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NO,

oa X .
— F NH

N

OFEt
gboooaod

02,4-000000000000 (159, 949moD0 00000 (E0oML) 000000000
(14.40 , 104mmoDO 000 -000000000 0 (8.4g, 104mmo) 00D OO0 DO 0O
0000000000000 000000000000000000000000000
000000000000 0000O000O000000(21g, 98%)0000

Do0o00o0a0

TH-NMR (CDClg) & 0 1.25 (t, J = 7.1Hz, 3H), 3.43 (q, J = 5.2Hz, 2H), 3.58 (q, J 40
7.1Hz, 2H), 3.72 (t, J = 5.2Hz, 2H), 6.37 (ddd, J = 9.5, 7.3, 2.5Hz, 1H), 6.51
(dd, J = 11.5, 2.5Hz, 1H), 8.22 (dd, J = 9.5, 6.1Hz, 1H), 8.38 (br, 1H).
Do0o0o0Q0
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F NH PhO NH
OFt OFt

OoO0o0og0ogaod

00000000000 (3.0g, 13.2mol) 00000000 (ONM) OO OO0 OC0OO (6.4
g, 19.7mmol)J 00000 00O (1.5g, 15.8mmo)0 000800 000000700000
0000000000000 000000000000000000000000000
000000000000 000000000 (4.1g, 100%)0 00O

Do0o0o00

TH-NMR (CDCl3) & 0 1.23 (t, J = 7.0Hz, 3H), 3.34 (q, J = 5.2Hz, 2H), 3.55 (q, J
7.0Hz, 2H), 3.67 (t, J = 5.2Hz, 2H), 6.22 (dd, J = 9.4, 2.5Hz, 1H), 6.29 (d, J
= 2.5Hz, 1H), 7.07-7.12 (m, 2H), 7.23 (m, 1H), 7.35-7.45 (m, 2H), 8.16 (d, J =
9.4Hz, 1H), 8.39 (br, 1H).
Do0o0o0Q

Doooooo
0
O

ugboood
oooao

PhO I\Q " PhO NH

OFEt OEt

Dooooo
00000000000 (.89, 6.0nmo) 00000000 (om0 O010%J 000000
0@gUOD0DDDODODODDONODOND40000000000000000000000
0000000000000 0(1.4g, 86%)0 000
oooooo
TH-NMR (CDClg) & 0 1.22 (t, J = 7.0Hz, 3H), 3.21 (t, J = 5.2Hz, 2H), 3.23 (br, 2
H), 3.53 (g, J = 7.0Hz, 2H), 3.67 (t, J = 5.2Hz, 2H), 6.34 (dd, J = 8.3, 2.6Hz,
1H), 6.40 (d, J = 2.6Hz, 1H), 6.67 (d, J = 8.3Hz, 1H), 6.92-7.04 (m, 3H), 7.24-7
.30 (m, 2H).
DoooooQ
Doooooo
000000000000 O
00 0 13.9g, 0.25mol0 O 006.6g, 0.12mol0 000000000
0000000000000 (3:2:10120m)000000000000000000 (9.8
g, 32mmoN0 0 0000000000000 0000000(E:2:1060m) 0000002

O O

O O
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NH; N
Ph0/©:NH _— Ph0/©jN\'>_\OH
¢
OEt OEt :
0oo0oooo
00000000000 (5.0g, 18.4mmol)0 00000 DO (8g)D OO 01200 O 300 O
0000000000000 00000D0D0D0D0D000D0oDO0DOo3DO00000D00nO
0000000000000 0000000D00000D00D0D00D0DD0D0D0000DO0Oo0O 10
0000000000000 D000D000D0S50:1030:10 0000000000 4.190
o000
oooooo
ooogo
oooooo
ooooo

(> () 20

OEt OEt
oooooao
ooooo0o0oooboboUd4.9g00000DO0OOo0o@oomooooooooDnb s
ooobOoooooboooo20boo0ooooo0oooobooooooboooOoobooboon
oCoooOD0ODOO0OO000O0O0O00OOoOODDODO0O1:2000000000D03.59061%200)
gbooood
gbooooao

=

H-NMR (CDCl3) & 0 1.03 (t, J = 7.0Hz, 3H), 3.37 (q, J = 7.0Hz, 2H), 3.73 (t, J
5.3Hz, 2H), 4.66 (t, J = 5.3Hz, 2H), 7.04-7.20 (m, 5H), 7.34-7.41 (m, 2H), 7.8
6 (d, J = 8.8Hz, 1H), 10.05 (s, 1H). 30
gooooo

ooooao
0
g

obooo
goaoaao

e —. QLN
_— - 0 OH
s \
¢

Ot

000000 40
02,4-000000000000(20.0g, 126mmol)04-0 0 0000000000000
0000000000000 000000O000O00/0000000000000000
000O00O00O0000000000 (23.3g, 56%400))0000

Do0o0o00

1H-NMR (CDCl3) & O 1.05(t, J=7.0Hz, 3H), 3.37(q, J=7.0Hz, 2H), 3.70(t, J=5.1Hz,

2H), 4.34(t, J=5.1Hz, 2H), 4.89(s, 2H), 6.89-7.03(m, 6H), 7.58(m, 1H).
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ooooao
F N OH F N
L T e
0 N - 0 N
OEt OEt
ooooaon

0000000000000 O00O0000000000000000000

TH-NMR (CDCl3) & 0 0.99(t, J = 7.0Hz, 3H), 3.33(q, J = 7.0Hz, 2H), 3.69(t, J = 5
_1Hz, 2H), 4.62(t, J = 5.1Hz, 2H), 6.92-7.09(m, 6H), 7.81(m, 1H), 10.00(s, 1H).
oooooo
D00DO0O0ON-{[1-(2-0000000)-6-00000-1H-000000000-2-00 1710
0O03}L-0000000

oooooao
ooooao
N
/J::::[:N>h—CHO | e Me

PhO N Pho” N HN——(

<) CONH,

OEt OEt
gooooo
00000000000 (2.0g, 6.5mmol)0 0000000 (S0mL)0 000 (L)-0000
000000 (.9g, 7.7mmol)0 0000000000010 000000000000
000000000 (.6g, 7.7mmol)0 000200000 00000000000000
gobooboobooobooobooboboobboUobtoooboooboobboo
0000000000000 000000000000000000000000000
000000000050:1010:10 000000000 0.59g, 24%0 0000
gooooo

TH-NMR (CDCl3) & 0 1.08(t, J = 7.1Hz, 3H), 1.41(d, J = 7.0Hz, 3H), 3.33(q, J = 7
_OHz, 1H), 3.38(q, J = 7.1Hz, 2H), 3.68(t, J = 5.1Hz, 2H), 4.04(d, J = 14.7Hz, 1
H), 4.12(d, J = 14.7Hz, 1H), 4.17-4.32(m, 2H), 5.50(brs, 1H), 6.98-7.02(m, 4H),
7.09(m, 1H), 7.28-7.36(m, 3H), 7.68(m, 1H).

000000

0000000000000 000O0000000

00000000000 (0.15g, 0.48mmol)J 0000 OO0 OO (A0omL)O OO0 (L)-0
000000000 (.18g, 1.45mmo)0 0000000 @)D ICODOC0DO0OO(0.
20mL) 0 0000000000030 0000000000000000(45ng, 0.72mmol
IOOD200000000000000000000000000000000000
0000000000000 0000000000O000O000ON0ONONooNooonoon
0000000000000 000000000000000000S50:1010:100 00
00O000D0O0.09g, 49%0 00 00O

Do0o0o0a0
DO0O00ON-{[1-(2-0000000)-6-00000-1H-000000000-2-0070
Doy oO0o0o0o0o

DO0o0o0a0
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Ooooo
N o ﬂ
3 CHO —
N>h_ | =N
PhO PhO HN—,
CONH,
OFEt OFt
oooooo

00000000000 @4mg, 0.14mmoD)0 0 0000 @)D O0O0O0DDOO0OODDOO
00 (@1mg, 0.28nmo)0 0000000000010 000000000O0O0DOO0OO
0 (@8mg, 0.286mmo)0 0 000000000 DODOODOODODOODDOODODOOD
0000000000000 0000000000000000000000000000
0000000000000 D000000000000000000000000000
0050:1010:10 000000000 23mg, 43%0 0000

oooooo

TH-NMR (CDCl3) & 0 1.08(t, J = 7.0Hz, 3H), 3.38(q, J = 7.0Hz, 2H), 3.42(s, 2H),
3.68(t, J = 5.1Hz, 2H), 4.10(s, 2H), 4.26(t, J = 5.1Hz, 2H), 5.72(brs, 1H), 6.96
-7.02(m, 4H), 7.08(m, 1H), 7.21(brs, 1H), 7.28-7.36(m, 2H), 7.68(m, 1H).
oooooo
O0O00ON-{[1-(2-0000000)-6-4-000000000)-1H-00000000
0-2-00]000}Y000000

oooooo

goooao

F S N F N
| N—CHO —\

- i N
0 N 0 \ HN

‘\\

<, CONH;

OEt Oof

e —

Do0o0o00

000000000000 D0O0O0D0O0O0O0O0O0O0O0O0O0O00O0O00O0O00O

TH-NMR (CDCl3) & 0 1.09 (t, J = 7.0Hz, 3H), 3.39 (g, J = 7.0Hz, 2H), 3.42 (s, 2H
), 3.69 (t, J = 5.0Hz, 2H), 4.10 (s, 2H), 4.26 (t, J = 5.0Hz, 2H), 5.54 (brs, 1H
), 6.93-7.05 (m, 6H), 7.18 (brs, 1H), 7.67 (m, 1H).

