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NMR

MS

M-H

AUX~T10
i ks

CH
HC g

(400 MHz, CDCI3) 0.36 - 8.55
{m, 2H), .76 « 0,92 (m, 2H),
0.86 (d, J=5.68Hz, 6H), 1.29 «
1,45 (m, 3H), 1.47 - 1.61 (m,
1H), 1.85 - 2.05 (m, 2H), 2.08
{s, 3H), 2.25 {s, 3H}, 2.28 -
243 (m, 3H), 2.71 (dd,
J=15.20, 8.40Hz, 1H), 2.87
{dd, J=15.20, 4.40Hz, 1H},
2.97 {dd, J=14.00, 4. 80Hz,
1H), 3.06 (dd, J=14.00,
8.20Hz, 1M), 3.41 - 3.57 (m,
1H}, 3.8% - 4.02 (m, 1M}, .90
- 6,99 (m, 2H), 7.49 {dd,
JuB8.40, 2.40Hz, 1H}, 7.81
{brs, 1H)

453

451

(S)

o,
HC

{460 MHz, DME0-d6) 0.80 -
88 (m, 1H), 0.85 (c,
=5.45Hz, 7H), 1.10 (d,
=7.25Hz, 2H), 1.90 is, 1H},
00 - 2.08 (m, 1H), 2.12 (d,
J=2 42Hz, 3H), 2.24 (s, 3H),
F7 {d, =6.85Hz, 2H), 2.99
(d, J=3.63Hz, 3H}, 3.40 - 3.80
{m, 7H}, 6.79 (s, 1H), 5.98 (d,
=10.07Hz, 1H}, 7.63 (s, 1H),
7.26 {s, 1H), 8.68 (s, 1H)

467

465

(R}

CH,
MO

{400 MHz, DMS0-d8) 0,47 {1,

=4
M}, 0.85 (q, J=3.49Hz, 6H),
.30 (i, J=5.85HMz, 2H}, 1.45
=5 84Hz, 1H}, 1.51 (dd,
3.30, 6.85Hz, 1H), 1.82 (4,
27Hz, 2H), 2.08 (s, 3H),
.37 {dt, J=19.61, 8.45Hz,
H3, 2.69 (dtd, J=49.36,
6.92, 7.32Hz, 4H), 3.53 (t,
=8.86Mz, 1H), 3.77 {t,
=7.25Hz, 1H), 7.18 (dd,
=866, 2.22Hz, 1H), 7.27 (d,
=2

=§

2

[

O1Hz, 1H), 7.35 (d,
A8Mz, 1H), 8.35 (s, 1H),
21 (s, 1H}

43Hz, 2H), .77 - 0.82 {m,

473

471

(%)

{400 MHz, CDCI3) 0.4€ {d,
J=14.54Hz, 2HY, 0.87 (4,
J=8.87Hz, 2H), 1.38 (d,
J=12.88Hz, 5H), 1.47 (2, 4H),
1.58 (d, J=5 24Hz, 2H), 2.05
(ddd, J=2B.51, 18.62, 7.35Hz,
8M), 2.28 (s, 3H), 2.76 (1,
J=7.B6Hz, 1H), 2.97 (ddd,
J=37.68, 20.75, 8.46Hz, 3H),
3,61 {1, 4=0.07Hz, 1H), 3.94
(s, 1H), 6.98 (d, J=15.72Hz,
2H), 7.52 (t, J=4.43Hz, 1H),
7.73 (s, 1H}

465

463

(3)
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NMR

MS

M+H

M-H

AUX - H®D
ALY

CH,

o
£H, 0-py OspN ci
HC S i

OH

{450 Mz, COCI 6470 46
(m, 2H), 0,86 (d, J=6 80z,
8H), 1.30 - 1.33 (m, 3H), 1.49
S 1,56 (m, 1H), 1.88 - 1.89 (m,
3M), 2.16 {s, 3H), 2.28 - 2.3
(m. 3H), 2.85 - 2.72 (m, 2H),
2.85 - 2.96 (m, 2H), 3.07 -
313 (m, 1H), 3.44 - 3.50 (m,
+H), 3.88 - 3.85 {m, 1H), 7.03
(ad, J=8.00Hz, 1H}, 7.1% (d,
J=B.00Mz, 1H)Y, 7.50 (d,
J=8.00Kz, 1H), 8.18 (5, 1H)

473

471

(%)

{4006 MHz, DMSG-d5) .38 -
0.58 (m, 2H}, 0.74 - 0.95 (m,
2H), 0.85 (d, J=6.40Hz, 8H),
1.27 - 1.35 {m, 2H), 1.45 -
1.58 {m, 24), 1,76 - 1,92 {m,
2H), 2.07 (s, 3H). 2.23 (s,
34}, 2.29 - 2.45 (m, 3H), 2.79
(dd. J=15.20, 5.40Hz, TH),
2.88 {4d, J=15.20, 8.00Hz,
1H)}, 3.49 - 3,81 (m, 1H), 4.36
- 4.35 {m, 1H), 6.92 (d,
J=8.00Mz, 1H), 6.98 (s, 1H),
7.26 {d, J=B.00Hz, 1H), 9.55
(s, 1H)

468

466

AUX—H
T

A-T

CH,

H3C S }

{400 MHz, CDCI3) 0.36 - 0.57
{m, 2H), 0.77 - 0.92 (m, 2H),
0.87 (d, J=6.80Hz, 6H), 1.27 -
1.45 {m, 3H), 1.47 - 1.82 {m,
TH), 1.84 - 2.08 {m, 2H), 2.12
(s, 3H), 2.30 - 2.44 (m, 3M),
2.74 {dd, $=15.20, 8.00Hz,
1H}, 2.88 (dd, J=15.20,
5.20Hz, 1H), 2.87 {dd,
J=14.00, 5.20Hz, 1H}, 3.08
(44, J=14.00, 9.20Hz, 1H),
3.44 .+ 3.57 (m, iH), 3.81 -
4.03 {m, 1H), 8.81 - 6.88 (m,
2H), 7.49 - 7.58 (m, 1H), 7.67
(s, 1H)

457

458

()

(400 Wiz, DMS0-d6) 0.41 -
0.48 (m, 1H), 0.54 - 0.81 (m,
TH), 0.77 - C.88 {m, M), 1.28
« 1.35 {m, 2H}, 1,47 - 1.57 (m,
2H), .83 - 1,90 {m, 2H}, 2.04
(s, 3H), 2.22 (s, 3H), 2.30 -
2.48 (m, 3H). 2.91 (dd,
J=14.96, 5.38Hz, 1H), 3.12
(dd, J=15.07, 7 88Kz, 1K),
3.52 - 3.58 {m, 1H), 3.89 (d,
J=16.00Hz, 1H), 4.00 {d,
=18.23Hz, 1H), 5.12 {t,
J=7.07Hz, 1H), 6.92 (.
J=8.58Hz, 1H), 6.98 {5, 1H),
713 (d, J=8.12Hz, 1H), 8.59
(s, 1#), 12.84 {5, 1H)

469

467

AUX—H
THR
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NMR

M+H

AUX-HD
3k

MG

{400 MHz, DMS0-05) 0.40 -
0.61 {m, 2H}, 0.76 - 0.69 {m,
2H). 0.88 (d, J=8 40Hz, 6H),
1,27 - 1.34 (m, 2H}, 1.38 -
1,68 (m, 2H), 1.76 - 1.91 {(m,
2M), 1.95 (s, 3H}, 2.22 (s,
3H), 2.30 - 2.47 (m. 4H), 3.52
- 3.85 {m, 1H), 2.86 {brs, 2H),
4.87 - 5.00 (m, 1H), 6.93 (d,
J=8.00Mz, 1M}, 6.98 (s, 1H),
7.08 (d, J=8.G0Hz, 1H), 9.61
(s, 1H)

468

466

AUX—H
AEMA

HC OH,

H,C

]

H £

{400 MHz.CDCI3) 0.49 (m,
1H}, 0.54 - 0.81 {m, 1H}, 0.88
(s, OH), 0.84 - 0.83 (m, 2H),
1.20 - 1.27 (m, 2H), 1.41 -
1.47 (m, 1H), 1.62 {tt, J=9.18,
4.52Hz, 2H), 2.13 {5, 3H),
2.28 (s, 3H), 2.71 (a1,
J=25.43, 7.71Hz, 3H}, 2.99
(ddt, J=50.24, 25.35, §.46Hz.

3H), 3.97 {dd, J=8.45, 4.99Hz,

1H}, 6.96 (¢, J=4.B7Hz, 2H),
7.82 (m, 1H), 7.83 (s, 1#)

441

439

($)

CH,

(400 MHz, CDGI4) 0.47 (ot
J=18.07, 7.76Hz, 2H), 0.87 (s,
12M), 1.38 {d, J=5.84Hz, 2H),
2.00 {d¢, J=25.59, 10.28Hz,
2H), 2,11 (8, 3H), 2.28 (s,
3H}, 2.39 (dd, J=13.70,
8.06Hz, 3H), 2.75 (ad,
J=14.71, 8.26Hz, 1H), 2.8 -
3.03 {m, 3H), 3.50 (4,
J=9.87Hz, 1H), 2.94 (s, 1H).
6.98 {d, J=18.12Hz, 2H), 7.54
{d, J=7.66Hz, 1H), 7.71 (s,
1H)

467

465

(%)

(400 Mtiz, COCI3) 0.31 - 6740
{m, 1H), 0.44 - 0.53 (m, 1H),
0.78 - G.91 (m, 8H), 1.30 -
1.38 {m, 2H), 1.38 - 1.93 (m,
8H, 1.97 - 2.07 (m, 1H), 2.02
(5. 3H), 2.26 {s, 3H), 2.30 -
2.44 {m, 4H), 2.71 - 2.80 (m,
1HY, 2.82 - 3,02 {m, 1H), 3.45
- 3.62 {m, 2H), 6.92 - 6.97 (m,
2H), 7.43 (d, J=8.82Hz, 1H),
7.51 (s, 1H}

481

479

(R
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NMR

MS ;
AUX—H®D

AL

M+H | M-H

CH,
HC |

400 MiHz, CDCI3) 0.30 (a4,
81, 4.96Hz, 1H), 0,53 {dd,
92, 4. ast; 1H), 0.80 -

5 (m, 2H), 0.87 (dd,

3.23, 6.62Hz, 6H), 1.18
(td J=8.82, 4.34Hz, 1H), 1.36
{t, J=6.62Hz, 2H}, 1.52 - 1.58
(m, 1H), 1.91 (d, J=9.48Hz,
1H), 2.03 - 2.06 (m, 1H), 2.04
{brs, 3H), 2.23 (s, 3H), 2.37
{td, J=14.00, 7.13Mz, 3H),
2.78 (dd, J=13.89, 4.41Hz,
1H), 2.99 - 3.08 (m, 2H), 3.15
{dd, J=13.34, 6.51Hz, 1H),
3.50 (dd, J=18.31, 8.38Hz,
1H), 3.95 (dd, J=11.14,

4 98Hz, 1H), .92 - 8.94 (m
2H), 7.13 (d, J=8.16Hz, 2H),
7.41 (d, J=8.38Hz, 1H}, 7.86
{brs, 1H), 7.91 (d, J=8.16Hz,
2H)

_,_m

529 | 527 (S)

{400 MHz, DMS0-d8) 0.47 -
0.52 (m, 2H), 0.74 - 0.83 (m
2H), 0.85 (d, J=6.80Hz, 6H),
1.27 - 1.35 (m, 2H), 1.38 -
1.57 (m, 2H}, 1.75 - 1.93 (m
2H), 1.88 (s, 3H), 2.27 - 2.42
(m, 3H), 2.56 - 2.68 (m, 2H),
2.69 - 2.83 (m, 2H), 3.47 -
3.60 (m, 1H), 3.68 - 3.83 (m,
y, 3.76 (s, 3H), 6.7B (d,
8.00Hz, 1H), 5.86 (d,
8.0CHz, 1H), 7.08 (dd,
8.00, 8.00Hz, tH), 9.33 (s,
H), 12.19 (brs, 1H)

H

1
J
J
J
1

469 | 467

(%)

{400 MHz, DMS0-d6) 0.38 -
0.51 (m, 2H), 0.72 - 0.8% {m,
2H), 0.85 {d, J=6.40Kz, 5H),
1.26 - 1.34 {m, 2H), 1.37 -
1.47 (m, 1H}, 1.47 - 1.58 (m,
1H), 1.76 - 1.88 {m, 2H), 2.27
(s, 3H}, 2.31 - 2.42 {m, 3+,
2.42 - 2.62 {m, 3H), 2.67 (dd,
J=16.00, 8.80Hz, 1H), 3.47 -
3.59 (m, 1H), 3.66 - 3.79 (m
}, 3.75 {s, 3H), 4.13 (4,
OHz. 2H), 6.65 (d,
OHz, 1H), .77 {3, 1H),
{d J=8.00Hz, 1H), §.14
(t, 4=6.00Hz, 1H), 12.14 (ors,
}

1H
J=6.0
J=8 o
6.8

1H

483 | 481 (8)

CHS [o N N 0] ﬁ
CH

(400 TiHz, DMS0O-06) .44 -
£.48 (m, 2H), 0.79 {ddd,
J=9.22, 518, 3.07Hz, 2H},
0.85 (d, J=6.49Hz, 6H), 1.30
(dd, J=6.72, 8.72Hz, 2H), 1.3%
<147 (m, AH), 1.5 {t,
J=6.72Hz, 1H), 1.79 - 1.87 {m,
2H), 2.27 (s, 3H), 2.29 - 2.43
{m, 3H), 2.86 - 2.75 (m, 4H},
3.53 (dt, J=20.41. 6.96Hz,
1H). 3.71 - 3.80 (m, 1H), 7.10
(dd, J=8.58, 1.38Hz, 1H), 7.29
(s, 1H), 7.45 (d, J=8.12Hz,
1H), 9.47 (s, 1H}, 12.22 (brs,
1H)

473 | 471 ($)
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AUX—H®
SRS

A-1T

ChH,
H,C

(400 MHz, DMS0-d6) 0.47 -
D.48 {m, 2H), 0.78 - 0.81 {m,
2H), D.85 (d, J=6.72Hz, 6H),
1.30 {dd, J=6.84, 6. 84Hz, 2H),
1.40 - 1.55 (m, 2H), 1.77 -
1.88 {m, 2H), 2.02 (s, 3H},
2.22 {s, 3H), 2.30 - 2.42 (m,
3H), 2.57 - 2.78 {m, 4H), 3.51
- 3.56 {m, 1H}, 3.73 - 3.81 {m,
1H), 6.87 (d, J=8.81Hz, 1H),
7.04 (d, J=7.88Hz, 1H), 7.11
{s, TH), 9.26 (s, 1H), 12.23
{brs, 1H)

453

451

(8)

HC Ouy ©

He N\

(400 MHz, DMSO-d6) 0.43 -
0.52 {m, 2H), 0.75 - 0.82 (m,
2H), 0.85 (d, J=6.72Hz, BH},
0.87 {5, 3H), 1.04 - 1.12 (m,
2H), 1.34 - 1.42 (m, 2H), 1.43
- 1.54 (m, 2H), 1.76 - 1.86 {m,
2H), 2.21 - 2.24 (m, 1H), 2.22
(s, 3H), 2.31 - 2.41 (m, 2H),
2.57 - 2.68 (m, 2H), 2.69 -
2.79 (m, 2H), 3.48 - 3.57 (m,
1H}, 3.73 - 3.80 {m, 1H), 6.92
{d, J=8.35Hz, 1Hl), 5.98 (s,
1H), 7.13 (d, J=8.12Hz, 1),
923 (2, 1H), 12.21 (brs, 1H)

467

465

(8)

CH
H,C

{400 MHz. CDCI3} 0.35 - 0.38
{m, 1H), 0.45 - .51 {m, M),
0.79 - 0.90 (m, 8H), 1.32 -
1,37 (m, 3H), 1.41 - 1.43 (m,
2H), 1.52 - 1.58 {m, 1H), 1.63
- 2.00 (m, 5H), 2.03 (s, 3H),
2.26 (s, 3H), 2.34 - 2.40 (m,
§H), 2.72 (dd, J=13.57,
4.52Hz, 1H), 2.96 {dd,
J=13.68, 10.67Hz, 1H), 3.47 -
3.58 (m, 2H), 6.82 - 6.98 (m,
ZH), 7.43 - 7.52 (m, 2H)

495

493

(R)

A-20

{466 MHz, DMS0-d6 0.44 -
0.50 (m, 2K), 0.76 - 0.8% (m,
11#), 1.19 (q. J=7.50Hz, 2H),
.32 (d, J=6.03Hz, 2H), 1.41 -
1.45 (m, 1H), 1.79 - 1.91 (m,
2H), 2.02 (s, 3H), 2.22 (s,
3H), 2.32 - 2.42 (m, 3H), 2.58
- 2,66 (m, 2H), 2.70 - 2.78 (m,
2H), 3.5 - 3.56 (m, 1H3, 3.73
- 3.80 (m, 1H), 6.92 (d,
J=8.12Hz, TH), 6.97 (s, 1H),
7.13 (d, J=8.12Hz, 1), 9.22
(s, 1H), 12.26 {brs, 1H}

481

479

(8)
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NMR

M5

M+H

M-H

AUX ~HD
AL

o-y ©

¢H,

P

OH

CH,

{400 MRz, CDCI3) 0.43 - 0.54
{m, ZH}, G.84 - 0.92 (m, 11H),
1.04 - 1.11 {m, 2H), 1.25 -
1.30 (m, 1H), 1.35 - 1.44 (m,
2H), 1.88 - 2.00 {m, 2H), 2.13
{s, 3H}, 2.15 - 2.24 {m, 1H),
2.28 (s, 3H), 2.31 - 2.43 (m,
2H}, 2.77 {Gd, J=15.31,
8.12Hz, 1H}, 2.88 - 2.99 (m,
2H}, 3.04 {dd, J=14.03,
8.70Hz, TH), 3.46 - 3.56 (m,
1H}, 3.92 - 3.89 (m, 1H), 5.96
- 7.00 {m, 2H), 7.53 {d,
J=B.58Hz, 1H), 7.58 (s, 1H}

