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8H, m, 4 X CHy), 1.34 (8H, m, 4 x CH,), 0.88 (3H, t, J = 6.7 Hz, CHy)O **C-nnmr
(CDCl,; 75 MHz): 14.5 (CHy), 23.0, 27.2, 27.9, 29.3, 29.7, 32.8 (6 x CH,), 24.5,
33.1 (00 O0O00O0OO-CHy), 59.7 (CH), 98.9 (C-5) 108.2 (C-4a), 135.7 (C-4), 156
.2 (C-6), 160.3 (C-2), 171.6 (C-7a)D

MS (ES+) m/e 325 (MNa®, 100%)

OO0000O0¢: CigHygN,0,Na O 325.1892; O O O 325.1883

oooooo

6-0000-2-0000000000-00T([2,3-d]0000O00O (141) [Cf2161]
oooooo

ooooao

N

o

O

Oooooao

D000D0D000O0O00DO00D00O00DO00 (230 mg, 51%)0 Mp: 65-670 O

IR (KBr): 2954.1 (0 O O), 1619.6 (C=N)O

Oooooao

"H-nmr (CDCIl;; 300 MHz): 8.60 (1H, s, H-4) 6.36 (1H, s, H-5), 5.48 (1H, m, CH),
2.77 (2H, t, J = 7.3 Hz, o -CH,), 2.08-1.63 (10H, m, 0O DO OO0 + B -CHy), 1
.42-1.27 (8H, m, 4 x CH,), 0.91 (3H, t, J = 7.2 Hz, CH,)O

YSC-onmr (CDCl;; 75 MHz): 14.5 (CHs;), 23.0, 27.6, 28.8, 29.4, 29.4, 32.1 (6 x CH,
), 24.2, 33.2 (00 O00D0O0O-CH,), 80.4 (CH), 99.5 (C-5) 113.9 (C-4a), 150.9 (C
-4), 158.9 (C-6), 162.6(C-2), 168.8 (C-7a)O

MS (ES+) m/e 325 (MNa®, 100%)

O0O000¢: CygHygN,0,Na O 325.1892; 0 O O 325.1880

ODooo0DaOo

6-000-3-(1-0000000)-3H-00[2,3-d]00000-2-00 (142) [CF2194]
ODoooD0aOo

Oooooo

{
L
C
C
L
C
L
[ N
L

O

3
O:A\p]|

9

Ooooo0oo

0000138000000 00000000 300 mgd 136 (1.56 mmol)D 0.40 mIO 3-0 O
00000 (3.12mmol) 0000000000000 0CO0O00000O0O000 (118 mg
, 29%)0
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OoDoOooao

IR (KBr): 2958.1 (0 O O), 1671.9 (CO O O O)D

"H-nmr (CDCIl;; 300 MHz): 7.72 (1H, s, H-4) 6.14 (1H, s, H-5), 4.94 (1H, m, CH),
2.68 (2H, t, J = 7.4 Hz, a -CH,), 1.93-1.66 (6H, m, 3 x CH,), 1.43 (2H, m, CH,),
1.00-0.88 (9H, m, 3 x CHy)O

3C-nmr (CDCl;; 75 MHz): 10.7, 14.1 (3 x CHz), 22.5, 27.9, 28.4, 29.3 (5 X CH,),
61.3 (CH), 98.9 (C-5) 108.2 (C-4a), 135.4 (C-4), 156.7 (C-6), 160.3 (C-2), 171.

4 (C-7a)0

MS (ES+) m/e 285 (MNa®, 100%)

OO0DDO: CysHy,N,0,Na O 285.1579; O OO 285.1586
000C,sH,,N,0,0000000¢: C, 68.67%; H, 8.45%; N, 10.68%0 0 0 O : C, 68.38

%; H, 8.62%; N, 10.89%0

OoDDO0O0ao

6-000-2-(1-00000000)-007([2,3-d]JO00 00O (143) [Cf2193]

OoDooo0oao

ooooo

oooooao

0000000000000 O0O0D0DDO0ODDoOOO0 (171 mg, 42%)0

oooooao

IR (KBr): 2938.4 (O O 0O), 1620.0 (C=N)O

"H-nmr (CDCl,; 300 MHz): 8.60 (1H, s, H-4) 6.35 (1H, s, H-5), 5.10 (1H, m, CH),
2.77 (2H, t, J = 7.4 Hz, o -CH,), 1.91-1.70 (6H, m, 3 x CH,), 1.43 (2H, m, CH,),
1.00-0.90 (9H, m, 3 x CHs).

3C-nmr (CDCl;; 75 MHz): 10.0, 14.1 (3 x CH;), 22.6, 26.5, 28.4, 29.7 (5 X CH,),
80.0 (CH), 99.5 (C-5) 113.9 (C-4a), 150.9 (C-4), 158.9 (C-6), 162.9 (C-2), 168.

8 (C-7a)0

MS (ES+) m/e 285 (MNa®, 100%)

OO0O0O0O: CyigHy,N,0,Na O 285.1579; O O O 285.1575
0O00C,sH,,N,0,0000000°¢: C, 68.67%; H, 8.45%; N, 10.68%0 0 0 0O : C, 66.97

%; H, 8.58%; N, 10.78%0

oooooao

6-0 0 00-3-(1-0000000)-34-00[2,3-d]00000-2-00 (144) [CF2190]
oooooao

10

20

30

40



(19) JP 2006-524672 A 2006.11.2

gooado

N/

.

9

0oooooao

00001380 0000000000000 350 mg of 137 (1.50 mmol) 0 0.40 ml of 3-
0000000 (3.00mmol)0 00 0O0DOO0O0DO0ODOOODOODOODODODODO (10
8 mg, 28%). Mp: 128-1300 O

oooooao

YHenmr (CDCl;; 300 MHz): 7.71 (1H, s, H-4) 6.14 (1H, s, H-5), 4.94 (1H, m, CH),
2.68 (2H, t, J = 7.4 Hz, o -CH,), 1.96-1.67 (6H, m, 3 x CH,), 1.43-1.32 (8H, m,
4 x CH,), 0.98-0.89 (9H, m, 3 x CH;)O

"SC-nmr (CDCl;; 75 MHz): 10.7, 14.5 (3 x CHz), 23.0, 27.2, 27.9, 28.7, 29.3 29.4
, 32.1 (7 x CH,), 61.3 (CH), 98.9 (C-5) 108.2 (C-4a), 135.4 (C-4), 156.7 (C-6),
160.3 (C-2), 171.4 (C-7a)O

MS (ES+) m/e 327 (MNa®, 100%), 305 (MH') (50%)

OO0000O0¢: CigHygN,0,Na O 327.2048; O O O 327.2038

oooooao

6-0000-2-(1-00000000)-00T([2,3-d]0 0000 (145) [Cf2189]
oooooao

ooooao

[
[
[
[
. N
[
[
[
[
[

{
L
C
C
L
C
L
L
L

)

oooooao

0000000000000 00000000 (272 mg, 70%)0 Mp: 70-710 O

YHenmr (CDCIl;; 300 MHz): 8.48 (1H, s, H-4) 6.24 (1H, s, H-5), 5.01 (1H, m, CH),
2.65 (2H, t, J = 7.3 Hz, o -CH,), 1.72-1.60 (6H, m, 3 x CH,), 1.60-1.20 (8H, m,
4 x CH,), 0.91-0.77 (9H, m, 3 x CHy)DO

"SConmr (CDCl;; 75 MHz): 9.9, 14.4 (3 x CHy), 23.0, 26.4, 27.6, 28.7, 29.3, 29.4
, 32.0 (7 x CH,), 80.0 (CH), 99.5 (C-5) 113.9 (C-4a), 150.9 (C-4), 158.8 (C-6),
162.9 (C-2), 168.8 (C-7a)O

MS (ES+) m/e 327 (MNa®, 100%)

OO0D000O0¢: CigHygN,0,Na O 327.2048; O O O 327.2053

oooooao

6-0 0 0-3-0000-3H-00[2,3-d]00000-2-00 (146) [CF2195]
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ugoodaoan
oooogad

L e T e T e T e B e |

Oooooao
0000138000000 0000000D0250 mgd 136 (1.30 mmol)O 515 mgd 1-0 O O
D000 (2.60mmol)0 0000000 DOOO0OODOODOOOOOODOO (133 mg,

40%)0 Mp: 139-1410 O

Oooooao

"H-nmr (CDCly; 300 MHz): 7.77 (1H, s, H-4) 6.07 (1H, s, H-5), 3.96 (2H, t, J = 7
.4 Hz, N-CH,), 2.61 (2H, t, J = 7.4 Hz, a -CH,), 1.94-1.58 (4H, m, 3 x CH,), 1.4
3-1.24 (6H, m, 3 x CH,), 0.93-0.84 (6H, m, 2 x CH;)D

"3C-nmr (CDCly; 75 MHz): 14.1, 14.3 (2 x CHy), 22.5, 22.7, 28.4, 29.0, 29.2, 29.
3 (6 x CHy), 52.6 (N-CH,), 98.8 (C-5) 108.1 (C-4a), 139.1 (C-4), 155.8 (C-6), 16
0.2 (C-2), 172.3 (C-7a)0

MS (ES+) m/e 285 (MNa', 100%)

OO0O00D0: CygH,N,0,Na O 285.1579; O O O 285.1568

Ooooooao

6-000-2-0000000-007([2,3-d]0000O0O (147) [CFf 2327]

Oooooao

Oooooo

OoDooao
0000000000000 O00000000 (62 mg, 20%)0 Mp: 51-520 O

"H-nmr (CDCl,; 300 MHz): 8.49 (1H, s, H-4) 6.25 (1H, s, H-5), 4.32 (2H, t, J = 6
.6 Hz, 0-CH,), 2.64 (2H, t, J = 7.3 Hz, a -CH,), 1.85-1.66 (4H, m, 2 x CH,), 1.4
3 (6H, m, 3 x CH,), 0.92-0.73 (6H, m, 2 x CHy)O

'3c-nmr (CDCl;; 75 MHz): 14.1, 14.4 (2 x CHy), 22.5, 22.8, 28.4, 28.5, 28.9, 29.
6 (7 x CH,), 68.3 (0-CH,), 99.5 (C-5) 114.1 (C-4a), 150.9 (C-4), 159.0 (C-6), 16
2.8 (C-2), 168.8(C-7a)0

MS (ES+) m/e 285 (MNa', 100%)

OO0O000¢: CyigHy,N,0,Na O 285.1579; O O O 285.1584

Ooo0ooao

6-0 00 0-3-0000-3H-00([2,3-d]00000-2-00 (148) [Cf2192]

Oooooao
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gooado

ODooo0DaOo
00001380 0000000000000350 mgO 137 (1.50 mmol) O 594 mgd 1-0 O
O0DO00D0 (3.00mmol)D0O0C0CC0O0O0DOOCODODODOOCODOODOOO (207 mg
, 45%). Mp: 161-1620 O

IR (KBr): 2922.1 (0O 0O), 1678.3 (CO O O O)O

"H-nmr (CDCl,; 300 MHz): 7.87 (1H, s, H-4) 6.18 (1H, s, H-5), 4.07 (2H, t, J = 7
.4 Hz, N-CH,), 2.71 (2H, t, J = 7.3 Hz, a -CH,), 1.93-1.71 (4H, m, 2 x CH,), 1.4

2 (12H, m, 6 x CH,), 0.98 (6H, m, 2 x CHz)O

SConmr (CDCl;; 75 MHz): 14.3, 14.9 (2 x CH;), 22.7, 23.0, 27.2, 28.7, 29.1, 29.