Do0o0o0Q0
D0O00ON-{[1-(2-0000000)-6-4-000000000)-1H-00000000
0D-2-00]0003L-000000

oooooad
ooo0ooao
F N F N Me
O LT
O N 0 N HN
CONH,
OFEt OEt
ooOoooao

000000000000 ()-000000000000000000000000000
Dooooo

TH-NMR (CDCl3) & 0 0.99(d, J = 7.0Hz, 3H), 1.02(d, J = 7.0Hz, 3H), 1.08(t, J = 7
.OHz, 3H), 2.08(m, 1H), 2.97(d, J = 5.5Hz, 1H), 3.38(q, J = 7.0Hz, 2H), 3.68(t,

J = 5.1Hz, 2H), 3.98(d, J = 14.5Hz, 1H), 4.15(d, J = 14.5Hz, 1H), 4.17-4.40(m, 2
H), 5.56(brs, 1H), 6.93-7.01(m, 7H), 7.67(m, 1H).
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D0O00ON-{[1-(2-0000000)-6-@4-000000000)-1H-00000000
0-2-00]00032-0000000000

oooooad
Ooo000oao
F N F N

“—CHO \©\ /@ W Me
\QO/O:N% o N HNJ(""Ie

CONH,

OFt OEt

ooOoooao 10

oo0o0o0oDoODoO00o0DOo0o0ooooo0o0DoDDoODo0o0o0DO00o0oooDooDoDoDoDoOooooOg
oooo0oDoODOoOoOooooooo

TH-NMR (CDCl3) & 0 1.09(t, J = 7.0Hz, 3H), 1.46(s, 6H), 3.38(q, J = 7.0Hz, 2H),

3.69(t, J = 5.1Hz, 2H), 4.02(s, 2H), 4.24(t, J = 5.1Hz, 2H), 5.43(brs, 1H), 6.93
-7.05(m, 6H), 7.48(brs, 1H), 7.68(m, 1H).
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Khp | 'H-NMR (CDC1,) 6

1.40(d, J = 7.0Hz, 3H),
F\[::]\ ,[::I:§>‘\ o, 1.79-1.88(m, 2H), 2.42-2.58(m,
o N HN_{;_ 2I), 3.28(q, J = 7.0Hz, 1H),

& NH; | 5 51-3.58(m, 2H), 4.03(d, J =
6 G 14. 8Hz, 1H), 4.11{(d, J = 14.8Hz,
1H), 4.13-4.19(m, 2ZH), 4.48(m,
1H), 5.45(brs, 1H), 6.91-7.05(m,
6, 7.26(brs, 1H), 7.67(d, J =
8.8Hz, 1H).
0.98-1.05(m, 2H), 1.15-1.27(m,

F @ N 2H), 1.44(d, ] = 7.0Hz, 3H),
‘>—\ CH
\‘\o’@ HN : 3.18(m, 1H), 3.35(q, J = 7. 0Hz,
NH,

1H), 4.09(d, J = 15.6Hz, 1H),
4.17(d, J = 15.6llz, 1H)}, 5.35(brs,
1H), 6.91-7.05(m, 5H), 7.14(d, J =
2. 4Hz, 1H), 7.25(brs, 1H), 7.63(d,
J = 8.8Hz, 1H).

1.47(s, BH), 1.80-1.86(m, 2H),

F N
\T:::l\ ,[::j: S—  CHs 2.44-2.58(m, 2H), 3.50-3.59 (m,
o N HN_&EHS

20y, 4.01(s, 21D, 4.14-4.19 (m,

8 0 21), 4.43(m, 1H), 5.84(brs, 1H),
0 6.90-7. 04(m, 5H), 7.16{(brs, 1H),
7.26(d, J = 2.0Hz, 1H), 7.66(d, J
8. 8Hz, 1H).

1.40(d, J = 7.0Hz, 3H), 1.58(d, J
7.0Hz, 6H), 3.30(q, J = 7.0Hz,
1H), 4.01(d, J = 14.7Hz, 1H),

He T 4.08(d, J = 14.7Hz, 1H), 4.69(m,
1H), 6.10(brs, 1H), 6.92-7.02 (m,
3, 7.07(m, 1), 7.15(brs, IH),
7.21(m, 1H), 7.27-7.37(m, 2H),
7.65(d, J = 8.6KEz, 1H).

o

2

-t
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10

QL

HaC

N HN
)\CH3_>_NH2
0

1.58(d, J = 7.0Hz, 6H), 3.43(s,

2, 4.07(s, 2M), 4.69(m, 11D,
.15¢{brs, 1H)}, 6.91-7.01(m, 4H),
L04(m, 1H), 7.11(brs, 1H),

L29-7.36{(m, 2H), 7.64{d, J =
.8Hz, 1H).

11

A0
I

L

CH,

o

6
7
7.20(d, J = 1.9Hz, 1H),
7
8
1

.42 (d, J = 7.00z, 30), 1.82-2.04
(m, 2H), 2.44-2.58 (m, 2H),
2.76-2.91 (m, 20), 3.30 (q, J =
7.0Hz, 1H), 3.99 (d, J = 14. 10z,
1H), 4.06 (d, J = 14.1Hz, 1H), 4.87
{m, 1), 5.52 (brs, 1H), 6.94-7.11
(m, 4H), 7.13 {(brs, 1H), 7.30-7.37
(m, 3H), 7.66 (d, J = 8.8Hz, 1H).
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000000
Ehel | B 'H-NMR (CDC1,) &
1.88-2.04 {(m, 2H), 2.46-2.59 (m,
@ /@:N% 9H), 2.76-2.92 (m, 2H), 3.44 (s,
0 N HN 21, 4.05 (s, 2H), 4.88 (m, 1H),
12 —>—NH2
b 4 5.50 {(brs, 1H), 6.95-7.12 (m, 5H),
7.30-7.536 (m, 3H), 7.66 (d, J =
8. 8Hz, 1H).
N 1.30-1.54 (m, 4H), 1.43 (d, J =
@ /@:‘)—\ CHs  |6.8Hz, 3H), 2.06 (u, 1H), 3.22-3.37
13 o N HN‘;,NHz (m, 3H), 3.86-4.10 (m, 6H), 5.51
(j 0 (brs, 1H), 6.96-7.13 {(m, &H),
) 7.29-7.35 (m, 2H), 7.67 (m, 1H).
N 1.32-1.54 (m, 4H), 2.06 (m, 1H),
@\ /(:I‘)—\ 3.30 (td, J=11.5, 2.6Hz, 2H), 3.45
" o N ”"'—}‘NHZ (s, 2H), 3.92-4.00 (m, 4H), 4.06
o (s, 2H), 5.57 (brs, IH), 6.96-7.12
o (m, 6H), 7.30-7.37 (m, 2H), 7.67
(mw, 1H}.
1.08 (t, J = 7.0Hz, 3H), 1.78-2.05
F N o (m, 3H), 2.29 (m, 1H), 2.60 (m, 1H),
OO,@,,)_\N .\\\LNHz 3.16 (m, 1H), 3.28-3.42 (m, 3H),
8 O 3.70 (t, J = 5.2Hz, 2H), 3.94 (d,
15 0 J = 14.3Hz, 1H}, 4.21 (d, J =
- 14. 3Hz, 1H), 4.27-4.38 (m, 2H),
5.39 (brs, 1K), 6.93-7.06 (m, 6H),
7.64 (brs, 1), 7.68 (d, J=9.4Hz,
1H).
N 0 1.32-1.52 (m, 41D, 1.80-2.35 (m,
O\Q,CEN‘)—\N S, [5m, 259 (@, g = 84, ),
6 Q 3.20-3.36 {m, 4H), 3.88-4.18 (m,
6H), 5.50 (brs, 1H), 6.96-7.12 (m,
0 BH), 7.28-7.38 (m, 2H), 7.44 (brs,
1H), 7.68 (m, 1H).
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gbooooao

1.42 (d, J = 6.8Hz, 3H), 1.86-2.04
F\@\ /©:N\>—\ - (m, 2H), 2.47-2.57 (m, 2H),
o N "'ng 2.78-2.88 (m, 2H), 3.30 (g, T =
b J " |6.81z, 1H), 3.99 (4, J = 15. 08z,
17 1H), 4.06 (d, J = 15.0Hz, 1H), 4.87
(m, 1H), 5.45 (brs, 1H), 6.80-7.06
(m, 5H), 7.12 (brs, 1H), 7.27 (d,

J=2.2Hz, 1H), 7.66 (d, J = 8. 8Hz,
).

oooooao
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Esl | #HExX
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18

1.86-2.06 (m, 2H), 2.30-2.58 (m,
2H), 2.75-2.90 (m, 2H), 3.43 (s,
2H), 4.05 (s, 2H), 4.87 (m, 1H),
5.59 (brs, 1H), 6.90-7.10 (m, 6H),
7.27 {(m, 1H), 7.65 (d, J = 8.8Hz,
1H).

19

1.56 (m, 1H), 1.80-2.06 (m, 6H),

2.29 (m, 1H), 2.58 (g, J = 8.5Hz,
1H), 3.18 (m, 1H), 3.32 (dd, J =
9.8, 5.4Hz, 1H), 3.67-3.82 (m, 2H),
3.95 (d, J =14.4Hz, 1H), 4.11-1.34
(m, 4H), 5.28 (brs, 1H), 6.96-7.10
(m, BH}, 7.29-7.35 (m, 2H), 7.67

(brs, 1H), 7.68 (d, ] = 8.5Hz, 1H).

20

1.41 (d, J = 7.1Hz, 3H), 1.55 (m,
1H), 1.80-1.93 (m, 2H), 2.10 (m,
1HY, 3.35 (q, J = 7.1Hz, 1H),
3.67-3.83 (m, ZH), 4.00-4.30 {(m,
5H), b.41 (brs, 1), 6.85-7.10 (m,
5H), 7.25-7.35 (m, 3H), 7.67 (d, J
8. 5Hz, 1H).

If

21

1.65 (m, 1H), 1.80~2.08 {m, 6H),
2.28 (m, 1H), 2.61 (a, J = 8.6Hz,
uy, 3.22 (m, 1H), 3.33 (dd, J =
9.7, 5.4Hz, 1H), 3.67-3.81 (m, 2H),
3.98 (d, J = 14.6Hz, 1H), 4.15-4.24
(m, 4H), 5.33 (brs, 1H), 6.96-7.10

{ (m, BH), 7.29-7.35 (m, 2H), 7.55

(brs, 1H), 7.68 (d, J = 8. 5Hz, 1H).

gbooooaod

10

20

30



gbooooao

(48)
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1.41 (d, J = 6.8Hz, 3H), 1.56 (m,
1H), 1.85-1.95 (m, 2H), 2.05 {(m,
1H), 3.32 (g, J = 6.8Hz, 1H),

NH,
22 3 3.67-3.84 (m, 2H), 4.03-4.22 (m,
© 5H), 5.36 (brs, 1H), 6.80-7.10 (m,
SH), 7.24-7.34 (m, 3H), 7.67 (d, J
= 8.5lz, 1H).

