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7.00-7.12 (m, 2H), 7.12 (s, 2H), 7.38-7.54 (m, 4H), 7.63-7.65
(dl lH)- .
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- ESI/MS m/e 112$ % A
[(M+1)"] (Fohizmg)
2 463 48 (36 mg) 92
3 456 19 (14 mg) n
4 472 25 (19 mg) 96
5 489 10 (7 mg) 99
6 519 22 (18 mg) 92
7 521 21 (32 mg) 72
8 461 17 (21 mg) 77
9 445 42 (50 mg) 96
10 476 32 (30 mg) 87
17 552 13 (14 mg) 76
20 568 52 (59 mg) 32
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NMR (300 MHz, DMSO) §=1.16-1.23 (t, 2H), 1.41-1.65 -(m, 2H),
1.92-1.99 (m, 2H), 2.90-23.10 (m, 3H), 3.99-4.10 {m, 4H),
6.95-7.10 (m, 3H), 7.31-7.34¢ (d, ‘1H), 7.53-7.57 (d, 1H),
10.81 (s, 1H).
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3.14-3.30
5.20-5.40
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3.00-3.13 '
4.39-4.55
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F=4. 11, 12, 14, 15, KU 18

- ES1/MS m/e ﬂ?$ % —_—
EM+1)"] (Boht=mg)
11 461 11 (9 mg) 88
12 475 10 (2 mg) 92
14 477 33 (29 mg) 33
15 493 10 (9 mg) 95
18 499 10 (9 mg) 77
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NMR (300 MHz, DMSO) &= 1.70-2.00 (m, 4H), 2.07-2.16 (m, 2H),
2.60-2.68 (m, 2H), 2.81-2.%7 (m, 3H), 3.1.6-3.24 (m, 2E),
3.76-3.82 (m, 2H), 4.25-4.30 (t, 2E), 4.31-4.35 (m, 2H),
4.30-4.70 (m, 1H), 5.24¢ (s, 2H), 6.32-6.36 {dd, 1H), 6.62-
€.63 (m, 1K), €.78-6.80 (d, 1H), 56.96-7.13 {m, 4<H), 7.21-7.24
{

m, 1H), 7.36-7.40 (m, 2B), 7.51-7.54 (m, 1H}, 7.63-7.56 (g,
1H) . ‘
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(51) JP 4184785 B2 2008.11.19

NMR {300 MHz, DMSO) &8=1.50-1.56 (m, 2H), 1.75-1.86 {m, 2H),

1.85-1.97 (m, 4H), 2.61-2.69 (m, 2H), 2.79-2.99 (m, 3H),
3.21-3.24 (d, 2H), 3.70-3.75 (m, 2H), 3.82-3.87 (m, 2H),
4.13-4.17 (m, 2B), 4.42-4.46 (m, 2H), 4,76-4.80 (m, 1H),
5.00-5.40 (bs, 1H), 6.99-7.02 (m, 2H), 7.10-7.24 (m, 3H),
7.37-7.43 (m, 2H), 7.52-7.54 (4, 1H), 7.84-7.66 (d, 1H).
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NMR (300 MHz, DMSO) 06=1.83-1.95 {(m, 4H), 2.58-2.66 (m, 2E},

2.79-2.94 (m, 3H), 3.16-3.22 (d, 2K), 4.00-4.40 (bs, 1H),
4.33-4.39 {(m, 2H), 5.35 (s, 2H), 6.40 (s, 1H), 6.45-6.47 (m,
1H), 6.97-7.66 (m, 10H).
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NMR (300 MHz, CDCly) ©8=1.25-1.28 (t, 3H), 1.64-1.70 (m, 4K),
2.01-2.17 (m, 4H), 2.88-3.00 (m, 3RH), 3.82-4.05 (m, 4H),
4.18-4.27 (m, 4H), 4.81-4.86 (t, 1H), 6.86 (s, 1H), 7.05-7.2¢
(m, 2H), 7.34-7.38 (d, 1H), 7.59-7.63 (d, 1H).
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NMR (300 MHz, CDCl,) 8=1.61-1.,76 (m, 2H),