3, 29.3 29.4 32.1 (9 x CH,), 52.6 (N-CH,), 98.8 (C-5) 108.1 (C-4a), 139.1 (C-4),
155.8 (C-6), 160.3 (C-2), 172.3 (C-7a)0O

MS (ES+) m/e 327 (MNa®, 100%)

O0O00D0¢: CygHygN,0,Na O 327.2048; 0 O O 327.2042

ODo0O0oDaOo

6-0 0 00-2-0000000-0071[2,3-d]000O00 (149) [Cf2191]

Oooooao

ODoooo

ODoooD0aOo
0O000D0D0000O00DO0000O00DO00 (141 mg, 31%)0 Mp: 48-490 O

IR (KBr): 2933.0 (0 O O), 1618.0 (C=N)O

"H-nmr (CDCl,; 300 MHz): 8.50 (1H, s, H-4) 6.25 (1H, s, H-5), 4.30 (2H, t, J
.7 Hz, 0-CH,), 2.65 (2H, t, J = 7.4 Hz, a -CH,), 1.80-1.60 (4H, m, 2 x CH,),
4-1.19 (12H, m, 6 X CH,), 0.86-0.77 (6H, m, 2 X CHy)O

Y3C-nmr (CDCl;; 75 MHz): 14.4 (2 x CHy), 22.8, 23.0, 27.6, 28.5, 28.7, 28.9, 29.
3, 29.4, 32.0 (9 x CH,), 68.3 (0-CH,), 99.5 (C-5) 114.1 (C-4a), 150.8 (C-4), 159
.0 (C-6), 162.8 (C-2), 172.3 (C-7a)0

MS (ES+) m/e 327 (MNa®, 100%)

O0O00D0¢: CygHygN,0,Na O 327.2048; 0 O O 327.2050

ODo0O0oDaOo
6-0000-3-(000000000-2-00)-34-007([2,3-d]00000-2-00 (154) [
cf2196]

[EN
~ o
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ugoodaoan
oooogad

O

N/

..

()

L
L
{
L
C
C
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L
L

oooooo
6-0 0 O O -3H-
10 M0 O OO
ooooooo
ooooooao
oooo0ooao
ooooooao
oooo0ooao
000
oooo0oo

IR (KBr): 2927

"H-nmr (CDCI,;
4,04 (2H, m, H
and 2.00 (2H,

4 x CH,), 0.83 (3H, t, J =

DoOoooao
'3c-nmr (CDCI,
3.8 (8 x CHy,),
155.2 (C-6),

160.2 (C-2),

(22) JP 2006-524672 A 2006.11.2

00 [2,3-d]00O000-2-00 (137) (288
O2-tert-0 000000000000 (709
15000 00000000000000000
0000000000000 0000000
000000000 (98:2) 0000000000000 00000000
0000000000000 D00C0O0O00O0O00O0O0O0O00O0O00O00n
0000000000150 mg, 40%) OO0 OO OMp:130-1310 00 0O

mg, 1
mg, 4
Ooao
Ooano

.23 mmol) O O O DMF (
.92 mmol) DO OO OO
OoO0oo0oooDo0oooao
OoDooooDoooao

.1 (0O00), 1671.9 (CO OO O), 1084.0 (C-0)O

300 MHz): 7.93 (1H, s, H-4) 6.09 (2H, m, H-5 and H-1"), 4,26 and
-5"), 2.60 (2H, t, J = 7.4 Hz, a -CH,), 2.56 (2H, m, H-2",), 2.18
m, H-3") 1.99 (2H, m, H-2",), 1.59 (2H, m, CH,), 1.30-1.23 (8H, m,
6.7 Hz, CHy)O

. 75 MHz): 14.5 (CHy), 23.0, 23.7. 27.2, 28.7, 29.3, 29.4, 32.1, 3
71.1 (C-5"), 90.2 (C-1"), 99.1 (C-5), 107.6 (C-4a), 134.2 (C-4),
171.3 (C-7a)0

MS (ES+) m/e 327 (MNa', 100%)

goodoao:

1%; H, 8.14%;
oooooad

C,7H,4N,05Na O 327.1685;
oooc,,H,,N,0,00000000D0: C,
N, 9.26%

Oogd 327.1678

67.08%; H, 7.95%; N, 9.20%. 0O O=: C, 67.0

6-0 00 -2,3-000000T[2,3-d]00000-2-00 26

DO0o0ooQoao
Doooo
C1oH21

(
(
(
ﬁf;\N
H
g
gooood
5s-00noooan

000 (0) (1.00 g,
0)OOODMF (50 nL)D0ODOOOOOOOOOOODIPEA (7.3 L,

2 00) O1-0

O 23 (5.00 g,
0.87 mmol,

21 mmo) DO DO OOCOMUOODDDODDDOOOOO)OO
0.04 00) ooooooOo (0.80 g, 4.2 mmol, 0.2 O
5.42 g, 42 mmol,
oogd 24 (13.5 mL, 3 00)oooooooooao

10.48 g, 63 mmol,
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0000000000000 D0D00O0O0000000D0D0D0O0O000000O0DD0O0O0an
0 I I e 0 e e e A 0 o A O A O N A VA B A
0000000000000 D0D0O0TLCODDDD0DD0DDO0O0O0OO0OO0ODDDO0DO0DO0OOaO
0000000 o0oDOo0o0DoDOo0o0ooDOoo0ooDOoo0ooDOoooDOooOooDOooOooDO (25mL) OOOO
OO0OD0 (0.80 ¢g)0D00D0D0DO0OOODODODDDOODDOOON,0O0D0DDOOOS0OOO
0000000000000 D0D0D00O000000D0DDD0DO0DO0DO0O00OO0O0OO0ODDOO0an
0o0oOo0o0ooDOoobeMDOD OO0 D OO0DDOODDOODODODODODODODODODODODOOC/C(
trituration)D 00 D0DOD0OD0 26000000000000003.79 g (230065 %)0 0O
00

gooooao

6-0 0 0-2-00000-00T1[2,3-d]0 0000 Cf2303

gooooao

OooooD

[ C1oH21

[ O™

[ N/'|

[

[ O/L§N

r

]

OoDDO0O0ao

26 (0.30 g, 1.086 mmol), OO O ODOO (0.30 g, 2.17 mmol, 2 O00O) OO 1-00 00O
O0O0O (30, 0.22 mL, 2.17 mmol, 2 O0O) OOODMF (6 mL)ON,0O0OC0DOODODOOO
0ooogoogoooloo0 oo oooooooooooDseDoDoDoDoooDoDoood
Oo0-5% 00000oOobDCMD OO DODDODODODODDODDODODODODODODODODDODODOODDODOODOO
O0ODO0O0o0OoO31 (102 mg, 29 %), OODOODDO, DODODODODODODOOO

Ooooooao

"H NMR (CDCl;) & 8.48 (s, 1H, 4-H), 6.49 (s, 1H, 5-H), 4.44 (t, J = 6.7 Hz, 2
H, 0-CH,-), 2.81 (t, J = 7.6 Hz, 2H, 1"-CH,), 1.95 (app sex, J = 7.1 Hz, 2H, CH,
), 1.82 (m, J = 6.6 Hz, 2H, CH,), 1.43 (m, 14H, CH,), 1.15 (t, J = 7.4 Hz, 3H, O

~CH,CHy), 0.97 (t, J = 7.0 Hz, 3H, -CH,CHs;); “3C NMR (CDCI,) & 168.9 (7a-C), 16
2.9 (2-C), 159.1 (6-C), 150.9 (4-CH), 114.2 (4a-C), 99.5 (5-CH), 69.9 (0-CH,), 3
2.3 (1"-CH,), 30.0 (CH,), 29.9 (CH,), 29.7 (CH,), 29.6 (CH,), 29.5 (CH,), 28.8 (
CH,), 27.6 (CH,), 23.1 (CH,), 22.6 (CH,), 14.5 (0-CH,CH;), 10.9 (-CH,CHs)O
oooooao
6-0 00 -3-0000-3H-001[2,3-d]0O00O0ODO-=-2-00 Cf2304
Ooooooao
ooooo
CoH21
O
N/

A

|

07N
=
L
oooo0oo

191 mg00D0OO0DODO 32 (0055 %)0000000000000000000
oooooo

H NMR (CDCl3) & 7.74(s, 1H, 4-H), 6.13(s, 1H, 5-H), 4.01 (t, J = 7.3 Hz, 2H,
N-CH,-), 2.70 (t, J = 7.7 Hz, 2H, 1"-CH,), 1.89 (app sex, J = 7.4 Hz, 2H, CH,),

C
L
L
C
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1.89 (m, J = 7.4 Hz, 2H, CH,), 1.70 (m, J = 7.4 Hz, 2H, CH,), 1.38 (m, 14H, CH,)
, 1.04 (t, J = 7.4 Hz, 3H, N-CH,CH;), 0.96 (t, J = 7.0 Hz, 3H, -CH,CHs): *3C NMR
(CDCI1,) & 169.9 (7a-C), 160.4 (2-C), 156.1 (6-C), 138.9 (4-CH), 108.6 (4a-C),
98.6 (5-CH), 54.2 (N-CH,), 32.3 (1"-CH,), 30.0 (CH,), 29.9 (CH,), 29.7 (CH,), 29
.6 (CH,), 29.5 (CH,), 28.7 (CH,), 27.2 (CH,), 23.1 (CH,), 22.8 (CH,), 14.5 (O-CH