481

479

(3)

A-22

{400 MHz, DMSO-d6) 0.43 -
0.53 (m, 2H), 0.75 - 0.82 (m,
2H). C.85 {d, J=6.80kz, GM),
1.27 - 1.34 (m, ZH), 1.39 -
1.58 {m, 2H), 1.75 - 1.80 (m,
2M}, 1.94 {s, 3H)}, 2.22 (s,
3M}, 2.29 - 2.43 (m, 3H), 2.58
-2.70 {m, 2H), 2.70 - 2.82 (m,
24, 3.49 - 3.50 (m, 1#), 3.72
-3.83 {m, 1H}. 6.95 - 7.07 (m.
3H}, 9.35 (s, 1H), 12.19 (brs,
1H)

453

(%)

CH,

O—p o

CH

2T

) i
CH Cl

400 Mz, DMS0O-d6) 0.42 -
0.52 {m, 2H), 0.76 - 0.89 (m,
2H}, 0.84 (d, 4=6.40Hz, &),
1.26 - 1.34 (m, 2H), 1.38 -
1.58 (m, 2H), +.75 - 1.89 (m,
2H3, 2.09 (s, 3H), 2.27 - 2.43
(m, 3H}, 2.56 - 2.89 {m, 4H),
3.48 - 3.61 (m, 1H), 3.7% -
3.84 (m, TH), 7.10 (dd,
J=8.40, 2.00Hz, 1H), 7.20 (d,
J=8.40Hz, 1H), 7.47 (d,
J=2.00Hz, 1H), 9.35 (s, 1H),
12.22 {brs, 1H)

473

471

(%)

A-24

(400 WiHz, DME0O-d6) 0.46 -
0.52 {m, 2H), 0.77 - 0.83 (m,
2H), 0.80 ¢(d, J=6.85Hz, §H),
1.33 - 1.40 (m, 1H), 1.42 -
1.4% (m, 1H), 1.95 - 2.14 (m,
4H), 2.02 (s, 3H), 2.22 (s,
3H), 2.31 - 2.40 (m, 1H), 2.58
- 2.87 {m, 2H), 2.70 - 2.78 (m,
2H), 3.40 - 3.49 (m, 1H), 3.73
- 3.80 {m, 1H), 6.92 (d,
J=8.06Hz, 1H), 6.98 (3, 1H),
7.13 {d, J=8.06Hz, 1H), 9.22
{s, 1HY, 12.21 (brs, 1H)

481

479

(%)
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NMR

MS

M+H

M=H

AUX
S A

(400 MHz, DMSO-d8) (.48 -
.58 (m, 2H), 0.75 - D.85 {m,
2y, 0.80 (d, J=5.62Hz, 6H),
1.16 - 1.35 (m, 4H}, 1.40 -
1.54 {m, 2H), 2.04 (s, 3H),
2.05-2.47 (m, 3H), 2.22 (s,
3H), 2.27 - 2.42 {m, 1H), 2.56
- 2.82 (m, 6H), 3.71 - 3.84
(m, 1H}, 6.91 {d, J=7.94Hz,
1M}, 6.97 (s, 1#), 7.13 (d,
J=7.844z, 1H), 8.21 {brs, t1H),
12.23 (brs, 1H)

467

465

(8)

A-26

CH,
H,C

(200 MHz, DMSO-06] 0.42 -
0.52 (m, 2H), 0.74 - 0.80 (m,
2H3, 0.85 (d, J=6.80Mz, 6H),
1.25 - 1.35 (m, 2H), 1,39 -
1,58 (m, 2H), 1.75 « 1.89 (m,
2H), 2.26 - 2.43 (m, 3H), 2.59
- 2.88 (m, 4H), 3.47 - 3.60 (m,
1M}, 3.70 - 3.83 (m, 1H), 7.19
(ddd, J=8.40, 6.00, 2.80Hz,
1H}, 7.47 {dd, J=8.80, 2.80Hz,
1H), 7.57 (dd, J=8.80, 6.00Hz,
1H}, 9.5¢ (s, 1H), 12.22 (brs,
1H)

477

473

(8)

A-2T

{400 MHz, CDCI3) 064 - 0.65
(m, 1H), 0.8% - 0.83 (m, 1H),
.89 (d, J=6.84Hz, 6H), 0.98
(d, J=10.59Hz, 2H), 1.42 (t,
J=6.69Hz, 2H), 1.50 - 1.58 (m,
2H), 1.94 (s, 3k, 2.22 - 2.24
{m. 2, 2.23 (s, 3H), 2.36 (q,
J=8.56Hz, 1H}. 2.75 (q,
J=137.18Hz, 5H). 3.06 (dd,
J=24.92, 14.34Hz, 14}, 3.67
{dd, J=10.03, 5. 40Hz, 1H),
474 - 4.83 (m, 1H), 6.90 -
6.94 (m, 2M), 7.30 {1,
J=8.60Hz, 1H), 7.99 (brs, 1H)

453

4351

(s)

A-28

cl

(400 MHz, DMSO-d8) 0.39 -
0.54 (m, 2M), 0.72 - 0.91 (m,
2H), 0.84 {d, J=6.40Hz, BM},
1,23 - 1.35 {m, 2H), 1.37 -
1.58 (m, 2H), 1.73 - 1.85 {m,
2H), 2.25 - 2.43 {m, 3H), 2.59
{dd, J=16.40, 6.40Hz, 1H),
2.65 - 2.79 (m, 2H), 2.85 {dd,
J=15.60, 7.20Hz, 1H), 3.46 -
3.80 (m, 1H), 3.68 - 3.85 (m,
1H), 7.15 - 7.29 (m, tH), 7.40
- 7.52 (m, 1H), 7.80 - 7.93 (m,
1H), 9.85 (s, 1H), 12.22 (brs,
1H3

477

475

(5)
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NMR

MS

MAH

M-H

AUX—H®
A

A-29

F
H
CH, 0wy Os N
HC N
Y CH
OH
o}

{400 MHz, DMS0O-d6) 0.41 -
0.52 (m, 2H), 0.75 - 0.88 (m
2H}, 0.84 (d, J=6.80Mz, 5H),
1.25 - 1.34 (m, 2H), 1.38 -
1.60 (m, 2H), 1.74 - 1.88 (m
2H}. 2.27 (s, 3M), 2.29 - 2.42
(m, 3MY), 2.58 {dd, J=16.00,
6.40Hz, 1H), 2.63 - 2.86 {m,
3HY, 3.46 - 3.60 (m, 1H), 3.68
- 3.83 (m, 1H}, 6.93 {d,
J=8.40Hz, 1H), 7.04 {d,
J=12.00Hz, 1H}, 7.55 - 7.67
{m, 1H), 8.83 (5, 1H), 12.20
(brs, 1H)

457

455

(3)

CH,
H.E

(450 MHz, DMEG-d6) 0.56 -
0.62 (m, 1H), 0.73 - 0.81 (m,
2H), 0.82 - 0.86 (m, GH), 1.00
(d, J=6.72Hz, 3H), 1.27 - 1.31
(m, 2H}, 1.36 - 1.43 (m, 1H),
1.46 - 1.54 {m, 1H), 1,74 -
1.86 {m, 2H}, 1.90 (s, 3H),
2.20 {s, 3H), 2.29 - 2.43 {m,
4H), 2,58 - 2.69 (m, 2H), 2.81
- 2.88 {m, 1H), 3.50 - 3.56 (m,
1H), 3.62 - 3,70 {m, 11}, 8.88
(d, 4=8.12Hz, 1H), 6.93 (s,
HY, 7.02 (d, J=8,12Hz, 1H),
©.31 (s, 1H), 12.43 (brs, 1H)

467

465

(5)

A-31

CH,
HLC
0 CH,

(400 MHz, CDCI3) 0.37 (,
=5.64Hz, 1H), 0.48 {t,

=8 24Hz, 1H), 0.82 (dt,
=§.33, 2.12Hz, 1H), 0.87 &,
=5.84Hz, 7H), 1.25 (q,
=3.63Hz, 4H), 1.32 - 1.38 (m,
H), 1.51 - 1.58 (m, 2H), 1.74
(d $=13.50, 5.44Hz, 1H),
(dd J=34.25, 8.87Hz,
ZH) 04 (s, 3H), 2.25 (s,
3H), 2.34 (ddd, J=27.4G,
14.74, 64SHZ 3H), 2.64 (
J=5.64Hz, 1), 2.83 {dd,
J=13 90, 5.04Hz, 1H), 2.96
{dd, J=13.80, 9.87Hz, 1H),
3.49 (t J=8.87Hz, 1H), 3.68
(s, TH), 6.94 (d, J=5.64Hz,
2H), 7.42 (d, J=8.87Hz, 1H},
7.60{s, 1H}

—

481

479

(R)

A-32

CH,
H,C

(400 MHz, DMS0-G6) 0.41 -
0.46 (m, 1H), 0.49 - 0.55 (m
1H3, 0.74 - 0.80 {m, 2H), 0.82
- 0,86 (m, 7H), 1.08 (d,
J=6.86Hz, 3H), 1.29 (i,
J6,84Hz, 2H), 1.38 - 1.44 (m
1H}, 1.47 - 1,55 (m, 1H), 1.74
- 1.89 (m, 2H), 1.96 (s, 3H),
2.20 (s, 3H), 2.32 - 2.37 (m,
2H, 2.51 - 2.69 (m, 1H), 2.74
- 2,89 (m, 2H), 3.47 - 3.56 (m
1H), 3.82 - 3.88 (m, 1H), 6.89
(d, J=8.58Hz, 1H), 6.94 (s,
1H), 7.07 (d, J=8.12Mz, 1H),
9.19 (s, 1H), 12.30 (s, TH)

467

465

(3)
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T i

NMR

M+H

AUX—H®D
3RS

{400 MHz, CDC13) 0.42-0.51
{m, ZH), 0.78 - 0.88 (m, 9H),
1.28 - 1.43 (m, 5H), 1.48 -
1.56 (m, 1H), 1,83 - 1.98 (m,
1H), 2.08 (s, 3H), 2.24 - 2.39
{m, 4H), 2.25 {s, 3H), 2.80 -
2.84 (m, 2H), 3.01 - 3.12 (m,
1H), 3.44 - 3.52 (m, 1H), 3.73
-3.81 (m, 1H), 6.92 - .97 (m,
2H), 7.36 (d, J=10.80Hz, 1H),
7.51 (s, 1H)

467

465

(§)

(400 MHz, DMSO-d6) 0.39 -
0.54 (m, 2H), 0.73 - 0.81 (m,
2H), 0.85 (d, J=6.80Hz, 6H),
1.26 - 1.34 (m, 2H), 1.41 -
1.58 (m, 2H), 1.74 - 1,80 (m,
2H), 1.97 (s, BH), 2.26 - 2.43
(m, 3H), 2.52 (dd, 4=18.00,
6.80Mz, 1H), 2.85 {dd, 1H,
4=14.80, 6.80Hz, 1H), 2.72
(dd, J=18.00, 8.00Hz, 1H),
2.80 (dd, J=14.80, 8.40Hz,
1H}, 3.48 - 3.50 (m, 1H), 3.71
- 3,83 (m, 1H), 6,97 - 7.04 (m,
3H), 9.25 (s, TH}, 12.23 {brs,
1H)

453

451

(8)

HC

OH  CH,
1

(400 MHz, DMS0-d6) 0.42 -
9.52 (m, 2H}, 0.75 - 0.87 {m,
2HY, 0.82 (¢, J=6.40Hz, 6H),
1.22 « 1.33 {m, 2H}, 1.37 -
1.57 (m, 2H), 1.73 - 1.87 {m,
2H), 2.20 (s, BM), 2.26 - 2.41
{rn, 3H), 2.55 (dd. J=16.40,
5.80Hz, 1H3, 2.61 (dd, 1H,
J=15.20, 7.20Hz. 1H), 2.70
(dd, 4=16.40, 8.00Hz, tH),
2.75 {dd, J=15.20, 7.80Hz,
1H). 3.46 - 3.58 (m, 1H), 3.70
- 3.82 (m, 1H), 6.66 (s, 1H),
7.16 (s, 2H), 9.78 (s, 1H),
12.22 {brs, 1H)

453

451

(8)

400 MHz, DMSD-d6) 0.54 (d,
40Hz, 6H), 1.02 (4,

H), 1.44 - 1.58 (m, 1H). 1.73
1.88 (m, 2H), 2.00 (s, 3H),
2.21 (s, 3H), 2.26 - 2.42 (m,
BH), 2.85 - 2.74 {m, 4H), 3.40
- 3.52 {m, TH), 3.52 - 3.64 {m,
1H), .91 {d. J=8.40Hz, 1H),
6.97 (s, 14), 7.11 (s, 1H),
9.23 (s, 1H), 12.24 {brs, 1H)

(
J
J
2

6
7.20rz, 3H), 1.25 - 1.34 {m,
)

441

439

(%)
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Ep R
&5

NMR

M3 AUX—H®D

SEH{p A

M+H | M-~-H

CH

H 3
e O-N Q. N
3 N i

Q CH,

{400 MMz, CDCI3) 0.40 - 0.47
{m, 2H), 0.79 - 0.85 (m, 1H),
0.88 (dd, J=12.17, 5 45Hz,
7HY, .25 (d, J=6.96Hz, 4H),
1.33 - 1.43 (m, 3H), 1.52 -
1.88 (m, 1H3, 1.87 - 2.03 (m,
2H), 2.05 (d, J=4.87Hz, 3H),
2.12 - 2.20 (m, 1H), 2.26 (s,
3M), 2.32 - 2.42 {m, 3#), 2.53
(dt. J=5.02, 1.80Hz, 1H), 2.79
(dd, b=13.57, 5.22Hz, 1H),
2.89 (dd, J=13.68, 9.97Hz,
1H), 3.49 - 3.51 {m, 1H), 3.64-
3.67 (m, 1H), 6.85 {d,
J=4.17Hz, 2H), 7.38 {t,
J=4.29Hz, 1H), 7.57 (s, 1H)

481 479

(R)

CH Y !
3 O-‘N O N
CH

(400 MHz, CDC13) G.33 - 0.40
(m, TH), 0.67 - 0.76 (m, 1H),
0.80 - 0.9 (m¥Hy 1,27
1.39 (m, 2H), 1.30 (s, 3H),
1.36 (s, 3H), 1.48 - 1 68 (m,
1H), 1.81 - 1.93 {m, 1H), 1.95
(s, 3H), 2.00 - 2.08 {m, 1H},
2.25 (s, 3H), 2.29 - 2.43 {m,
3H), 2.88 (dd, J=13.57,
3.13Hz, 1H), 3.10 {1,
J®12,98Hz, 1H), 3.49 - 5.68
{m, 1+), 3.86 - 3.95 {m, 1H},
6.90-6.94 (m, 2H), 7.23 (d,
J=8.12Hz, 1H}, 7.84 (brs, 1H)

481 479

(8)

A-3%

CH,
MG CH,

D
HO S Y

{400 MRz, GDGI3) 0.46 (s,
2H), 0.B8 (d, J=B,45Hz, 10H),
1.38 (d, J=5.84Hz, 3H), 2.00
(dd, J=22.36, 9.47Hz, 2H),
2.12 (s, 3H}, 2.28 (s, 4H),
.39 (t, J=10.48Hz, 3H), 2.77
, J=B.48Mz, 1H), 2.93 (t,

[=3

10.28Hz, 2K), 3.04 (d,
8.06Hz, 1H), 3.50 (d,
8.06Hz, 1H}, 3.94 (s, 1H),
.86 (d, J=7.66Hz, 1H), 7.02
d. J=7.66Hz, 1H), 7.55 s,
H). 7.75 (s, 1H)

|

o b o o RO

{
1

467 | 465

(8)

CH
H.C

{400 MHz, DMS0-d8) 0.41 -
0.53 (m, 2H), 0.73 - 0.82 (m,
2H), 0.84 (d, J=6.80Mz, BH),
1.00 (t, J=7.20Hz, 3k, 1.25 -
1.34 (m, 2H), 1.38 - 1.58 {m,
2H), 1.74 - 1.88 {m, 2H), 2.24
(s, 3H), 2.28 - 2.48 {m, SH},
2.55 - 2.68 {m, 2H), 2.68 -
2.82 (m, 2H), 3.47 - 3.58 (m,
1H), 3.69 - 3.82 {m, 1H}, 6.92
{d, J=8.00Hz, 1H), 6.68 (s,
TH), 7.08 (d, J=8.00Hz, 1H),
9.21 (s, 1H), 12.22 (brs, 1H)

467 | 465

(8)
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EF
%

fee e

NMER

MS

M+H

M-H

AUX—H®D
i

A-4]

H,C

CH,

CH, CH,

(400 MHz, COCI2) 0.39 - 0.46
{m, 1H), 0.50 - 0,55 {m, 1H),
0.83 - 0.89 (m, 9H), 1.25 {d,
J=6.96Hz, 3H), 1.32 - 1.44 (m,
3H), 1.49 - 1.60 (m, 1M), 1.93
- 2.04 (m, 2H), 2.21 (s, 3H},
2.28 (s, 3H), 2.31 - 2.43 (m,
2H), 2.81 (dd, J=16.12,
4.99Hz, 1H), 2.91 - 3.05 (m,
2H), 3.45 - 3.57 (m, 1H), 3.68
- 3.77 {m, 1H), 6.98 - 7.02 {m.
2H), 7.48 (s, 1H), 7.58 (d,
J=8.81Hz, 1H)