2.74-3.02 (m, 3H), 3.16-3.22 (m, 2H),
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NMR (300 MHz, CDCl;) 6=2.18-2.28 (m, 4E)
3.00-3.15 {m, 3H), 2.52-3.56 {(m, 2H),
4.00- 4.05 (m, 2H), 4.20-4.22 (t, 2H),
4.85-4.89 (m, 1H), 7.01-7.12 {(m, 4H)},
7.36-7.39 (d, 1K), 7.4%-7.5¢ (t, 1H),
7.80-7.93 (d, 1H).
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NMR (300 MHz, CDCl;) 8=1.60-1.74 (m, 2H), 1.99-2.18 (m, 5H),
2.73-2.85 (m, 3H), 3.16-3.22 (m, 2H), 3.82-4.04 (m, 4H),
4.12-4.20 (t, 2H), 4.80-4.85 (t, 1E), 6.86 (s, 1H), 6.99-7.0%
(dd, 1H), 7.15-7.25 (m, 1K), 7.48-7.55 (dd, 1H).
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NMR (300 MHz, CDCl,) &=1.94-2.04 {m, SH), 2.61-2.64 (m, 2E),
2.89-2.98 (m, 3H), 3.20-3.23 (4, 2d), 3.78-3.95 (m, 4H},
4.15-4.19 (t, 2H), 4.41-4.44 {m, 2H), 4.77-4.80 -(t,1H), 5.47
(bs, 1K), 6.82-6.88 (t, 1H), 6.99-7.04 (t, 1H}, 7.16-7.27 (m,
3H), 7.36-7.41 {(t, 1H), 7.52-7.55 (d, 1H), 7.64-7.69 (t, 1H).
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NMR (300 MHz, DMSO) 8=1.92-2.21 (m, 4H), 2.98-3.20 (m, 2H),

3.32-3.43 (m, 3H), 4.38 (s, 2H), 5.42 (s, 2H), 6.58-7.03 (t,

1H), 7.08-7.14 (t, 1H), 7.25-7.37 (m, 2HE), 7.46-7.4% (d, 1),

7.56-7.64 (m, 2B}, 7.68-7.72 (d, 1H), 7.%4-7.97 (@, 1H), 30
8.00-8.03 (d, 1H), 8.20 (s, 1H), 8.43-8.47 (4, 1H), 8.50 (s,

1H) .
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NMR (300 MHz, DMS8O) 8=1.91-2,09 (m,

3.22-3.36 {(m, 3H), 4.34 (s,

3H), 7.0%-7.12 (m, 1H), 7.
7.84<7.86 (m, 1H), 7.99-8.01 (d, 1H), 8.15 (s, 1H).
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NMR ({300 MHz, DMSO) &=1.64-

1.99-2.06 (m, 2H), 2.12-2
2.506-2.94 (m, 2H), 3.59 (s,
{(m, 2H), 4.11-4.2%1 (t, 2H),

7.83-7.85 (m, 2H), 7.93 (s,
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2.88-3,20

2H),

(m, 2H),

§.93-7.03 (m,
7.50-7.66

(m, 3H),
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2H) .
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6.59-7.00 (t,
1H), 7.08-7.14 (m, 2H), 7.35-7.46 (m, 2H}, 7.54-7.56 (m, 2H),
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#5. 5129~33
ESI/MS m/e IRER 9
B . SE %
[(M+1)*] (\Fohif-mg)
29 449 30 (18 mg) 92
30 426 21 (12 mg) 94
31 513 4 (3 mg) 78
32 421 65 (50 mg) 67
33 426 73 (50 mg) 65
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NMR (300 MHz, DMSO) &=1.61-1.72 (m, 2H), 1.87-1.85 (m, 2H),
2.04-2.11 (m, 2H), 2.70-2.78 (m, 1H), 2.88-2.92 (d, 2H), 3-71
{s, 3H), 5.39 (s, 2KE), 6.86-6.89 (d, 1H), 6.96-7.33 (m, &H),
7.43-7.46 (d, 1H), 7.55-7.58 (d, 1H), 8.43-8.45 (d, 1H), 8.51
{s, 1H).
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%6. {§l35~38
ESI/MS m/e IRZE %
] . - - HE %
[(M+1)*] (ot fzmg)

35 465 13 (7 mg) 90

36 479 12 (7 mg) 87

37 461 6 (4 mg) 84

38 456 46 (24 mg) 53
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NMR (300 MHz, DMSO) §=1.62-1.74 (m, 2H), 1.50-1.95 (m, 2i-I),
2.19-2.23 (m, 2H), 2.74-2.82 (m, 1H), 2.93-3.00 {(m, 2H), 3.58
(s, 2H), 4.23-4.25 (m, 2H), 5.08-5.12 (t, 1H), 6.95-7.00 (¢,
i1H), 7.07-7.15 {(m, 2H), 7.41-7.69 {m, 4H), 7.98-8.00 (m, 1H).
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#&7. 1 40~45
ESI/MS m/e m#E %
151 X o - HE %
[(M+1)7] (fFoht-mg)