,CHy), 11.5 (-CH,CH5;)O

gooooao
2-0000-6-000-00102,3-d]0000ODO Cf2305
ogoooodd

gooaoad

C1oH21

0ooooo

26 (0.30 g, 1.086 mmol), 00O OO0 (0.30 g, 2.17 mmol, 2 00) 00 1-0000
0033 (0.25 mL, 2.17 mmol, 2 OO ) ON, 00 OO0DMF (5 ml) 00000000000
000000000100 0000000000000000800000000O00O00O0O00
D0-5% 00000O0DMIOODODOOOODODOOOONDDOO0OOODDOO0O0OO
00000034 (114 mg, 32 %) 00000000000

0ooooao

'H NMR (CDCl;) & 8.61 (s, 1H, 4-H), 6.36 (s, 1H, 5-H), 4.36 (t, J = 6.7 Hz, 2
H, 0-CH,-), 2.75 (t, J = 7.6 Hz, 2H, 1"-CH,), 1.90-1.74 (m, 4H, CH,), 1.54 (m, 2
H, CH,), 1.29 (m, 14H, CH,), 1.00 (t, J = 6.8 Hz, 3H, 0-CH,CH;), 0.91 (t, J = 7.
0 Hz, 3H, -CH,CHy); “°C NMR (CDCI,) & 168.9 (7a-C), 162.9 (2-C), 159.1 (6-C), 1
50.9 (4-CH), 113.9 (4a-C), 99.5 (5-CH), 68.1 (0-CH,), 32.3 (1"-CH,), 31.3 (CH,),
30.0 (CH,), 29.9 (CH,), 29.7 (CH,), 29.6 (CH,), 29.5 (CH,), 28.8 (CH,), 27.6 (C
H,), 23.1 (CH,), 19.6 (CH,), 14.5 (0-CH,CH;), 14.2 (-CH,CH,)DO

0ooooao

3-000-6-000-34H-00[2,3-d]0 00 00-2-00 CF2306

0ooooo

0oooao

CroH21

N/

A

|
@ N
[
O
gooooao
Ogoooo 3 (205mg, 57 %9 OO0) OO0 O0D0ODOODDODOODODOODODOOOOOO
ooooodd
LH NMR (CDCl,) & 7.76 (s, 1H, 4-H), 6.04 (s, 1H, 5-H), 3.93 (t, J = 7.4 Hz, 2
H, N-CHy-), 2.56 (t, J = 7.4 Hz, 2H, 1"-CH,), 1.71 (m, 2H, CH,), 1.60 (m, 2H, CH
,), 1.36-1.18 (m, 16H, CH,), 0.88 (t, J = 7.2 Hz, 3H, N-CH,_CHs), 0.80 (t, J = 6
.5 Hz, 3H, -CH,CHs;): *3C NMR (CDCI;) & 172.3 (7a-C), 160.3 (2-C), 155.9 (6-C),

[
[ O \
[
[
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139.2 (4-CH), 108.2 (4a-C), 98.8 (5-CH), 52.4 (N-CH,-), 32.3 (1"-CH,), 31.6 (CH,
), 30.0 (CH,), 29.9 (CH,), 29.7 (CH,), 29.5 (CH,), 29.4 (CH,), 28.7 (CH,), 27.2
(CHy), 23.1 (CHy), 20.2 (CHy), 14.5 (0-CH,CHy), 14.1 (-CH,CH;).

Oooo0o0oo

-0 00-2-0000000-2,3-000000T([2,3-d]0 0000 cf2247

oooooao

O00Oaoao

[ CroH21

[ O™\

[ N™ |

[

[ O/Lﬁﬂ

[

[

A

oooooo

6-0 0 0-2,3-000000T([2,3-d]J00O000-2-00 26 (200 mg, 0.72 mmol), 0 OO
000 (199 mg, 1.44 mmol, 2 00) 0O01-0000000 36 (0.2 mL, 2 00) ON,
OODOODMF (8 mL)DODODODODODDDDODODOOOODODDDDDDO120000000000
0oooooOosoD0ooDoooDOoooDoo@ml)y 00DOO0OODOOODOODMFOD OODOO
O00DD0DD0D0O00000D0D0DD0DD0D0D00000D0DO0ODDDODOO037 (88 mg, 35 %) O
Oo0O0O0o0o00oDO0DD0OOoO0OO0on

O0O0ooao

"H NMR (CDCl;) & 8.57 (s, 1H, 4-H), 6.33 (s, 1H, 5-H), 4.38 (t, 2H, J = 6.7 Hz,
1"-CH,), 2.73 (t, 2H, J = 7.4 Hz, o -CH,), 1.84 (qt, 2H, J = 6.8 Hz, CH,), 1.74
(m, 2H, CH,), 1.50-1.26 (m, 18H, 9 x CH,), 0.94-0.85 (m, 6H, 2 x CHy); “3C NMR

(CDCI,) & 168.9 (7a-C), 162.9 (2-C), 159.1 (6-C), 150.9 (4a-C), 99.5 (5-CH), 68

.4 (1"-CH,), 32.3 (CH,), 30.0 (CHy), 29.9 (CHp), 29.7 (CH,), 29.5 (CH,), 28.9 (C

H,), 28.8 (CH,), 28.7 (CH,), 28.5 (CH,), 27.6 (CH,), 23.1 (CH,), 22.9 (CH,), 14.

5 (CHz), 14.4 (CH,)0 OO0 O0OC,,;Hs4N,0, (346.5)0 000 O00O00¢: C 72.79, N 8.

08, H9.89; 0 OO C 73.68, N 10.03, H 8.060

DOooooao

2-0000000000-6-000-2,3-000000([2,3-d]0000O00 Cf2250

Dooooao

Doooo

CioH21

Dooooao

26 (1.00 g, 3.62 mmol), 0O ODODOO(L.00 g, 7.24 mmol, 2 00) 0O0OOOOOO
00000 39 (0.23 mL, 2.17 mmol, 2 O0O0) ON,0O0OODMF (15 nL)D OO0 OO0 O
0000000000000 00000000000012000000000000000
0000000000000 D000D0080000O000O000D0D0000-1% 00000
ODCMO O ODOOODODOCOODOODOOODODOODODDODODODODOOODOOODOOODOOOO0O040 OO
0D0O0(.87 g, 70 % 00)0 00000
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(26) JP 2006-524672 A 2006.11.2

Oooooo

Y4 NMR (CDCI;) & 8.48 (b, 1H, 4-H), 6.23 (s, 1H, 5-H), 5.36 (m, 1H, 1"-H), 2.65
(t, 2H, J = 7.5 Hz, a -CH,), 1.93-1.52 (m, 10H, 5 x CH,), 1.25-1.17 (m, 14H, 7

x CHy), 0.78 (t, 3H, J = 6.5 Hz, CHy;): “3C NMR (CDCI,) & = 168.8 (7a-C), 162.5
(2-C), 158.9 (6-C), 150.9 (4-CH), 113.9 (4a-C), 99.5 (5-CH), 80.3 (1"-CH), 33.1
(2 x CH,), 32.3 (CH,), 30.0 (CH,), 29.9 (CH,), 29.7 (CH,), 29.5 (CH,), 28.7 (CH,

Y, 27.6 (2 x CHy), 24.2 (CH,), 23.1 (CH,), 14.5 (CH,)O OO O O O Cy,Hs,N,0, (344
5)00000000: C 73.22, N 8.13, H 9.36; 0 OO C 73.85, N 8.61, H 9.84.
Oooooo

3-00obo0DobOo-6-000-2,3-000000T102,3-d]0DO0O00ODO-=-2-00 Cf2251
Oooooao

ogooogano

[ CroH21

[ O™

[ N7

N

|
©7 N

g

[

a

Ooooooao

oooodo 41 (0.18 g, 14 %) O0OOODO0ODOODDODOODODOOOOOOOO

gooooao

H NMR (CDCl;) & 7.79 (s, 1H, 4-H), 6.05 (s, 1H, 5-H), 5.16 (m, 1H, 1°-H), 2.56
(t, 2H, J = 7.5 Hz, a -CH,), 2.16 (m, 2H, CH,), 1.82-1.55 (m, 8H, 4 x CH,), 1.2
5-1.19 (m, 14H, 7 x CH,), 0.80 (t, 3H, J = 6.4 Hz, CHy); °C NMR (CDCl,) & 171.
6 (7a-C), 160.3 (6-C), 156.2 (2-C), 135.8 (4-CH), 108.3 (4a-C), 99.0 (5-CH), 59.
7 (1"-CH,), 32.8 (2 x CH,), 32.3 (CH,), 30.0 (CH,), 29.7 (CH,), 29.4 (CH,), 28.7
(CH,), 27.2 (2 x CHy), 24.5 (CHy), 23.1 (CH,), 14.5 (CH;)O0 O O O O O CyyHs,N,0,
(344,500 0oo0ooo: € 73.22, N 8.13, H9.36; OOO C 72.83, N 8.18, H 9.8
40

oooooao
2-(l"-OD00o0bOOocobooo)-6-000-2,3-000000T([2,3-d]O0O0ODO0O Cf2252
gooooao

oooaoao

C1oH21

Dooooao
26 (0.50 g, 1.81 mmol), 0O O ODOO (0.50 g, 3.62 mmol, 2 00) 0O03-0000

00O 42 (0.45 mL, 3.62 mmol, 2 O0O) ON,0JOOOODMF (15 nl)D0O0O0O0O0O0O0DO
00000120 0000001500 000000000000000000000000

000000000080 0ODNODO0DDNDNO0ODONO0DDO-5%000000DCMOIOOOD

0000000000000 O000O000O0000000043000 0.27 g (0043 %
yDOOOOOoOoooooao
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27) JP 2006-524672 A 2006.11.2

oooooao

"H NMR (CDCl;) & = 8.44 (s, 1H, 4-H), 6.20 (s, 1H, 5-H), 4.96 (qt, 1H, J = 6.0

Hz, 1"-H), 2.60 (t, 2H, J = 7.5 Hz, o -CH,), 1.68-1.55 (m, 6H, 3 x CH,), 1.24-1.

