000000000000 000000000000000000000000000
0 ESI-MS (M+H)*: 143.1.%H NMR (400 MHz, CD50D) & : 3.34-3.31 (m, 1H), 2.84-2.77
(m, 1H), 2.64-2.57 (m, 3H ), 2.18-2.10 (m, 3H), 1.86-1.83 (m, 2H), 1.71-1.67 (m,
1H), 1.24-1.22 (m, 1H).
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ESI-MS (M+H)*: 438.1.HPLC: 100.00%.H NMR (400 MHz, CDLOD) & : 7.82 (s, 1H),

O
O
O

O Oood
[ R

7.77 (d, J = 8.8 Hz, 1H), 7.72 (d, J = 8.4 Hz, 1H), 7.40 (dd, J = 8.4, 1.6 Hz,
1H), 7.20 (d, J = 2.4 Hz, 1H), 7.09 (dd, J = 8.8, 2.4 Hz, 1H), 4.33 (s, 2H), 4.3
2-4.25 (m, 1H), 3.51-3.39 (m, 2H), 2.88-2.79 (m, 1H), 2.71-2.65 (m, 1H), 2.29-2.

17 (m, 5H), 1.90-1.81 (m, 4H), 1.73-1.63 (m, 1H), 1.39-1.29 (m, 2H), 1.23-1.13 (

m, 3H), 1.04-0.98 (m, 1H), 0.83 (s, 9H).
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, J =8.4Hz, 1H), 7.94 (d, J = 9.2 Hz, 1H), 7.57 (d, J = 8.0 Hz, 1H), 7.27 (dd,

J=09.2, 2.4 Hz, 1H), 7.12 (d, J = 2.8 Hz, 1H), 4.11 (q, J

7.2 Hz, 2H), 3.83-

3.80 (m, 2H), 3.01-3.00 (m, 1H), 2.77-2.64 (m, 2H), 2.43-2.39 (m, 1H), 2.22-2.20
(m, 1H), 1.95-1.92 (m, 1H), 1.74-1.51 (m, 3H), 1.22 (t, J = 7.2 Hz, 3H), 1.02 (

S,
O
g
a
g

Oo0ooooogdg

Hz,

2.

9H), 0.25 (s, 6H).
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000000 ESI-MS (M#H)*: 315.2.%H NMR (400 MHz, CDCl) & : 7.86 (d, J = 8.8

2H), 7.54 (d, J = 8.8 Hz, 1H), 7.29 (dd, J = 9.2, 2.4 Hz, 1H), 7.05 (d, J =

0 Hz, 1H), 4.09 (q, J = 6.4 Hz, 2H), 3.90 (ABgq, J = 21.6, 13.6 Hz, 2H), 3.12-3

.09 (m, 1H), 2.89-2.86 (m, 1H), 2.70-2.68 (m, 1H), 2.49-2.44 (m, 1H), 2.31-2.26
(m, 1H), 1.95-1.92 (m, 1H), 1.75-1.70 (m, 2H), 1.50-1.48 (m, 1H), 1.20 (t, J = 7
.2 Hz, 3H).
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0000000000000 D00000O000OESI-MS (M+H)*: 453.3.7H NMR (4

00 MHz, CDClZ) & : 8.38-8.35 (m, 1H), 8.15-8.11 (m, 1H), 7.84 (d, J = 8.4 Hz, 1H

), 7.52-7.48 (m, 1H), 7.18 (d, J = 2.4 Hz, 1H), 4.77 (s, 2H), 4.36-4.29 (m, 1H),
4.14 (q, J = 7.2 Hz, 2H), 3.71-3.69 (m, 1H), 3.50-3.39 (m, 1H), 3.15-3.06 (m, 3
H), 2.29-1.91 (m, 7H), 1.63-1.46 (m, 3H), 1.23 (t, J = 7.2 Hz, 3H), 1.17-1.09 (m
, 3H), 0.91 (s, 9H).
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gbooooao

H
o NaOH/H;0 (104 )

V&S 280/

0000000000000 0000000000O000O000ON0ONONooNooonoon
0000000000000 000000000000000000000000000
0000000000000 0000000000000000000000000000
000000000000 0O00O0O000O000O0000000000000O0ESI-MS (M+
H)*: 425.3, HPLC: 100.00%.%H NMR (400 MHz, CD50D) & : 8.15 (d, J = 8.8 Hz, 1H),