40 505 54 (46 mg) 99

41 514 46 (19 mg) 96

42 528 52 (22 mg) 97

43 510 72 (29 mg) 95

44 475 35 (14 mg) 66

45 592 65 (30 mg) 93
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NMR (300 MHz, DMSQ) 6=1.67-1.77 {m, 2H}, 1.90-1.95 (m, 2H),
2.09-2.17 (t, 2H), 2.73-2.81 {(m, 1H), 2.88-2.%3 (d, 2H), 3.49
{s, 2H), 5.38 (s, 2H), 6.95-7.10 (m, 3H),. 7.24-7.35 {m, 2H},
7.43-7.46 (d, 1H), 7.54-7.51 {m, 4H), 8.42-8.45 (dd, 1H),
8.50-8.52 (m, 1R).
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#8. ffla7~52
ESI/MS m/e =R 9
1 X . FiE %
[w+1)"] (FS5nf-mg)
47 453 21 (12 mg) 57
48 467 19 (12 mg) 65
49 444 51 (30 mg) 69
50 531 15 (10 mg) 72
51 439 42 (22 mg) 74
52 444 74 (58 mg) 60
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NMR (300 MHz, DMSO) 8=1.82-1-%8 (m, 4H), 2.44-2.56 (m, SH) ,
2.67-2.,78 {m, 1H), 2.81-2.83 (m, 2H), 3.15-3.20 {m, 2H),
3.57-3.868 (m, 2H), 3.78-3.885 (m, 2H), 4.08-4.11 (m, 2H),
4.25-4.33 {m, 2H), 6.8B9-7.02 {m, 2H), 7.09-7.18 (m, 3H},
7.27-7.49 (m, 3H), 7.62-7.64 {(d, 1H).
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#9. {§l 54~57
ESI/MS m/e INE %
il . s PE %
[M+1)"] (Bo5hf-mg)
54 478 10 (8 mg) 82
55 449 50 (58 mg) 80
56 445 23 (26 mg) 82
57 470 11 (14 mg) 64
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NMR (300 MHz,

2.61-2.79 (m,
3.77-3.85 (m,
7.07-7.13 Im,
7.53-7.56 (4,

oooooao
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& 10. 5] 59~61

DM30) &=1.53-1.%4 (m

(63) JP 4184785 B2 2008.11.19

2H), 2.8%-2.94 (m, 3H), 3.40-3.71
2H), 4.05-4.09 (d, 2H), 6.95-7.00
1H), 7.25-7.34 (m, 3H), 7.42-7.45
1H), 7.74-7-77 (&, 1H), 7.83-7.87 {(m,

., SH}, 2.07-2.1¢ (t,

(m,
(t,
{d,
1H) .

2H),
4H) ,
14},
1H},

ESI/MS m/e INE %
vl PE %
[(M+1)*] (ot mg)

59 419 39 (46 mg) 85

60 445 17 (24 mg) 81

61 415 10 (9 mg) 63
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(64) JP 4184785 B2 2008.11.19

NMR (300 MHz, DMSO) &=1.65-1.79 (m, 2H), 1.99-2.10 (m, 2H),

2.55-2.76 (m, 2H), 2.89-2.96 (t, 1H), 3.08-3.12 (Q, 2H), 4.24
(s, 2H), 5.40 (s, 2H), 6.98-7.12 (dt, 2H), 7.29-7.39 (m, 3H),
7.4_174-7.47 (d, 1H), 7.55-7.61 (m, 2H), 8.06-8.08 (d, 1HY,
8.43-8.45 (m, 1H), 8.49-8.51 (m, 1H) '
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= 11, {5 63~64

ESI/MS m/e N %
1 HE %
[(M+1)"] (&o5hil=mg)

63 449 54 (50 mg) 51

64 432 21 (19 mg) 87
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NMR

{300 MHz,

DMSO)

5=2.14-2.,29

(65)

JP 4184785 B2 2008.11.

(m, 4H)}, 2.76-2.85 (m,

2H),

2.94-3.01 (m, 1H), 3.47-3.54 (m, 2H), 4.17 (s, 2H), 5.25 (s,
6.97-7.03 (m,

2H)
2H),

ooooao
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6.71-6.79 (m,

7.48-7.56
8.15-8.19

(m,

2H},
(m, 2H},
1H) .