13 (m, 12H, 6 x CH,), 0.84 (t, 6H, J = 7.4 Hz, 2 x CHy), 0.74 (t, 3H, J = 6.9 Hz
, CHy); “®C NMR (cDCl;) & = 168.8 (7a-C), 162.9 (6-C), 158.7 (2-C), 150.9 (4-CH

), 113.9 (4a-C), 99.5 (5-CH), 79.9 (1"-CH), 32.2 (CH,), 29.9 (CH,), 29.7 (CH,),

29.6 (CH,), 29.4 (CH,), 28.7 (CH,), 27.6 (CH,), 26.7 (2 x CH,), 26.4 (CH,), 23.0
(CH,), 14.4 (CH3), 9.9 (2 x CH,)D OO D O OC,;H4N,0, (346.5)0 0000000 :
C 72.79, N 8.08, H 9.89; OO O C 73.12, N 8.56, H 9.930

oooooao

3-(1"-0000000)-6-000-2,3-0000007([2,3-d]00000-2-00 Cf2253
oooooao

ooooao

CroH21

N/

A

|

© N
ia
[
0

DOooooao

D000004400000000000 (0.168 g, 27 %)0 0000000

DOooooao
"H NMR (CDCly) & = 7.72 (s, 1H, 4-H), 6.15 (s, 1H, 5-H), 4.94 (b, 1H, 1"-H), 2.
67 (t, 2H, J = 7.4 Hz, o -CH,), 1.87 (m, 2H, CH,), 1.71 (m, 4H, 2 x CH,), 1.36-1
.23 (m, 14H, 7 x CH,), 0.91 (t, 9H, J = 6.8 Hz, 3 x CHz); "°C NMR (CDCIl;) & =1
71.2 (7a-C), 160.4 (6-C), 156.7 (2-C), 135.5 (4-CH), 108.3 (4a-C), 98.9 (5-CH),
32.3 (CH,), 30.0 (CH,), 29.9 (CH,), 29.7 (2 x CH,), 29.5 (CH,), 28.7 (CH,), 28.0

(CH,), 27.2 (CH,), 23.1 (CH,), 14.5 (CH;), 10.8 (2 x CHy)O O O DO O OC,,Hs4N,0
, (346.5)0 0000000 : C 72.79, N 8.08, H9.89; O OO C 72.65, N 8.16, H 10
.080

DOooooao
2-0000000000-6-000-2,3-000000([2,3-d]0O0000 Cf2294
DOooooao

DooOoo

[
[ O A\
[
[

CgH21

oooooao

26 (300 mg, 1.086 mmol)D OO O ODOO (299 mg, 2.17 mmol, 2 OO ) OO ODMF (10
mLl) O0O0O0O0OO0OD0DO0DO0DO0ODODO0OO0O DooO 45 (0.54 mL, 2.17 mmol, 2 OO )ON,00O
00o0o0o0oooooooooooDoDoooilo0o 0000000 oooOooOooooDDasonnan
0000000000000 oo0Do0DooOoDoooDOoDooDoDOMgSoO, 000000000
ooooooOo0o0oooODOoDOooopo-2%yODOOoOoOoODKMDODODODODODDODDODODDDOO
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(28) JP 2006-524672 A 2006.11.2

0000000000000 O0O0O0O0O0O046000000000000000000O00 (

78 mg, 0020 % )O

oooooao

"H NMR (CDCl;) & = 8.68 (s, 1H, 4-H), 6.43 (s, 1H, 5-H), 5.16 (m, 1H, 1°-H), 2.

85 (t, 2H, J = 7.4 Hz, o -CH,), 2.19 (m, 2H, CH,), 1.94 (m, 2H, CH,), 1.84 (m, 2

H, CH,), 1.72 (m, 2H, CH,), 1.58-1.32 (m, 18H, 9 x CH,), 0.99 (t, 3H, J = 6.4 Hz
, CHy); “®C NMR (cDCl;) & 168.9 (7a-C), 162.3 (2-C), 158.9 (6-C), 151.0 (4-CH),
114.0 (4a-C), 99.6 (5-CH), 75.8 (1"-CH), 32.3 (CH,), 32.0 (CH,), 30.0 (CH,), 29
.9 (CH,), 29.7 (2 x CH,), 29.5 (CH,), 28.8 (CH,), 27.6 (CH,), 26.0 (CH,), 24.3 (

2 x CH,), 23.1 (CH,), 14.6 (CH;)DO

oooooao

3-0000000-6-000-2,3-0000007([2,3-d]00000-2-00 CFf2295
oooooao

ooooao

CroH21

N/

.

|
© N
[
[
O
gooooao
D00O0D0047(23 mg, 6 %) 00000000000 00000000
oooooao

L4 NMR (CDCI,) 7.86 (s, 1H, 4-H), 6.13 (s, 1H, 5-H), 4.90 (m, 1H, 1"-H), 2.68
(t, 2H, J = 7.4 Hz, a -CH,), 2.09-1.30 (m, 26H, 13 x CH,), 0.93 (t, 3H, J = 6.2
Hz, CHs): 3C NMR (CDCI,) & 171.5 (7a-C), 160.3 (2-C), 155.8 (6-H), 135.6 (4-CH
), 108,1 (4a-C), 98.9 (5-CH), 57.1 (1"-CH), 33.3 (CH,), 32.3 (CH,), 32.0 (2 x CH
,), 29.7 (2 x CH,), 26.2 (CH,), 25.8 (CH,), 24.3 (CH,), 23.1 (CH,), 14.6 (CHs)O
gooooao
6-000-3-(000000000-2-00000)-34-0071[2,3-d]000O00-2-00 72
Cf2309
gooooao
0ooooO
CroH21
2

[
[ O™
[
[

N/

PN

|

O N
[
[
O
gooooao

ooooov2 (157 mg, 42 %) 00000 OODOOOODOOO OOOOOOOO
ooooodd

“H NMR (CDCl,) & 7.95 (s, 1H, 4-H), 6.13 (s, 1H, 5-H), 4.55 (dd, J = 2.3, 13.6
Hz, 1H, N-CH,-THF), 4.29 (m, 1H, N-CH,-THF), 3.93-3.72 (m, 3H, THF-CH), 2.68 (t,

J = 7.4 Hz, 2H, 1"-CH,), 2.26-2.15 (m, 1H, THF-CH), 2.00-1.90 (m, 2H, CH,), 1.7
1-1.63 (m, 3H, THF-CH), 1.37-1.31 (m, 14H, CH,), 0.93 (t, J = 6.4 Hz, 3H, CHs);

L
[
L
C

o
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(29) JP 2006-524672 A 2006.11.2

"3C NMR (CDCl;) & 172.4 (7a-C), 160.2 (2-C), 156.1 (6-C), 140.5 (4-CH), 107.9 (
4a-C), 98.9 (5-CH), 77.3 (THF-C), 68.6 (THF-C), 54.9 (N-1"-CH,-THF), 32.3 (CH,),
30.0 (CH,), 29.9 (CH,), 29.8 (CH,), 29.7 (CH,), 29.5 (CH,), 29.2 (CH,), 28.7 (C
H,), 27.2 (CH,), 26.2 (CH,), 23.1 (CH,), 14.6 (-CH,CH;)O

DOooooao

2-00000000000-6-000-00T1[2,3-d]00000O0 Cf2274

DOooooao

oooaoao

[ CaoH24
[ O

[

O N

[

[

0

oooooao

26 (0.30 g, 1.086 mmol) D DO OOOODO (0.30 g, 2.17 mmol, 2 OO) ON, D000
DMF (10 mL) D OO ODOODODODDODDDODDDODOOODODOOOOA48 (0.30 mL, 2.17 mmol, 2
O0O)0ooOoOoOoOoOODO0DOoOoOODO0DOoOoOODO0oOoOOoODO0DOOoODODOoDOOoDDODOOO1200000
A o o o A o A o R e e e e R s A A o A A A A W A W A A R A
OoDOooo-2% 00O0OODODODMODODDODODODDODDODODODODODODODODODOODDODOODOOO
OD0DO0O0O0OD0ODO0OO0O0D0 49 (189 mg, 47 W) DO ODODODODODOOOO

oooooao

"H NMR (CDCl;) & 8.63 (s, 1H, 4-H), 6.67 (s, 1H, 5-H), 4.35 (d, J = 6.2 Hz, 2H,
0-CH, -CyHx), 2.79 (t, J = 7.4 Hz, 2H, 1"-CH,), 1.97-1.90 (m, 3H, CyHx-CH), 1.78
(m, 6H, CyHx-CH), 1.38-1.31 (m, 16H, CH,), 1.19-1.08 (m, 2H, CyHx-CH), 0.91 (t,
J = 6.4 Hz, 3H, -CH,CHy); “°C NMR (CDCI;) & 168.9 (7a-C), 163.0 (2-C), 159.1 (
6-C), 150.9 (4-CH), 114.2 (4a-C), 99.5 (5-CH), 73.6 (0-CH,-CyHx), 37.7 (CyHx-C),
32.3 (1"-CH,), 30.2 (CyHx-C), 30.0 (2 X CH,), 29.8 (CH,), 29.7 (CH,), 29.5 (CH,

), 28.8 (CH,), 27.6 (CH,), 26.9 (CH,), 26.2 (2 X CH,), 23.1 (CH,), 14.6 (-CH,CH;

O

oooooao

3-00o0oo00oo0ooO0D00o-6-000-3H-00[2,3-d]0O0DOOO-2-00 Cf2275
Ooooooao

Oo00ooao

[ C1oH21
[ O™

L

07 N

[

[

O

Dooooo

00O0D005000000000000000033 % (129 mg)0 00000
Dooooao

H NMR (CDCl;) & 7.72 (s, 1H, 4-H), 6.12 (s, 1H, 5-H), 3.64 (d, J = 7.3 Hz, 2H,
N-CH,-CyHx), 2.66 (t, J = 7.5 Hz, 2H, 1"-CH,), 2.04-1.95 (m, 1H, CyHx-CH), 1.94
-1.68 (m, 6H, CyHx-CH), 1.35-1.29 (m, 16H, CH,), 1.23 (m, 2H, CyHx-CH), 1.02 (m,
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(30) JP 2006-524672 A 2006.11.2

2H, CyHx-CH), 0.90 (t, J = 6.4 Hz, 3H, -CH,CHz): "°C NMR (CDCl;) & 172.3 (7a-C
), 160.3 (2-C), 156.0 (6-C), 139.7 (4-CH), 107.7 (4a-C), 98.7 (5-CH), 58.8 (N-CH
,-CyHx), 36.9 (CyHx-C), 32.3 (1"-CH,), 30.9 (CyHx-C), 30.0 (CH,), 29.9 (CH,), 29
.8 (CHy), 29.6 (CH,), 29.5 (CH,), 28.7 (CH,), 27.2 (CH,), 26.6 (CH,), 26.0 (2 X
CH,), 23.1 (CH,), 14.6 (-CH,CH;)0O