@ /@:"\}_\ 2.02(m, 2H), 3.27-3.34(m, 5H),
o N HN 3.45(s, 2H), 4.07(s, 2H), 4.21(t,

23 § _(?7_""2 J = 6.8Hz, 2H), 5.78(brs, 1H),
6.98-7.10(m, 5H), 7.21(brs, 1H),

O‘cH3 7.30-7.35(m, 2H), 7.67(m, 1H).

oooooao
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gooooad
Eha sl | #EER 'H-NMR (CDC1,) &
" 1.42(d, J = 6.8Hz, 3H),
[::]\ /[::]: B ,CHs 2.00-2.26(m, 2H), 3.28(s, 3H),
o N “"‘f;“NHz 3.28-3.36(m, 3H), 4.01(d, J -
o 14.5Hz, 1H), 4.07(d, J = 14.5He,
24 o IH), 4.28(t, J = 6.8Hz, 2H),
CH, 5.47{brs, 1H), 6.97-7.10(m, S5H),

7.23(brs, 1H}, 7.29-7.
34(m, 2H), 7.67(m, 1H).

2b

o

0]

AL
O

1. 74-2.38(m, 8H), 3.44(s, 2H),
4.09(s, 2H), 4.78(m, 1H),
5.93(brs, 1H), 6.93-7.68(m, 9H).

26

NH,

O

O

1.40-1. 42 (m, 3H), 1.74-2.21(m,
8H), 3.30(g, J = 6.8Hz, 1H),
4,00~4, 11 (m, 2H), 4.72-4.77(m,
1H), 5.76(brs, 1H), 6.94-7.68(m,
o) .

27

=

o

[#]

1.09 (t, J = 7.0Hz, 3H), 1.41 (4,
J=17.0Hz, 3H), 3.34 (q, J = 7. 0Hz,
1H), 3.38 (q, J = 7.0Hz, 2H), 3.68
(t, J = 5.1Hz, 2H), 4.04 (d, J =
14.8Hz, 1H), 4.12 (d, J = 14.8Hz,
1H), 4.19-4.26 (m, 2H), 5.40 (brs,
1H), 6.90-7.00 (m, 4H), 7.23 {(brs,
1H), 7.24-7.30 (m, 2H), 7.69 (m,

1H).

28

cl %>_\
\QQ/CE § l-ur«|—>_MH2

0

CH,

1.09 (t, J = 7.0Hz, 3W), 3.39 (q,
J = 7.0Hz, 1W), 3.42 (s, 2H), 3.69
(t, J = b.0Hz, 2D, 4.10 (s, 2H),
4.27 (t, J = 5.0Hz, 2H), 6.90-7.00
(m, 4), 7.18 (brs, 1), 7.24-7.30
(m, 3H), 7.68 (m, 1H).

gbooooao

10

20

30

40



(50)

gbooooao

JP 5667934 B2 2015.2.12

29

1. 08(t,

6. 8Hz,
3.68-3.7
14. 8Hz,

i), 4.2
1H), 6.8
7.20-7.2

J = 7.0Hz, 3H),
3H), 3.30-3.42(m, 3H),
0(m, 2H), 4.04(d, J =
1H}, 4.13(d, J = 14.8Hz,
1-4.32(m, 2H), 5.73(brs,
6-7.05(m, 5H),

T(m, 2H), 7.71{(m, 1H).

1.41(d, J

gpboooog
gpboooo

S

A

-NMR (CDC1,) &

30

1.09(¢t, J =

6H), 3.3

3.70(t, J =

20), 4.2

5. 49 (brs,

7.23(t,
11, 7.7

7.0Hz, 3H), 1.47({s,
9{q, J = 7.0Hz, 2H),
5.0Hz, 2H), 4.04(s,
7(t, J = 5.0Hz, 2H),

1H), 6.8b6~7.06(m, 5H),
] = 8.1Hz, 1H), 7.48(brs,
1(d, J = 8. 4Hz, 1H).

5|

1.10(¢, J =

= 7.0Hz,
1, 3.3
3.68(t,

= 14. 8Hz

7.0Hz, 3H), 1.41(d, J
3H), 3.33(q, J = T7.0Hg,

8(qg, J = 7.0Hz, 2H),

J = B.OHz, 2H), 4.03(d, J

, 1H)Y, 4.12(d, J = 14. 8Hz,

1H), 4.22(dt, J=15.1, 5.0Hz, 1H),

. 28 (dt,
.63¢{(brs

.6Hz, 1
.7Hz, 1

J = 15.1, 5.0Hz, 1H),

, 1H), 6.89-7.19(m, 5H),
, 1H), 7.4%(dd, J = 7.9,
H), 7.68(dd, J =

H).

32

4
b
7. 26(brs
|
0
1

.09 (t,
sH), 3.3

3.69(t, J =

20, 4.2
5.55(brs
7.45-7.4
8. 4Hz, 1

] = 7.0Hz, 3H), 1.46(s,
8(g, J = 7.0Hz, 2H),
5.1Hz, 2H), 4.03(s,
5(t, J = 5.1Hz, 2H),

, 1H), 6.89-7.18(m, G&H),
8(m, 2H), 7.68(d, J =
H).

33

1.47 (s,
2.45-2. 5
2H), 3.9
5.46 (br
7.29-7.3
8. 8Hz, 1

6H), 1.86-2.04 (m, 2H),

7 (m, 2H), 2.77-2.92 (m,

6 (s, 2H), 4.85 (m, 1H},
s, 1H), 6.94-7.11 (m, 4H),
7 (m, 41, 7.67 (d, J =
o).
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34

1.42 (d, J = 7.0Hz, 31, 1.82-2.04
(m, 2H), 2.44-2.58 (m, 2H),
2.76-2.91 {(m, 2H), 3.30 (q, J =
7.0Hz, 1H), 3.99 {(d, J = 14. [Hz,
1H), 4.06 (d, J = 14. 1Hz, 11, 4.87
A{m, 1H), 5.52 (brs, 1H), 6.94-7.11
(m, 4H), 7.13 (brs, 1H), 7.30-7.37
(w, 3H), 7.66 (d, J = 8.8Hz, 1H).

35

1.46 (s, 6H), 1.57 (m, 1H),
1.82-2.10 {(m, 3H), 3.67-3.84 (m,
21), 3.96-4.25 (m, 5H), 5.36 (brs,
1H), 6.96-7.11 (m, BH), 7.28-7.35
(m, 2H), 7.48 (brs, 1H), 7.68 (d,
J = 8.6Hz, 1H).
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TP | EER

'H-NMR (CDC1,} &

36 b

1.08{(t, J = 7.0Hz, 3H), 1.40(d, J
= 7.0Hz, 3H), 3.33(q, J = 7.0Hz,
1), 3.38(q, J = 7.0Hz, 20),
3.68{(t, J = 5.0Hz, 2H), 4.03(d, J
= 14. 78z, 1H), 4.12(d, J = 14. 7THz,
1H), 4.17-4.32(m, 2H), 5.95(brs,
1H), 6.98-7.10(m, 5H)},
7.29-7.35(m, 3H), 7.68(m, 1H).

37

1.01(t, J = 7.3Hz, 3H), 1.08(t, J
7.08z, 3H), 1.70-1.84(m, 2H),
.15(t, J = 6.3Hz, 1H), 3.37(q, J
7.3Hz, 2H), 3.68(t, J = 5.2Hz,

2H), 4.01(d, J = 14.6Hz, 1H),
4.13(d, J = 14.6Hz, 1H), 4.21(dt,
J =15.2, 5.2Hz, 1H), 4.30(dt, J =
15.2, 5.2Hz, 1H), 5.56(brs, 1H),
.98-7.11{(m, bH), 7.18(brs, 1H),

w2

38

6
7.27-7.35{(m, 20), 7.68(m, 1M).
0.99(d, J = 6.9Hz, 3H), 1.02(d, J
6.9Hz, 3H), 1.08(t, J = 7.0Hz,
3H), 2.08(m, 1H), 2.97(d, J =
5.3Hz, 1H), 3.37(q, J = 7.0Hz, 2H),
3.68(t, J = 5.2Hz, 2, 3.99(d, J
= 14. 4Hz, 1H), 4.14(d, ] = 14. 4Hz,
1H), 4.22(dt, J=15.2, 5.2Hz, 1H),
4.35(dt, J = 16.2, 5.2Hz, 1H),
5.80(brs, 1H), 6.97-7.11(m, 6H),
7.27-1.35(m, 2H), 7.68(m, 1H).

39 o

1.09(t, J = 7.0Hz, 3H), 1.46(s,
6H), 3.39(q, J = 7.0Hz, 2H),
3.68(t, J = b.0Hz, 2H), 4.03(s,
2H), 4.24(t, J = 5.0Hz, 2H),
5.76(brs, 1H), 6.97-7.10(m, 5H),
7.27-7.35(m, 2H), 7.51(brs, 1H),
7.69(m, 1H).
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1.08(t, J = 7.0Hz, 3H), 2. 43(se,

[::1\ N>__\ 3H), 3.20(s, 2H), 3.38(q, ] =
o NN 7.0Hz, 2H), 3.71{(t, J=5.2Hz, 2H),
40 <>*ﬁ° _g>‘"”2 3.96(s, 2H), 4.37(t, J = b5.2Hz,
0 2H), 5.84(brs, 1H), 6.98-7.11{m,
EH, 5H), 7.27-7.35(m, 2H), 7.38(brs,
), 7.69(m, 1.
1.01(t, J = 7.4Hz, 3H), 1.08(t, J
F\I:::lx ,I:::I:Q>“\ o, |7 7-OHz 31D, 1.69-1.86(n, 2H),
o N Hﬂ—g;: 3.15(t, J = 6.3Hz, IH), 3.37(q, J
<> M |- 7 08z, 21), 3.68(t, J - 5.0Hz,
41 o ZH), 4.00(d, J = 14.6Hz, IH),