§.83-6.90
7.75-7.78 (d,

(dt,
1H),

1H},

8.09-8.12 (m,

2H),
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= 11. {7 66~67

ESI/NS m/e INZE %
11 HE %
[(M+1)"] (Bo5htzmg)

66 463 17 (15 mg) 67

67 463 15 (13 mg) 76
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NMR (300 MHz, CRCL,) ©6=1.73-1.80 {m, 2H), 2.15-2.30 {m, <H),
2.55-2.80 (m, 2H), 2.939-3.10 (m, 1H), 3.20-3.45 (m, 3H),
3.52-3.67 {m, 3H}, 3.52-3.67 (m, 5H), 3.78-3.82 (m, 1H), 3.98
(s, 3H), 4.03-4.10 (m, 2H), 4.18-4.23 (t, 2H), 6.9% (s, 1H),
6§.88-7.20 {m, 2H), 7.17-7.22 (t, 1H}, 7.30-7.35 {m, 1H),
7.56-7.58 (m, 3H), 8.03-8.08 (m, 1H).
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NMR {300 MHz, CDCl,)78=1.65-1.80 (m, 2H), 2.10-2.24 (m, 2H),
2.35-2.52 (m, 2H), 2.81-3.09% {(m, 3H), 2.18-3.33 (m, 3H),
3.51-3.66 (m, 5H}, 3.77-3.80 (m, 1K), 4.15-4.27 (m, 4H}, 6.53
(s, 1H), 7.02-7.07 {t, 1H), 7.15-7.20 (t, 1H), 7.25-7.33 (m,
1H), 7.40-7.86 (m, 2H), 7.62-7.85 (m, 1H), 8.08-8.10 {d, 1H),
8.3¢ {s, 1H). 40
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NMR (300 MHz, DMSO) &=1.6-1.73 (m, 2H), 1.51-2.95 (&, 2H),
2.05-2.17 (t, 2H), 2.32-2.82 (m, 1H), 2.88-2.%2 (&, 2H), 3.49
(s, 2H), 3.80 (s, 3H), 5.52 (s, 2KH), 6.92-6.96 {(m, 1H), 6.93-
7.00 (m, 1RH), 7.06-7.12 {(m, 3H), 7.23 (s, 1H), 7.356-7.38 (dd,
1H), 7.42-7.48 (dd, 1H), 7.46-7.48 (m, 1H), 7.49-7.51 {m,
1H), 7.53-7.55 {m, 1H), 7.56-7.59 (m, 2H).
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NMR (300 MHz, DMSO) 8=1.66-1.77 {(m, 2H), 1.51-2.02 {m, 2H),
2.25-2.33 (t, 2H), 2.80-2.87 {(m, 3H), 3.65 (s, 2H), 5.42 (s,
2H), 6.98-7.10 (m, 4K}, 7.31-7.33 (m, 2H), 7.59-7.62 (d, 1H),
7.68-7.81 (m, 2H), 8.0% (s, 1H), 8.45-8.48 (m, 2H).
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NMR (300 MHz, DMSO) 5=1.58-1-70 (m, 2H), 1.89-1.93 (d, 2H),
2.11-2.1% (r, 2H), 2.70-2.78 (m, 2H), 2.89-2.93 (@, 1H),
3.02-3.07 (m, 2K}, 3.50 (s, 2H), 3.80 (s, 3H), 4.30-4.35 (m,
2H), 6.85-7.12 {m, B5H), 7.18 (s, 1H), 7.43-7.46 (m, 3H),
7.53-7:55 (d, 1H), 7.59 (s, 1H).
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NMR (300 MHz, DMSO) $=1.,91-2.10 {m, 4H),

| 2.42-2.51 (m, 4H);
2.66-2.82 (m, 4H), 3.16-3.2¢ (m, 3H),
. o

3.54-3.38 {(m, 4H),
4.15-4.26 (m, 4H), 6.56-7.00 (t, 1E), 7.0%-7.14 (t, iH), 7.18
(s, 1H), 7.42-7.45 (m, 2H), 7.54-7.64 (m, 2H), 7.84-7.86 (m
1H), 7.85-7.%8 (d, 1H), 8.11 (s, 1H).
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NMR (300 MHz, DMSO) &=1.85-2.0¢ (m, 4H), 2.61-2.65% (m 2H)
t ’

2.89-2.98 (m, 3H), 3.16-3.24 (m, 2H), 4.17-4.21 (m, 2H),
4.42-4.43 (m, 4H), 5.93 (s, 2H), 6.30-6.33 (dd, 1H), 6.56-
6.57 (m, 1H), 6.76-6.78 (4, 1K), 6.97-7.04 (m, 2H), 7.11-7.16
(t, 1H), 7.20-7.24 (m, 2H), 7.36-7.41 (m, 1H), |