7.89 (d, J = 8.8 Hz, 1H), 7.39 (d, J = 8.4 Hz, 1H), 7.49 (dd, J = 9.2, 2.8 Hz, 1
H), 7.20 (d, J = 2.4 Hz, 1H), 4.32 (s, 2H), 4.29-4.24 (m, 1H), 3.07-3.05 (m, 2H)
, 2.63-2.61 (m, 1H), 2.19-2.16 (m, 2H), 1.90-1.71 (m, 6H), 1.38-1.28 (m, 2H), 1.
24-1.12 (m, 4H), 1.06-1.00 (m, 1H), 0.82 (s, 9H).
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M+H)*: 432.1.
oooooQ
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(0] COOEt EtOH/H,0, szi%. 1146 O COOH

e 32%

D000000O00O00O00O0000000000000000000000000
0000000000000 O00O00000000000000000000000
0000000000000 0000000000000000000000000
000000000000 00000000000O000ESI-MS (M+H)*: 404.1, HP
LC: 100%.%H NMR (400 MHz, CD5OD) & : 7.94 (s, 1H), 7.89 (d, J = 8.4 Hz, 1H), 7.8
6 (d, J = 9.2 Hz, 1H), 7.52 (dd, J = 8.4, 1.6 Hz, 1H), 7.38 (d, J = 1.6 Hz, 1H),
7.26 (dd, J = 8.8, 2.4 Hz, 1H), 4.79-4.76 (m, 1H), 4.43 (s, 2H), 3.49-3.46 (m,
2H), 3.16-3.13 (m, 2H), 2.65-2.60 (m, 1H), 2.20-2.12 (m, 4H), 2.06-1.94 (m, 8H).
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FocasPiisalltodoonct

PPhs (2 ) DIAD (2 %
R SRR, 4 WER

1w 55%

0000000000000 000000000000000000000000000¢0
0000000000000 O00O00O00O000000000000000000000
0000000000000 O0000000000000000000000000000
0000000000000 00000000000000000000000ESI-MS (
M+H)*: 396.2.%H NMR (400 MHz, CDCl) & : 7.69-7.63 (m, 3H), 7.43-7.41 (m, 1H), 7
.13-7.07 (m, 2H), 4.68-4.65 (m, 0.6H), 4.40-4.36 (m, 0.4H), 4.12 (q, J = 6.8 Hz,
2H), 3.60 (s, 2H), 2.31-2.24 (m, 1H), 2.15-1.98 (m, 4H), 1.93-1.76 (m, 7H), 1.6
-1.57 (m, 2H), 1.29-1.22 (m, 5H), 1.11-1.08 (m, 3H).
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00000000000000000000000000000000000000
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000000000000 000000000O0ESI-MS (M+H)*: 368.2, HPLC: 97.1
9%.1H NMR (400 MHz, CD50D) & : 7.93 (s, 1H), 7.87 (d, J = 8.8 Hz, 1H), 7.83 (d,
J =9.2 Hz, 1H), 7.50 (d, J = 8.4 Hz, 1H), 7.27(s, 1H), 7.23-7.19 (m, 1H), 4.91-
4.89 (m, 0.6H), 4.49-4.47 (m, 0.4H), 4.44 (s, 2H), 3.60-3.43 (m, 2H), 3.22-3.05
(m, 2H), 2.86-2.43 (m, 1H), 2.26-1.99 (m, 5H), 1.90-1.58 (m, 5.5H), 1.35-1.30 (m
_5H), 1.12 (d, J = 6.8 Hz, 3H).
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000O000000000000000000ESI-MS (MHH)*: 454.2.1HNMR (400 MHz,
DMSO-dg) & : 7.69 (d, J = 9.2 Hz, 1H), 7.65 (d, J = 8.4 Hz, 1H), 7.63 (s, 1H),
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7.42 (dd, J = 8.8 Hz, J = 2.0 Hz, 1H), 7.14 (d, J = 2.4 Hz, 1H), 7.12 (d, J = 8.
4 Hz, 1H), 4.33-4.24 (m, 1H), 4.12 (q, J = 6.8 Hz, 2H), 3.60 (s, 2H), 2.90-2.88
(m, 2H), 2.32-2.28 (m, 3H), 2.08-1.96 (m, 4H), 1.86-1.76 (m, 5H), 1.49-1.29 (m,
3H), 1.27-1.22 (m, 4H), 1.20 (s, 6H).
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-MS (M+H)™: 426.2, HPLC: 98.86%.THNMR (400 MHz, DMSO-dg) & : 7.77 (s, 1H), 7.73
(d, J = 8.4 Hz, 1H), 7.69 (d, J = 8.8 Hz, 1H), 7.37 (dd, J = 8.8, 1.6 Hz, 1H),
.18 (d, J = 2.0 Hz, 1H), 7.07 (dd, J = 8.8, 2.0 Hz, 1H), 4.31-4.28 (m, 1H), 4.1
(s, 2H), 3.26-3.23 (m, 1H), 2.85-2.82 (m, 2H), 2.25-2.17 (m, 3H), 1.93-1.79 (m
6H), 1.33-1.21 (m, 6H), 1.18 (s, 6H).