4.12(4, J = 14.6Hz, 1H),
4.19-4.33(m, 2H), 5.79(brs, 1H),
6.94-7.05(m, 6H), 7.18(brs, 1H),
7.67(m, 1H).
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Oooooo
Ed | HEiE "H-NMR (CDC1,) §
1. 08 (t, J=7.0Hz, 3H), 1.41(d, J=6.9Hz,
HyC N 3H), 2.33(s, 3H), 3.33(g, J=6.9Hz,
\@\D/@N‘)—}N CH: {1 1H), 3.37(q, J=7.0Hz, 2H), 3.67(t,
42 8 -§—NH2 J=5.1Hz, 2H), 4.03(d, J=14.7Hz, 1H),
Y 4.11{(d, J=14.7Hz, 1H), 4.18-4.32(m,
b, 20, 5.62(brs, 1H), 6.87-7.00(m, 4H),
7.09-7.16(m, 2H), 7.26(brs, 1H),
7.65(d, J=9.4Hz, 1H).
1. 08(t, J=7.0Hz, 3H}, 1.41(d, J=6.9Hz,
Fol O N 3H), 3.34(q, J=6.9Hz, 1H), 3.38(q,
FT \@"’@E"\)_“\“ff J=7.0Hz, 2H), 3.69(t, J=5.0lz, 2I),
. e M [404(d, T=14.THz, 1W), 4.13(4,
o J=14. T4z, 1H), 4.19-4,36(m, 2H),
(cH, 5. 75 (brs, 1H), 6.94-7.04(m, 4H),
7.13-7.20(m, 2H}, 7.25(brs, 1H),
7.69{d, J=8.6Hz, 1H}.
1.09(t, J=7.0Hz, 3H), 1.41(d, J=7. OHz,
. 3, 2.27(brs, 1H}, 3.34(g, J=7.0llz,
F N 1H), 3.39(q, J=7.0Hz, 2H), 3.70(t,
" Fﬁoﬁﬁ—mi"? J=5.0Hz, 2H), 4.05(d, J=14.8Hz, 1H),
8 I 41404, Jo1A8Hz, 1), 4.23-4.35(n,
(0 2H), 5.80(brs, 1H), 6.51-6.64 (m, 2H),
CHy 6.92-7.08(m, 2H), 7.21(brs, 1H),
7.72(d, J=8.6Hz, 1H).
Ne 1. 08(t, J=7.0Hz, 3H), I.42(d, J=6. 9z,
‘\@ ,@h&)—\ o |3, 1.94Grs, 1H), 3.34(0, J=6.9Hz,
o N HN_;,-—NH, 1H), 3.39(q, J=7.0Hz, 2H), 3.70(t,
8 o J=5.0Hz, 2#), 4.05(d, J=14.8Hz, 1H),
45 ° 4.14(d, J=14.8Hz, 1), 4.20 4.37(m,
CHy 2H}, 5.63(brs, 1H), 6.95-7.03(m, 3,
7.08(d, J=1.8Hz, 1H), 7.19(brs, 1H},
7.55-7.63(m, 2H), 7.74(d, J=8.8Hz,
1H).
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gbooooao
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1.08(t, J=7.0Hz, 3H), 1.42(d, J=T.0Hz,
3, 2.32(brs, 1H), 3.34(g, ]=7.0Hz,
1H), 3.39{g, J=7%.0Hz, 21), 3.70(t,

HaC

10 <> g | 1=5.1Hz, 2H), 4.05(d, J=14.7Hz, 1H),
(0 4.14(d, J=14.7Hz, 1H), 4.20-4.37(m,
CH, 2H), 5.64(brs, 1H), 6.97-7.08(m, 4H),
7.22(brs, 1H), 7.56(brd, J=8.4Hz, 2H),
7.72(d, J=8.6Hz, 1H).
1.14(t, J = 7.0Hz, 3H), 1.39(d, J =
7.0Hz, 3H), 1.99(m, 2H), 3.28-3.41{m,
e BH), 3.99(d, J = 14. 6Hz, 1H), 4.05{d,
47 J=14.6Hz, 1H), 4.18(t, J=7.0Hz, 2H),

5.41(brs, 1H), 6.71-7.02(m, 6H)},
7. 16 (brs, IH), 7.63(d, J = &. 61z, 1H).

oooooao

10

20



gbooooao

(56) JP 5667934 B2 2015.2.12

ey il
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48

1.09 (t, J = 7.0Hz, 3, 1.41 (d,
J=17.0Hz, 3H), 3.33 (q, J=17.04z,
1HY, 3.39 (q, J = 7.0Hz, 2H), 3.69
(t, J = 5.1Hz, 2H), 4.04 (d, J =
14.8Hz, 1H), 4.12 (d, J = 14. 8Hz,
1), 4.20-4.33 (m, 2H), 5.43 (br,
H), 6.71 (m, 1H), 6.80 (m, 1H),
6.95-7.00 (m, 2I), 7.10 (q, J =

9.0Hz, 1), 7.22 {(br, 1H), 7.69 (d,
J = 8.3Hz, 1H).

49

1.08 (t, J = 7.0Hz, 3H), 1.41 (d,
J =7.0Hz, 3H}, 3.33 (q, J=7.0Hz,
1H), 3.38 (q, J = 7.0Hz, 2H), 3.68
(t, J = 5.0Hz, 2H), 4.03 (d, J =
14. 8z, 1H), 4.11 (d, J = 14.8Hz,
1H), 4.18-4.32 (m, 2H), 5.41 (br,
1H), 6.83 (m, 1H), 6.91-7.05 (m,
4%y, 7.22 (br, 1H), 7.65 (m, 1H).

50

1.21(s, 3H), 1.29(s, 30, 1.33(d,
J = 6.9Hz, 3H), 3.35{g, ] = 6. 9Hz,
1H), 4.04(d, J = 13.9Hz, 1H),
4.10(s, 2H), 4.11(d, J = 13.9Hz,
1H), 5.87(brs, 1H), 6.91-7.05(m,
6H), 7.09(brs, 1H), 7.63(d, J =
9. 3Hz, 1H}.

51

1.40(d, J = 7.0Hz, 3H), 1.55(m,
1), 1.77-1.94(m, 2H),
1.97-2.12(m, 2B), 3.34(q, J =
7.0Hz, 1H), 3.65-3.83(m, 20),
3.96-4.27(m, 5H), 5.87(brs, 1H),
6.91-7.06{(m, 6H), 7.24(brs, 1H),
7.66(dd, J = 8.4, 0.6Hz, 1H).
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1.07 (t, J = 7.0Hz, 3H), 1.41 (d,
J = 7.0Hz, 3H), 3.33 (q, J = 7. 0Hz,
11}, 3.38 (q, J =7.00z, 2I), 3.68
(t, J = 6.1Hz, 2H), 4.03 4, J =
14. THz, 1H), 4.12 (d, J = 14. 7He,
1H), 4.18-4.32 (m, 2H), 5.43 (br,
10}, 6.95-7.23 (m, 6H), 7.25 (br,
1H}), 7.66 (m, 1MH).

b2 0
(0
CH,
F
N
QLT
o N HN-Si
0
b3 0

1.09 (t, J = 7.0Hz, 3H), 1.42 (d,
J =7.0Hz, 3H), 3.34 (q, J =7.0Hz,
1), 3.39 (q, J=7.0lz, 2I), 3.69
(t, J = 5.0Hz, 2H), 4.05 (d, J =
14. 8Hz, 1H), 4.13 (d, J = 14.8Hz,
1H), 4.19-4.35 (m, 2H), 5.44 (br,
1H), 6.64-6.81 (m, 3H), 6.98-7.06
(m, 2H), 7.20-7.30 (m, 2H), 7.71
(d, J = 8.4Hz, 1H).

oooooao

10

20



gbooooao

(58)

JP 5667934 B2 2015.2.12

ey 20|

HBEX
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b4

1.00(t, J =7.0Hz, 3H), 1.41(d, J
= 6,8Hz, 3H), 3.33(q, J = B.8Hz,
14), 3.38(q, J = 7.0Hz, 21),
3.68(t, J =5 2Hz, 2H), 4.03(d, J
= 14. THz, 1), 4.12(é, J = 14, 7z,
1H), 4.16-4.32(m, 2H), 5.41{brs,
1H), 6.93-7.06(m, 6H), 7.23(brs,
1), 7.67(m, LH).

5h

1.09 (t, J = 7.0lz, 3, 1.41 (4,
J = 7.0Hz, 3H), 3.33 (g, J = 7.0Hz,
IH), 3.39 (g, J=17.0Hz, 2H), 3.69
(t, J = 5.0Hz, 2H), 4.04 (d, T =
14. 8Hz, 1H), 4.12 (d, J = 14. 8Hz,
1H), 4.19-4.34 (n, 2H), 5.35 (br,
1), 6.79-7.13 (m, 4l), 7.20 (br,
1H), 7.69 (d, ] = 8.6Hz, 1H).

b6

1.41 (d, J =6.8Hz, 3H), 1.50-2.10
(m, 4H), 3.32 {g, J = 6.8liz, IH),
3.66-3.84 {(m, 2H), 4.01-4.23 (m,
5H), 5.44 (br, 1H), 6.93-7.05 (m,
6H), 7.256 (m, 1H), 7.66 (d, J =

6. 4Hz, 1H).

57

1.08 (t, J = 7.0Hz, 3H}, 1.42 (d,
J=6.8Hz, 3H), 3.34 {q, J = 6.8Hz,
14}, 3.39 (g, J =7.0Hz, 2H), 3.70
(t, J = 5.1Hz, 2H), 4.05 (4, J =
14. 88z, 1H), 4.13 {d, J = 14.8Hz,
1H), 4.20-4.35 (m, 2H), 5.47 (br,
1H), 6.39 (m, 1H), 6.65 (m, 1H),
7.01 (dd, J=8.8, 2.4Hz, 1H), 7.08
(d, J=2.4Hz, 1H), 7.20 (br, 1H),
7.72 (d, J = 8.8Hz, 1H0).
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gbooooao

1.08 (t, J =7.0Hz, 3H), 1.41 (4, J
= 6.8Hz, 3H), 3.33 (q, J = 6. 8Hz,

F
F N
/E:j:ﬁm“ CH, 1), 3.38 (g, J = 7.0Hz, 2H), 3.69
o ; HN—S_

(t, J = 5.0Hz, 2H), 4.03 (d, J =
NH;

58 o 14. 8Hz, 1H), 4.12 (d, J = 14. 8Hz,
o 1), 4.19-4.34 (m, 2H), 5.52 (br,
CH; ), 6.72 (m, 1H), 6.87-7.04 (m,
4H), 7.23 (br, 1H), 7.68 (d, J =
8. 6Hz, 1H).
oooooaQ
Ooo000oao
oooooao
ooooao
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RGOS O
g N>44\CH o % Br
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0000000000 (0.22g, 0.66mmo) 0000000000 @ML)IOODOD0O0OD
0000 (0.18g,0.66mmo)0 000010 0000000000000 C00O000O0O0
0000000000000 O00O0O00O0O00O0O000O000O000O00Onoooon
00