467

4635

(5)

(400 MHz, CDC1,)y 0.44 - 087
{m, 2H), 0.83 {d, 4=6.72Hz,
6H), 0.57 - 0.94 (m, 2H), 1.18
< 1,37 {m, 4H), 1.39 - 1.55 {m,
2H), 2.02 (s, 3H), 2.07 - 2.23
(m, 3H), 2.26 (s, 3H}, 2.35 -
2.46 (m, 1H), 2.88 - 2.78 (m,
3H), 2.88 (dd, J=15.31,
533Hz, 1H), 2.98 (dd,
J=14,03, 5.10Hz, 1H), 3.07
{gd, J=14.03, 9.39Hz, 1H),
3.95 - 4.05 (m, 14}, 6.95 (d,
J=7.85Mz, 1H), 7.04 (t,
J=7.65Hz, 1H}, 7.34 (d,
J=7.65Hz, 1H)}, 7.88 (brs, 1H)

467

4635

(3)

HC

H,C

{400 MHz, CDCl;) 0.46 - 0.60
{m, 2H), 0.83 (d, J=6.72Hz,
6H), 0.87 - 0.93 (m, 2H), 1.24
{t, J=6.98Mz, 2H), 1.3% (t,
J=9.86Hz, 2H}, 1.39 - 1.54 (m,
2H), 2.10 (s, 3H), 2.41 - 2.23
{m. 3H), 2.28 (s, 3H), 2.36 -
2.45 {m, 1H), 2.68 - 2.78 (m,
3H), 2.89 (dd, J=15.42,
5.22Hz, 1H), 2.97 (dd,
J=14.03, 5.10Mz, 1H), 3.07
{dd, J=14.03, 9.18Hz, 1H},
3.97 - 4.01 (m, 1H), 6.56 (d,
J=7.85Hz, 1H), 7.02 (d,
J=7.65Hz, 1H}, 7.52 (s, 1#),
7.85 (brs, 1H)

467

465

(8)

A-44

HC

CH

{400 MHz, DMSG-d6) 0.41 -
0.53 {m, 2H}, 0.74 - G.83 (m,
2H), 0.85 (d, J=6.80Hz, 6H),
1.25 - 1.35 {m, 2H}, 1.39 -
1.58 {m, 2H), 1.76 - 1.89 (m,
2H), 1.98 (s, 3H), 2.12 (s,
3H), 2.13 (s, 3H}, 2.27 - 2.43
{m, 3}, 2.57 - 2.69 (m, 2H),
2.68 - 2.81 {m, 2M}. 3.47 -
2.61 (m, 1H), 3.69 - 3.84 (m,
1H), 6.92 (s, 1H}, 7.01 (s,
1H), 9.18 {s, 1H), 12.20 (brs,
1H)

467

465

(8)
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et &

NMR

M5 AUX—H®m

vz ke

M+H | M-H

H
CH
o 3 0N Oy N O\CHa
3 N {
F

(400 MHz, DMS0-d6) 0.41 -
0.52 {m, 2H), 0.75 - C.88 (m,
2H), 0.84 (d, J=6.80Hz, 6H),
1.25 - 1,34 {m, 2H}, 1.39 -
1.59 (m, 2H), 1.73 - 1.88 (m,
2H), 2.26 - 2.42 (m, 3H), 2.58
(dd, J=18.80, 6.80Hz, 1H),
265 - 2.78 {m, 2H), 2.82 (dd,
J=15.20, 7.60Hz, 1H), 3.47 -
3.80 {m, 14}, 2.68 - 2.82 (m,
THY, 3.91 (s, 3H), 7.02 - 7.12
(m, 1H}, 7.35 - 7.46 (m, iH),
9.77 (s, 1H), 12.25 (brs, 1H}

491 | 489 ($)

(400 Mpz, DMSC-d6) 0.42 -
0.53 (m, 2H), 0.74 - 0.83 (m,
2H), 0.85 (d, J=6.40Hz, 6H),
1.26 - 1.35 (m, 2H), 1.39 -
1.58 (m, 2H), 1.75 - 1.88 (m,
2H), 1.96 (s, 3H), 2.18 (s,
3H). 2.29 - 2.43 (m, 3H), 2.58
- 2.69 {m, 2H), 2.89 - 2.83 {m,
2H), 3.48 - 3.58{m, 1H),
3.50 {s, 3H), 3.70 - 3.85 (m,
1H), 6.90 - 6.89 {m, 2H), 9.28
(s, TH), 12.21 {brs, 1H)

483 | 481 (8)

A-47

GH, O._N CH
O~ )
HC N

{400 WHz, DM50-d6) §.45 -
0.50 {m, 2K), 0.7 - 6.86 (m,
§H), 1.28 (1, J=6.74Hz, 2H),
1.47 {m. 2H), 1.81 (m, 2H),
2.14 {s, 3H), 2.16 (s, 3H),
2.35 {m, 3K}, 2.58 (m, 2H),
.72 {m, 2H), 3.53 (m, 1H),
74 - 3.81 {m, 1H), 7.01 (d,
8.38Hz, 1H}, 7.24 (dd,
8.16, 1.88Hz, 1H), 7.32 (d,
1.76Hz, 1H), 8.77 (s, 1H),

2
3
J
J
J
12.21 {s, 1H)

2

453 | 451 ($)

A-48

CH
H.C

{400 MHz, CDCI3} 0.45 - 0.62
{m, 2H), 0.67 - 0.89 (m, 2H),
0.87 - 0.88 {br m, 6H), 1.34 {t,
J=6.84Hz, 2M), 1.38 - 1.42 (m,
1H), 1.51 - 1.58 (m, 1H), 1.91
- 1.99 (m, 2H), 2.07 {s, 3H),
2.18 {s, 3H), 2.33 - 2.40 {m,
3M), 2.72 - 2.75 (m, 1H), 2.90
- 2.87 (m, 2H), 3.07 - 3.11 {m,
1H), 3.48 - 3.50 (m, 1H), 3.97
- 3.88 (m, 1H), 6.92 (d,
J=8.35Hz, 1M}, 7.52 (d,
J=11_36Hz, 1H), 7.91 (s, 1H)

471 | 469 (8
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S

. EL
7

NMR

M5

AUX—H®
Y

{400 Mrz, CDC13) 0.84 - 0.88
{m, 6H}, 1.25 - 1.27 {m, 2H),
1.31 « 1.37 (m, 2H), 1.49 -
1.58 (m, 18), 1.92 - 2.04 (m,
4H), 2.14 (s, 3H), 2.27 (s,
3H3, 2.30 - 2.40 (m, 2H), 2.88
{dd, J=15.31, 8.35Hz, 1H),
2.84 (dd, J=15.31, 5.33Hz,
1H), 2.82 (dd, J=14.03,
5.22Hz. tH), 3.03 (dg,
J=14.03, 8.46Hz, 1H), 3.35 -
3.45 {m. 1H), 3.79-3.88 (m,
1M), 4.92 (s, 1H), 5.27 (s,
1H}, .85 - .99 (m, 24}, 7.55
{d, J=8.58Hz, 1H), 7.7% Is,
1H)

453

451

(S

{400 MHz, DMS0-d57 038 -
0.54 (m, 2H), 0.71 - 0.87 (m,
2+, 0.83 (d, J=6.40Hz, 8H),
1,41 {1, J=7.80Hz, 3#), 1.25 -
1.34 {m, 2H), 1.38 - 1.57 (m,
2H), 1.74 - 1.88 {m, ZH), 2.0
(s, 3H), 2.26 - 2.41 {m, 3H),
2.50 (q, J=7.80Hz, 2H), 2.57 -
2.68 {m, 2H), 2.68 - 2.81 {m,
2H}. 3.48 - 3.59 {m, 1H}, 3.87
-3.83 {m, 1H), 6.82 (d,
J=8.00Mz, 1M}, 7.06 {d,
J=B.00Mz, 1H}), 7.10 {s, 1H),
9,24 (s, 1H}, 12.19 {(brs, 1H)

467

465

(8)

(400 MHz, DMS0-d6) 0.40 -
0.50 {m, 2H), 0.72 - 0.83 (m,
2H), 0.84 (d, J=6.80Mz, &),
1.13 (f, J=7.60Hz, 3H), 1.25 -
1.33 (m, 2H), 1.38 - 1.57 (m,
2HY, 1.72 - 1.88 (m, 2H), 2.02
(s, 3H), 2.26 - 2.42 {m, 3H},
2.50 {q, J=7.60Hz, 2H), 2.55 -
2.67 (m, 2#H), 2.683 - 2.78 (m,
2H}, 3.46 - 3.58 (m, 1H), 3.68
-3.81 (m, 1#), 6.80 - 5.97 (m,
1H}, 6.89 (5. TH), 7.14 (d,
J=8.40Hz, 1H}, 8.22 (s, 1H},
12.20 {brs, 1H}

467

465

(3)

CH,
H,C

CH,

{400 MHz, CDCI3) 0.37 {m,
1M}, 0.52 (m, 1H}, 0.76 - 0.84
{m, 2H), 0.86 {dd, J=11.03,

4 41Hz, 6H), 1.21 (s, 3H),
1.27 {s, 3H), 1.30 - 1.43 (m,
AHY, 1.52 (td, 4=13.34,
6.68Hz, 1H), 1.90 (dqg.
J=35.05 8.78Hz, 2H), 2.02 (s,

3H}), 2,12 (Ht, J=24.15, 8.01Mz,

1H), 2.25 (s, 3H), 2.33 (it
J=15.22, 5.18Hz, 3M), 2.73 -
2.67 (m, 2H), 3.46 (dd,
J=17.75, 8.05Hz, 1H), 3.69
{dd, J=9.37, 5.62Hz, 1H), .91
{d, J=5.73Hz, 2H), 7.34 (m.
1H), 7.41 (s, 1H)

495

493

(R)
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S A
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NMR

MS

M+H

AUK T

Sz

H 3
H.C CH, 0y O N
" Vo 0 cH

36 WMz, COEIE)
9.37, 4.7aHz, 1H), 0.48 (dd,
9.70, 4.85Hz, 1H), 0.80 -

(4 0.36 (dd,
RET

g

0.82 (rn, 2H), 0.87 (s, GH),
1.34 - 1.37 (m, 1H}, 1.38 (d,
J=6.55Hz, 2H), 1.83 - 2.08 {m,
3 ),193(3 3H), 2.44 - 2.17
(m, 1H), 2.25 (s, 3H), 2.35 -
243 {m, 5H), 2.75 (dd,
J=13.67, 4 85Hz, 1H), 2.85
(dd, J=13.67, 10.59Hz, 1H),
3.48 - 3.81 {m, 1M}, 3.85 -
3.67 {m, 1H), 6.93 - 6.94 {m,
2H), 7.39 (d, J=8.60Hz, 1H),
7.57 {3, 1H)

481

479

(R)

A-b4

{400 MRz, COCI3} 0.47 (m,
2H), 0.79 - C.89 (m, 8H), 1.23
(td, J=13.34, 6 25Hz. 1H),
1,33 - 1.45 {m, 2H}, 1.54 (1d,
J=13.18, 6.54Hz, 1H), 1.96
(dd, J=17.09, 7.39Hz, 2H),
2.05 {5, 3H), 2.17 {s. 3H),
2.24 {s, 3H), 2.28 - 2.57 (m,
3H), 2.75 (dd, J=15.00,
8.16Hz, 1H), 2.87 - 3.07 (m
3H), 3.45 - 3.53 (m, 1H), 4.05
{t, J=33.85Hz, 1H), 5.87 1,
J=10.03Hz, 1H), 7.16 {1,
J=10.14Hz, 1H), 7.61 {s. 1H)

467

465

(8)

H,C

(400 MHz, CDCI3) 0.47 (m,
2H), 0.87 {m, 8H}, 1.39 (dt,
J=31.91, 6.89Hz. 3H}, 1.51 -
1.58 {m. 1H}, 1.87 (dd,
J=20.29, 9.48Hz, 5H), 2.23 (s,
3H), 2.25 (s, 3H), 2.38 (d,
J=14.11Hz, 3H), 2.78 (dd,
J=15.00, 8.16Hz, 1M}, 2.98 {1,
J=22 61, 7.02Hz, 3H), 3.50
{dd, J=17.97, 8.49Hz, 1H),
3.94 {t, J=5.62Hz, 1H), 6.83
(s, 1H), 7.22 {, J=3.88Hz,
1H), 7.85 {s, 1H)

467

463

(5)

{460 MMz, CDcaa)
J=5 18Hz, tH),
J=5.28Hz, tH),
J=8.38Hz, 2H),
J=7.72Hz, 6H),
2H), 1.37 - 1.44 (m, 3H), 1.51
(td, J=13.12, 6.47Hz, 1H),
1.85 - 2.11 {tm, 7H), 2.18 (dt,
J=22.13, 7.39Mz, 1M}, 2.29 &,
J=8.49Hz, 3M), 2.37 (dt,
J=25.44, 9.21Hz, 4H), 2.75
(dd, J=13.45, 4.41Hz, 1H),
2.98 (t, §=12,24Hz, 1H), 3.44
353 (m, 1H), 3.66 (d,

=5 51Hz, 1H), 6.84 {d,
=7.28Hz, 1H), 7.00 (d,
=7.50Hz, 15), 7.44 {5, 1H),
.57 (s, 1H)

——\DDO

481

479

(R)
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NME

MS

M-H

AUX—H®
SRS

H,C

H.C

(400 MHz, CDCI3) 0.36 (1,
J=5.28Hz, 1H), 0.48 {t,
J=518Hz, 1H}, 0.82 {(d,

Ju8 38Hz, 2H), .80 {t,
J=7.72Hz, 6H), 1.09 {dd,
J=15.55, 7.30Hz, 2H), 1.36-
1.45 (m, 3H), 1,48 - 1.54 {m,
1H), 1.94 (dg, J=36.22,
9.96H2, 7H), 2.14 - 2.21 {m,
1H}, 2.25 (s, 3H), 2.38 (dd,
J=22.05, 13.67Hz, 4H), 2.75
{
j:

{

£1.80Hz, 1H), 3.44 - 3.53
m, 1H), 3.65 (s, 1H), 5.96 (1,
J=11.9THz, 2H), 7.44 (t,
J=13.56Hz, 2H)

481

479

(R}

(400 Mz, CDCI3) 0.37 - 0.40
(m, 1H), 0.44 - 0.45 (m, 1H),
0.77 - 0.80 {m, 2H), 0.77 (s,
GH), 1.33 - 1.37 (m, 1H), 1.35
(d, J=10.00Hz, 2H), 1.96 -
2.18 (m, £H), 2.26 {s, 3H},
2.36 - 2.38 (s, 5H), 2.75 (dd,
J=14.11, 5.07Hz, iH), 3.00 -
3.03 (m, 1H), 3.45 - 3.51 (m,
1H}, 3.63 - 3.66 (m, 1H), 7.0%
(d, J=8.38Hz, 1H), 7.12 (s,
1H}, 7.84 (s, 1H), 8.03 (d.
J=8 16Hz, TH)

501

499

(R}

A-5Y

H,C CH,
H,C

{400 MHz, CDCI3) 0.36 - 0.37
(m, 1H}, 0.48 - 0.50 {m, 1),
0.81 - 0,82 {m, 2H), 0.87 (s,
9H}, 1,37 - 1.38 (m, 1), 1.37
{d, J=10.00Hz, 2H}, 2.00-2.09
{m, 4H), 2.05 (s, 3H), 2.28 (s,
3H)}, 2.36 - 2.40 (m, 8H), 2.76
(dd, J=13.67, 4.63Hz, 1H),
2.97 (dd, J=12.02, 6.01Hz,
1H), 2.49 - 3.51 (m, 1H), 3.65
- 3.68 (m, 1H), 6.84 {d,
J=7.72Hz, 1H), 6.98 (d,
J=7.72Hz, 1H), 7.40 (s, 1H).
7.68 {3, 1H)

483

479

(R}

A-60

{400 MHz, CDCI3} 0.53 - 0.38
{(m, 2K}, 0.84 (1, J=7.25Hz,
6H), 0.85 - 0.79 (m, 2H), 1.20
- 141 (m, 1H), 1.32 - 1.20 (m,
4HY, 1.43 - 1,33 (m, 3H), 2.04
S .87 (m, 2H), 2.10 {s, 3H),
2.25 (s, 3H), 2.43 - 2.28 {m,
3H), 2.78 - 2.85 (m, 1H), 2.01
-2.84 (m, 2M), 3.11 - 3.01 (m,
1H}, 3.55 - 3.42 (m, 1H), 4.00
- 3.80 (m, 1H), 6.98 - 6.91 (m,
2H)Y, 7.50 (d, J=8.46Hz, 1H),
7.78 {s, 1H)

481

479

(%)
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AUX =D

AL A

CH,
CH, o © RVQ/
H,C N

{400 MHz, DMS0-d6) 0.40 -
0.50 (m, 2H), 0.73 - 0.8 {m,
2H), 0.85 (d, J=6.40Hz, 6H),
1.26 - 1.34 {m, 2H), 1.36 -
1.46 {m, 1H), 1.46 - 1.58 {m,
1H), 1.76 - 1.88 {m, 2H), 2.14
(s, 3H), 2.22 (s, 3H), 2.28 -
2.71 {m, TH), 3.46 - 3.5% {m,
1H}, 3.64 » 3.77 {m, 1H}, 4.09
{dd, J=14.80, 5.60Hz, 1H),
4.18 (dd, J=14.80, 5.60kz,
1H}. 6.89 (d, J=8.4GHz, 1H},
6.93 (s, 1H}, 5.96 (d,
J=8.40Hz, 1H), 5.18 (¢,
J=5.50Hz, 1H}, 12.18 (brs,
1H)

467 | 465 (8)