_ 7.48-7.85 {m,
2H), 7.64-7.65 (d, 1H).
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(300 MHz, DMSO) 8=1.56-1.67 (m, 2H), 1.87-1.51 (m, 2H)

2.17 (t, 2H), 2.68-2.76 (m, 1K), 2.88-2.92 (d, 2m),
3.08 (t, 2H)f 3.590 (5, 21‘!)r 3.80 (S‘, 3H)r 4-29_4'31

{m,
€.78.6.85 (m, 1H), 6.99-7.02 (dd, 1H), 7.07-7.10 {m,
7.16-7.13 (m, 1H), 7.28-7.32 (m, 2B), 7.38-7.49 (m, 23),
7.54 {m, 1K), 7.58-7.59 (m, 1H).
0
DOoOoDOO0OO0OO0OO0O0O0O0O0O0OO0O0O0O0O0O0O0O0O0O0O0O0O0O0OOOOOO
OO0O0O0OO0OO0OO0OO0OO0OO0O0OOO0OO0OO0O0OOO0OO0OO0OO0O0OO0O0OO0OOOOOOOOO
DOoOoOoDO0O0O0OO00O0OO0O0O0O0O0O0O0O0O0O0O0O0O0O0O0O0O0O0OO0OOO
OO0O0OO0OO0OO0O0O0O0O0OO0O0O0O0O0O0O0O0O0O0O0O0O0O0O0O0O0O0O
0000000000000 0000000000000O0Ommold OO
Do0OoDO0OO0O0O00O0O0O0000O0O00O00O0O0O0O0O0O0O0O0O0O0O0OOO
DoOoOoOOoOOOOOOmIOCOOOmmel00O0O0O0O000O0O0O0O0O00OO
OO0O0DO0OO0OO0OO0OO0OO0OO0OO0O0OO0OO0OO0OO0OO0OO0OO0OO0OO0O0OO0OO0OO0OO0OO0OOOOOO
DoO0O0OO0O00OO0O00O00000000000O0O0O0O0O0O0O0OOoOOd
DOoOoOoDO0O0O0OO00O0OO0O0O0O0O0O0O0O0O0O0O0O0O0O0O0O0O0O0OO0OOO
OoOoDOO0OD0OOO0OD0OD
0
DoOoOoDO0OO0O0O0O0O0O0000O0O0O0O0O0O0O0O0O0O0O0O0O0O0O0OOOO
DooOOOOOOOOOO
0000000000000 O0O00OO0O000O000000000O0mmold0O
Do0oDO0DO0000000000000000000O0O0O0O0O0O0O0OOd
DOoOoDOO0OO0OO0OO0O0O0OO0OO0O0OO0O0O0O0O0O0O0O0O0O0O0O0O0O0OOOOOO
OO0O0O0OO0OO0OO0OO0OO0OO0O0OOO0OO0OO0O0OOO0OO0OO0OO0O0OO0O0OO0OOOOOOOOO
0
ODOooOO0O0OO0OO0OO0O0OO0OO0OO0OO0OO0OO0OO0OO0OO0O0O0OO0OO0O0O0OO0OOOOOO
OoO0DO0OO0O0O0O0O00O0OO0000O0O0O0O0O0O0O0O0O0O0OO0OOOOOd
ODO0O0D0O0O0O0O0O0OO0O0O0O0O0O0O0O0O0O0O0O000O0O0O0O0OmMmolOO0
OO0O0O0O0OO0O0O0O0O0O0O0O0O0OO0O0OO0OO0OO0OO0OO0OO0OO0OO0OO0OO0OO0OOOOOO
DOooOOOO0OOO0OCOOmmel000000000O0O0O0O0O0OOOOO
DoOoDOoDOoOO0OO0OO0O0OO0O00OO0O0O0O0O0O0O0O0O0O0O0O0O0O0O0O0OO0OOO
OoOoDOoOOOOOOOOO
ooooo

O Ooo0ooooo

O o0Oooo
O o0Oooo

O
O

O
O

O Oooo
O 0Oooo

O 0Ooo0oo0ooao

10

20

30

40



Oooooo4oooooo oD oo ooo oo oDoooooooogdg
Oooooooo0ooooo o0 oo ooooooDoDoooooooogodg

(73) JP 4184785 B2 2008.11.19

NMR (300 MHz, DMSO) d=1.65-1.73 (m, 2H), 1.90-1.%4 (d, 2H)

2.15-2.22 (t, 2H), 2.70-2.78 (m, 1H), 2.91-2.95 {m, 2H), 3.53
(s, 2H), 3.80 (s, 3H), 5.45 (s, 2H), 6.83-6.89 (t, 1H), ¢.s5.