00000

TH-NMR (CDCl3) & O 1.08(t, J=7.0Hz, 3H), 3.39(q, J=7.0Hz, 2H), 3.70(t, J=5.1Hz,
2H), 4.37(t, J=5.1Hz, 2H), 4.81(s, 2H), 6.95-7.05(m, 6H), 7.69(m, 1H) .
000000
D000O00ON2-{[1-(2-0000000)-6-(4-000000000)-1H-0000000
00-2-00]10003L-0000000

Do0o0o0Q0

Doooo

CONH;

O Ooo0oooao

=

M

‘\
OEt

@]
m

oooooo
00000000000 (@07mg, 0.27mmol)D 000 CO0CO(GE)ODO0DODO0DODDOODO
0000000 (0-10ml, 0.55mmol)ON-(2,4-0 00 000000)0000000 (97.7m
g, 0.41mmo)0 000050050 000000000000000000000000
0000000000000 O00O00O00O000000000000000000000 (3
m)D0DDO0DO00D050020000000000000000000000000000
0000000000000 000000000000000000000000000¢0
/2-000000000000000000(75mg, 70%)0 000

Dooooo

TH-NMR (CDCl3) & O 1.08(t, J=7.0Hz, 3H), 1.41(d, J=6.8Hz, 3H), 3.33-3.41(m, 3H),
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3.68(t, J=5.1Hz, 2H), 4.03(d, J=14.6Hz, 1H), 4.12(d, J=14.6Hz, 1H), 4.23-4.27(m
, 2H), 5.58(brs, 1H), 6.94-7.05(m, 6H), 7.24(brs, 1H), 7.67(m, 1H) .

oooooao

gbooooogan
uz24-0000000C0C000O0O0O0OO0O0O0ODODOOOODOOOOODOOOODDOOO
oooboooooobooooobooooooboobooooobobooooboboooobooo
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SEhEp | SR 'H-NMR (CDC1,) &

F N 1.41(d, J = 7.0Hz, 3W), 3.26(s,
W::L‘I:j:5*\ SHs 3M), 3.33(q, J = 7.0Hz, 1H),
o N HN—;
0

NH, |3.65(t, J=4.9Hz, 2H), 4.02(d, )
= 14.6Hz, 1H), 4.10(d, J - 14. 6Hz,
HyC 1H), 4.22-4.28(m, 2H), 5. 34(brs,
1H), 6.94-7.05(m, 6H), 7.25(brs,
1H), 7.67(m, 1H).

.02(d, J = 6.2Hz, 6H),

. 40-3.48(m, 3H), 3.68(x, J =
.1Hz, 2H), 4.10(s, 2H), 4.24(t,
= 5. 1Hz, 2H), 5.45(brs, IH),"
.94-7.05(m, 6H), 7.21(brs, 1H),
.67(m, 1H).

.01(d, J=6.0Hz, 6H), 1.41(d, J

F N
\©\ \>——\ CHa 7.0Hz, 3H), 3.33(g, ] = 7.0Hz,
[o) ; HN-gV

60

O’\,
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61 <> HN_T}-NHz
Q

Q,
—la & oo o

no, 1), 3.43(m, 1H), 3.67(t, J =
s 0 5.1Hz, 2H), 4.04(d, J = 14.8Hz,
HaG~(’ 1H), 4.12(d, J = 14.8Hz, 1H),
4,22 (m, 2H), 5.33(brs, 1H),
6.93-7.05(m, 6H), 7.26(brs, 1H),
7.67(m, 1H).

F N 3.25(s, 3H), 3.40(s, 2H), 3.64 (¢,
\
\T:::J\O,I:::[:N) A% J = 5.0Hz, 2H), 4.08(s, 2H),
63 () ,7>-NH2 4.26(t, J=5.0Hz, 2H}, 6.34(brs,
5 1H), 6.93-7.04(m, 6H), 7.21 (brs,

H,C : 1H), 7.65(m, 1H).

.42(d, J = 7.0Hz, 3W),
.02(quint, ] = 6.7Hz, 2H),
.28(s, 3H), 3.27-3.37(m, 3H),
L01(d, J = 14.6Hz, 1H), 4.07(d,
= 14.6Hz, 1H}, 4.19(¢, J =

. 7THz, 2H), 5.36(brs, 1H},
.93-7.05(m, 6H), 7.21(brs, 1H),
.66(d, J = 8.8Hz, 1H).
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F N\)_\
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1.82-1.87(m, 2H), 2.43-2.57(m,
2H), 3.43(s, 2H), 3.51-3.59(m,
2H), 4.11(s, 2H), 4.14-4.19(m,
2H), 4.49(m, 1H), 5.46(brs, 1H},
6. 80 (brs, 1H), 6.91-7.05(m, 5H),
7.25(d, J =2 0Hz, 1H), 7.67(d, J
= 8. 88z, 1H).
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Oooogoao
:: NG,
Br F

oooooao
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gboooad

TH-NMR (CDCl3) & O 1.12(t, J = 7.0Hz, 3H), 3.43(q, J = 7.0Hz, 2H), 3.75(t, J = 5
.1Hz, 2H), 4.37(t, J = 5.1Hz, 2H), 4.88(s, 2H), 7.36(dd, J = 8.6, 1.8Hz, 1H), 7.
49(d, J = 1.8Hz, 1H), 7.59(d, J = 8.6Hz, 1H).
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TH-NMR (CDCl3) & 0 1.02(t, J = 7.0Hz, 3H), 3.35(q, J = 7.0Hz, 2H), 3.71(t, J = 5
.1Hz, 2H), 4.64(t, J = 5.1Hz, 2H), 7.41(m, 1H), 7.68-7.73(m, 2H), 10.05(s, 1H).
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000000000000 (200mg, 0.67mmo)0 00000000000 (4:1, 15mL)0 O
00000 (280mg, 2.02nmol)0 000000 OO (123mg, 1.01mmol)J 00000000
0000000000000 0000 (454mg, 0.13mmol)0 0001100 0000000 2
0000000000000 O000000000000000000000000000
0000000000000 O00O00O00O00O00O00O00O0ON(@OO00ONONONonons=s
90:100 75:250 50:50)0 0 0 0 O O O (115mg, 58%)0 O O O

Dooooo

TH-NMR (CDCl3) & O 1.07(t, J=7.0Hz, 3H), 3.42(q, J=7.0Hz, 2H), 3.81(t, J=5.1Hz,
2H), 4.81(t, J=5.1Hz, 2H), 7.39(m, 1H), 7.48(t, J=7.6Hz, 2H), 7.63-7.67(m, 3H),
7.76(m, 1H), 7.96(d, J=8.6Hz, 1H), 10.11(s, 1H).

DoooooQ
D00DO00ON2-{[1-(2-0000000)6-0000-1H-000000000-2-00 1710
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oooooo
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000000000000 (68Ng, 0.23nmo)0 0000000000000 O0DOON (3
img, 38%)0 O O O
TH-NMR (CDCl3) & O 1.08(t, J=7.1Hz, 3H), 3.38(q, J=7.1Hz, 2H), 3.41(s, 2H), 3.75
(t, J=5.1Hz, 2H), 4.11(s, 2H), 4.35(t, J=5.1Hz, 2H), 5.68(brs, 1H), 7.22(brs, 1H
), 7.33(m, 1H), 7.42-7.51(m, 4H), 7.61-7.63(m, 2H), 7.76(m, 1H).
Do0o0o00
DO0000o000aQ
0000000000000 0000000000O000O000ON0ONONooNooonoon
00000000000 00000
Do0o0o0Q
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KhEpl | FwEX

"H-NMR (CDC1,) &

67 F

HN
_>—NHZ

1.03{t, J = 7.1Hz, 3H}, 3.29(q, J =
7.1Hz, 2H), 3.36(s, 2H), 3.70(t, J
5. 1Hz, 2H), 4.06(s, 2H), 4.30(t,
= 5. 1Hz, 2H), 5.68(brs, 1H),
.05-7.09(m, 2H), 7.16(brs, 1H),
.37-7.39(m, 2H), 7.49-7.53(m, 2H),
.70 {(m, 1H).

68

NS T T SRS TR R R

.08{(t, J =7.1Hz, 3H), 1.39(d, J =
. 8Hz, 3H), 3.32(q, J = 6.8Hz, 1H),
.37(q, J = 7.1Hz, 2H), 3.73(t, J =
.0Hz, 2H), 4.04(d, J = 14. 8z, 11),
.13(d, ] = 14.8Hz, 1H), 4.31(dt, J
= 15.9, 5.0Hz, 1H), 4.36(dt, J =
15.9, 5.0Hz, 1H), 5.61(brs, 1H),
.10-7.14(m, 20), 7.25(brs, 1H),
.41-7.43(m, 2H), 7.54-7.57(m, 2H),
.74 (m, 1H).

69

.08(t, J =7.0Hz, 3H), 1.39(d, J =
.91z, 3M), 3.30(q, J = 6.9Hz, 1H),
.37(q, J = 7.0Hz, 2H), 3.73(t, J =
. 8Hz, 2H), 4.04(d, J = 14.8Hz, 1H),
.13(d, J = 14.8Hz, 1),
.28-4.38(m, 2H), 5.73(brs, 1H),
.28(brs, 1H), 7.33(m, 1H),
.41-7.50 (m, 4H), 7.60-7.63 (m, 2H),
.75(m, 1H).

wo | C

.10(t, J = 7.0Hz, 3H), 3.40(g, J =
.0Hz, 2H), 3.44(s, 2H), 3.75(t, J
5.0z, 2H), 4.14(s, 2H), 4.36(t,
= 5.0Hz, 2H), 5.60(brs, 1H},
.27-7.36(m, 4H), 7.40-7.43(m, 2H),
.50(m, 1H), 7.78(m, 1H).
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ooooao
LEhEwl | BEEA 'H-NMR (CDCL,) 6

1.10(t, J = 7.0Hz, 3H), 1.42(d, J =

7.0Hz, 3H), 3.35{(qg, J = 7.0Hz, 1H),
“"“f;_NH 3.39(q, J = 7.0Hz, 2H), 3.74(t, J =

2

5.0Hz, 2H), 4.07(d, J = 14. 7THz, 1H),

71 4.16(d, J = 14. THz, 1H), 4.30(dt, J

CH3 = 15.0, 5.0Hz, 1H), 4.37(dt, J = 10
16.0, b.0Hz, 1H}, 5.81(brs, 1H),
7.26-7.36{(m, 4H), 7.39-7.42(m, 2H),
.50(m, 1), 7.78(m, 1H).