A-G2

CH

(400 WiHz, CDGI3) 0.40 - .48
{m, 2M), 0.82 - 6.86 {m, 2H),
0.85 {d, J=6.82Hz, 8HM), 1.27 -
1,30 {m, 2H), 1.37 - 1,38 (m,
1H}, 1.48 - 1.54 (m, 1H}, 1.85
- 1,96 {m, 2H), 2.32 - 2.33 (m,
3H), 2.77 (dd, J=15.22,
8.16Hz, 1H), 2.82 {dd,
J=15.33, 4.86Hz, 1H), 3.10
(dd, J=14.11, 4.85Hz, 1H),
3.23 (dd, J=18.85, 4.74Hz,
1H). 3.45 - 3.47 {m, 1H}, 4.04
- 4.06 (m, 1H), 7.30 - 7.43 {m,
8H), 7.64 (d, J=8.18Hz, 1H),
777 - 7.79 (m, 3H), 8.60 is,
1H)

475 | 473 (S)

A-63

CH
H,C

(400 Mz, DMSO-d6) 0.45

0.80 {m, 2H), 0.78 - .86 {
2H
1

m,
8H), 1.28 (t, J=6.72Hz, 2H),
1.41 - 1.54 (m, 2H), 1.81 {m,
2H3, 2.23 (s, 3H}, 2.28 - 2.41
(m, 3H), 2.52 - 2.78 (m, 4H),
3.48 - 3.55 (m, 1H), 3.75 -
3.82 {m, 1H), 7.07 (d,
J=8.35Hz, 2H), 7.42 (d,

48 35Hz, 2H), 9.86 (s, 1H),
12.23 (s, 1H}

439 | 437 (8)

A-64

CH,
H,C

{400 MHz, DMS0-d8) 0.48 {1,
2.43Hz, 2H), 0.8C (td,

4.17, 1.70Hz, 2H), D.85 (d,
5.61Hz, 6H), 1.30 ft,
5

H}, 1.81 - 1.84 {m, 2H), 2.07
{s, 3H), 2.33 - 2.37 {m, 2H},
2.58 - 2.81 (m, 4H), 3.52 -
3.55 (m, 1H), 3.77 - 3.79 (m,
1H}, 7.10 - 7.23 {m, 4H), 9.30
(s, 1H), 12.20 (s, 1H)

.84Hz, 2H). 1.45 - 1.52 {m,

439 | 437 (8)




WO 2012/147916

[E17]

17/48

PCT/JP2012/061352

LFEHE

NMR

AUX—~HD

SRR

CH,
HC

(400 Wiz, €D} 0 38 - 6.98
(m, 1H}, 0.6% - 6.52 (m, 1H),
0.87 {d. J=7.28Hz, 6H), 0.89 -
0.83 {m, 4H}. 1.37 - 1.26 im,
4H), 1.58 - 1.48 (m, 1H}, 2.04
(s, 3HY, 2.00 - 1.90 (m, 3H),
2.23 (s, 3H), 2.44 - 2.29 (m,
5H}, 3.03 - 2.93 {m, 1H}, 3.24
- 3.09 (m, 1H), 3.59 - 3.38 (m,
3H), 4.20 - 4.08 (m, 1H), 6.92
- B.80 (m, 2H), 7.36 (d,
J=7.66HMz, 1H), 8.02 (s, 1H),
8.07 {s, 1H)

536 534 (8)

A-66

CH,
CH,

H,C

7

oM 3

{400 MHz, DMS0O-d8) 0.34 -
0.55 {m, 2H}, 0.75 - 0.82 (m,
2H), 0.85 (d, J=6.72Hz, 6H),
1.30 (dd, J=5.84, 6.84Hz, 2H),
1.39 - 1.45 {m, 1H), 1.52 {1,
J=40.12Hz, 1H), 1.76 - 1.87
(m, 24}, 1.90 - 1.95 (m, 2H),
2.00 {s, 3H), 2.15 - 2.22 {m,
2H), 2.21 {s, 3H), 2.28 - 2.43
(m. 3H), 2.88 - 2.75 (m, 2H),
3.42 - 3.50 (m, TH), 3.52 -
3.59 (m, 'H), 8.87 (d,
J=7.88Hz, 1H), 7.04 {d,
J=7.65Hz, 1H), 7.08 (s, 1H),
9.26 (s, 1H), 12.13 (brs, 1H)

467 | 465 (R)

H
CH, Ony Os N_A
H,C

{460 MHz, DMSO-d6} 0.32 -
0.54 (m, 2H), 0.76 - 0.83 {m,
2H), 0.85 {d, 4=8.51Hz, BH),
1.30 (dd, J=6.73, 8.73Hz, 2H),
1.38 - +.45 (m, 1H), 1.47 -
1.87 {m, tH), 1.75 - 2.04 {m,
4H), 2.10 - 2.22 {m, 2H), 2.26
(s, 3H), 2.30 - 2.43 (m, 3H),
2.68 - 2.85 (m, 2H), 3.39 -
3.58 (m, 2H), 7.09 (dd,
J=8.38, 1.10Hz, 1H), 7.28 (s,
1H), 7.43 (d, J=8.16Hz, 1H},
9.46 (s, 1H), 12.14 (brs, 1H)

487 485 (R

A-G8

CH,

ZT

CH, Ie)
H,C O-N

VZ

H.C OH

3

{400 MHz, CDCI3) £.32 - 0.39
(m, 1H}, 0.46 - 0.54 (m, 1H),
0.78 - 0.84 (m, 2H), 0.85 -
0.88 (m, 6H), 1.14 {d,

3H), 1,49 - 1.59 {m, 1H), 1.88
(¢, J=9.48Hz, 1H), 1.87 - 2.06
{m, 4H}, 2.15 (dd, J=15.33,
9.15Hz, TH). 2.24 (s, 3H),
2.29 - 2.43 (m, 3H). 2.47 -
2.60 {m, 2H), 2.68 {dg,
J%13.34, 3.20Hz, 1H), 2.93 {t,
Jm12.68Hz, 1H), 3.45 - 3.54
{m, 1H), 3.68 - 3.71 {m, 1H},
6 .80 - 6.97 (m, 2H), 7.31 (s,
1H), 7.39 (d, J=8.82Hz, 1H)

Jw6 84Hz, 3H), 1.32 - 1.38 {m,

481 | 479 (8)
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NMR

M5 AUX -~ T10

AL

M+H § M~-H

A-69

CH,
CHS O- N O, Kl 2

HC

HC OH

3

{400 MHz, CDCI3) 0.33 - 0.39
{m, 1HY, 0.46 - 0.54 (m, 1H),
0.78 - 0.89 (m, 8H), .01 (d,

3H), 1.48 - 1.80 (m, 1H), 1.83
- 1.81 {m, 1H), 1.96 - 2.06 (m,
4H), 2.24 (s, 3H), 2,27 - 2.43
{m. 4H), 2.50 - 2.70 {m, 3H),
2.98 (t, $=12.4BHz, 1H), 3.45
-3.55 {m, 1H), 3.83 - 3.70 (m,
1H), 6.91 - £.95 (m, 2H), 7.39
(d, J=8.82HMz, 1H), 7.46 - 7.50
(m, 1H)

J=6.84Hz, 3H), 1.32 - 1.38 {m,

481 | 479 (S)

M.C
H,C \

(400 MHz, CDCI3) 0.43 - .53
(m, 2M}, 0.88 {d, 4=6.8Hz,
8H), 1.08 - 1.12 (m, 2H), 1.37
- 1.45 (m, 3H), .48 - 1.55 (m,
1H), 1.88 - 2,02 (m, ZH), 2.11
(s, 3H), 2.18 » 2.27 (m, 2H),
2.29 (s, 3H), 2.33 - 2.40 (m,
2H), 2.75 (dd, J=15.50,
8.00Hz, 2H), 2.94 (ddd,
J=18.40, 13.80, 4.80Hz, 2H),
3.07 (dd, J=14.00, 8.80Hz,
1H), 3.46 - 3.55 (m, 1H), 3.92
- 3.98 (m, 1H), 6,87 (d,
J=7.60Hz, 1H), 7.03 (d,
J=7.80Hz, 14}, 7.55 (s, 1H),
7.80 (s, iH)

467 | 4653 (8)

A-T1

HC Ouy ©

i
H.E %

{400 MHz, CDC3) 0.44 - 5.54
(m, 2H), 0.88 {d, J=6.40Hz,
§H), 1.04 - 1.13 (m, 2H). 1.37
~ 1,46 (m, 3H}, 1.48 - 1.56 (m,
1H). 1.89 - 2.00 (m, 2H), 2.03
(s, 3H}, 2.17 - 2.23 (m, 2#),
2.27 {s, 3H), 2.35 - 2.41 (m,
2H), 2.75 (dd, J=15.20,
§.40Hz, 2H), 2.94 (ddd,
J=28.30, 13.80, 5.20Mz, 2H),
3.08 (d¢, J=13.80, §.20Hz,
1H}, 3.47 - 3.56 (m, 1H), 3.94
- 4.00 (m, 1H), 6.99 (d,
J=7.60Hz, tH), 7.06 (dd,
J=7.60, 7.60Hz, 1H), 7.36 (d,
J=7 60Hz, tH), 7.85 (s, 1H)

467 | 465 (s)

A-72

ch O
|
HC 3

{400 MHz, CDGi3) 0.48 - 0.49
{m. 2H}, 6.87 {d, J=6.80Hz,
6H), 1.06 - 1.12 (m, 2H}, 1.37
- 1.45 (m, 3H), 1.48 - 1.56 (m,
1H), 1.90 - 2.03 {m, 2H), 2.17
- 2.26 (m, 2H}, 2.29 (s, 3H),
2.31 - 2.40 (m, 2M), 2.80 (dd,
J=16.00, 7.60Hz, 2H), 2.93
(ddd, J=15.40, 15.40, 6.40Hz,
2H), 3.04 (dd, §=14.40,
8.40Hz, 1H), 3.45 - 3.54 (m,
1H), 3.92 - 3.99 (m, 1H), 7.04
(d, J®8.20Hz, 1H), 7.16 (s,
1H), 7.92 (s, 1H), 8.11 {d,
J=8.20Hz, 1)

487 | 485 (s)




WO 2012/147916

[E19]

19/48

PCT/JP2012/061352

S 1
E5

e

NMR

M5

M+H

M-H

AUX—H®
< i {3

CH,
H G-

{400 MHz, CDCI3) 0.83 - 0.90
{m, 6H), 1.12 - 1.23 (m, 6H),
.35 {1, J=6.72Hz, 2H), 1.49 -
86 {m, 1H}, 1.92 - 2.06 (m,
H), 2.08 (d, J=2.48Hz, 3H),
.26 {5, 3H), 2.20 - 2.42 (m,
H). 2.85 - 2.86 (m, 3H), 2.89
- 2.6 (m, 1H), 2.97- 3.06 (m,
TH). 3.38 - 3.50 (m, 1H), 3.78
- 3.87 {m, 1H), 6.93 - 6.98 (m,
2H), 7.47 - 7.52 {m, 1H), 7.58
- 7.85 {m, 1H}

1
1
2
2
3

455

453

(3)

CH,
H,C

{400 MHz, DMSO-46) 0.32 -
0.42 {m, 1M), 0.44 - 0.53 (m,
1H), 0.72 - 0.86 (m, 2H), 0.84
{d, J=6.4DHz, 6H), 1.25 - 1.34
(m, 2H}, 1.35 - 1.45 (m, 1H),
1,46 « 1.58 {m, 1H}, 1.74 «
1.88 (m, 2H), 1.88 - 1.97 {m,
2H), 2.00 {s, 3H), 2.28 - 2.43
{m, 3H). 2.86 (dd, J=14.40,
7.20Hz, 1H), 2.75 (dd,
J=14.40, 8.00Hz, 1H}, 3.41 -
3.49 (m, 1H), 3.50 - 3.60 (m,
1H), .91 (d, 4=8.00Hz, 1H),
6.95 (s, 1H), 7.09 (d,
J=8.00Hz, 1H), 9.23 (s, 1H),
12.10 {brs, 1H)

467

465

(S)

CH,

{400 MHz, CDCI3) 0.50 - 0.45
{m, 2H), 0.83 {t, J=7.25Hz,
6H), 0.89 - 0.82 (m, 2H}, .20
- 110 {m, 1H), 1.29 - 1.23 {m,
4H), 1.41 - 1.35 (m, 3H), 2.03
- 1.82 {m, 2H), 2.28 (s, 3H),
2.39 - 2.30 {m, 3H), 2.7¢ (dd,
J=15.72, 7.256Hz, 1H), 2.97 -
2.89 (m, 2H), 3.03 (dd,
Ju14.91, B.46Hz, 1H), 3.53 -
3.44 (m, 1H), 3.99 - 3.82 (m,
1M), 7.02 {d, J=8.06Hz, 1H),
7 A4(s, 1H}, 7.91 (s, 1H}, 8.10
{d, J=8.06Hz, 1H)

391

489

(8)

A-T6

HC CH,
H,C

CH,

(400 MHz, DMSO-d6) 0.44 -
0.50 (m, 2H), 0.78 (m, 2H),
0.88 (s, 9H), 1.34 {m, 2H),
1.44 (dd, J=9.97, §.12Hz, 1H),
1.88 (dd, J=12.52, 8.58Hz,
2H), 2.27 (s, 3H), 2.37 - 2.43
(m, 3H}. 2,89 - 2.83 (m, 4H),
352 - 357 (m, 1H), 3.72 -
3.80 (m, 1H), 7.10 (g,
J=7.88Hz, 1H), 7.28 {s, 1H),
7.45 (d, J=8.35Hz, 1H), 0.47
(s, 1H), 12.26 {s, 1H).

487

485

(s)
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NMR

AUX—H®D

b ok

H Ci
HC oy © Nﬁ
9 z
HB% L cH,
OH

{400 WiHz, €DCI3) 6,41 - 6.37
{m, 1H), 0.4 - 0.44 (m, 1H),
0.87 (d, J=6.04Mz, BH), 0.90 -
0.81 {m, 2H}, 1.11 - 1.08 (m,
2H), 1,54 - 1,33 {m, 4H), 2.03
~1.89 (m, 2H), 2.23 - 2.07 (m,
2H), 2.27 {s, 3H), 2.44 - 2.31
{m, 4H), 2.74 (dd, J=14.51,
5.24Hz, 1H), 3.01 (dd,
J%14.91, 9.27Hz, 1H), 3.53 -
3.44 (m, 1H), 3.67 - 3.80 (m,
1H), 7.02 (d, J=8.48Hz, 1H),
4 (s, 1H), 7.76 {8, 1H),

7

7.1
8.07 {d, J=7.66Hz, 1H)

501 | 499 (R)

CH

H,C

“

cH,

OH

(400 MHz, CDCI3) 0.38 -
0.37 (m, 1H), 0.47 - 0,48 (m,
1H), 8.78 - 0.90 {m, 2H), 0.87
(d, J=6.62Hz, 6H), 1.31 - 1.35
{m, 3H), 1.52 - 1.55 {m, 1H),
1.85 - 1.87 {m, 6H), 2.00 (s,
aM), 2.25 {s, 3M), 2.31 - 2.3
{m, 6H}, 2.69 {dd, J=13.56,
4.30Hz, 1H), 2.88 - 2.99 (m,
2H}, 3.46 « 3.50 (m, ZH), 6.83
- 6.94 (m, 2H), 7.41 - 7.43 (m,
1M}, 7.51 (s, 1H)

507 | 505 (R)

A-T9

H.C CH,
H,C

(400 MHz, CDCI3) 0.35 - 0.40
(m, 1H}, 0.45 - 0.49 {m, 1H),
0.80 - 0.83 (m, 2H}), 0.87 (s,
9H}, 1.33 - 1.37 {m, 1H), 1.37
(d, J=5.85Hz, 2H), 1.82 {dd,
J=21.28, 11.14Mz, 1H), 2.00 -
2.21 {m, 3H), 2.03 {s, 3M),
2.32 - 2,45 (m, BH), 2.77 (dd,
J=13.89, 4.63Hz, 1H), 2,97
{dd, J=13.87, 10.81Hz, 1H),
3.468 - 3.55 (m, 1H), 3.66 -
3.71 {m, 1H), 7.08 - 7.10 {m,
2H}, 7.53 (d, J=9.15Hz, 1H).
7.86 {s, 1H}

501 | 499 {R)

A-BG

cH,

(300 MiHz, DM50-G6) 0.42 -
0.51 {m, 2H), 0.75 - 0.82 (m,
2H}, 0.85 (d, J=6.40Kz, 6H},
1,26 - 1.35 (m, 2H), 1.39 -
1.58 {m, 2H), 1.76 - 1.91 {m,
2H), 2.29 - 2.43 {m, 3#), 2.36
(s, 3H), 2.55 - 2.83 (m, 4M),
3.48 - 3.6% (m, 1H), 3.88 -
3.81 {m, 1H), 7.26 (d,
J=8.40Hz, 1H), 7.45 (d,
J=8.40Mz. 1H), 7.51 (s, 1H),
9.53 (s, 1H), 12.20 (brs, 1H)

507

th
o
L

(8)
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a3 NME

=

M=H | M~H

{400 MMz, DMSO-d6) .46 -
cH 0.47 (m, 2H), 0.77 - 0.80 (m,
H 3
CH o N 2HY, 0.84 (s, 6H), 1.29 (t,
2 O-pn J=6.72Hz, 2M), 1.43 - 1.51 {m,
HO 9 2H}, 1.81 - 1.84 (m, 2H), 2.0%
CH (s, 3H), 2.22 {s, 3H), 2.20 -
H 3 2.40 (m, 3H), 2.57 - 2.77 (m,
0 4H3, 3.50 - 3.54 (m, 1H), 3.72
& - 3.79 (m, 1H), 6.91 (d, 453 1 451 (8)
J=8.12Hz, 1H), .97 (s, 1H),
7.13 (d, J=8.12Hz, 1H), 9.23
(s, 1H), 12.22 (3, 1H)