DOooooao

2-0000000-6-000-00T1[2,3-d]0 0000 Cf2307

DOooooao

Doooo

CroHaq
A\
N"|

OJ\\N

L
C
C
L

Dooooao
26 (0.30 g, 1.086 mmol), 0O DO OODO (0.30 g, 2.17 mmol, 2 00)000DO0O0DO
000 (51, 0.25 mL, 2.17 mmol, 2 0 O)ON,00O0ODMF (5 nl)D0O0O0O0DOODOO
D0DO00D0DO000D01000000000000000D000D080O0DO0O0DOODODO
0DO00-5% 000000DIMDDODOOODOODODODODODOODOOOOOOOOOO
DO00O000052 (54mg, 14 %)000O00O00O00O00

DOooooao

"H NMR (CDCl;) & 8.66 (s, 1H, 4-H), 7.57 (d, J = 6.7 Hz, 2H, Ar-CH), 7.36 (m, 3
H, Ar-CH), 6.40 (s, 1H, 5-H), 5.54 (s, 2H, 0-CH,-Ph), 2.78 (t, J = 7.2 Hz, 2H, 1
"-CH,), 1.79 (m, 2H, CH,), 1.32 (m, 14H, CH,), 0.92 (m, 3H, -CH,CHs); “*C NMR (C
DCI;) & 168.8 (7a-C), 162.5 (2-C), 159.4 (6-C), 150.9 (4-CH), 137.0 (Ar-C), 128
.8 (Ar-C), 128.4 (Ar-C), 128.3 (Ar-C), 113.9 (4a-C), 99.6 (5-CH), 69.7 (0-CH,-Ph
), 32.3 (1"-CH,), 30.0 (CHy), 29.9 (CH,), 29.7 (2 X CH,), 29.5 (CH,), 28.8 (CH,)
, 27.6 (CH,), 23.1 (CH,), 14.6 (-CH,CH;)O

DOooooao

3-0000-6-000-3H-00[2,3-d]00000O-2-00 Cf2308

Dooooao

Doooo

CroH21

C
L
L
[

N/

A

|
@ N
0
[
0
DOooOoQoaOo
DD0DO0OO0D 53 (258 mg, 65 )0 00 O0DDO0O0O0O0OO00DO0O0OOOOODO
DOooooao
"H NMR (CDCly) & 7.74 (s, 1H, 4-H), 7.42 (m, 5H, Ar-CH), 6.07 (s, 1H, 5-H), 5.2
6 (s, 2H, N-CH,-Ph), 2.67 (t, J = 7.3 Hz, 2H, 1"-CH,), 1.83 (m, 2H, CH,), 1.66 (
m, 14H, CH,), 0.93 (t, J = 6.9 Hz, 3H, -CH,CHz); "°C NMR (CDCI;) & 172.3 (7a-C)
, 160.8 (2-C), 156.1 (6-C), 138.3 (4-CH), 135.9 (Ar-C), 129.6 (Ar-C), 129.1 (Ar-

[
[ O \
[
[
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(31) JP 2006-524672 A 2006.11.2

C), 129.0 (Ar-C), 108.6 (4a-C), 98.8 (5-CH), 54.4 (N-CH,-Ph), 32.3 (1*-CH,), 30.

0 (CH,), 29.9 (CH,), 29.7 (CH,), 29.6 (CH,), 29.4 (CH,), 28.7 (CH,), 27.2 (CH,),
23.1 (CH,), 14.5 (-CH,CH;)O

gooooao

6-0 0 0-3-(000D00O0DOO0O0O0-2"-00)-2,3-000000T[2,3-d]JOO0O00OO-=-2-00
Cf2249

gooooao

Ooooaoao

CroHo21

N/

A

|
(oY

e
C

0
DOooooao

26 (0.30 g, 0.19 mmol)D O OO ODMAPON,0 00 OO OODMF (8 mL) DD OO OO 2-te
rt-0 0 0000000000054 (0.34 mL, 0.31 g, 2.17 mmol, 2 0O0)00DOO0OD
0000000000000 D0O0D0O0D0O0D0O001500000000000000000
D0DO00Ds80DDODODDODODDODINMOODODODODDODODODODDDODODOODDO
D009 mg (24 %) of DO DOODO 550000000000000

DOooooao

"H NMR (CDCl;) & 7.95 (s, 1H, 4-H), 6.10 (m, 2H, 5-H and 2"-H), 4.29 (m, 1H, 5"
-H), 4.06 (m, 1H, 5°-H), 2.63 (t, 2H, J = 7.5 Hz, o -CH,), 2.56 (m, 1H, THF-CH),
2.17 (m, 1H, THF-CH), 2.01 (m, 1H, THF-CH), 1.83 (m, 1H, THF-CH), 1.66 (m, 2H,

CH,), 1.30-1.1.9 (m, 14H, 7 x CH,), 0.86 (t, 3H, J = 6.3 Hz, CH;); '®C NMR (cDCI

;) & 171.9 (7a-C), 160.0 (6-C), 155.2 (2-C), 134.2 (4-CH), 107.6 (4a-C), 99.1 (
5-CH), 90.2 (2"-CH), 71.1 (5°-CH,), 33.8 (CH,), 32.3 (CH,), 30.0 (CH,), 29.9 (CH

,), 29.7 (2 x CH,), 29.5 (CH,), 28.7 (CHy), 27.2 (CH,), 23.7 (CH,), 23.1 (CH,),
14.6 (CHy)O

DOooooao

D00O00O000 00O00O00000-3-00000064

Dooooao

gooaao
O

[
8
[

O
[ 7S

2
HsC ©

Do0oooo

3-00000b0DO0o0bOooOoDbOogs7 (0.50 g, 0.46 ML, 5.5 mmol) OO OODOOODOAO
(L mL, 7mmol, 1.3 00)000 DCM (5 mL)D0 000D O0C0OODOCOCOOCOODOOOO
O O ooooooooo 63 (0.55mL, 7 mmol, 1.3 00) O0OOODOOODOOO
0000000000000 0000000000000000000?2400
DO0O0O00 DCM (0 ML)DODODDOCOODOCOODOOODOOODOOODOOOOOO
Oo0o0o0ooooooo0oo0oo0ooo0oboo0o0oob0oo0oooo0oo0oobobOoon0nOaoDbpedmd
00
00
0 g,

[
[ O A\
[
[

~O

pcvbooooobOOoobooboobooboobooboobeMo oo
oooooodwsSo,000oooooooooooooboDbDbOed4n OO
96 WO O ODODODODOODODODODODDODODOODODOODOO

OoOoo0oooaoo
Ooo0o0ooood
I o B
OOoo0oooao
OOoo0oooao
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(32) JP 2006-524672 A 2006.11.2

DOooooao
"H NMR (CDCl;) & 5.20 (m, 1H, 1"-CH), 3.94-3.74 (m, 4H, THF-CH), 2.96 (s, 3H, C
Hy), 2.18-2.11 (m, 2H, THF-CH); “®C NMR (CDCl;): 81.38 (1"-CH), 73.4 (2"-CH,), 6
7.1 (47-CH,), 38.8 (CHs), 33.7 (3"-CH,)O
DOooooao
6-0 00 -2-(000000000-3-00000)-00T1[2,3-d]0 000058
DOooooao
DOooOoo
CroHa1

oooo0oo
26 (0.182 g, 0.66 mmol), DO OO OO (0.182 g, 1.33 mmol, 2 0 0)0 00O D000

Ooo0 oDoooooooo-3-000o000 64 (0.105 g, 0.63 mmol, 0.95 OO )ON,
OoOoOODMFE (5 mL)DOOOCDOOODODDODODODODOODODODODODODDODDODOODDODOOOO
gooooosooooobooboooboo-5yoooooooeMobbonobooobooan
OCoOO0O0oo0o0O0O0oOO0DO0oO0oOoOO0ODOoOoOobODO0oOoo0DOS8 (140 mg, 62 %) OOOOOOO
oooad

gooooan

1

H NMR (CDCl;) & 8.64 (s, 1H, 4-H), 6.40 (s, 1H, 5-H), 5.64-5.59 (m, 1H, 0-1"-T
HF), 4.07-3.96 (m, 4H, THF-CH), 2.80 (t, J = 7.5 Hz, 2H, 1"-CH,), 1.79 (quin, J
= 7.6 Hz, 2H, CH,), 1.39-1.31 (m, 14H, CH,), 0.93 (t, J = 6.5 Hz, 3H, -CH,CH;);
L3¢ NMR (CDCI,) & 168.6 (7a-C), 163.0 (2-C), 159.5 (6-C), 151.0 (4-CH), 114.6 (
4a-C), 99.6 (5-CH), 78.2 (1"-THF-C), 78.2 (THF-C), 73.8 (THF-C), 67.7 (1"-THF-C)
, 33.5 (1"-CH,), 32.3 (CH,), 30.0 (CH,), 29.9 (CH,), 29.8 (CH,), 29.7 (CH,), 29.
5 (CH,), 28.8 (CH,), 27.6 (CH,), 23.1 (CH,), 14.6 (-CH,CH;)O
OooDOoOoao
6-000-3-(000000000-3-00)-34-001[2,3-d]00000-2-00 Cf2276
Ooo0oo0Oooao
ooooD

CroH21
O
N/

PN

|
07 N

Re
e
0
DOooOoQoaOo
D0DO00D 5900000 (22 mg, 10 %)000O0000000O00D0
DOooooao
"H NMR (CDCI;) & 8.00 (s, 1H, 4-H), 6.12 (s, 1H, 5-H), 5.68 (m, 1H, N-1"-THF),
4.23-4.09 (m, 2H, THF-CH), 3.97-3.86 (m, 2H, THF-CH), 2.68 (m, 2H, 1"-CH,), 1.7
2 (m, 2H, CH,), 1.36-1.30 (m, 16H, CH,), 0.91 (t, J = 6.3 Hz, 3H, -CH,CH;); '°cC
NMR (CDCl,) & 171.8 (7a-C), 160.7 (2-C), 156.0 (6-C), 136.0 (4-CH), 109.1 (4a-C

L
[
L
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(33) JP 2006-524672 A 2006.11.2

), 99.1 (5-CH), 73.4 (1"-THF-C), 78.2 (THF-C), 67.6 (THF-C), 58.1 (L1"-THF-C), 34
.2 (1"-CH,), 32.3 (CHy), 30.0 (CHy), 29.9 (CHy), 29.7 (CHy), 29.6 (CH,), 29.4 (C
H,), 28.7 (CH,), 27.2 (CH,), 23.1 (CH,), 14.5 (-CH,CHs;)O