7.08 {(m, 3H), 7.23 {s, 1H}, 7.40-7.44 (m, 2H), 7.54-7 59 (m
2H). " ’
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(74) JP 4184785 B2 2008.11.19

NMR (300 MHz, DMSO) 8=1.5%6-1.73 (m, 2H), 1.76-1.8% (m, 2H)

2.11-2.18 {m, 2H), 2.62-2.82 {m, 1H), 2.%0-2.3%3 (m, 2H), 3.51
(s,‘2H), 3.81 (s, 3H), 5.11 (s, 2H), 6.40 (s, 1H), 6.76-6.92
{m, 1H), 7.07-7.10 (d, 1B), 7.22 (s, 1H), 7.36-7.43

(m, 2H),
7.46-7.59 (m, 3H), 7.72 (s, 1H).
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NMR (300 MHz, DMSO) &=1.55-1.72 {m, 2H), 1.86-1,30 (m, 2H)

2.11-2.19 (t, 2H}, 2.6%-2.74 {m, 1H), 2.88-2.92
3.15-3.20 {t, 2H), 3.59 (s, 2H), 4.45-4.50 (t, 2H),
(m, SH), 7.37-7.67 (m, S5H), 7.83-7.8¢
8.51-8.5%4 (m, 1H).
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NMR (300 MHz, DMSO) 6=1.60-1.68 {m, 2H), 1.8%-1.93 (m, 2E)
‘ ’ r

2.10-2,18 (t, 2H), 2.85-2.80 (m, 1H}, 2.89-2.93 {d, 2H), 3.50
{s. 2H), 3.80 (s, 3H), 5.50 {s, 2H), 6.81-56.87 {m, 1H), &.94-

6,96 (m, 1H), 7.05-7.13 (m, 2H), 7.23 (s, 1H), 7.36-7.4¢ (m
3H), 7.52-7.58 (m, 2H). ’
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NMR (300 Mdz, DMSO)=1.61-1.76 (m, 2H), 1.50-1.55 (m, 2H),

2.12-2.20 (c, 2H), 2.72-2.80 {m, 1H), 2.89-2.92 (m, 2H), 3.59

(s, 2H), 5.33 (s, 2H), 6.37-6.4¢ (m, 2H), 6.96-7.01 (m, 1),

7.08-7.13 (m, 2H), 7.44-7.57 (m, SH), 7.83-7.85 (m, 1H), 7.93

(s, 1H).
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NMR (300 MHz, DMSO)=1.70-1.82 (m, 2H),
2.66-2.73 (m, 2H), 2.%3-3.10 {m, 3H),

1.31-2.08
.11-3.27

m, 4H},
m, 4H),

(

3 {
3.44-3.64 (m, 4H), 3.76-3.79 (m, iHY, 4.18-4.22 (m, 2H),
4.42-4.46 (m, 2H), €.97-7.0¢ (m, 2H), 7.12-7.15 (m, 2H),
7.22-7.25 (m, 1H), 7.37-7.41 (m, 2H), 7.52-7.5¢ (d, 1H},
-

.64-7.68 (4, 1H).
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2.08-2.12 (m, 2H), 2.72-2.82 (m, 1H}, 2.91-2.94 (m, 2H)
3.52-3.62 (m, 2H), 2.81 s, 3H), 5.14 (s, 2H), 6&.38 (s, 1H},

.95-7.00 (t, 1H), 7.08-7.11 (m, 2H), 7.21 (s, 1H), 7.44-7.&0
(m, SH), 7.69 {s, 1H).
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1K), 7.42-7.48 (m, 2H),
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NMR (300 MHz, DMSO)= 1.94-2.03 {m, ¢H), 2.64-2.67 (m, 281,
2.82-2.87 (m, 1K), 2.98-3.05 {m, 4H), 3.21-3.25 {(m, 2H}), 3.890
(s, 3H), €.27-4.32 (m, 2H), 4.46 (s, 21), §.73-¢.77 (dd, 1H),
£.95-7.04 (m, 3H), 7.13 (s, 1H), 7.19-7.22 (m, 2H), 7.33-7.37
{m, 2H), 7.40-7.51 {m, 1H), 7.533-7.5g (m, 1H).
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NMR (300 MHz, DMSO)= 1.54-2.10 (m, ¢H), 2.63-2.70 (m, 2H)