.10(t, J = 7.0Hz, 3H), 3.40(q, J =
.OHz, 2H), 3.43(s, 2I), 3.77(t, J
“N_>_ = 5. 1Hz, 2H), 4.13(s, 2H), 4.38(x,

NH2

P I

., cg

cl J = 5. 1Hz, 24}, 5.65(brs, 1H),
7.21(brs, 1H), 7.41-7.49(m, 4H),
CH; 7.54-7.58(m, 2H), 7.78(m, 1H). 20
1.10{t, J = 7.0Hz, 3H), 1.41(d4, J =
7.0Hz, 3H), 3.35(q, J = 7.0Hz, 1H),
N 3.40{q, J = 7.0Hz, 2H), 3.76(t, J =
73 _€;—an 5.0lz, 2H), 4.06(d, J = 14.7Hz, 1H),
4.16(d, J = 14.7Hz, 1H),
4.31-4.44(m, 2H), 5.81(brs, 1H),
°“3 7.28(brs, 1H), 7.40-7.47(m, 4H),
7.53-7.57(m, 2H), 7.78(m, 1H).
30
oooooad
OooooaQ
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ooo0ooao
N OH Me
L S
Br N N
OEt
OEt 40
oooooao

0000000000000 00000(150mg, 0.5mmol)ON-000 000000 (5mL)
000000000 (489mg, 1.5mmol)04-0000-0000 0000 (225mg, 1.5mmol)
02,2,6,6-0000000000-3,5-000¢2u 1, 0.25mmol) O 0 OO O 1)(50mg, O.
smmoNO0 0001200 0000000600000000000000002mol/L 0000
0000000000 0O00O00000000.5mol/L 000 2mol/L 000000000
0000000000000 000000000000000000000000000¢0
0000000000000 00000=100000001000 00000000 (56mg, 30%)
0000

oooooao 50
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TH-NMR (CDCl3) & O 1.09(t, J=7.0Hz, 3H), 1.32(s, 9H), 3.41(q, J=7.0Hz, 2H), 3.72
(t, J=5.1Hz, 2H), 4.35(t, J=5.1Hz, 2H), 4.89(s, 2H), 6.89-7.02(m, 4H), 7.31-7.36
(m, 2H), 7.64(d, J=8.5Hz, 1H).

oooooo

000000N2-{[6-(4-tert-0 00 00000)-1-(2-0000000)-1H-0000 O
000D0-2-00]0003L-0000000

oooooad
ooooao
Me Me
Me Me
Me N\ oH Me N
o SO
o) N o N N
CONH;
OFt BEt
oooooad

0000000000000 O000000000000000000000000000
0oo

TH-NMR (CDClg) & 0 1.09(t, J=7.0Hz, 3H), 1.32(s, 9H), 1.41(d, J=6.9Hz, 3H), 3.34
(q, J=6.9Hz, 1H), 3.38(q, J=7.0Hz, 2H), 3.68(t, J=5.1Hz, 2H), 4.04(d, J=14.9Hz,
1H), 4.12(d, J=14.9Hz, 1H), 4.18-4.34(m, 2H), 5.47(brs, 1H), 6.89-6.95(m,0 2H),
6.97-7.02(m, 2H), 7.29(brs, 1H), 7.31-7.36(m, 2H), 7.67(d, J=8.5 Hz, 1H).
oooooQ

Doooog

oooooo

ooooo

N OH N OTBDMS
ey fous
Br ; Br N

OFt OFt

oooooon

00000000000 (@.20g, 4nmo)0000-0000000000 (@5mL)0 000
000000 (.36g, 20mmo)00000-000000000000O00 (904mg, 6mmol)
000000002000 0000000000000000000000000000
0000000000000 000000000000000000000000000
0000000000000 0=10000085015000000000 (1.65g, 100%)0 O O
O

oooooon

TH-NMR (CDCl3) & 0 0.11(s, 6H), 0.91(s, 9H), 1.12(t, J=7.0Hz, 3H), 3.41 (q, J=7.
OHz, 2H), 3.74(t, J=5.5Hz, 2H), 4.44(t, J=5.5Hz, 2H), 4.99(s, 2H), 7.34(dd, J=1.
9, 8.5Hz, 1H), 7.56-7.62(m, 2H).
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000000
000000000000 0O000000(207mg, 0.5mmol)00-000000000 (5m
L0O0DO0OO0O0D0O00D0 (489mg, 1.5mmol)04-0 000000 0 O (186mg, 1.5mmol) O 2,2
,6,6-0000000000-3,5-000 (52u 1, 0.25mmol) OO0 O OO 1)(50mg, 0.5mmo
NDOODOO0012000000000400000000000000002mol/L 00000
0000000000000000000.5mol/L O002mol/L 00000000000
0000000000000 0000000000000000000000NONoonoon
0000000000000 000=100000001000 00000000 (36mg, 21%)0 O
00

Do0o0o0Q0

TH-NMR (CDCl3) & O 1.10(t, J=7.0Hz, 3H), 3.41(q, J=7.0Hz, 2H), 3.70(t, J=5.0Hz,
2H), 3.81(s, 3H), 4.32(t, J=5.0Hz, 2H), 4.88(s, 2H), 6.84-7.01(m, 6H), 7.63(d, J
=8.8Hz, 1H).

000000
D000O00ON-{[1-(2-0000000)-6-(4-000000000)-1H-0000000
00-2-00]10003L-0000000

Do0o0o0Q0

Doooao

SO0
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|

OFEt OEt
oooooao
gbooboooooogoobgoboboboooobobobobobooooobuobobao
oood
ugboogood

TH-NMR (CDCl3) & O 1.09(t, J=7.0Hz, 3H), 1.41(d, J=6.8Hz, 3H), 3.33(q, J=6.8Hz,
1H), 3.37(q, J=7.0Hz, 2H), 3.67(t, J=5.1Hz, 2H), 3.81(s, 3H), 4.03(d, J=14.7Hz,
1H), 4.10(d, J=14.7Hz, 1H), 4.17-4.30(m, 2H), 5.32(brs, 1H), 6.85-7.00(m, 6H), 7
.27(brs, 1H), 7.64(d, J=8.8Hz, 1H).

Do0o0o0Q0

DO0o000Q0

oooooo

goooad
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DoooooQ
03-0000-4-00000000 (2.59, 16.0mmol)ON,N-0 000000000 (30mL)
000000000 (3.3g, 24.00mol)IJ 00000000 (2.1ml, 17.6mmol)0 O O O 70
0000000010 000000000000000000000000000000
0000000000000 O00O0000000000000000000

TH-NMR (CDCl3) & 0 5.14(s, 2H), 6.79-6.86(m, 2H), 7.38-7.43(m, 5H), 8.10(m, 1H).
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ooooo

N
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BnO N

BnO F
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oooooao

000000000000 000000000000000000000000000

TH-NMR (CDCl3) & O 1.08(t, J = 7.0Hz, 3H), 3.40(q, J = 7.0Hz, 2H), 3.77(t, J = 5

J1Hz, 2H), 4.71(t, J = 5.1Hz, 2H), 5.15(s, 2H), 7.04(d, J = 2.4Hz, 1H), 7.11(dd, 10
J = 9.0, 2.4Hz, 1H), 7.35-7.49(m, 5H), 7.79(d, J = 9.0Hz, 1H), 10.01(s, 1H).
0ooooo
D00DO00ON2-{[6-(C000000)-1-(2-0000000)-1H-000000000 -2
-00]000}L-0000000

oooooan
N
D e
BnO N HN—<
CONH,

goooao

S
[oane
BnO = ;3

20
OEt OEt
oooooo
0000000000000 ()-00000D00000000000D0000O00DO0naO
oooooooo
TH-NMR (CDCl3) & O 1.09(t, J = 7.0Hz, 3H), 1.39(d, J = 7.0Hz, 3H), 3.32(q, J = 7
.OHz, 1H), 3.37(q, J = 7.0Hz, 2H), 3.68(t, J = 5.1Hz, 2H), 4.00(d, J = 14.6Hz, 1
H), 4.09(d, J = 14.6Hz, 1H), 4.16-4.32(m, 2H), 5.11(s, 2H), 5.75(brs, 1H), 6.87(
d, J = 2.2Hz, 1H), 6.98(dd, J = 8.8, 2.2Hz, 1H), 7.27-7.53(m, 6H), 7.61(d, J = 8
.8Hz, 1H).
oooooo 30
O00DOON-{[6-(C00D0000)-1-(2-0000000)-1H-00D0000D000-2
-00]J000}2-0000000000
oooooo
ooooao
SN N
I e T e
BnO N —  BnO N HN—%
CONH,
oR OEt
oooooo 40

0000000000000 0000O000000000000000000000000
Dooooooao

TH-NMR (CDClg) & O 1.10(t, J = 7.0Hz, 3H), 1.45(s, 6H), 3.37(q, J = 7.0Hz, 2H),
3.69(t, J = 5.1Hz, 2H), 4.00(s, 2H), 4.24(t, J = 5.1Hz, 2H), 5.12(s, 2H), 5.47(b
rs, 1H), 6.86(d, J = 2.4Hz, 1H), 6.98(dd, J = 8.8, 2.4Hz, 1H), 7.31-7.48(m, 5H),
7.51(brs, 1H), 7.62(d, J = 8.8Hz, 1H).
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N

NO

S D o

- . 0 N

HO F
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ooooaoao

03-0000-4-000000000000000000000000000000000
Do0o0o00

Do0o0o0a0

TH-NMR (CDCl3) & O 1.07(t, J = 7.0Hz, 3H), 3.40(q, J = 7.0Hz, 2H), 3.78(t, J = 5
_3Hz, 2H), 4.71(t, J = 5.3Hz, 2H), 5.10(s, 2H), 7.03(d, J = 2.2Hz, 1H), 7.07-7.1
3(m, 3H), 7.42-7.47(m, 2H), 7.79(d, J = 9.0Hz, 1H), 10.01(s, 1H).