A-81

(400 MHz, DMSO-d&) 0.41 -
ol 0.52 (m, 2H), 0.74 - 0.89 (m,
CH 2H), 0.84 (d, J=6.40Hz, 6H),
He = 1.24 - 1.34 (m, 2H), 1.37 -
3 b | 1.88 (m, 2H), 1.75 - 1.88 (m,
2H), 2.26 (s, 3H), 2.28 - 2.43
{m, 3K}, 2.55 - 2.87 (m, 4H),
O CH, 3.45 - 3.61 {m, 1H), 3.68 -
3.83 (m, 1H), 6.9% (d, J=8.40, | 473 | 471 (8)
1H), 7.32 (d, J=8.40Hz, 1H),
7.44 (s, 1H), 9.46 {5, 1H).
12.22 (brs, 1H)

A-82

{400 MHz, CDCI3) 0.29 - 0.34
(m, 1H), 0.58 - 0.64 {m, 1),
0.78 ~ 0.83 (m, 2H), 0.86 -
0.99 (m, 8M), 1.16 (s, 3H),
1.23 {s, 3H), 1.27 - 1.38 {m,
3M), £.50 - 1.58 (m, TH), 1.82

1.91 (m, 1H}, 1.82 (s, 3H),

.00 - 2.08 {m, 1H), 2.25 (s,

H), 2.30 - 2.48 (m, 5H), 2.78 4935 493 {5)
2.93 (m, 2H), 3.47 - 3.56 (m,

1H), 3.70 (dd, J=11.71,
4.06Hz, 1H), 6.90 - 6.93 (m,
2M), 7.06 (s, 1H), 7.21 - 7.25
{m, 1H)

2
A-83 3

{400 MHz, CDCI3Y 0.31 - 0.48
al {m, 2H), .79 - 0.84 {m, 2H),
H,C CH, H 0.87 (s, GH), 1.3% - 1.40 (m,
He O~N 1H}, 1.44 (d, J=6.84Hz, 2H),
3 b 2.02 - 2.23 (m, 4H), 2.27 {s,
o CH, 3H), 2.33 - 2.50 (m, 4H), 2.67
! - 2.77 {m, 2H), 3.03 {dd,
CH J=14.34, 9.04Hz, 1H), 3.80 -
B-1 3.80 (m, 2H), 7.02 (d, 501 | 499 {R)
J=8.38Hz, 1H), 7.13 (s, 1H),
7.78 (s, 1H), 8.09 (d,
J=8,38Hz, 1H)
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3 i 1
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T

NME

MS

M+H

M-H

AUX—H®D
MR AL

B-2

{400 MHz, CDCi2) 0.30 - 0.48
{m, 2H), 0.76 - 0.85 (m, 2H},
0.87 (s, M), 1.31 - 1.41 (m,
2H), 1.45 (d, J=6.75Hz, 2M),
1.89 - 2.13 (m, 5H), 2.13 -
2.24 (m, 1H), 2.28 - 2.51 (m,
4H), 2.52 - 2.73 (m, 1H), 2.78
(dd, §=13.72, 4.42Hz, 1),
3.00 (dd, J=13.37, 10.82Hz,
1H), 3.60 - 3.72 {m, 2H}, 7.10
(d. J=1.86Hz, 2H), 7.58 (d,
J=8.07Hz, TH), 7.75 (s, tH)

501

499

(R)

{400 Mz, DMS0-d8) 6.37 -
0.49 (m, 2H), 0.75 - 0.80 {m,
2H), 0.84 (d, J=6.80Hz, 6H),
1.30 (1. J=6.80Hz, 2H), 1.37 -
1.44 (m, 1H), 1.47 - 1.56 (m,
TH), 1.76 - 1.89 (m, §H), 2.02
(s, 3H), 2.21 (s, 3H), 2.28 -
2.41 (m, 3H), 2.61 - 2.72 (m,
2H), 3.36 ~ 3.40 (m, 2H), 3.48
- 3.56 (m, 1H), 6.90 (d,
J=B.00Hz, 1H), 5.95 {s, 1),
7.11 (d, J=8.40Hz, 1H), 9.55
{s, TH}

467

465

(R)

{400 WMHz, DMSO-d6) 0.43
0.48 (m, 2H), 0.73 - 0.77 {
2H), 0.80 {1, J=7.60Hz, 6H
1,10 - 1.47 {m, 1H), 1.20 -
1.27 (m, 3H), 1.33 &,

m,
)

1H), 1.77 - 1.86 {m, 2H), 2.12
- 248 (m, 1M}, 2.25 (s, 3H),
2.29 - 2.38 (m, 3H), 2.86 -
273 (m, 1H), 2.83 {dd,
J=14.60, 4.80Hz, 1H), 3.25 -
340 (m, 2H), 3.47 - 3.54 (m,
1H), 3.55 - 3.67 {m, 1H), 7.08
(d, J=B.80Hz, 1H), 7.25 (s,
1H}, 7.48 (¢, J=8.00Hz, 1H),
10.21 (brs, 1H)

J=6.40Hz, 2ZH), 1.38 - 1.45 (m,

501

499

(8)
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T M3 AN — | Bk
e M o o ek :
£ b5 4 i NMR Ho s
i MR MAH D gy
CH, o {400 MHz, CDCI3) 0.37 -
HC 0~{\| 0.42 (m, 2H), 0.79 - 8.85 {m,
i)
8 2H), 0.85 - 0.80 (m, 8H), G
1.32 - 1.38 tm, 3H), 1.50 - AEYL
1.58 (m, 1H), 1.B8 - 1.96 {m, 7R oL
o 1H}, 1,96 - 2.05 (m, 1H), s trans-
2.05 - 2.08 (m, 3H), 2.23 - s e
A-86 a 228 (m, 3H), 2.32 - 2.43 (m, | 479 | 477 | OUNH | E2UAL
5H), 2.57 - 2.70 (m, 1H), TR RLBDA
2,72 - 2.84 (m, 1H), 2.08 - FLLAT
3.19 (m, 2H), 3.41 - 3.66 {m, W
2H), 6.91 - 5.95 {m, 1H), et
6.95 - 7.00 (m, 1H), 7.89 - B
7.75 (m, 1H), 7.88 - 7.94 (m,
1H)
(400 MHz, CDGCH3) 0.37 - LB e S R
0.42 {m, 2H), 0.79 - 0.85 (m, 02
2H), 0.85 - 0.90 (m, &H), oanzg
1.32 - 1.38 (m, 3H), 1.50 - = -trans-
1.59 {m, 1H), 1.88 - 1.86 (m, L2-Yhh
208 308 i 2y, 225 iy
05 - 2.08 {m, L2253 ATVl =
A-B7 o 2.28 {m, 3H), 2.32 -2.49 (m, | 479 | 477 “: If FhIAT
5H), 2.57 - 2.70 (m, 1H), A B
2.72 - 2.84 (m, 1H), 3.08 -
3,18 (m, 2H), 3.41 - 3.66 (m,
2H), 5.81 - 8.95 (m, 1H),
8.95 - 7.00 (m, tH), 7.6 -
7.75 (m, 1H), 7.89 - 7.84 (m,
1H)
cH, .
oot ps oomen: srees
~ = B ' .l - . P
HC & N i 2H}, 0.85 - 0.90 (m, 6H), {\m ~5
Z o 1.32 « 4.38 {m, 3H}, 1.51 - - ianss
? 1.58 (m, 1H}, 1.88 - 1.97 {m, 1.2-Uhi
S AL ns
.04 - 2.08 {m, ,2.23 - Al —
A-88 Q 227 (m, 3H), 232 2,44 (m, | 479 | 477 | EAH L FAEAT
S5Hj, 2.80 ~ 2.71 {m, 1H), TR o
2.71 - 2.85 (m, 1H), 3.14 - 8 Ik
3.25 {m, 1H), 3.38 - 2.57 (m, .
2H), 3.57 - 3.69 {m, 1H), amas
6.91 - 6.95 {m, 1H), 6.95 - A—8EmY
5.99 (m, 1H), 7.88 - 7.75 (m, FATLA
1Hy, 7.89 - 7.94 (m, TH) -
on no 5142 tm ryoond VoEs e
o) . m, , Q. - 0. m, e
el O-p 24}, 0.85 - 090 {m, 6H}, 75 ’79
¢ Sy 1.32 - 1.38 (m, 3H), 1.51 - ~/-irans-
CHy 1,58 (m, 1H), 1.88 - 1.97 (m, 12-SH0
4 20k 308 (3 328 il
O R - 2. I, . a. - ATV T b
A-89 g 2.27 (m 3H), 232244 (m, | 479 | 477 | AURH | FAIAT
5H), 2.60 - 2.71 (m. 1H), A A
2.71 - 2.85 (m, 1H), 5.14 -
3.25 (m, 1H), 3.38 - 3.57 (m, .
2H), 3.57 - 3.68 (m, 1H), s
.91 -6.95 (m, 1H), 6.65 - ATBRT
8.89 (m, 1H), 7.69 - 7.75 {m, TAFVA
1H), 7.89 - 7.4 (m, tH) o
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M3

M+H

M-H

AUX—

i

B

(400 MHz, CDGI3) .41 -
0.50 {m, 2H), 0.83 - 0.88 {m,
2+4), 0.87 (d, J=6.62Hz2, 8H),
1.32 - 1.43 (m, 3H), 1.55 (m,
1H), 1.96 - 2.04 (m, 2H),
2.28 (s, 3H), 2.34 - 2.59 {m,
3H), 2.78 - 3.07 {m, 4H},
364- 372 (m, 1H), 3.93 -
4.00 (m, 1H), 7.03 (dd,
J=8.27, 1.65Hz, 1H), 7.15
{s, 1H}, 7.89 (s, 1H), B.12
{d, J=8.38Hz, 1H)

471

(%)

HC

CH

(400 MHz, CDCI3) 0.43 -
0.49 {m, 2H), 0.84 - 0.88 (m,
2H), 0.87 (d, J=6.62Hz, 6H),
1.38 - 1.43 {m, 3H}, 1.94 -
2.04 (m, 2H), 2,28 (s, 3H),
2.37 - 2.50 {m, 2H}, 2.50 -
2.82 {m, 1H}, 2.80 - 2.06 {m,
4H), 384 - 3.73 (m, 1H),
382 -3.89 {m, 1H}, 7.04
(dd, J=8.16, 1.32Hz, 1H),
716 (s, 1H), 7.86 (5. 1H},
8.13 (d, J=8.16Hz, 1H)

473

471

(R}

{400 MMz, CDCI3y 0.27 -
0.38 {m, 1H), 0.47 - 0.58 (m,
1H), 0.84 - 1.03 {m, ZH},
0.92 (¢, =6 40Hz, 6¥), 1.59
- 170 (m, 1H), 1.84 - 1.97
{m, 1H}, 2.08 - 2.32 (m, 2H},
2.27 (s, 3H), 2.39 - 2.57 (m,
2HY, 2.52 (g, J=7.20Hz, 2H),
2.80 (dd, J=14.40, 5 20Mz,
1H), 3.08 (dd. J=14.40,
8.60Hz, 1), 3.74 - 3.85 (m,
TH). 7.02 (d, J=8.40Hz, 1H},
742 (s, 1H), 7.23 {4,
J=8.40Hz, 2H), 7.73 {4,
J=8.40Hz, 2H), 7.80 {brs,
1H), 8.08 (d, J=8.40Hz, 1H)

509

507

(R}

C-2

(400 MHz, CDGI3) 0,18 -
0.27 (m, 1H}, 0.3§ - 0.4% (m,
THY, 0.82 - 1.02 (m, 2H),
094 (d, J=7.20Hz, 6H}, 1.50
- 1.60 {m, 1M}, 1.85 - 1,98
(m, 1H), 1.98 - 2.22 {m, 2H),
2.17 (s, 3H}, 2.34 - 2.47 (m,
2H}, 2.54 {d, J=7.20Hz, 2H),
2.61 (dd, J=14.00, 5.60Hz,
1H), 2.75 {dd, J=14.00,
10.00Hz, 1H), 3.66 - 3.53
(m, 1H}, 3.78 (s, 3H), 4.24
(dd, J=14.40, 5.80Hz2, 1H),
4.34 (dd, J=14.40, 6.40Hz,
TH), 6.20 - 6,28 (m, 1H),
6.53 - 6.57 (m, 1H}, 6.54 (s,
1H), B.95 {d, J=8 DOHz, 1H},
7.24 (d, J=B D0Mz, 2H), 7.73
(d, J=B.00Hz, ZH)

517

(R}




WO 2012/147916

[Eg25]

25/48

PCT/JP2012/061352

e b 4

L]

L

NMR

M+H

AUX —
S LARTA
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F

e
vl

Ep]

CH

{400 Midz, CDCI3) 0.38 -
0.44 (m, 1M}, 0.48 - 0.54 {m,
1H), 0.78 - 5,89 (m, 2H),
0.86 (d, J=6.82Hz 6H), 1.18
{t, J=7.00Hz, 2H}, 1.33 -

1.40 (m, 1H), 1.40 - 1.66 {m,

8H3, 1.76 - 1.80 (m, 2H),
2.03 - 2.22 {m, 2H), 2.25 (s,
3H}, 2.36 - 2.45 (m, 2H),
2.73 {dg, J=14.00, 5.36Hz,
1H}, 2.95 - 3.07 (m, 2H),
3.60 - 3.68 (m, 1H). 7.00 (d.
J=8.00Hz, 1H), 7.11 (5, 1H),
7.71 (brs, 1H), 8.06 (4,

J=8 00Hz, 1H)

515

513

(R

Yo

CH,

(400 MHz, CDCI3) 0.33 -
0.41 {m, 1H), 0.45 - 0.53 (m,
1H}, 0.80 - 0.92 (m, 2H),
0.88 {d, J=5.80Hz, 6H), 1.18
{t, J=7.20Hz, 2H), 1.32 -
1.40 (m, 1H), 1.41 - 1.70 (m,
8H), 1.78 - 1.91 (m, 2H),
1.95 - 2.16 (m, 2H), 2.28 -
2.42 (m, 2H), 2.32 (s, 3H),
2.54 (dd, J=14.40, 6.00Hz,
1H), 2.70 {dd, J=14.40,

& 40Hz, 1H), 2.96 - 3.05 {m,
1#}, 3.55 - 3.86 (m. 1H},
3.81 (s, 3H}, 4.24 - 4.37 {m,
2H), 520 {dd, 4=5.60,
5608z, 1H), 6.64 (s, 18,
6.66 {d, J=7.60Hz, 1H), 7.01
{d, J=7.60Hz, 1H}

(R}

A-90

(400 MHz, CDCI3) 0.87 (s,
9t), 1.39 {d, J=6.18Hz, 2H),
2,06 - 214 {m, 4H), 2.27 (s,
3b), 2.32 - 2.46 (m, 5H),
2.74 (dd, J=14 45, 5.62Hz,
14}, 3.02 {dd, J=14.45,

8. 83Hz, 1H), 3.44 - 2.61 (m,
2H), 5.26 {ddd, J=14.58,
8.38, 1.21Hz, 2H), 6.37 (dd,
J=17.64, 11.47Hz, 1H). 7.01
(d, J=9.TOHz, 1H), 7.14 (s,
1H), 7.82 (s, 1H), 8.07 {d,
J=8.38Hz, 1H}

487

{(R)

gL

A-91

(400 MHz, CDCI3) 0.87 (s,
9H), 1.03 {t, J=7 28Hz, 3H),
140 (d, J=11 63Hz, 2H),
2.04 - 211 (m, 4H), 2.25 -
2.3% (m, 10H), 2.75 (dd,
J=14.1%, 4.52Hz, 1H), 2.98
{dd, J=12.23, 9.70Hz, 1H),
3.31 +3.48 {m, 2M}, 7.01 {d.
J=7.94Hz, 1H), 7.13 {5, H},
7.81 (s, 1H), 8.03 (d,

J=7 84Hz, 1H)

489

487

(R}
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M+H

HO
o

SR
DR

A-92

HC CH,

H ol
Hé Oy Q. N ;\
3 ! !
% o
A OH o

(400 MHz, OMB0-d6) 0.38 -

0.43 {m, 1H), 0 A8 - 051 (m.