Dooooao

00000000 00000000 O0-3-000000000 66

Dooooao

oooogad
O

[
[ Q
[ Efc

[ CHj

000000

000000-3-00000000 65 (0.50 g, 4.9 mmol) 0 00 DCM (30 mL)0 O 0O O
000000000 (L.06 mL, 8.8 mmol, 1.8 00)J 000000000 0ON,0000
0000000000000 00000000000000000 63 (0.68 mL, 8.8 mmo
1.8 00)000000000000000000000000000000000
0000000000000 000000000000DCNODO00O0 (25 mL
00000000000 0DMOOOODOODODMODOODODOODOO0O0O0O0O
oooMODODOODODMODODODODODOODDO0ODO0DO0ODO0O0D0OO0O0O0
(66, 0.88 g, 0 O O (quantitative))d 0 0O O

oo

0000 000000000-2-00000000070

0o

0

O’/

Do ooooNyY™ @ =
Oooooooogd
Oooooooogod
Oooooooogd

0
Py
O CH;

~

go

g

gooaoan

ocoooooo0oOooD0O0O DOoOOoOO 69 (0.50 g, 4.9 mmol) O OO DCM (30 mL)O O
ooooooooooo (1.06 mb, 8.8 mmol, 1.8 00)0 0000000 DODODON,O0O0
cooooooOoooooQooooObODOoOobObODOoOobObOOooboDOoO 63 (0.68 mL, 8.8
mmol, 1.8 0 0) O O0O0O0ODOODOODODODODOODDODODODODODODODODODODODDODDODODODOGO
oooooooooooooooobobbDbooboOooboo0oo0ooooooooooo0oooeu

0o0ooo0o0 @5 nml) 00D0OODOOODODOODODOOODCMOIODOOODOOOODCMDO OO
0000000000 O0000O0O0DMOOODOOD0ODIM 0000000000000
00O (Mgs0,) 0 0000000000000 DO (70, 0.86 g, 98 %)O O O O
goooooad
6-000-2-(000000000-2-000000)-001[2,3-d]00O00071
Oooooo

goooano

[ CroH21

[ O\

[ =

@ N

e

Lo
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oooo0oo
26 (0.182 g, 1.086 mmol), DO OO OO (0.182 g, 2.17 mmol, 2 0 0) 00O OO0
0000 0000O0O0000-2-000000000 70 (0.186 g, 1.086 mmol) O O O
DMF (5 mL)ON,0 0000000000 D0O0D0100000000N, 000000000

ooooooooooooooDbDbDoOoOoO0 (100 mb) DO DOOODCEM (5 X 50 mL)O O O
ooooooooooooooboeMooononononooboDDDOMSO, 000000000000
oooogeo-5s% 000000ObDCMIO OO ODOODOOODODDDODDODODOOOOOOOOGOO
oooooooooooooobobboDbDbooboboboO0il120mg 32wyyoooooo 71 0
ugoboooboooboad

oooooad 10
1

H NMR (CDCl;) & 8.63 (s, 1H, 4-H), 6.39 (s, 1H, 5-H), 4.49-4.36 (m, 3H, THF-CH
), 4.03-3.94 (m, 1H, 0-CH,-THF), 3.91-3.84 (m, 1H, 0-CH,-THF), 2.79 (t, J = 7.4
Hz, 2H, 1"-CH,), 2.19-1.84 (m, 4H, THF-CH), 1.80-1.73 (m, 2H, CH,), 1.38-1.31 (m
, 14H, CH,), 0.93 (t, J = 6.4 Hz, 3H, CHz); “°C NMR (CDCIl;) & 168.8 (7a-C), 162
.6 (2-C), 159.3 (6-C), 150.9 (4-CH), 114.5 (4a-C), 99.5 (5-CH), 77.6 (THF-C), 70
.1 (THF-C), 68.9 (0-1"-CH,-THF), 32.3 (CH,), 30.0 (CH,), 29.9 (CH,), 29.7 (2 X C
H,), 29.5 (CH,), 28.8 (CH,), 28.7 (CH,), 27.6 (CH,), 26.1 (CH,), 23.1 (CH,), 14.
6 (-CH,CH;)0O
DOooooao
6-0 00-3-(000000000-2-00000)-3H-007([2,3-d]00000-2-0072 20
DOooooao
Doooo
CroH21

N/

A

|

© N
[
: 0
0O 30
DOooooao

DO0O0O00 72 (157 mg, 42 %) 000000000000 O0O0O0OO0O00O00OO

DOooooao

"H NMR (CDCl;) & 7.95 (s, 1H, 4-H), 6.13 (s, 1H, 5-H), 4.55 (dd, J = 2.3, 13.6

Hz, 1H, N-CH,-THF), 4.29 (m, 1H, N-CH,-THF), 3.93-3.72 (m, 3H, THF-CH), 2.68 (t

, J = 7.4 Hz, 2H, 1"-CH,), 2.26-2.15 (m, 1H, THF-CH), 2.00-1.90 (m, 2H, CH,), 1.
71-1.63 (m, 3H, THF-CH), 1.37-1.31 (m, 14H, CH,), 0.93 (t, J = 6.4 Hz, 3H, CH3);

'3C NMR (CDCl;) & 172.4 (7a-C), 160.2 (2-C), 156.1 (6-C), 140.5 (4-CH), 107.9
(4a-C), 98.9 (5-CH), 77.3 (THF-C), 68.6 (THF-C), 54.9 (N-1"-CH,-THF), 32.3 (CH,)

, 30.0 (CH,), 29.9 (CH,), 29.8 (CH,), 29.7 (CH,), 29.5 (CH,), 29.2 (CH,), 28.7 ( 40
CH,), 27.2 (CH,), 26.2 (CH,), 23.1 (CH,), 14.6 (-CH,CH,)O

Dooooao

6-000-2-(000D000-000-2-000000)-0071[2,3-d]0 000061

DOooOoQoaOo

[
[ O™\
[
[
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Ooo0oo0Oooao

26 (0.30 g, 1.086 nmol)J O O OO OOO (0.30 g, 2.17 mmol, 2 OO )0 OO DMF (

5 n)ON, 00000 02-(0D00D00O0)IDODOODO-2H-000 74 (0.28 mL, 2.17 mm

ol, 2 00)00000ON,000000D0O0CO0ODDOOODDODOODDODOODODOODOI 10000003

0dooodooDoooDoooDoooDoooDoooDoooooo (100 ML) OO OO DEM (B

X50mb)J0DO0O0DOODCMIODDOODDOODDOODDOODDOODOMgSO,0D000000O

oodoooooOoobeMi OO ooooooonoooobooooooooOoooOonOano-5 %
oooooobpeMboooooooooOooOoooooo0obObooooooooooooOoaoan

0000 el0D0OODO (120 mg, 30 W)Y O OO OODODOODOOODOAO

oooooad

'H NMR (CDCI;) & 8.63 (s, 1H, 4-H), 6.38 (s, 1H, 5-H), 4.50-4.34 (m, 2H, O-CH,-

THP), 4.08 (m, 1H, THP-CH), 3.83 (m, 1H, THP-CH), 3.54 (t, J = 11.3 Hz, 1H, THP-

CH), 2.79 (t, J = 7.4 Hz, 2H, 1"-CH,), 1.97-1.94 (m, 1H, THP-CH), 1.76 (app d, J
= 7.6 Hz, 2H, CH,), 1.39-1.31 (m, 16H, CH,), 0.93 (t, J = 6.5 Hz, 3H, -CH,CH;);
L3¢ NMR (CDCI;) & 168.8 (7a-C), 162.6 (2-C), 159.3 (6-C), 150.9 (4-CH), 114.5

(4a-C), 99.5 (5-CH), 76.0 (THP-C), 71.3 (THP-C), 67.7 (1"-CH,-THP), 32.3 (CH,),

30.0 (CH,), 29.9 (CH,), 29.8 (CH,), 29.7 (CH,), 29.5 (CH,), 28.8 (CH,), 28.5 (CH

,), 27.6 (CH,), 26.3 (CH,), 23.5 (CH,), 23.1 (CH,), 14.6 (-CH,CHs)O

O00ooao

6-0 00-3-(000D000-000-2-00000)-3H-00T12,3-d]000O0DOD0O-=-2-0062

oooooad

O00Oaoao

[ C1gH21

[ O

[ N/'l

[

[O}\N

[

[ O

O

oo0oooaod

0o0oo0o0ooDOde2, 0ODODOODOOO26 (105 mgp)D O OO O OOOODOOO
Ooo0oo0Oooao

H NMR (CDCl;) & 7.84 (s, 1H, 4-H), 6.11 (s, 1H, 5-H), 4.48 (dd, J = 1.9, 6.7 H
z, 1H, N-CH,-THP), 3.92 (app d, J = 10.7 Hz, 1H, THP-CH), 3.71 (m, 1H, THP-CH),
3.52 (app q, J = 4.5, 6.7 Hz, 1H, THP-CH), 3.38-3.30 (m, 1H, THP-CH), 2.66 (t, J
= 7.4 Hz, 2H, 1"-CH,), 1.97-1.94 (m, 1H, THP-CH), 1.88-1.47 (m, 4H, CH,), 1.35-
1.29 (m, 18H, CH,), 0.91 (t, J = 6.5 Hz, 3H, -CH,CH;); “3C NMR (CDCI,) & 172.5
(7a-C), 160.0 (2-C), 156.1 (6-C), 141.1 (4-CH), 107.5 (4a-C), 98.9 (5-CH), 75.3
(THP-C), 68.7 (THP-C), 56.6 (L"-CH,-THP), 32.3 (CH,), 30.0 (CH,), 29.9 (CH,), 29
.8 (CH,), 29.7 (CH,), 29.5 (CH,), 29.4 (CH,), 28.7 (CH,), 27.2 (CH,), 26.3 (CH,
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(36) JP 2006-524672 A 2006.11.2

), 23.3 (CH,), 23.1 (CH,), 14.6 (-CH,CH;)DO
Oooo0o0o

O0oO0O0O0O00OD0 3-000-00000000000 76
Oooo0o0oo

Ooo0OoO

oooooad

3-00OD0DDODO0OO0cC0COD0OO0OO0OO0v75 (0.59, 4.99 mmol)D OO DCM (25 ML) DO DODODOOAO
ocooooo (0.8 mL, 6.5 mmol, 1.3 00) ON,000CDOO0OOCDODOOOODOOOO
ocobobOOOOODOODODDODDODOODODOODOD (0.5 mL, 6.5 mmol, 1.3 00)0000

godooooooooo0ooooooooboobooobooooooooo0oooboooOooao
0o0oo0o0ooDoooDoooDoooDoooDoooDoo(dGon) oD oonbDbem (5 X 50
m) DO O0ODOODCMD O ODODODDODODODDOODDOODOODOORDDEM (25mL)0 OO
000000000 WgsS0,)0 0000000000000 00000O0 (789 mg, 88 %)
Oo0ooad