4 - I
2.86-2.98 (m, 3H), 3.22-3.26 (m, 2H), 3.79 (s, 3H), 4.42-4. 47
(m, 2H), 4.80-5.25 (m, 1H}, 5.50 (s, 2H), 6.74-6.77 (dd, 1H),

§.93-7.24 (m, 6H}, 7.35-7.41 (m, 2H), 7.50-7.53 (dd, 1K),
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NMR (300 MHz, DMSO)-= 1.60-1.76 {m, 2H), 1.91-1.85 (m, 2H),
2.16-2.23 (m, 2H), 2,70-2.78 {m, 1H), 2.51-2.94 {m, 2H), 3.56
(s, 2H), 3.74 (s, 3H), 5.47 (s, 2H), 6.72-6.76 (dd, 1H),
6.22-6.95 (m, 1H), 7.01-7.02 (m, 1H}, 7.06-7.07 (m, 1H), 7.2¢0
(s, 1K), 7.33-7.60 {m, 4H), 7.84-7.8¢ (d, 1H), 7.3%4 (s, 1H).
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NMR {300 MHz, DMSO)= 1.55-1.¢46 (m, 2H), 1.87-1.92 {(m, 2H)
2.08-2.16 (m, 2H), 2.53-2.74 {m, 1H), 2.87-2.091 (m, 2H)
2.55-3.04 (m, 2H), 3.48 (s, 2H), 3.75 (s, 3H), 3.81 (s, 3%
4.25-4.30 (t, 2B), 6.72-6.75 (4, 1H), 6.86-7.01 (m, 3H), 7

07-7-10 (4, 1H), 7.18 (s, 1H), 7.32-7.32 (d, 1H), 7.42-7 .25
(m, 3H), 7.58 (s, 1H).
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NMR {300 MHz, DMSO)=1.86-2.02 (m, 4H), 2.63-2.69 (m, 2H),
2.78-2.85 (m, 3H), 3.21-3.26 (m, 2H), 3.79 (s, 3H), 4.43-4 47
(m, 2H), 5.12 (s, 2H), 6.38 (s, 1H), 6.73-6.76 (&d, 1H),
§.95-7.04 (v, 1H), 7.15-7.16 (m, 2H), 7.22-7.25 (4, 1H),
7.35-7.40 (m, 2H), 7.50-7.52 (d, 1E}, 7.56 (s, 1H), 7.65 (s,
1H) . :
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NMR (300 MHz, DMSO)=1.78-1.91 (m, 2H), 2.13-2.18 (m, 2H),
2.28 m,ﬂﬂ,23%312HmBM,BA&ﬁA9(¢2m,3JS{a
3H), 4.45 (s, 2H), 5.12 (s, 2H), &.34 (s, 1K), 6.76-6.79 (dd,
V)L 7.20-7.18 (s, 4H), 7.39-7.66 (m, H), 7.79-7.81 (d, 1n),
8.04-8.06 (d, 1H), 8.20 (s, 1H).
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NMR

(300 MHz,

¢pel,) =

(84)

1.91-2.03
2.55-2.68 (m, 2H), 2.95-3.30 (m, 1H), 3.26-3.30 {m, 2H),
(s, 2H), 5.18" (m, 2H), 6.24-6.25 (a
6.90 (s, 1H), 7.08-7.13 (t, 1H), 7.20-7.50 (

{m,

I

2H},

JP 4184785 B2 2008.11.19

2.13-2.18 (m, 2H),

3.98

1H), 6.30-6.31 {m, 1E),
m, €H), 7.54-7.5%
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NMR (300 MHz, CDCl,}=1.25-2.0¢ (m,

2.72-2.88 (m, 3H), 3.37-3.41 {(m, 2H)

2H)  6.27-6.28 (d, 1), 6.31-6.33

16}, 6.93 (s, 1H), 7.07-7.11 (44,

7.36-7.53 (m, 4H), 8.11-8.14 (dd, 1H).
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ESI/MS m/e INZE %
#1 HE %
[M+1)7] (Bohi=mg)

99 461 47 (28 mg) 67

100 491 15 (14 mg) 77
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NMR (300 MHz, DMSO)=1.64-1.75 {m, 2H), 2.07-2.12 (m, 2H)