1), 0.78 - 0.83 (m, 2H},
0.85 (s, OH), 1.33 (4,
J=8.00H2, 2H), 1.38 - 1.45
em, 1H), 183 - 1.96 (m, 4H),
2.13 - 2.24 {m, 2H), 2.36 -
2.43 (m, 3H), 2.83 (dd,
J=15.20, 6.80Hz, 1H), 2.94
(dd, J=15.40, 8.00Hz, 1H),
3.43 - 3.50 {m, 2H), 7.84
(dd, J=8.40, 2.00Hz, 1+),
7.92 (d, J=8 80Hz, 1H}, 7.02
(d, J=2 DOHz, 1H}, 2.65 (s,
1H}

{R}

A-93

C CH,

H, o, H f
HO Oy Fae Ny
N { 3 P
o CH,
o OH

(400 MHz, CDCI3) 0.87 (s,
9H), 1.03 (1, J=7.28Hz, 3H),
1.40 (d, J=11.69Hz, 2H},
2.04 - 2.11 (m, 4H), 2.26 -
2.39 {m, 10H), 2.75 (dd,
J=14.11, 4.52Hz, 1H), 2.98
(de, J=13.23, 8.70Hz, 1H),
3.3% - 3.49 (m, 2H), 7.01 {d,
J=7.94Hz, 1H), 7.13 (s, 1H),
7.81 {s, 1H), 8.03 (d,

J=7 944z, 1H)

503 (R}

A-94

HC }
N
0 CH,

HG

(400 MHz, CDCI3) 0.87 (s,
9H}, 1.38 (d, J=5.95Hz, 2H),
2.02 - 2.08 {m, 4H), 2.27 (s,
3H, 2.35 - 2.41 {m, 5H},
2.51 - 2.61 {m, 2H}, 2.77
(dd, J=14.89, 4 74Hz, 1),
3.06 (dd, J=14.78, 10.37Hz,
1M}, 3.34 - 3.38 {m, 1H},
3.48 - 3.50 (m, tH), 3.48 (s,
3HY, 3.63 - 372 (m, 28,
7.00 (d, J=8.38Mz 1H), 7 .14
(s, tH), 7.67 (s, 1H), 8.03
(d, J=8.38Hz, 1H)

(R L

o o,

OH

(400 MHz, DMS0-d8) 0.37 -
0.46 {m, 1H), 0.49 - 0.58 (m,
1H), 0.77 - 0.50 (m, 2H),
0.85 {d, J=6 40Hz, 6H), 0.91
- 1.1 (m, 2HY, 1.07 (4,
J=7.20Hz, 2H), 1.29 - 1.85
{m, 8H), 1.87 - 1.99 {m, 2H},
209 - 2.31 {m, 2H), 2.27 (s,
3H), 2.65 - 2.89 (m, 5H},
2.42 - 3.54 (m, 1H}, 7.09 (d,
J=B.00Hz, 1H), 7.28 (s, 1H),
7.42 (d, J=8.00Hz, 1H), 0.45
(s, 1H}, 12.08 {brs, 1}

543 (R) gL
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M+H

AUX~—
Heosr
%

L
L

{400 MHz, DMS0-d6) 6.34 -
0.44 {m, 1H), 0.47 - .56 (m,
tHy, 8.73 - 0.81 {m, 2H),
C.86 {d, J=6.40Hz, 6H), 0.91
- 413 (m, 2H). 107 (1.
J=7.20H2, 2H}, 1.30 - 1.46
{m, 2H}, 1.46 - 1.92 {m, 9H),
2.06 - 2.22 {m, 2H}, 2.27 (s,
3H}, 2.43 - 2.62 {m, 2H),
2.77 - 2.88 {m, 1H}, 3.20 -
3.47 (m, 1H), 3.75 (s, 3H),
4.06 - 4.19 {m, 2H}, 6.84 {d,
J=7 20Hz, 1H), 6.76 (s, 1H),
6.89 (d, d=7.20Hz, 1H), 8.14
{dd, J=6.60, 8.00Hz, 1H),
12.08 {brs, 1H)

328

523

(R}

H,C

HO

3

(400 Mz, DMS0-d6) .15 -
0.28 {m, 1H), 0.41 - 0.51 {m,
ik}, .81 - 0.99 {m, 2H),
0.89 (d, J=7¥ 20MHz, 8H), 1.71
- 1.824{m, 1H)y, 1.82 - 2.07
(m, 3H), 2.17 - 2.38 (m, 2H),
227 (s, 3H), 2.54 {d,

J=7 20Hz, 2H), 2.80 {dd,
J=14.80, 8 40Hz, 1H), 2.92
{dd, J=14 80, 5.00Hz, 1H),
3.86 - 3.8 (m. 1H), 7.03 {d,
J=7.20Hz, 1H), 7.25 - 7.33
(m, 1H), 7.28 (s, 1), 7.40
- 7.50{m, 2H), 7.58 - .68
{m, 2H), 8.51 {5, 1H), 12.12
{brs, 1H)

309

507

{400 MHz, DMSC-d6) 0.13 -
0.23 (m, 1H}, 0.40 - 8.51 {m,
1H), 0.83 - 0.99 {m, 2H),
0.90 (d, J=7.20Hz, 6H), 1.67
-1.78 (m, 18}, 1.83-2.00
fm, 3H), 2.16 - 2.30 (m, 2H),
2.21 {s. 3H}, 2.46 - 2 62 {m,
1H), 2.55 (d, J=8.80Hz, 2H),
2.69 (dd, J=14 .40, 9.20Hz,
iH), 3.83 - 3.83 (m, 1H},
3.75 {s, 3H}, 4.07 (dd,
J=15.60, 5.00Hz, 1H), 418
{dd, J=15.60, 8.00Hz, 1H),
6.50 (d, J=7.20Hz, 1H}, 6.74
(s, 1H), 6.79 (d, J=7.60Hz,
TH), 7.31 {d, J=7.60Hz, 1H),
7.42 - 7.50 {m, 1H} 7.58 -
7.87 {m, 2H)}, 8.20 {dd,
J=6.00, 6.00Hz, 1H), 12.11
{brs, 1H)

319

517

A-95

(400 MHz, CDCI3) 0.87 (s,
9H), 1.39 (g, J=6 18Hz, 2H},
1.85 - 2.02 {m, 4H), 2.27 -
2.46 (m, 4H), 2.27 (s, 3H3,
2.50 - 2.55 (m, 3H), 2.75
(¢d, J=14.67, 10.48Hz, 1H).
3.30 - 3.44 {m, 2H}, 3.58 -
3.61 (m, 1H), 3.58 (s, 1H),
3.71 (dd, J=10.81, 5 51Hz,
TH), 3.81 (s, 3H), 4.22 -
4.33 (m, 2H), 6.07 {s, 1H),
6.07 (t, J=5.62Hz, 1H), 8.65
- 8.88 (m, 2H}, B.67 {3, 1H),
6 98 {d, =7 50Hz, 1H)

527

(R}
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A-96

H,C CH,
HG

(400 MHz, CDCI3) 0.35 -
0.40 (m, 1K), 0.45 - 0.50 {m,
1H), 0.79 - D.B7 {m, 2H),
0.87 (s, 8H), 1.33 - 1.39 {m,
1H}, 1.38 {d, J=5.98Hz, 2H},
1.92 (s, 3H), 1.92 - 2.21 (m,
4Hy, 2.33 - 2 50 {m, 5H),
2.76 {dd, J=13.55, 4 52Hz,
1H), 2.98 (dd, J=13.48,
10.70Hz, 1H), 3.46 - 3.55
(m, TH), 3.63 - 3.70 (m, 1H),
379 {5, 3H), 8,65 (d,
J=B.16Hz, 1H), 7.09 (,

J=B 160z, 1H), 7.20 {d,
J=8.16Hz, 1H), 7.58 (brs,
1H)

497

(R}

Tl

A-97

H,C CH,
H,C

H CH
0uyy O N OMe
i

o] CH,

OH

(400 MHz, DMSO-d6) 5.32 .
0.43 (m, 1H), 0.45 - 0.55 (m,
1HY, 0.73 - 0.92 (m, 2H},
.86 (s, OH), 1.30 - 1.35 (m,
1H}, £.32 {d, J=5.80Hz, 2H),
1,79 - 2.00 {m, 4H}, 1.94 (s,
3HY, 2.13 - 2.25 (m, 2H),
2.18 (s, 3H), 2.32 « 2.46 (m,
3H), 2.67 (dd, J=14.40Mz,
8.80Hz, 1M}, 2.75 (dd,

J=14 40, 8.40Hz, 1H). 3.39 -
3.66 {m, 2H), 3.80 (s, 3H),
6.88 - 6.98 (m, 2H), 9.29 (s,
1H). 12.08 (brs, 1H)

509

(R}

A-98

(400 Mz, DMS0O-d8) 6.31 -
0.41 {m, 1H), 0.44 - 0.53 (m,
1H), 0.68 - .93 {m, ZHY,
0.86 (s, §H). 1.30 ~ 1.43 {m,
1H), 1.36 (d, §=6.Q0Mz, 2H),
1.78 - 1.97 {m, 4H), 2.05 -
2.25 (m, 2H), 2.13 (s, 3H),
2.22 (s, 3H}, 2.32 - 2.54 (m,
4H), 2.89 (dd, J=14.40,

8. 40H2, 1H), 313 - 3.48 (m,
1H), 3.48 - 3.63 {m, 1H),
4.07 {dd, J=14.80, 5.60Hz,
1H), 4.20 {dd, J=14.80,
5.60Hz, 1H), 685« 6.87 {m,
2H), 6.83 (s, 1H), 8.17 (dd,
J=5.60, 5.80Hz, 1H), 12.07
{hrs, 1H)

493

(RS

A-99

H,C CH,
HO

K3

(400 MHz, DMSO-d6) §.353 -
0.56 (m, ZH), 0.71 - 0.85 {m,
2M), 0.85 (s, 9H), 1.28 -
1.47 (m. 1H), 1.24 {d,
J=6.00Hz, 2H), 1.78 - 1.98
(m, 4}, 2.88 - 2.31 (m, 2H),
2.36 (s, 3H), 2.31 - 2.45 (m,
aH}, 2.72 (dd, J=14.80,
7.20Hz, 14}, 2.81 (dd,
J=14.80, 8.00Hz. 1H), 3.16 -
3.62 (m, 2H), 6.93 {d,

J=8 00Hz, 11, 7.04 (¢,
d=11.4Hz, 1H), 7.61 (dd,
J=8.60, 8.00Hz, 1H), $.63
(s, 14, 12.08 (brs, 1H)

483

(R}
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M3

M+H

AUX—
B

el

B
iR

E

A-1006

{400 MHz, CDCI3) 0.37 (dd,
J=9.58, 4.52Hz, TH), 0.49
{dd, J=9.70, 4.63Hz, 1H),
0.82 {dd, J=8,27, 4 T4Hz,
2H), 0.87 {s, SH), 1.33 -
138 (m, 1HY, 1.37 (d,
J=5.73Hz, 2H), 1.98 - 2.12

{m, 7H), 2.38 - 2.42 {m, 5H},

2.77 (dd, J=13.78, 4 74Hz.
1H), 2.96 {dd, J=13.78,
10.70Hz, 1#), 3.50 - 3.52

{m, 1H}, 3.67 -~ 3.6% (m, 1H),

881 - 883 {m, 20, 7.41
{dd, j=8.49, 8.08Hz, 1H),
7.76 (s, 1H)

[

A-101

(400 Mz, CDCI3) 0.48 -
0.50 (m, 1H), 0.81 (¢,
J=5.29Hz, 1H), 0.90 (s, GH),
0.95 - 0.96 {m, 2H), 1.47
(dd, J=12.90, 7.39Hz, 3H),
2.13 (s, 2H), 2.31 - 2.34 (m,
8H}, 2.2 (f, J=14.78Hz,
2H}, 2.79 (dd, J=13.45,
4.63Hz, 1H), 3,06 {dd,
4=13.34, 10 70Hz, 1H), 3.54
- 357 {m, 1H}, 4.77 - 4.78
(m, 1M}, 6.97 {d, J=8 38Kz,
1H), 7.08 (5, 1H), 7.83 (d,
J=8 38Hz, 1H), 7.90 (s, 1H)

469

{R)

A-102

H,C CH,
HC

Q7 "OH

(400 MMz, CDCI3) 043 -

0.46 {m, 2H), 0.84 - 0.87 (m,

1H), 0 86 (5 8H), 1.24 -

136 (m, 3H}, 1.81-2.19 {m,

84), 2.36 - 2.42 fm, 5H),
2.78 {dd, J=13.78, 4.52Hz,
1), 3.00 {dd, J=13.886,
10.70Hz, 1H), 3.46 - 3.55

{m, 1H3, 3.85 - 3.67 (m, 1H},

8.70 - 6.72 {m, 1H), 7.04 (1,
J=7 28Kz, 1H}, 7.58 (dd.
J=10.81, 2.43Hz, 14}, 7.81
(s, 1H}

483

CH,

{400 MHz, CDCI3) 053 -

¢ 66 (m, 1H), 0.88 - 0.97 {m,

5H}, 115 - 1.18 (m, 4H),
1,52 - 1.54 (m, 1H), 1.68 -

1.71 {m, TH), 2.12 - 2.14 {m,

2H), 2.26 - 2.31 (m, 5H),
2.80 (dd, J=13.78, 4.74Mz,
1H), 3.05 (dd, J=13.23,
10.84Hz, 1H), 3.58 (s, 1H),
4,30 {1, J=7.94Hz, 2H). 5.87
(d, J=8 38Hz, 1H), 7.08 (s,
1HY, 7.89 (d, J=7.72Hz. 2H)

487

485

(R}
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NMR

Ms AUX -

FR

M+H

S TARA
Y

L

{400 MHz, CDCI3) 0.45 -
0.48 {m, 1H}, .88 - 1.02 {m,
5H}, 119~ 1.30 (m, 4H),
1.44 - .51 {m, 1H), 1.85 ~
1.78 (m, 7H), 2.02 - 2.10 {m,
5H3, 2.15 - 2.33 (m, 5H},
2.63 - 2.8t {m, 2H), 3.51 (1,
4=5 51Hz, 1H), 4.06 {dd,
J=14.87 4.968Hz, 1H), 4.22 -
429 (m, 3H), 6.64 (1,
J=6.82Hz, 1H}, 6.78 (d,
J=7.72Hz, tH), 6.84 - 6.87
(m, 27}

481

479 (R} Tl

A-103

(400 MMz, CDCI3) 0.51 (s,
1H), 0.87 - 0.89 {m, 10H},
0.95 {d, J=8.28Hz, 2H), 1.44
- 1,49 (m, 3H}, 1.87 (s, 3H),
2.06 - 2.08 (m, 28), 2.27 -
2.38 (m, 8H), 2.62 - 2.63 (m,
2H), 2.81 (dd, J=13.23,
4.63Hz, 1H), 3.03 (1,

J=12 38Hz, 1H), 3.58 - 3.60
{m, 1H), 4.75 - 4.84 (m, TH},
.86 - B.B7 (m, 2M), 7.18 (d,
J=8.82Hz, 1H), 8,05 (s, 1H)

481

479 (R) 230

A-104

H,C CH,

Oy N
O-N
H,C
' N Q
o} CH,

(400 MHz, CDCI3) 0.31 -
0.37 {m, 1H}, 0.4% - 0.55 (m,
1H), 0,80 {dd, J=8.40,
1.90Hz, 2H), 0.85 (s, 9H),
1.28 - 4.28 {m, 3H}, 1.89 -
2.04 {m, 4H}, 2.25 (1,
J=7.80Hz, 2H), 2.31 - 2.40
(m, TH), 2.6 {dd, J=16.20,
7 10Hz, 1H), 3.20 {s, 3H},
3.45 (1, J=5.50Hz, 1H), 3.58
{t, J=7.00Hz, 1H), 7.04 (d,
J=8.10Hz, 2H), 7.8 (d,
J=8 10Hz, 2H}

481

479 {R} L

H,C CH,

O-y
HG %‘@\CHS
9
O

(400MHz, CDCI3) 0.36 -
0.43 (m, 1H), 0.51 - 0.80 (m,
1H), 0.79 - 0.90 {m, 2H),
0.84 (s, 9H), 1.36 (d,
J=B.60Hz, 2H), 1.37 - 1.43
{m, 1H), 1.99 {1, J=10.10Hz,
2HY, 2.07 - 2.15 {m, 2H),
227 {s, 3H), 2.30 - 2.43 (m,
54, 2.69 (dd, J=16.00,
5.50Hz, 1), 3.01 {dd.
J=16.00, 7.20Hz, 1H), 3.1
(td, J=8.40, 0.10Hz, 2},
3.45 - 3.54 (m, tH), 3.75 (1,
J=6.90Hz, 1H), 3.99 - 4.13
{m, 2H), 6.94 {d, J=8.80Hz.
2H), 8.03 (d. J=8.10Hz, 1H)

493

491 (R} L
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NMR

M3

B

AUN -~

M+H

M
Ll

A-106

CH, Gl
H,G CH,

Q. N
O-n i
?"fgc N ! Y @\
o]
OH

CH,

(400 MHz, CDCI3) 0.32 -
0.58 (m, 24}, 0.80 - 4.89 (m,
11H), 1.23 - 1.38 {m, 3H),
1.90 - 2.04 (m, 4H), 2.20 -
2.80 (m, 10H), 3.13 {s, 2H),
3.18 (s, 1H}, 3.41 . 3.52 {m,
1H). 3.56 - 3 B8 {m, 1H},
7.08 - 7.14 {m, 2M), 7.26 -
7.30 (m, 1H}

513

A-107

(400 MHz, CDCI3) 6.35 -
0.71 {m. 4H), 0.80 - 1.02 (m,
13H), 1.33 - 1.37 (m, 3H},
4,59 (s, 1H), 1.90 - 2.49 (m,
4H), 2.35 - 2.42 {m, BH},
2.78 {dd, J=13.78, 4 74Hz,
1H), 3.01 (dd, J=13.56,
10.26Hz, 1H), 3.43 - 3.52
{m, 1H}, 3.86 - 3.67 (m, 1H}.
£.98 - 7.07 {m, 2H}, 7.16 {1,
J=7 B1Hz, 1H), 7,67 (d,
J=7.94Hz, 1H), 8.02 {5, 1M}

491

{R) Tl

A-108

(400 MHz, GDCI3) 0.37 -
0.43 (m, 1H), 0.46 - 0.52 (m,
1H), 0.75 - 0.88 (m, 2H),
©.85 (s, 8H), 1.33 - 1.38 (m,
1H), 1.35 {4, J=5.00Hz, 2H),
1.89 - 2.12 (m. 3H), 2.19
(dd, J=14.10, 7.10Hz, 1H),
2.31 - 2.44 (m, 54, 2.44 (s,
3H), 2.76 (dd, J=14.30,
4.80Hz, 14}, 2.91 {dd,
J=14.30, 10.10Hz, 1H}, 3.44
- 3.54 (m, 1H), 3.71 (dg,
J=9.50, 5.10Hz, 1H), 7.15
{d, J=8.40Hz, 1H), 7.48 (d,
J=8.50Hz, 1H), 7.76 (s, 1H},
8.44 (brd, J=14.20Hz, 1H}