Ooo0oonoao

6-000-2-(4-00000000000)-34H-00T([2,3-d]0 0000 CF2315
O0O0ooao

oo0ooao

[ C1oH21

[ O

[ NZ ‘

s

07N

[

. o7

ooooodd

6-000-2,3-000000([2,3-d]00D0O00-2-00 26 (0.50 g, 1.81 mmol) 0 OO
0000 (0.50 g, 3.62mmol, 2 00) 000 DMF (6 nl)D0DDOD04-0000000
0 0000 (0.5mL, 3.62mmol, 2 00)0000000000000O00ON,0000
000000000 O0O0000C0D01200000000000000000000000¢0
O0O0D0O00-5%000000DNIOIDDOODCODNDNDNDNODODONDNDOOODODDDODOOO
000000000 D00000 X (63 mg, 9 %0 00O0D0O0O0000DO

oooooo

H NMR (CDCl;) & 8.61 (s, 1H, H-4), 7.48 (d, J = 8.4 Hz, 2H, Ar-CH), 6.93 (d, J
= 8.7 Hz, 2H, Ar-CH), 6.35 (s, 1H, H-5), 5.44 (s, 2H, Ph-CH,), 3.82 (s, 3H, 0-C

Hy), 2.77 (t, J = 7.3 Hz, 2H, a -CH,), 1.75 (qt, J = 7.3 Hz, 2H, CH,), 1.40-1.29
(n, 14H, CH,), 0.91 (t, J = 7.0 Hz, 3H, CHy); *3C NMR (CDCI;) & 168.2 (7a-C),
159.6 (C-2), 159.3 (C-6), 149.9 (4-CH), 130.8 (Ar-CH), 129.7 (Ar-CH), 116.2 (Ar-

CH), 114.3 (Ar-CH), 99.7 (5-CH), 69.7 (Ph-CH,), 32.3 (a -CH,), 30.0 (CH,), 29.9
(CHy), 29.7 (CHy), 29.6 (CH,), 28.8 (CH,), 27.6 (CH,), 23.5 (CH,), 21.1 (CH,), 1

4.6 (CHy)DO

oooo0oo

6-000-3-(4-00000000)-34H-00[2,3-d]00O000-2-00 CF2316
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ooooodd
O00Oaoao
C1oHz1

N/

A

I
07 N
[
[
L
DOooooao
0000000000000 0O0D0O0 34 (312 mg, 44 )OO O OO0
DOooooao
"H NMR (CDCly) & 7.70 (s, 1H, H-4), 7.35 (d, J = 8.0 Hz, 2H, Ar-CH), 6.95 (d,
J = 7.8 Hz, 2H, Ar-CH), 6.06 (s, 1H, H-5), 5.18 (s, 2H, Ph-CH,), 3.86 (s, 3H, O-
CHs), 2.66 (t, J = 7.5 Hz, 2H, a -CH,), 1.69 (m, 2H, CH,), 1.40-1.31 (m, 14H, CH
,), 0.93 (t, J = 7.2 Hz, 3H, CHz); *°C NMR (CDCl;) & 172.4 (7a-C), 160.6 (C-2),
155.8 (C-6), 138.1 (4-CH), 130.7 (Ar-CH), 128.5 (Ar-CH), 114.9 (Ar-CH), 108.2 (
4a-C), 98.9 (5-CH), 55.7 (0-CHy), 54.0 (Ph-CH,), 32.3 (a -CH,), 30.0 (CH,), 29.9
(CH,), 29.7 (CH,), 29.6 (CH,), 29.4 (CH,), 28.7 (CHy), 27.2 (CH,), 23.1 (CH,),
14.6 (CH;)DO
DOooooao
6-0 00 -2-(4-0000000000)-3H-00([2,3-d]0 0000 Cf2313
DOooooao

[
[ O
[
[

-

Q

DO0000

[ C1oH21

[ O

[ NZ

Lol |

© N

[

[

[ CHs

gooooao

6-0 0 0-2,3-000000([2,3-d]00O000-2-0026 (0.50 g, 1.81 mmol)d 0O OO
ooo (0.50 g, 3.62 mmol, 2 00) OOO DMF (G mD)OOODO4-000000OO
0000 (0.5mL, 3.62 mmol, 2 00)ON, 0000000000000 O0O00O00O
0000000000000 O000O000O000O000O000000000000000
gooo-5 yoooooobpeMo OOt oUo oo ooooboOooOoaoOano
0000000030000 000 (105 mg, 15 %)00000000000

Dooooao

1

H NMR (CDCl;) & 8.64 (s, 1H, H-4), 7.45 (d, J = 7.9 Hz, 2H, Ar-CH), 7.21 (d, J
= 8.0 Hz, 2H, Ar-CH), 6.40 (s, 1H, H-5), 5.49 (s, 2H, Ph-CH,), 2.80 (t, J = 7.4
Hz, 2H, o -CH,), 2.43 (s, 3H, Ar-CHy), 1.79 (qt, J = 6.8 Hz, 2H, CH,), 1.47-1.3
2 (m, 14H, CH,), 0.94 (t, J = 7.2 Hz, 3H, CHy); '®C NMR (CDCl;) & 168.8 (7a-C),
162.2 (C-2), 159.3 (C-6), 149.9 (4-CH), 138.5 (Ar-CH), 129.5 (Ar-CH), 128.5 (Ar
-CH), 114.3 (Ar-CH), 99.6 (5-CH), 69.6 (Ph-CH,), 32.3 (a -CH,), 30.0 (CH,), 29.9
(CH,), 29.7 (CH,), 29.5 (CH,), 28.8 (CH,), 23.1 (CH,), 21.7 (CH,), 14.6 (CH;)O
DOooooao
6-0 0 0-3-(4-0000000)-3H-001([2,3-d]00000-2-00 cFf2314
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gooogogao
goooano
C1oH21

N/

A

|
07 N
[
[
L CH,
DOooooao
000000000000 31 (440 mg, 65 %)000O0000000000
DOooooao
"H NMR (CDCly) & 7.71 (s, 1H, H-4), 7.30 (d, J = 8.2 Hz, 2H, Ar-CH), 7.23 (d,
J = 8.0 Hz, 2H, Ar-CH), 6.05 (s, 1H, H-5), 5.20 (s, 2H, Ph-CH,), 2.66 (t, J = 7.
4 Hz, 2H, o -CH,), 2.63 (s, 3H, Ar-CH;), 1.73 (qt, J = 7.6 Hz, 2H, CH,), 1.43-1.
32 (m, 14H, CH,), 0.92 (t, J = 7.0 Hz, 3H, CHz); “°C NMR (CDCI;) & 172.3 (7a-C)
, 160.6 (C-2), 156.2 (C-6), 138.9 (4-CH), 132.8 (Ar-CH), 129.2 (Ar-CH), 128.5 (A
r-CH), 114.3 (Ar-CH), 98.8 (5-CH), 54.2 (Ph-CH,), 32.3 (a -CH,), 30.0 (CH,), 29.
9 (CH,), 29.7 (CH,), 29.6 (CH,), 29.4 (CH,), 28.7 (CH,), 27.1 (CH,), 23.1 (CH,)
, 21.6 (CH;), 14.6 (CH3)DO

[
[ O
[
[

Ooooooao

6-0 0 00-2,3-000000T([2,3-d]0O0OO0O0O-2-00

Oo0o0oo0ooao

Ooo0oooao
[ CgH1a
[ Q R\
L
[ |
o N
0 H

Oo0o0oo0ooao

5-0 000000 23 (5.00 g, 21 mmol), 00O0DO0DO(OOODODDODOOOOODODO)OO
OO0 O0(0) (1.0 g, 0.87 mmol, 0.04 O0DO), 000000 (0.80 g, 4.2 mmol, 0.2 OO
 0OO DMF (50 mL) D OO OON,000DO0DOOODIPEA (7.3 mL, 5.42 g, 42 mmol, 2
oo), ooo1-0coo0d (9.3 mL, 6.93 g, 63 mmol, 3 00) O0ODOOODOOODOOO
gooogooooogoooogoogoogogogooooooUoLoooUoUoUoyUoUoo UL ooao
0dooo0oooooDoooDoooDoooDoooooooo (o.80 gpboOoooooOOoano
0o0o0DOo0o0ooDOoo0 @smb)DODODODDODOODDODOODDODOODDOODODOODODOODODOODOOO
Oo0ooooooooooogzomt00000O0O0OO0OOOODODOOODCM ODOOOOOODAO
00000000 D0D003.13 g (38, 68 %O O DOOO0

Ooo0oonoao

"H NMR (CDCl;) & 12.23 (br, 1H, NH), 8.16 (br, 1H, H-4), 6.38 (br, 1H, H-5), 2
.65 (t, J = 7.1 Hz, 2H, o -CH,), 1.63 (qt, J = 7.4 Hz, 2H, CH,), 1.31 (m, 6H, CH
,), 0.88 (t, J = 6.4 Hz, 3H, CH;)O

Ooooooao

6-0 00 0-3-000-3H-001[2,3-d]0D00O0ODO-=-2-00 Cf2344

Oo0o0oo0ooao
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ooooao

0000-2,3-000000([2,3-d]J00000-2-00 38 (0.40 g, 1.82 mmol) OO

0DO0OO0 (0.50 g, 3.64 mmol, 2 00)000 DMF (5 ml)ON, 00 DODODODOO0DOOO

0 (0.23 mL, 3.64mmol, 2 00) 000000000000000O0O0O0O0O0O0OOO
0000000000000 0O0O0O0O0O0O0OO0OOOOOOOOOO0O0-5%0000000D
CM0ODODODODODD0D0D0O0000000000000000000000000030000
000 400000000000000C(25 mg, 6 %0000

oooooao

"H NMR (CDCl;) & 7.76 (s, 1H, H-4), 6.04 (s, 1H, H-5), 3.59 (s, 3H, N-CHy), 2.5
9 (t, J = 7.5 Hz, 2H, o -CH,), 1.63 (qt, J = 7.4 Hz, 2H, CH,), 1.35-1.20 (m, 6H,
CH,), 0.83 (t, J = 7.0 Hz, 3H, CHy); '*C NMR (CcDCl;), & 172.5 (7a-C), 160.5 (C
-2), 156.4 (C-6), 139.5 (4-CH), 108.3 (4a-C), 98.6 (5-CH), 40.2 (N-CH;), 31.8 (
a -CH,), 29.1 (CH,), 28.7 (CH,), 27.1 (CH,), 22.9 (CH,), 14.5 (CH;)O
oooooao