Do0o0o00
D000O0O0ON2-({1-(2-0000000)-6-[(4-00000000)000]-1H-0000
00000-2-003}000)-L-00000000

oooooao
ooogoao
N
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0000000000000 ()-0000000000000000000000000
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TH-NMR (CDCl3) & O 1.10(t, J = 7.0Hz, 3H), 1.40(d, J = 7.0Hz, 3H), 3.32(q, J = 7
.OHz, 1H), 3.38(qg, J = 7.0Hz, 2H), 3.70(Ct, J = 5.1Hz, 2H), 4.01(d, J = 14.6Hz, 1
H), 4.09(d, J = 14.6Hz, 1H), 4.20-4.32(m, 2H), 5.08(s, 2H), 5.39(brs, 1H), 6.86(
d, J = 2.2Hz, 1H), 6.96(dd, J = 8.8, 2.2Hz, 1H), 7.06-7.10(m, 2H), 7.25(brs, 1H)
, 7.42-7.45(m, 2H), 7.62(d, J = 8.8Hz, 1H).

Do0o0o0Q0

DO0o000Q0

oooooo
ooooDao

RN,

| —

e
Cl” "NT TCl

NO, | o

QEt

oooooo

02,6-0000-3-0000000(3.0g, 15.5mmol)0 00000 (0mL)0 000000
00 (2.4g, 17.0mmoN0 0 02-0000000000 (1.4g, 17.0mmol)0 0 O 0500 O O
0000300000000 00 (.89, 13.0mmol)0002-0000000 000 (0.99,
10.ommoN0 000500030 0000000000000 0000000000000O
0000000000000 O0000000000000000000000000000
0000000000000 0000001:500000000003.4g, 89%0 0000
DoooooQ

TH-NMR (CDCl3) & 0 1.24 (t, J = 7.0Hz, 3H), 3.57 (q, J = 7.0Hz, 2H), 3.67 (t, J
= 5.2Hz, 2H), 3.82 (q, J = 5.2Hz, 2H), 6.61 (d, J = 8.5Hz, 1H), 8.35 (d, J = 8.5
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Hz, 1H), 8.59 (br, 1H).
Do0o0o00
Do0o00o0aQ

gbooood
gboooad

N02 NOQ

PhO N NH

OFEt OFEt
goboooo

JP 5667934 B2 2015.2.12

000000000000 00000000000000000000000
TH-NMR (CDCl3) & 0 1.18 (t, J = 7.0Hz, 3H), 3.39-3.50 (m, 6H), 6.20 (d, J = 9.0H
z, 1H), 7.12-7.17 (m, 2H), 7.25 (m, 1H), 7.37-7.44 (m, 2H), 8.42 (d, J = 9.0Hz,

1H), 8.66 (br, 1H).
000000
Dpooo0oaQg
000000
ooooQ

NO, N
- I
D

PhO N

N
OFEt OFEt
opooooo

goooboooooooocoooobobooooboooooobooboooooboooooboao

TH-NMR (CDCl3) & 0 1.01 (t, J = 7.0Hz, 3H), 3.38 (g, J

7.0Hz, 2H), 3.72 (t, J

= 5.6Hz, 2H), 4.70 (t, J = 5.6Hz, 2H), 6.98 (d, J = 8.8Hz, 1H), 7.17-7.28 (m, 3H
), 7.37-7.46 (m, 2H), 8.16 (d, J = 8.8Hz, 1H), 10.00 (s, 1H).

gboooaog

D000O00ON2-{[3-(2-0000000)-5-00000-3H-0000 [4,5-b]0000-2-

oojoo0o0y»-L-0000000

CONH;

oooooad
goooad
N % N
e L e
pho” >N~ N PhO~ N7 % HN——<
OFEt OEt
gooooad

000000000000 00000000000000000000000

TH-NMR (CDCl3) & 0 1.09Ct, J = 7.0Hz, 3H), 1.41(d, J = 7.0Hz, 3H), 3.35(q, J = 7
.OHz, 1H), 3.38(q, J = 7.0Hz, 2H), 3.71(t, J = 5.1Hz, 2H), 4.06(d, J = 15.0Hz, 1
H), 4.14(d, J = 15.0Hz, 1H), 4.32(t, J = 5.1Hz, 2H), 5.56(brs, 1H), 6.67(d, J =
8.6Hz, 1H), 7.11-7.21(m, 3H), 7.26(brs, 1H), 7.35-7.42(m, 2H), 7.95(d, J = 8.6Hz

, 1H).
0ooooo0

D000DO00ON2-{[3-(2-0000000)-5-00000-34-0000 [4,5-b]0 000 -2-

000003000000
Dooooo
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ooooo
SN S N
\ tj::\%CHO D
PhO’/[i;/’ N | =~ |

OH OEt

Do0o0o0Q0

0000000000000 O0O0O0O0O0O0OO0O0O0OO0O0O0DOOO0OOoOoOooOn

TH-NMR (CDCl3) & O 1.08(t, J = 7.0Hz, 3H), 3.38(q, J = 7.0Hz, 2H), 3.42(s, 2H),

3.72(t, J = 4.9Hz, 2H), 4.12(s, 2H), 4.33(t, J = 4.9Hz, 2H), 5.73(brs, 1H), 6.76
(d, J = 8.4Hz, 1H), 7.11-7.22(m, 3H), 7.26(brs, 1H), 7.35-7.42(m, 2H), 7.95(d, J
= 8.4Hz, 1H).

DO0o0o0a0

Dooo0Q

Do0o0o00

ooooo
F NO,
| — F TNH

OoH

oooooo
02,4,5-000000000000000000000000000000000000¢0
TH-NMR (CDCl3) & O 1.25(t, J = 7.1Hz, 3H), 3.43(q, J = 5.1Hz, 2H), 3.57(q, J = 7
.1Hz, 2H), 3.72(t, J = 5.1Hz, 2H), 6.66(dd, J = 12.4, 6.6Hz, 1H), 8.05(dd, J = 1
0.2, 8.6Hz, 1H), 8.29(br, 1H).

DoooooQ

Dooooo

oooooo

0oooo

F NO, F F N
O T
F TTW — o %

OFEt gEt .
gooooad

0000000000000 O0O0O0O0O0O0O0O0O0O00O0O0O0O0OO0OOOOOoOoooon
TH-NMR (CDCl3) & 0 0.99(t, J = 7.0Hz, 3H), 3.33(q, J = 7.0Hz, 2H), 3.71(t, J = 5
.1Hz, 2H), 4.64(t, J = 5.1Hz, 2H), 7.00-7.10(m, 4H), 7.13(d, J = 7.1Hz, 1H), 7.6
6(d, J = 10.3Hz, 1H), 10.04(s, 1H).

oooooao
000000N-{[1-(2-0000000)5-0000-6-(4-000000000 )-1H-0
00000000-2-00]0003L-0000000
oooooao
00000
F F N F F N
BT _ 00,
o N . o N HN44<

CONH,

Ot OFEt
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000000

0000000000000 0000000000000000000000000

TH-NMR (CDCl3) & O 1.07(t, J = 7.0Hz, 3H), 1.41(d, J = 7.0Hz, 3H), 3.32(q, J = 7
.OHz, 1H), 3.37(q, J = 7.0Hz, 2H), 3.66(t, J = 5.1Hz, 2H), 4.02(d, J = 14.7Hz, 1
H), 4.11(d, J = 14.7Hz, 1H), 4.17-4.32(m, 2H), 5.38(brs, 1H), 6.90-7.05(m, 5H),
7.16(brs, 1H), 7.52(d, J = 12.1Hz, 1H).

000000

DO0o000Q0

Do0o0o0Q

Doooo

. OO0,
o = WA

F

Boc

oooooo
02,4-00000000000004-000-Q-tert-0000000000000001
0D004-0000000000000000000000000000000000
TH-NMR (CDCl3) & 0 1.48(s, 9H), 1.91-1.95(m, 2H), 2.22-2.37(m, 2H), 2.76-2.93(m,
2H), 4.30(br, 2H), 4.60(m, 1H), 4.86(s, 2H), 6.86-7.05(m, 5H), 7.14(d, J = 2.0H

z, 1H), 7.58(d, J = 8.8Hz, 1H).

oooooo

DooooQn

oooooo

0oooo

Q .

Boc Boc

Do0o0o00

0000000000000 O0O0O0O0O0O0O00O0O00O0O00O0O00O0O0oOd

TH-NMR (CDCl3) & O 1.48(s, 9H), 1.89-1.93(m, 2H), 2.23-2.38(m, 2H), 2.85-2.94(m,
2H), 4.33(br, 2H), 5.63(m, 1H), 6.99-7.10(m, 5H), 7.18(d, J = 2.0Hz, 1H), 7.86(

d, J = 8.8Hz, 1H), 10.04(s, 1H).
gpboooo
000000 tert-000 4-[2-{[(S)-1-000-1-0000000-2-007000 30
oo)-6e-@4-ooooooouoo)-H-ooDOODOOOD-1-00]J0DCO0O0-12-000
opoood
goboooo
gooboad
F N F N
@/@:\%CHO \@/C[% Me

o N o NN

— CONH,
EOC EOC

gpboooo
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000000000000 00000000000000000000000
TH-NMR (CDCl3) & 0 1.38(d, J = 7.0Hz, 3H), 1.48(s, 9H), 1.86-1.89(m, 2H), 2.30-2
.34(m, 2H), 2.81-2.89(m, 2H), 3.28(q, J = 7.0Hz, 1H), 4.02(d, J = 14.7Hz, 1H), 4
.10(d, J = 14.7Hz, 1H), 4.31-4.42(m, 3H), 6.02(brs, 1H), 6.87-7.04(m, 6H), 7.15(
d, J = 2.0Hz, 1H), 7.64(d, J = 8.8Hz, 1H).

oooooo
00000ON2{[6-(4-000000000)1-(00000-4-00)-1H-00000 O
000-2-00]0003L-0000000

oooooo

ooooo

K@(}/@[QNJe _F,\Q\O/CI:HHM"

CONH, CONH,

{

Boc H‘H

ogoo

0oo0oooooo@e8mg, 0.13mmoDH)D DD ODODODDOO@.3mLDO OO ODODODOO
60y LOODDODODDODDODOODDODDODODOODOODDODODODODODODODOOOO
uoobooboooooobooboboboboobooboobobobooboooono
0000000000 bb0o0Do000000000oOdOdOdoagoe9o:i1n 80:-200 O O
O000038mg, 71%0 0 O O O

ooooo

TH-NMR (cbCly) 6 0 1.41(d, J = 7.0Hz, 3H), 1.86-1.89(m, 2H), 2.26-2.40(m, 2H), 2
.72-2.81(m, 2H), 3.26-3.33(m, 3H), 4.02(d, J = 14.7Hz, 1H), 4.10(d, J = 14.7Hz,
1H), 4.30(m, 1H), 5.89(brs, 1H), 6.89-7.07(m, 6H), 7.33(d, J = 2.0Hz, 1H), 7.65(
d, J = 8.8Hz, 1H).