490

{R) 238

A-109

H,G CH,
H.C

{400 MHz, DMSO-d8) 0.31
- 042 (m, 1H), B.46 - 0.5
& {m, 1H}, 0.72 - 0.81 (m,
2H), 0.86 (s, 9H}, 1.29 -

1.46 {m, 1H} 1.35 {d, J=5
6Hz, 2H). 1.78 - 1.97 (m,

4H), 1.85 {s, 3H), 2.08 - 2
23 {m, 2y, 211 (s, 3H},

2.31 - 2,46 (m, 3H}, 2.64

{dd, J=14 .40, 6.80Mz, 1H),
2.73 (dd, J=14.40, B 40Hz
. TH) 3017 - 3.82 (ra, 2H).
6.60 (d, J=8.00Hz, 1H), 6
81 (4, J=5.00Mz, 1H}, 8.1
& (brs, 1H}, 8.24 {s, 1H)

12.08 (brs, 1H}

497

495

(R
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MS AU - | BEE
% NMR M A
M#H | M-H i
{400 MHz, CDCIZ) 0.85 (s,
CH, 8Hj, 1.37 (d, J=6 30Hz, 2
HY, 2.02 - 217 (m, 4H), 2,
25 {s. 3H}, 2,37 - 2.47 (m,
§H), 2.73 (dd, J=14.40, 5.
A-110 80Hz, 1H), 2.99 (dd, J=15. | 520 527 (R} L
20, 8.50Hz, 1H) 3.56 - 3.
68 (m, 2H), 7.02 {d, J=8.1
OHz, ), 7.14 (s, 1H), 7.6
1 (s, 1H), 8.11 {d. J=8.40
Hz, 1H}
(400 MHz, CDCI3) 0.34 - 0
3% (m, 1H), 0.40 - 0.45 (
" CH, m, 1H), 0.Y8 - .83 {m, 2
H,C CH, oon OsN ‘ Hy, 0.88 (s, 9H), 1.29 - 1.
MO -N 36 (m, 1H), 1.36 (d, J=4.4
E N OHz, 2H), 1.80 {dd, J=20.2
o] CN 0, 10.50Hz, 1H), 2.03 (dt,
on J=20.30, §40Hz, 2H), 2.15
{3, 3H), 2.19 (1, J=7.10Hz "
A-111 1My, 238t J=23.80, 7, 492 490 { R %L
B0Hz, 8H), 2.78 (dd, J=13.
60, 3.80Mz, 1H), 3.03 {dd,
J=14.40, 10 90Hz, 1H), 3.
49 {tt, J=9.70, 4.10Hz, 1H)
. 3.62 (id, J=10.40, 5.90Hz
C1H), 7.38 (s, 1H) 7.43 ¢
d, J=B.80Hz, 1H), 805 {d,
425 30Hz, 2H)
(400 MHz, DMS0-d6) 0.35
- 0.44 {m, 2H}, 0.72 . 0.8
2 (m, 2H), 0.83 (1, J=7.83
H Ct Hz, §H), 1.30 (t, J=6.73Hz,
CH, Ouny Ox N 2H}, 1.36 - 1.43 (m, 1H),
HC N 145 - 1.55 (m, 1H), 1.79 b s
N - 1.8% (m, 2H), 1.96 (dd, SR
CHy 1 j=p2.05, 11.25Hz, 1H), 2.1 . -
0 {di, J=15.88, B.45Hz, 1H AUy | <-irans-t,
A-112 OH b, 2.26 (s, 3H), 230 - 2.4 499 497 2-ThnaRk
g 4 (m, 4M). 245 - 2.47 (m, T e
TH), 2.85 - 2.05 (m, 1H), z
3.31 - 3.33 (m, 1H), 3.40 LT
(g, J=B.67Hz, 1H), 3.51 - HEH
381 (m, 2HY, 7.09 (dd, J
=850, 1.54Hz, 1#), 7.28 (
d, Js1.10Hz, 1H), 7.46 (d,
J=8.18Hz, 1H), 9.44 (s, 1
H}
{400 MHz, DMS0-d8) 0.40
{d, J=3.08 Hz, 2H), 0.78 .
oH o ¢ (dd, J=8.16, 1.76Hz, 2H). 4-F &L
3 0y OuprNe g 0.85 (dd, J=8.51, 4.08Hz, TR
H,G i | 6H), 1.30 (1, J=6.84Hz, ZH Setrans-1
N e 1) 141 (d, J=9.32, 5 15Hz DS
* LR, 1.48 - 1.55 {m, 1H), er = A
1.83 (1, J=10.50Hz, 2H), Auxy | PHEDAT
A-113 CH 2.02 (dt, J=30.80, B.66Hz, 494 497 e | HTATIL
0 2H). 2.27 (4. J=6.62Hz, 3H FER T my
b, 2.37 {t, §=17.53, B.40H -
z, 4H), 2.98 (1, J=7.83Hz, :
1HY, 3.38 (1, J=9.26Hz, 2H A—1120
). 3.81 - 3.83 (m, 2H), 7.1 SFRAFL
0 (d, J=7.54Hz 1H), 7.28 F7—
{5, 1H), 7.47 (d, J=8.82Hz,
1H), 9.46 (s, 1H)
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NMR

(400 MHz, CDCI3) G.12 - O
20 {m, tH), 0.25 - 0.33 (
m, 1H), 0.81 - 0.75 (), 2
H), 0.93 (d. J=5.80Hz, 5H)
L 151 - 182 (m, 1H), 1.84
. 1.98 (m, 1H), 210 - 2.3
4 {m, 2H), 2.27 {s, 3H), 2
44 - 256 (m, 2H), 2.51 (d
. J=7.20Hz, 2H), 2.81 {dd,
4=14 40, 560Hz, 1H), 3.1
0 (dd, J=14.40, 9.20Hz, 1H
). 369 - 3.82 (m, 1H), 3.7
7 s, 3H), 6.73 (s, 1H), 6.
76 (d, J=8.00, 1H), 7.02 (4
. J=B.40Hz, 1H), 7.14 {s, 1
H), 7.27 {d, J=8.00Hz, 1H)
. 7.89 (s, 1H}, B.09 (d, J=
B.40Hz, 1H)

C-6

{400 MHz, CDCI3) 0.25 - 0
35 (m, TH), 0.44 - 0.54 (
m, 1H), 0.82 - 0.8¢ (m. 2

H), 0.82 {d, J=8.80Mz, BH)
. 1.56 - 1.68 (m, 1H), 183
- 186 (m. 1H), 212 - 2.3
2 {m, 2H), 2.27 {5, 3H), 2.
40 - 2.53 {m, 2H), 2.46 (d
| J=6.80Hz, ZH), 2.81 (dd,
J=14.40, %.20Hz, 1H). 3.0
¢ (dd, J=14.40, 9.20Hz, 1H
}, 3.76 - 3.87 {m, 1H}, 8.7
8 (d, J=8.00Hz, tH), 5.8%

(s, 1H), 7.02 (d. J=8 40Hz,
TH), 7.14 (s, 1H}), 7.50 (d
. I=8.40Hz. 1H), 7.78 (s,

1H), .08 {d, J=8.80Hz, 1H
H

A-114

{400 MHz, CDCI3) 0.38 - 0
46 (m, TH), 0.4% - 0.56 (
m, 1H), 0.80 - 0.85 {m, 2
H), 0.86 {s, 9H), 1.38 (d,
J=5_10Hz, 2H), 1.41 @, J=
6.50, 1.70Hz, 1H}, 1.96 -
2.23 (m, 4H), 2.32 (s, 3H),
2.35 . 2.45 (m, 5H), 2.79
{dd, J=14.80, 5.70Hz, 1H)
. 3.03 (dd. J=15.00, 8 80H
7, 1M}, 351 (ddd, J=18.00,
10.10, 7.30Hz, 1H), 3.66
(dt, J=14.70, 6.50Hz, 1H),
7.33 (dd, J=7 50, 2.00Hz,
TH), 7.35 (d, J=1.80Hz, 1H
), 7.96 (s, 1H), 8.05 (d. J
=8 20Hz, 1H}

A-115

(400 MHz, GDCI3) 0.35 - @
42 (m, 1H), 044 - 0.4% ¢
m, 1HY, 0.78 - 0.91 {m, 11
H), $.31 - 1.40 {m, 3H), 1.
91 - 2.22 (m, 4H), 2.27 (s,
3HY, 2.31 - 2.48 (m, 5H).
2.74 (dd, J=14.18, 5.12Hz
. THY 2.85 - 3.08 (m, 1H),
3.45 - 3.54 {m, 1H)}, 3.60
- 387 (m, 1HY, 7.02 (d, J
=B 37Hz, tH), 7.13 (s, 1H}
. 7.78 {s, 1H), 8.06 (d, J=
§.37Hz, 1H)

PCT/JP2012/061352
M3 AUR— | BB
HOS gkt
MR MAB g | g
539 | 537 | (®) L
525 523 { R N
492 | 490 | (R L
561 499 (8 L
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NMR

M3 AUX -

R R

M+H

HOE
s

ST
3 8

H,G. CH,
HO
o eH,

{400 MHz, CDCI3) 0.31 - 0
38 (m, 1H), 040 - 0.48 {

m, tH), 8.78 - 089 (m, 14
HY, 1.31 - 1.3 (m, 1H), 1.
44 (d, J=6.98Hz, 2H), 2.00
- 222 {m, 4H), 227 (s, 3
MYy, 2.32 - 2.5% (m, 4H), 2.
83 ~ 2.80 {m, 2H), 2.97 -

3.08 (m. 1H), 3.59 - 3.69

{m, 2H), 7.02 (d, J=8.37Hz
C UMY, 7.13 (s, iH) 7.80 ¢
s, 1H), 8.07 {d. J=8.37Hz,

1H)

501

499 [ Tl

{400 MHz, CDCI3) 010 - 0
.20 {m, 1H), 0.22 - 0.32 {
m, 1H}, 0.685 - 078 (m, 2

My, 0.82 {(d. J=7.20Hz, 6H}
. 1.48 - 180 {m, 1H), 1.82
- 1.96 (m, TH), 2.10 - 2.3
8 {m, 2H), 2.21 (s, 3H), 2.
28 (s, 3H), 2.41 - 2.57 {m,
2HY, 2.48 (g, J=B.00Hz, 2
M), 2.83 {dd¢, j=14.00, 560
Hz, 1H), 3.08 (dd, J=14.00
. 920z, 1H), 3.70 - 3.81

(m, 1H) 6.98 - 7.07 {m,

M), 714 §s, 1H), 7.23 (4,
J=7 80Hz, 1H), 7.88 (s, 1
M}, 8.08 {d, J=8.40Hz, 1H)

523

521 (R L

A-116

(400 MHz, CDCI3) 0.38 - §
A1 (m, 1H), 0.44 - 0.49 (

m, tH), 0.80 - 0.86 (m, 2

H}), D87 {s, 8H}, 1.32 - 1.
39 (m, 3H), 1.94 - 2.18 (m
. 4H), 2.27 (s, 3H), 2.32 -
2.44 (m. 5H), 2.72 (dd, J
=14.40, 5.60Hz, 1H), 3.00

(dd, J=14.40, 9.60Hz, 1H),
3.45 . 3.54 (m, 1H). 3.56
- 383 {m, 1H), 3.65 (s, 3
H), T.02 {dd, J=8.40, 1.60

Hz, 1H). 7.14 {d, J=1.20Hz
1K), 7.73 (s, 1H), B.09 {
d, J=8.40Hz, 1H)

L
n

513 { R} L

A-117

(400 MHz, CDCIS) 0.85 (s,
9H), 1.37 (d, J=5.40Hz, 2
H), 2.00 - 2.07 {m, 3H), 2.
18 (dt, 4=20.10, 6.90Hz, 1
H), 2.26 (s, 3H), 2.32 - 2.
48 (m, 5H}, 2.87 fdd, J=14
40, 4.50Hz, 1H), 3.02 {dd.
J=15.10, 10.90Hz, 1H}, 3.
43 - 3252 (m, 1H), 3.55 -
3.82 {m, tH), 4.45 (dd, J=
20.06, 12.00Hz, ZH), 5.98
(d, J=8.60Hz, 1H), 7.12 (s,
iH), 7.7% (s, 1H), 7.91 (d
. JB.40Hz, 1H)

491

489 {R) LA
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[E435]
IS Il S
et M3 AUX- | TR
Py Ht2 - NME MO | 3y gy ae
g M+H L M-H g | o
4 AR
(400 MHz, DMSO-d8) 0.39 ,;gij;
cl (s, 2H), §.78 (dd, J=8.27, -
CH, Oon O i 2.90Hz, 2H), 6.85 (dd, J= e-irans-1,
e \H?‘ ® ng SiSSHZElH?H%‘ 3;3{? {3 22 A
SN =G, z, .1 , T
CH,  {=5.28Hz, 1H), 1.48 - .56 ~BIi7
(m, 1H), 1.2 - 1.87 (m, 2 ’*’f;;;;“’
-OH H), 1.98 - 2.08 {m, 2H), 2. ALX-H JEE:
A-118 g 27 d, J=6.84Mz, 3H), 233 | 197 | 497 e .
- 241 {(m, 4H), 2.87 - 3.0 _
1 (m, 1#), 3.38 - 3.42 (m, A-1120)
2H), 3.51 - 358 (m, 2H), HEEEN
7.08 - T.11 (m, 1H) 7.28 EEA-TT
(s, tH}, 7.46 - 7,48 {m, 1 amiiE R
H), 9.44 (5, 1H), 12, .
S e T, 2T (er & DR
&%
w G
MG CH, o. § (400 MHz, CDCI3) 0.36 - ¢
o O-n (47 (m, 2H), 0.B0 - 0.54 (
s 4 | m, 2H), D.B0 - 0.85 {m, 13
0 H), 1.32 - 1.3% (m, 3H), 1.
A 77 - 1.84 (m, 1H}, 1.96 -
OH 216 {m, 4H), 2.36 - 2.39
A-119 O s it S e 2 527 | osas | owy fil
=14.11, 9.70Hz, 1H), 3.47
- 352 (m, TH), 3.84 s, 1
H}, 6.81 (dd, J=B.60, 1.98
Mz, 1H), 7.02 (d, J=1.98Hz
. 1H), 7.82 (s, 1H), 8.03 (
d, J=8 60Hz, 1H}
(400 Mz, DMSO-d8) 0.34
- 042 {m, 1H), 0.42 - 0.5
4 {m, 1H}, 0.67 - 0.86 {m,
13H), 1.13 - 1.22 (m, 2H)
L 1.28 -1.38 (m, 2H), 1.36
- 146 {m, 1H), 1.78 - 1.9
7oim, 2H), 241 - 223 ¢m,
A-120 2H), 2.23 - 2.29 {m, 3H), | 515 513 (R} A4
2.28 - 2.42 {m, 2M), 2.61
- 2.88 (m, 3H}, 3.40 - 3.4
7 {m, 1H), 3.47 - 3.5% (m,
1H), 7.07 (d, J=5.34Hz,
1H), 7.27 {brs, 1H), 7.42 {
d, J=40 01Hz, 1H), 8.42 (b
s, 1H), 12.03 (brs, 1H}
u F
HG CH, - (400 MMz, DMSO-d8) 0.3
\“ﬁl 3 - 0.44 (m, 1H), (.44 - 0.
md 55 {m, M), 0.71 - .86 {m
E 2 CHy | 14y, 142 - 1.24 (m, 26
\/LOH ), 1.27 - 1.35 (m, 2H), 1.3
5 - 1.47 (m, 1H), 1.80 - 1.
4 2 - 2.
A-121 ?52‘3{}‘?'2?2)‘“22120 gmzzskg?,' 499 1 497 1 (R L
229 - 2.44 {m, 3H}, 2.62
< 2.89 {m, 2H), 3.38 - 3.6
3 {m, 2M}, 6.87 - 6.95 {(m,
1H), 7.00 - 7.08 (m, 1H),
7.53 - 7.66 {m, 1H). 9.68
(brs, 1H}
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NMR

MS

HORbR

M+H

574 1
5

- At

s

A-122

HE GH,

{400 MMz, DMSO-d8) 0.71

- 0.85 {m, gH}, 112 - 1.2
2 (m, 2HY, 1.29 - 1,38 {m,
2H}, 1.84 - 2.02 (m, 4H),
2,14 - 224 fm, 2H), 2.24
- 230 (m. 3H), 237 - 2.4
8 {m, 3H), 275 - 2.88 {m,
ZH}, 3.40 « 3.8 (m, 1H),
3.62 - 3.79 {m, 1M}, 7.06
- .14 {m. 1HY), 7.29 (brs
tHy, 7.40 - 7.48 (m, 1H),
9.53 (brs, 1H), 12.13 (brs
. 1H)

A
=
Lad

{ R L

A-123

(406 MMz, CDCI3) 0.85 (s,
94), 137 (4, J=6.30Hz, 2
My, 201 - 2.21 (m, 4H), 2.
26 (s, 3H), 2,31 - 2.50 {m,
5H), 2.78 (dd, J=15.10, 5.
30Hz, 1H), 2.96 {dd, J=14.
o7, 8.80Mz, 1H). 3.48 - 3.
82 (m, 2H), 6.86 (1, J=54.7
OHz, 1H), 7.01 (d, J=8 80H
2, 1H), 7.13 (s, 1K), 7.61

(s, 1H}, 8.07 (d. J=8.10Hz,
1H)

509

(R

A-124

(400 MHz, GDCI3) 0.50 - 0
51 {m, 1H), 0.83 - 0.85 ¢
m, 1H), 0.87 (s, $H), 0.85
- 0.98 (m, 2H), 1.46 - 1.5
1 (m, 3H), 212 - 2.44 {m,
2H), 221 - 245 (m, §H),
2.58 - 2.68 {m, 2H}, 2.80
(dd, J=13.58, 4 74Hz, 1H)
. 3.00 - 3.06 {m, 1H), 3.56
< 3.87 (m. 1M), 475 - 4.7
9 (m, 1H}, 6.79 (t, J=10.37
Hz, 2H), 7.78 (t, J=8.18Mz,
1H), 8.08 (s, 1H)