2-75-2.83 (m, 2H), 2.88-3.00 (m, 1H), 3.12-3.16 (d, 2H), 3.7s
(s, 3H),. 3.82 (s, 3H), 4.08 (s, 2H), 5.29 (s, 2H), 6.37-6.43
(m, 2H), €.76-6.80 (dd, 1H), 6.99-7.07 (m, 2H), 7.18 (s, 1H),
7.40-7.43 (d, 1H), 7.55 (s, 1H), 7.90-7.93 (s, 1H).
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102 445 24 (18 mg) 85
103 445 38 (24 mg) 64
104 475 23 (18 mg) 98
105 475 18 (14 mg) 74
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NMR (300 MHz, DMSC)=1.59-1.71 (m, 2R), 2.04-2.08 (m, 2H)
2.69-2.77 (m, 2E), 2.89-3.10 (m, 5H), 3.77 (s, 3H), 3.81 (s,
3H), 4.02 (s, 2H), 4.26-4.31 {t, 2H), 6.74-6.77 (dd, 1),
§.97-7.01 (m, 3H), 7.04-7.05 (d, 1H), 7.08 (s, 1H), 7.15-7.18
(m, 1H), 7.34-7.37 (d, 1H), 7.43-7.45 (dd, 1B}, 7.88-7.81 (4,
1H) .
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€.98 (td, 1H), 7.00-7.05 (t, 1H), 7.14-7,15 (m, 1H}), 7.21-
7.26 {m, 2H), 7.39-7.44 (m, 3H), 7.55-7.58 (m, 1H), 7.64-7.69
(dd, 1H). '
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MR {300 MMz, DMSO)=1.03-1.15 (m, 2H), 1.25-1.31 (m, 2m).
1-7682.10 {m, 2H), 2.69-2.81 (m, 1H), 3.00-3.16 (m, 2m),
2:79-3.83 (m, 5H), 5.29 (s, 2H), 6.79-6.86 (t, 1H), §.95-7 01

(d, 1E), 7.09-7.15 (m, 2H), 7.38-7.46 (m, 3H), 7.53-7.54 (m,
2H), 7.72 (s, 1H).
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NMR (300 MHz, DMSO)=1.50-2.10 (m, 4H), 2.62-2.71 (m, 2H)
2.78-3.10 {m, 3H), 3.22-3.26 (4, 2H), 4.34-4.39 (m, 2H), 5.30

's, 2H), 6.82-6.88 (t, 1H), 6.99-7.04 (m, 2), 7.22-7.28 (m,
2R), 7.37-7.47 (m, 4H), 7.53-7.55 (4, 1), 7.64-7.69 {dd

1H) . :
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NMR (306 MMz, DMSO)= 1.84-2.02 (m, 4H}, 2.77-2.87 (m, 3H)
3.01-3.06 ({t, 2H), 3.10-3.18 (m, 2H), 4.25-4.34 (t, 2H)
4.42-4.46 (m, 2H), 6.79-6.88 (td, 1H), 7.01-7.07 {m, 2H)

7.10 (s, 1H), 7.20-7.2% (m, 2E), 7.32-7.3% (dd, 1H), 7.21-
7.47 (m, 2H), 7.57-7.65 (m, 2H).
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NMR (300 MHz, DMSO)=1.82-2.02 (m, 4H), 2.62-2.69 {t, 2H)
2.79-2.98 (m, 3H), 3.21-3.25 (d, 2H), 3.79 (e, 3H), 4.43-4.47
's, 2H), 5.38 (s, 2H), 6.72-6.75 (4d, 1H), 6.97-7.04 (m, 2H),

7.15 (s, 1H), 7.22-7.25 {m, 2H), 7.37-7;38 (m, 3H), 7-40-7.46
(m, 1H), 7.50-7.53 (dd, 1H) .
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= 17. Bl 114~116

i ESIANS me @5 mg SE %
[(M+1)*]

114 461 3 100

115 526 7 98

116 496 3 100
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NMR (300 MHz, DMSO)=1.06-1.31 (m, 4H),

2.60-2.78 {m, 1H), 2.85-2.9% (m, 2K), 3.84
(m, 2H), 5.32 (s, 2E}, §.96-7.00 (m,  2H)
7.37 (s, 1H), 7.43-7.4%9 {m, 2H), 7.63-7.78
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(s, 3H),
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(30C MHz, DMSO)=1.78-1.85 (m, 2H), 1.92-1.8%

2.31-2.48 (m, 2H), 2.72-2.85 {m, 1H), 3.03-3.06
3.70-3.74 {m, S5H), 3.81 (s, 3H), 5.44 (s, 2H), 6.67

1H),
7.37-7.40 (d, 1), 7.51-7.54 (d, 1H), 7.8

§.93-6.9%6 {m, 1¥), 7.05-7.11 (m, 3H), 7.20
{s, 1H).
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Bl ESI/NS m/e /5t mg S %
[(M+1)*]

120 475 4 (12%) 80
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