0oooo

000000000000 000000000000000000000000000
000000000000 0O0000000000

00000

L0, P 0 00T,

OEt PPhs (24#) DIAD (2
fvls | SR, 4 REE

s 45%

O 0Oooo

~N o~

O ooaoe

ugbooboooooboobooboboobooooboboboboobooooobobobaa
oooobooooooboooooboooooobooboooooboboooobobooooobooo
gbooboooooogoobgoboboboooobobobobobooooobuobobao
gbooooooobooboobobobooooboobobobooboooooboobobao
000000000 0ESI-MS (M#H) *: 396.2.

oooooao
gboobooooooobgobobobooooboboboboobooooobobobao
gboobooboooooboboboboobdd

gbooood

N
o) : o)
o) EtOH/H,0, it 2

OEt '"™¥ 50% OH

goboboooooobgoboboboboobobobobobooboooobonn
ugbobooooooboboboboboobobobobobooooobooann
goooooooobooooooobooboooobooooboooooooboooooao
0000000000000 000000O0O0ESI-MS (M+H)™: 368.2, HPLC: 95.3

O Oooo
O 0o oo
I Y o [

10

20

30

40

50



(108) JP 6002155 B2 2016.10.5

6%.1H NMR (400 MHz, CD50D) & : 7.88 (s, 1H), 7.84 (d, J = 8.8 Hz, 1H), 7.81 (d,

J=9.2 Hz, 1H), 7.49 (dd, J = 8.8, 2.0 Hz, 1H), 7.21 (d, J = 2.0 Hz, 1H), 7.18-

7.14 (m, 1H), 4.99-4.97 (m, 1H), 4.29 (s, 2H), 3.39-3.36 (m, 2H), 2.98-2.93 (m,

2H), 2.41-2.37 (m, 1H), 2.30-2.24 (m, 1H), 2.10-1.82 (m, 7H), 1.59-1.53 (m, 1H),
1.45-1.38 (m, 1H), 1.28-1.21 (m, 1H), 1.12-1.06 (m, 3H).
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000000000000000O0ESI-MS (M+H)*: 394.2.7H MR (400 MHz, CDCl3) & : 7.

68-7.63 (m, 3H), 7.44-7.42 (m, 1H), 7.09-7.07(m, 2H), 4.58-4.51 (m, 1H), 4.12 (q
, J = 7.2 Hz, 2H), 3.61 (s, 2H), 2.90-2.88 (m, 2H) 2.46-2.41 (m, 2H), 2.32-2.23
(m, 1H), 2.08-2.03 (m, 2H), 2.01-1.95 (m, 2H), 1.89-1.86 (m, 2H), 1.82-1.76 (m,
2H), 1.40-1.38 (m, 2H), 1.24 (t, J = 7.2 Hz, 3H), 0.51-0.46 (m, 1H), 0.13-0.10 (

m, 1H).
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0000000000000 00000000O000O0000a0ESI-MS (M+H)™: 366.2
_HPLC: 100.00%.%H NMR (400 MHz, CD50D) & : 7.89 (s, 1H), 7.85 (d, J = 8.8 Hz, 1H
), 7.78 (d, J = 8.8 Hz, 1H), 7.48 (dd, J = 8.4 Hz, J = 1.6 Hz, 1H), 7.23 (s, 1H)
, 7.16 (dd, J = 9.2, 2.0 Hz, 1H), 4.68-4.61 (m, 1H), 4.41 (s, 2H), 3.57-3.41 (m,
2H), 3.19-3.03 (m, 2H), 2.84-2.58 (m, 1H), 2.47-2.42 (m, 2H), 2.32-2.20 (m, 2H)
, 2.01-1.85 (m, 4H), 1.40-1.39 (m, 2H), 0.51-0.46 (m, 1H), 0.20-0.17 (m, 1H).
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7.41 (d, J = 8.4 Hz, 1H), 7.14-7.10 (m, 2H), 4.28-4.23 (m, 1H), 3.73 (s, 6H), 3.
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2H), 1.37-1.30 (m, 2H), 1.00 (s, 3H), 0.98 (s, 3H).
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8.8, 1.6 Hz, 1H), 7.17 (d, J = 2.0 Hz, 1H), 7.10 (dd, J = 9.2, 2.4 Hz, 1H), 4.4
2-4.36 (m, 1H), 4.31 (s, 2H), 3.36-3.33 (m, 2H), 3.01-2.98 (m, 2H), 2.25-2.22 (m
, 2H), 1.88-1.81 (m, 2H), 1.68-1.43 (m, 8H), 1.29-1.18 (m, 2H), 0.90 (s, 3H), O.
89 (s, 3H), 0.78 (t, J = 7.2 Hz, 3H).
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(s, 3H), 0.27 (s, 9H).
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00 MHz, CD50D) & : 7.91 (s, 1H), 7.85 (d, J = 8.4 Hz, 1H), 7.80 (d, J = 8.4 Hz,
1H), 7.48 (dd, J = 1.6, 8.0 Hz, 1H), 7.30 (s, 1H), 7.18 (dd, J = 2.4, 8.8 Hz,
), 4.42 (s, 2H), 4.40-4.35 (m, 1H), 3.65-3.40 (m, 2H), 3.26-3.07 (m, 2H), 2.85-2

.62 (m, 1H), 2.29-2.21 (m, 4H), 2.02-1.83 (m,

(m, 1H), 0.00 (s, 9H).
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