485 485

(R

(400 MHz, CDCI3) 0.29 - O
40 (m, 1H), 0.80 - 0,70 {
m, 1H), 0.75 - 0.92 (m, 2
H), 0.98 (s, 9H), 1.48 - 1.
58 (m, 2H), 1.63 - 1.73 (m
. 1H), 2.08 - 2.32 {m. 2H).
2.26 (s, 3H), 2.32 - 2.45
(m, 2H}, 2.59 - 2.70 (m. 2
H}, 2.85 {dd, J=14.00, 4.80
Hz, 1H), 3.12 (dd, J=14.00
. 10.00Hz, 1H), 3.58 - 3.8
8 (m, 1H), 7.00 {2, J=8.40
Hz, 1H), 7.11 (s, 1H), 7.29
(d, J=8.40Hz, 2H), 7.38 (
g, J=8.40Hz, 2H), 7.75 (s,
1H), 7.97 (d, J=B.40Mz, 1#
}

th
[
~1
wh
Ld
wh

(R L
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M+H

AUX—
H&ax
& {5

i
i

‘SQ x
e
7

(406 MMz, CDCI3) 0.30 - 0
39 (m, 1H), 0.60 - 0.69 {
m, tH), 6.74 - 0.98 (m, 2

H}, G.93 (s, 9H}, 1.64 - 1.
76 (m, 1H), 2,11 - 2.31 {m
. 2H), 2.26 (s, 3H), 2.32 -
2.49 (m, 2H), 2.57 {s, 2H
}, 2.86 {dd, J=13.60, 4.80H
z. 1H), 3.12 (dd, J=13.60,

10.60Hz, 1H), 3.58 - 3.70

{m, M), 7.60 {d, J=8.00Hz
,1HY, 7011 (s, 1H), 7.23 (
d, J=B.00Hz, 2H), 7.35 (d,
J=8.00Hz, 2M), 7.76 (s, 1
H), 7.97 (¢, J=8.00Hz, 1H)

521

L

A-125

(400 MHz, DMSO-d6) 0.4%
- 0.55 (m, tH), 0.74 - 0.8
6 (m, t1H), 0.86 - 0.98 (m
,2H), 1.16 - 1.25 {m, 2H},
1.35 - 1.43 (m, 2H), 1.47
< 1.61 (m, 1), 1.82 - 1.9
6 (m, 2¥), 2.00 - 2.19 {m,
SH), 219 - 2.30 (m, 3H},
2,66 - 2.85 (m, 4H), 4.79
- 497 (m, 1H), 7.02 - 7.1
2 (m, M), 7.22 - 7.28 {m,
1H), 7.32 - 7.38 (m, 1H),
§.20 - 9.40 (m, 1H), 11.8
6 - 12.08 (m, 1H)

513

513

(R

A-126

H,c_FHy

(400 MHz, DMSO-¢8} 0.72
- 0.84 {m, 11H), 1.16 - 1,
28 (m, 2H}, 1.35 - 1.43 (m
. 2H), 1.87 - 2.01 (m, 28,
2.01 - 212 {m, 1H), 2.18
- 2.37 (m, 5H), 2.59 . 2.7
3 (m, 2H), 2.73 - 2.98 (m,
2H}, 3.42 - 3.55 (m, 1H),
4.80 - 5.00 {m, 1H), 7.03
- 7.10 (m, TH), 7.23 - 7.2
8 (m, 1H), 7.32 - 7.42 (m,
1H}, 938 - 9.54 (m, 1H),
12.05 {brs, 1H)

543

541

(R}

A-127

(400 MHz, DM50-d8) 0.4
2 - 0.56 (m, 1H), 0.73 - 0.
83 (m, 13H), 0.88 - 0.97 {
m, TH), 1.14 - £.26 {m, 2

H), 1.24 - 1.41 (m, 2¥), 1.
50 - 161 {m, 2H), 1.77 -

1.92 (m, 1H), 1.96 - 2.09

{m, 1H}, 2.08 - 2.18 (m, 2
H), 2.18 - 2.28 (m, 3H), 2.
53 - 2.81 {m, 5H), 4.75 -

4.83 {m, 1H), 8.83 - 6.94

(m. 14}, 6.94 - 7.03 (m, 1
H), 7.44 - 780 {m, 1H), 9.
49 (brs, 1H}, 11.88 {brs, 1
H)

499

497

(R
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MS

M+H

735 IR

A-128

F

HG CH, o O
BING

H c—{’
) N P
0 cH,
I OH

F

(400 MHz, CDCI3) 0.85 (s,
oH), 1.35 (d, J=6.30Hz, 2
H), 1.87 - 2.14 (m, 4H), 2.
26 (s, 3H), 2.33 (1, 4=7.40
Hz, 2H}, 2.37 - 2.48 (m, 3
H), 2.72 (dd, 4=15.00, 5.80
Hz, 1H), 2.94 (dd, J=14.90
, 880Hz, 1H), 3.52 - 3.65
(m, 2H), 6.83 (d, J=5B60H
z 1H), 8.85 (5, 1H), 7.52
(s, 1H), 7.39 (1. J=8.10Hz,
1H)

513

511 {R;

A-129

(400 MHz, CDCI3) 0.86 (s,
gH), 1.37 (d, J=6.00Hz, 2
Hy, 2.00 - 2.20 {m. 4H), 2.
13 {5, 3H), 2.25 {s, 3H), 2
37 - 2.48 (m, BH), 2.71 {
dd, J=14.20, 8.00Hz, 1H},

2.95 (ad, J=14.20, 9.10Hz,
1H), 3.56 - 3.88 (m, 2H).
6.87 (5, tH), 6.88 (d, J=8
B0Hz, 1H), 7.13 (s, 1H), 7
49 {d, J=8.80Hz, 1H)

509

507 { R}

A-130

HG CH,
FLG

{400 MHz, CDCI3) 0.35 . §
41 (m, 1H), 0.44 . G.50 |
m. 1H), 0.80 - 0.84 {m, 2
H}, 0.85 (s, 9}, 1.37 (d,
J=5.80Hz, 2H), 1.93 - 2.21
(m, 4H), 2.30 + 2.44 (m,
5H), 2.74 (dd, J=14.20, 5.3
OHz, 1H), 2.98 (dd, J=14.4
0, 9.30Hz, 1H}, 3.4% (ddd,
J=18.40, 9.60, 8.30Hz, 1H
}, 3.84 (ddd, J=14.30, 7.00
, 5.60Hz, 1H), 6.97 - 7.09
(m, 3H}, 7.72 (s, 1H), 8.1
7 (1, JS7.70Hz, 1H)

471

469 | (R
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NMER

M3

AUX— | B

M+H

s
o L

R (s
R

A-131

(400 MHz, DMS0-d8) 0.80
- 0.92 (m, 3H), 1.34 - 1.4
& {m, ZH), 1.8% - 2.02 (m,
2H), 2.02 - 217 (m, 2H),
217 - 2.38 {m, 8H), 2.59
- 276 (m, 2H), 2.76 + 2.9
4 {m, 2H), 3.38 - 3.55 (m,
1H), 4.80 - 5.01 (m, 1H),
7.02 - 7.13 {m, 1H), 7.21
- 7.30 {m, 1H), 7.32 - 7.4
1 (m, 1H), 832 - ©.54 (m,
THY, 1182 - 52.23 (m, ¢

H}

527 1 (R) HL

A-132

(400 MHz, DMSO-d6) 08
0 - 0.80 {(m, 94), 1.84 - 1.
98 (m, 2H), 2.03 - 2,15 (m
. 2H), 218 - 2.34 {m, BH},
2.58 - 2.88 {m, 2H), 2.79
- 2.86 (m, 2H}, 236 - 3.5
0 {m, 3H), 483 - 4.94 (m,
iH), §.84 - 8.93 (m, 1H),
B.97 - 7.05 {m, 1H), 7.38
- 7.65 {m, 1H), 9.45 - 9.7
3 (m, 1H), 11.84 - 12.15 (
m, 1H)

511 { R} %L

A-133

(400 MHz, CDOCI3} 0.85 (s,
9Hy, 1.36 (d, J=6.00Hz, 2
H), 1.88 (t, J=15.50Hz, 3H
), 1.97 - 217 (m, 4H), 2.2
6 (s, 3H}, 2.34 - 2.48 (m,
5H), 2.71 (dd, J=14.70, 5.3
OHz, 1H), 2.00 (d¢, J=14.0
7. ©.10Hz, tH), 3.50 - 3.6
U {m, 2H), 7.00 (d, J=7.90
Hz. 1H}, 7.13 (s, 1H), 7.58
(brs, 1H), 8.08 (d, J=8.80
Hz, 1H)

525

523 {R) il
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NMR

MBS

AUX -~ | B

M+H

Mo

el

AR {4
B

A-134

HG CH,

F
H
H,C Oy @ N\%\
H i
: \ o kAcﬂa
FeH, O

(400 MHz, CDCIZ) 0.85 (s,
gH}, 136 (d, J=5.30Hz, 2
H), 187 1, J=18.50Hz, 3H
J, 1.87 - 2.15 (m, 4H), 2.2
7 {s. 3H), 2.34 - 2.46 (m,
5H), 2.71 {dd, J=14.80, 5.2
OHz, 1H), 2.97 (dd, J=14.7
0, 9.50Hz, 1H), 3.50 - 3.6
1 {m, 2H), 6.83 - 6.87 (m,
2H), 7.38 (brs, tH), 7.98
{8, J=8.50Hz, 1H)

569

507

A-135

HG O,
HC

(400 MHz, CRCIZ) 0.37 - 0
49 (m, 2H}, 0.81 - 0.87 (

m, 2H). 0.81 (s, OH), 1.31

- 1.36 {m, 1H), 1.38 (d, J
=7 80Hz, 2M), 2.02 - 2.15

(m, 7H}, 2.37 - 2.42 {m, 5
H), 2.75 (6d, J=14.34, 507
Hz, 1H), 3.02 {dd, J=14.34
. 9.48Hz, 1H), 3.45 - 352
(m, 1H), 3.62 - 3.63 (m,

1H), 7.12 (d. J=7.50Mz, 1H
), 7.86 (s, 1H), 8.03 (d, J

=11.47Hz, 1H)

517

A-136

(400 MMz, CDCI3) 0.85 (s
. 9H), 1.38 (d, J=5.40Hz,
2H), 2.04 - 2.92 (m, 4Hy,
228 (s, 3H), 2.37 - 2.48 {
m, 5H), 2.78 (dd, J=15.00,
5.51Hz, 18}, 2.95 (dd, J=
14.89, 3.15Hz, 1M}, 3.55 -
259 (m, 2H), 6.71 {t, J=5
8 58Hz, 1H), B.83 - B.57 (
m, 2H), 7.56 (brs, 1H), 7.9
8 (1, J=8.38Hz, 1H)

493

(R} il
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NMR

A-137

(400 MHz, CDCI3) 0.85 (3.
aH), 1.83 - 1.07 {m, 2H},
1.34 - 1.40 (m, 2H), 1.92
< 202 {m, 2H), 2.06 - 2.2
0 (m, 3H) 2.26 (s, 3H) 2.

34 - 245 (m, 4H), 2.75 (d

d, J=15.10, B.30Hz, 1H), 2

97 (gd, J=15.20, 8.50Hz,

TH). 3.48 - 3.61 (m, 2H),

6.67 (. J=54.50Hz, 1H), 7.

01 (4, J=8.40Hz, 1H}, 7.13
(s, tH), 7.62 (s, 1H), 8.0

7 (d, J=8.40Hz, 1H)

A-138

(4006 MHz, CDCI3) 0.85 (s,
9H), 1.03 - 1.07 (m, 2H),
1.24 - 1.40 {m, 2H), 1.93
- 2.22 (m, 5H), 2.27 (s, 3
H), 2.36 - 2.46 (m, 4H), 2.
75 (dd, J=14.90, 5.60Hz, 1
H}, 2.93 (dd. J=15.00, 9.00
Hz, 1H}, 3.49 - 363 (m, 2
H), 667 (i, J=54.50Hz, 1H
}, B.77 (s, 1H), 6.86 (d, J
=16 70Hz, 1H), 7.41 {s, 1H
y, 8.00 (t, J=8.30Hz, 1H)

PCT/JP2012/061352
MS AU~ | A
HOIT | g 2
MeH | M-B e | g
525 | 523 | (R) L
509 507 (R} L
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A v E R BCE0{uM)
%—%ﬁgﬁﬂ LLC

Bk 7R
A-1 0.024 0.024
A-2 0.053 0.042
A-3 0.055 0.051
A-4 0.058 0.044
A~5 0.13 0.11
A-H 0.25 0.14
A-7 0.064 0.041
A-8 0.33 0.20
A-9 .39 0.23
A-10 0.033 0,025
A-11 0.029 (.032
A-1% 0.064 0.080
A-13 0.018 0.016
A-14 0.088 0.067
A-15 0.32 0.41
A-16 0.055 0.040
A-1T 0.064 0.054
A-18 0.072 0.046
A-19 0.037 0.018
A-20 0.020 0.039
A-21 0.034 0.049
A-22 0.088 0.096
A-23 0.079 0.064
A-24 0.020 0.032
A-25 0.098 0.054
A-26 0.065 0.039
A-27 0.094 0.098
A-28 0.097 0.050
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A hE BECA0{uM)
%ﬁj—j{%ﬁ? LUC

kb =7 A
A-29 0.060 0.030
A-30 0.16 0.097
A-31 0.26 0.21
A-32 0.046 0.042
A~33 0.78 0.72
A-34 3.2 0.48
A-35 1.8 1.1
A~36 0.063 0.039
A-37 0.10 0.076
A-38 0.26 0.083
A-39 0.021 0.036
A-40 0.23 0.095
A-41 3.2 2.0
A-42 0.25 0,098
A-43 0.088 0.057
A-44 0.12 0.12
A-45 G.42 0.14
A-46 0.092 0.087
A-47 0.27 0.12
A48 0.064 0.049
A~49 1.2 0.23
A-50 0.17 0.12
A-b1 0.11 0.069
A-52 0.54 0.53
A-53 0.033 0.037
A—-b4 (.065 0.086
A-55 0.063 0.094
A-56 0.092 0.056
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[E444]
A2 b EC50(pM)
SE“%}"@;J LugC
Ek R
A-BT 0.044 0.028
A-DHE 0.024 (0.034
A-59 G.029 0.034
A~60 G.024 0.040
A-G1 0.96 0.95
A-62 G.081 0.080
A-63 0.21 0.056
A-64 0.077 0.027
A-65 0.11 0.15
A-bb 0.053 0.036
A-87 0.043 0.026
A-68 6.077 0.055
A-69 0.17 0.13
A-T0 0.10 0.076
A-T1 0.39 0.14
A-T2 0.058 0.049
A-T3 0.686 0.18
A-T4 1.1 0.50
A-T5 0.027 (.039
A-T6 0.045 0.043
A-TT 0.057 6.031
A-T8 0.030 0.018
A-T9 0.041 0.050
A-80 0.16 0.13
A-8] 1.1 0.84
A-82 0.071 0.065
A-83 0.53 0.19
B-1 0.025 0.037
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A b ECH0{uM)
2 e }
o = LuC
& 5
Bk v A
B-2 0.087 0.14
A-84 0.052 0.040
A-85 ¢.028 0.047
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2 45 51 A E R BEC0{ 2 M)

i LUC
B A

A-86 0.089 0.089
A-87 0.60 0.71
A-88 (;if) 2.9
A-89 0.65 0.12
B-3 0.048 0.050
B4 0.32 0.34
C-1 0.044 0.032
C-2 0.27 0.26
D-1 0.073 0.052
D-2 0.21 0.31
A-90 0.026 0.032
A-91 0.017 0.026
A2 w59 (o4
A-03 0.024 0.024
A-94 0.018 0.011
D-3 0.091 0.056
D-4 0.22 0.18
-3 0.68 0.11
C-4 0.12 0.24
A-45 0.035 0.026
A-96 0.021 0.028
A-97 0.029 0.047
A-98 0.39 0.50
A-99 0.619 0.028
A-100 0.029 0.042
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[5g47]
4 551 7 AE R0 EC50( M)
b LUC
[N =7 A
A-101 0.017 0.025
A-102 0.027 0.037
D-5§ 0.032 0.022
D-6 0.21 0.39
A-103 0.022 0.04%8
> 8
AL {?98%) (@2%)
A-105 3.z 0.92
A106 (828%) (9>28%)
A-107 8.10 0.054
A-108 0.17 0.16
A-109 0.13 0.12
A-110 0.065 0.045
A-111 0.022 0.031
A-112 { 6>28%) 1.9
A-113 0.076 0.11
C-5 5.6 1.6
C-6 0.23 0.678
A-114 0.021 0.025
A-115 1.2 0.36
B-5 2.4 0.40
Cc-7 2.0 0,82
A-116 0.024 0.018
A-117 0,067 0.044
A-118 0.48 0.19
A=119 0.061 0.672
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WO 2012/147916
[E948]
= g 4 A e R BC50( 1 M)
g LUC
Eh 2T A,
A-120 0.014 0.022
A~121 0.011 0.017
A-122 0.028 0.030
A-123 0.024 0.020
A~124 0.019 0.022
C-8 0,25 0.059
c-9 0.020 0.019
A-125 0.0099 0.017
A-126 0.014 0.018
A-127 0.013 0.021
A-128 0.11 06.046
A-129 0.051 0.038
A-130 0.019 0.014
A-131 0.022 0.021
A132 0.053 0.030
A-133 A2 A I
A-134 A W E
A-135 F A E el E
A-136 AHE A E
A-137 A E FAEE
A-138 A E A E
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