2000000-6-0000-00([2,3-d]00000 CF2346

oooooao

ooooao

CeH1s

o

s

o N

J

oooooo

6-0000-2,3-000000([2,3-d]00000-2-00 38 (0.40 g, 1.82 mmol), OO
0000 (0.50 g, 3.65 mmol, 2 00)001-00000 O (0.41 nL, 3.62 mmol, 2 O
O)OOODMF (5 ml)ON, 00O D0O0D00O0COODO0D0O0OOODO00DO0O0OOO0O0O0O0O0O0O
00O0D0O00000O0-5%000000DMIODONONDNOODNONDNDNOODONONDOOOO
0000000000000 0000000004200000 (180 mg, 36 %)0 0 O O
00

Ooooo0oo

'H NMR (CDCly) & 8.65 (s, 1H, H-4), 6.34 (s, 1H, H-5), 4.42 (t, J = 6.6 Hz, 2H,
0-CH,-), 2.77 (t, J = 7.5 Hz, 2H, o -CH,), 1.86 (qt, J = 7.5 Hz, 2H, CH,), 1.76
(qt, J = 7.5 Hz, 2H, CH,), 1.55 (m, 2H, CH,), 1.43-1.31 (m, 6H, CH,), 1.00 (t,

J = 7.2 Hz, 3H, CHy), 0.92 (t, J = 6.8 Hz, 3H, CHy); °C NMR (CDCl,;) & 168.8 (7

a-C), 162.8 (C-2), 159.1 (C-6), 150.8 (4-CH), 99.6 (5-CH), 68.1 (0-CHy-), 31.9 (

o -CH,), 31.3 (CH,), 31.2 (CH,), 29.1 (CH,), 28.8 (CH,), 27.6 (CH,), 22.9 (CH,),
19.6 (CH,), 14.5 (CH;), 14.2 (CH;)O

Ooooo0oo

2-0000000-6-0000-007[2,3-d]00 000 Cf2348

6-0000-2,3-000000[2,3-d]00000-2-00 (44, 0.40 g, 1.82 mmol) O O
OO0DO0O0O0 (0.50 g, 3.64 mmol, 2 00)ON, OODODO DMF (3 ml) D00 O0O0O0O0O0ODO
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000000000043 (0.42 mL, 3.64 mmol, 2 00)I 0000000000000
0000000000000 D0O0D0O0D0O00-5%000000DMIDOODNOONOOODOO
0000000000000 0000D0O0000000000000039 mg (44, 7 %)
DO00O00O00O0000

DOooooao
"H NMR (CDCl,) & 8.65 (br, 1H, H-4), 7.57 (d, J = 7.4 Hz, 2H, Ar-CH), 7.46-7.36
(m, 3H, Ar-CH), 6.38 (s, 1H, H-5), 5.53 (s, 2H, Ph-CH,), 2.81 (t, J = 7.6 Hz, 2
H, o -CH,), 1.79 (qt, J = 7.4 Hz, 2H, CH,), 1.47-1.33 (m, 6H, CH,), 0.95 (t, J =
6.8 Hz, 3H, CHy); “°C NMR (CDCI;) & 168.8 (7a-C), 162.5 (C-2), 159.4 (C-6), 15
0.9 (4-CH), 137.0 (Ar-C), 128.8 (Ar-C), 128.4 (Ar-C), 128.3 (Ar-C), 113.9 (4-CH)
, 99.6 (Ar-C), 69.7 (0-CH,-Ph), 31.9 (a -CH,), 29.1 (CH,), 28.7 (CH,), 27.1 (CH,
), 23.0 (CH,), 14.5 (CHz)O

DOooooao
3-0000-6-0000-34H-00[2,3-d]00000O0-2-00 Cf2349

DOooooao

DOooOoo

Cetha
O
N/

A

|
@ N
o
[
O
ogoooodd
0000000000000 4500000 (391 mg, 69 WH)YO OO OODO
Y4 NMR (CDCl;) & 7.89 (s, 1H, H-4), 7.49 (m, 5H, Ar-CH), 6.19 (s, 1H, H-5), 5.3
9 (s, 2H, Ph-CH,), 2.76 (t, J = 7.4 Hz, 2H, a -CH,), 1.80 (qt, J = 7.4 Hz, 2H, C
H,), 1.54-1.38 (m, 6H, CH,), 1.02 (t, J = 6.8 Hz, 3H, CHs); “3C NMR (CDCI;) & 1
72.2 (7a-C), 160.7 (C-2), 156.1 (C-6), 138.5 (Ar-C), 136.0 (Ar-C), 129.5 (2 x Ar
~C), 129.0 (Ar-C), 128.9 (Ar-C), 108.6 (4-CH), 98.9 (5-CH), 54.5 (N-CH,-Ph), 31.

L
C
L
L

8 (o -CH,), 29.1 (CH,), 28.7 (CH,), 27.1 (CH,), 22.9 (CH,), 14.5 (CH;)O
oooooao

Dooooao

000000000000 O0DDDOOOX=Y=N, Z=0=0, Usv=cHOOOOR', R* OOR?® O
0D0000D0000O00D0O000D0O00D0O0O0O0D0DO0OO0ODOooOoo(EM)0O00DOooan
O000D00000O00D000O0O0O00DO0O0COO0DO0O0DODOCOODOODOOOoOoOoan
oooooao

ODooo0oao

0000000000000 O0OO0OO0DO0O0DOO0ODOOOOoOaO

R', R 00 R®  OODDODDODODDODOOOOOOODOODODOODN

ECso/p O CMV-AD169 00D DCOODDOOODODOODOOODODODDOODDOOODOOODOO
(HEL)O CMVO AD1690 0 00O DO OO0 O OO O (cytopathicity)D OO O OO0OOOODO
000000 @drug)D0O0p 00O

Dooooo

ECso/p M CMVO O OO (Pavis)D DO ODODODCOODOCOOOOOOOODOODOOOODODOO
O0DODO(HEL)OCMVO OO ODODO0DO0O0O0O0O0O00O0O00OOO (cytopathicity)D 00O
000000000000 (drug)DO00p MO O

Dooooao
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Ooooad
[ ECeo/ 12 M
[l
i 1 CMV
1 8 CC5[1/,U,M

! No. R R CMV AD169
E Davis
[ o158 nC,H, Cvclo CeH, >50 >50 ND
[l
| 2160 nC,H,, Cyclo CH, 5 4 194
12194 nC,H, CH{Et), >50 >200 >200
0 2190 nC,Hye CH{Et), 20 50 >200
[ 2195 nC,H, nCeH,, >50 >50 >200
[l
| 2102 nC,Hy nCeH;, >200 >200 >200
1 2196 nCHy o-THF >20 >20 46
I 2249 nC, H,, 2-THF >50 50 >200
0 o075 nC; oH CH;Cvelo Cely >200 >200 >200
[l
| 2276 nC,oHs, 3-THF 20 10 148
| 2295 nC, H,, Cyclo CGH,, 38 50 >200
1 2304 nC,oHs, C.H, 40 3 >200
[ 2306 nCyoHy, nC,Hs >200 >200 >200
[l
] 2308 nC, H,, PhCH, >40 >40 >200
| 2314 nC,oHs, TolCH, >40 >40 >200
1 2316 nC,oHs, pMeOPhCH, >200 >200 >200
0 2300 nC, H,, CH,Cyclo CH, 0.78 0. 84 49
[l
] 2344 nCeHi s Me 18 20 ND
| 2345 nCeHy s nC.H, 20 20 ND
| 2347 nCHy, nC,H, 19 20 ND
0 2349 nCgH s PhCH, >200 >200 ND
L
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oooad
ECso/pM
1 CMV
1 1 CC/ M
No. R R CMV AD169
Davis

2159 nC,Hg Cyclo CgHg 8 7 108
2161 nC.H;s Cyclo C.H, 3 b 132
2193 nC,Hg CH{(Et), >20 >20 98
2189 nC;Hyg CH{(Et), >b 12 98
2191 nC:H;; nCgHy, >5 16 1109
2247 nCyoHy nCeHy, »200 »200 >200
2250 nC;oHy Cyclo CgHg »50 »50 >200
2252 nC, Hy, CH(Et), 16 10 127
2294 nC;oHy Cyclo CgHy 12 16 >200
2303 nCygHyy nC.H; 2.5 2.1 126
2305 nCy Hy, nC,H, 3.9 2.7 >200
2307 nCyoHyy PhCH, 3.3 1.1 >200
2274 nCy ey CHyCyc loCeHy, 4.4 2.9 >200
2313 nC; H;, TolCH, 10. 5 3.9 >200
2315 nCygHyy pMeCGPhCH, 3.3 2.9 >200
2343 nCqHys Me >8 4. 7 ND
2346 nC.H,, nC,Hg 8 3 ND
2348 nCgHys PhCH, »200 »3.6 ND
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Continuation of Box II.1

Although claims 20,21 are directed to a method of treatment of the
human/animal bedy, the search has been carried out and based on the
alleged effects of the compound/composition.

Continuation of Box II1.2

Preseni claims 1-3,14 relate to an extremely large number of pessible
compounds/products/apparatus/methods. Support within the meaning of
Article 6 PCT andfor disclosure within the meaning of Article 5 PCT is
to be found, however, for only a very small propartion of the
compounds/products/apparatus/methods claimed. In the present case, the
claims so lack support, and the application so lacks disciosure, that a
meaningful search over the whole of the claimed scope is impassible.
Consequently, the search has been carried out for those parts of the
ciaims which appear to be supported and disclosed, namely those parts
relating to the compounds and methods closely related the examples as
mentioned in the description. Moreover, it has to be neted that
according the extreme broady characterisation of the above claims a lot
of possible novelty destroying documents woeuld be found.

The applicant’s attention is drawn to the fact that cTaims relating to
inventions in respect of which no international search report has been
established need not be the subject of an international preliminary
examination (Rule 66.1(e) PCT). The applicant is advised that the EPD
policy when acting as an Internatienal Preliminary Examining Authority is
normally not to carry out a preliminary examination on matter which has
not been searched. This is the case irrespective of whether or not the
claims are amended following receipt of the search repert or during any
Chapter II procedure. If the applicatioen proceeds inte the regional phase
bhefore the EPO, the applicant 1s reminded that a search may be carried
out during examination before the EPQ (see EPO Guideline C-VI, B.5),
should the problems which led to the Article 17(2) declaration be
avercome. :
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