ogooooao

ogooooan

opooooo

ubodood

O (Lo L T
e

OoOoo0oooogd
O Ooo0oo0oo0oao
OO o0Oo0ooaog

Boc 0/>‘NHiPr

0oooo
00000000000 (300mg, 0.68nmol)0 0000000 (6.8mM)0 0000000
00(@.4n)0 0000000000000 0OO00OO00OON0OONOONOONOONOONOOO
0000000000000 00000000000000000000000000
000000000000 00000000(.8n)0000000000000 (142
L, 1.02nmmo)0 0000000000000 (00 L, 1.02mol)J 000000000
000000000000 000000000000000000000o0noonoan
000000000000 000000000000000000000000000
000D099:1085:150 00000000 0 280mg, 97%0 0 0 O O

ooooo

TH-NMR (CDCl3) & 0 1.18(d, J = 6.6Hz, 6H), 1.92-1.97(m, 2H), 2.28-2.42(m, 2H), 2
.91-3.01(m, 2H), 4.01(m, 1H), 4.12-4.17(m, 2H), 4.33(m, 1H), 5.65(m, 1H), 6.97-7
.10(m, 5H), 7.20(d, J = 2.0Hz, 1H), 7.86(d, J = 8.8Hz, 1H), 10.04(s, 1H).
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DoooooQ

0000004-[2-@[S)-1-000-1-0000000-2-00]10003 00 )-6-(4-0
000O00O00O0)1H-000000000-1-00]-N-(C000-2-00)00000 -1-
ooooooo

oooooo

ooooo

-

= N
T [T e U H
T o N
@ o CONHﬂ
N

iy
)\NHiPr )\NHipr
o) 0

Do0o000a0

0000000000000 O00O0O00OO0OO00OODOOODOOOoOoOooood

TH-NMR (CDCl3) & O 1.17(d, J = 6.6Hz, 6H), 1.38(d, J = 7.0Hz, 3H), 1.90-1.92(m,
2H), 2.30-2.40(m, 2H), 2.87-2.94(m, 2H), 3.27(q, J = 7.0Hz, 1H), 3.93-4.18(m, 5H
), 4.36-4.45(m, 2H), 5.73(brs, 1H), 6.89-7.03(m, 6H), 7.16(d, J = 2.0Hz, 1H), 7.

65(d, J = 8.8Hz, 1H).
OoOooooad
oooooad N2—{[1-(1—D 00000000 -4-00)-6-(@-00000000D0O)-1H-0
0ooooooo-2-0010003L-0000000
OoOooooa
ooogoao
F N
W
O N
O CONHF
N N
Boc Ac
OoOooooa

0000000000000 000000000000000000000000000
Dooo00oO00oO0oooO

TH-NMR (CDCl3) & 0 1.38(d, J = 7.0Hz, 3H), 1.89-2.46(m, 3H), 2.16(s, 3H), 2.67(m
, 1H), 3.18-3.32(m, 2H), 3.65(m, 1H), 3.99-4_.13(m, 3H), 4.52(m, 1H), 4.89(m, 1H)
, 5.85(brs, 1H), 6.88-7.05(m, 6H), 7.11(d, J = 2.0Hz, 1H), 7.65(d, J = 8.8Hz, 1H
).

oooooo
D00DO00ON2-({6-(4-000000000)-1-[1-(C0000000)I0000-4-0
0]-1H-000000000-2-003}00)-L-0000000

ugboogood
gbooao

O e L
<iji> (iji) comH,

N N
Boc Ms

gboooood
gbooooooobooboobobobooooboobobobooboooooboobobao
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DO0oO00O00O00oO0Ooo0ooon
TH-NMR (CDCl3) & 0 1.37(d, J = 6.8Hz, 3H), 2.00-2.16(m, 3H), 2.48-2.61(m, 2H), 2
.88(m, 1H), 2.86(s, 3H), 3.25(q, J = 6.8Hz, 1H), 3.99-4.16(m, 4H), 4.46(m, 1H),

5.87(brs, 1H), 6.81(brs, 1H), 6.89-7.05(m, 5H), 7.21(d, J = 2.0Hz, 1H), 7.65(d,
J = 8.8Hz, 1H).
0oooooo
ooooon
oooooo
ooooao
F N F N
O Ty
o o AN it
) ) CO,Et
¢
gEt OEt
oooooo
00000000000 .28y, 6.9mmol)0 000000000 CZOML)D 00O (L)-00
000000000000 (.15g, 14mmo)0 000000 OO (2.95ml, 14mmol)d O O
00O0D00@OUIODDNONDONDONODNDONDID00D00D0N0NDO0ODO0ODNDNDO0DOoODOoaDo
O00(G03mg, snmol)D 00040 0000000000000 0000O0O0DOO0OO
0000000000000 D00000000000000000000000000a0
0000000000000 D00000O00D00000O00DO0DO00o0O0DOoDoOoao
0000100000 95:50 00 00000001.78g, 60%0 0 O OO
oooooo

TH-NMR (CDClg) & 0 1.08(t, J = 7.0Hz, 3H), 1.28(t, J = 7.1Hz, 3H), 1.35(d, J = 7
.0 Hz, 3H), 3.38(q, J = 7.0Hz, 2H), 3.48(q, J = 7.1Hz, 1H), 3.70(t, J = 5.3Hz, 2
H), 4.02(d, J = 13.9Hz, 1H), 4.10-4.23(m, 3H), 4.31-4.42(m, 2H), 6.90-7.05(m, 6H
), 7.66(d, J = 8.6Hz, 1H).

oooooo

DooooQ

Dooooo

Doooo

N
A

ol ey

ST Ty T N HN——< yh——\ Me
2 CO,Et o ?BOCN‘(

- CO.Et
OFEt
OEt
0
opooooo
Oo0o0o0OO0o0oOooDOOE@.79g, 6.5mmoDO 0 0O0O0ODOOEGOM)OOOODODDDOO-t
-000 (-64g, 7.5mmoDH)0 000600030 0010000300000 00O0ODODOOOO
0 I I e T I A 0 [ O I A 0 [ I 4 0
o000 O0b0O0ODbO0ObO2.24g, 65%0 00 00O
ogooooao
TH-NMR (CDCl3) & O 1.00-1.18(m, 6H), 1.40(d, J = 7.1Hz, 3H), 1.44(s, 9H), 3.38(q
, J = 7.0Hz, 2H), 3.68(t, J = 5.9Hz, 2H), 3.86-4.12(m, 2H), 4.19-4.55(m, 3H), 4.
75(d, J = 15.4Hz, 1H), 4.98(d, J = 15.4Hz, 1H), 6.90-7.08(m, 6H), 7.64(d, J = 8.
8Hz, 1H).
opooooo
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gooooad
goooao
F N
Loy :
') N BocN—( @\/@:%\ Me
COsEt 0 N BocN4<
COH
OEt
OFEt
oooooad

000000000000 (2.24g, 4.2nmol)D 00000 (400000 O OO O 2mol/L
00000000000 @.2nl, 8.4mmol)J00O00O0OC0O0O30000000000

0000000000000 0000000002mol/L O00pH=4000000000

0000000000000 000000000000000000000000000

002.02g, 96%0 0 00O O

Do0o0o0a0

TH-NMR (CDClg) & O 1.11(t, J = 7.0Hz, 3H), 1.49(s, 9H), 1.55(d, J = 7.2Hz, 3H),

3.30-3.50(m, 2H), 3.63-3.75(m, 2H), 3.90(brs, 1H), 4.13-4.29(m, 2H), 4.54(brs, 1

H), 5.27(brs, 1H), 6.91-7.08(m, 6H), 7.63(d, J = 8.6Hz, 1H).

Do0o0o0Q0

D0O00O00ON2-{[1-(2-0000000)-6-(4-000000000)-1H-0000000

00-2-00]0003N-(2-00000-2-0000000)-L-0000000

Do0o0o0a0

Doooao

coH —NH  Me
o —(oH
OFt OFt Me

oooooao

oooooDooO0oO0oO0oO0dEG3mg, 0.amme) D000 O0DODOO E@mL)ODDOOO1-000-2-
0o0oooog-2-000 (18mg, 0.2mmol)OPyBOPO 0 OO O OODDOODOOODODO-O-
0O0-000-00000000000D0DO0D00000000Q0OOO0ODOO0OO0OOObenzotri
azol-1-yl-oxy-tris(pyrrolidino)phosphonium hexafluorophosphate) O (62mg, 0.1mmo
DODODODOD0DOD0DDODODOO0160 0000000100 0000000000 D0OD0OOOd
oo0oo0DoDDoDO0OO000O0O0o0oooo0Ooo0DoDDoODOo0DO00DO0DO0o0oooDoDoDoDoODoDoOoDoOooOog
0000000000000 000ODDODO0O000O0O0O0D0ODOODOa0000098:200
O00000b51mg, 8% 00 0D0OO0O00OD0DImL)DOODOO4mol/L O OO 0ODOO
oooo@m, 4mmoDDO0DO00OO0ODOOOODODONMO000ODO0OOOODOOOODOO
2nol/LO0D0OCODODODOOOO0DODOOOOOOODDODOOODODODOOOOOODOD
00o0DoD0o000O0O0ooooooDoDDODO0D0DU0DU0O0o0oooDoDooDoDoDoOoooooOog
O000D0DO0oO0oOooOoooOol1o00009:50000000000O032mg, 76%0 0 0O 0O

O Ooo0oooo
O 0Ooo0oooao

O
oooooo

TH-NMR (CDClg) & 0 1.10(t, J = 7.0Hz, 3H), 1.29(s, 6H), 1.36(d, J = 6.8Hz, 3H),
3.21(dd, J= 5.3, 3.6Hz, 1H), 3.29-3.51(m, 4H), 3.61-3.73(m, 2H), 3.97(d, J = 14.
3Hz, 1H), 4.11(d, J = 14.3Hz, 1H), 4.21(dt, J = 15.3, 4.2Hz, 1H), 4.33(m, 1H), 6
.90-7.07(m, 6H), 7.68(dd, J = 8.3, 0.9Hz, 1H), 7.83(brt, J = 6.0Hz, 1H).
DoooooQ

D0oO00O0o0oon
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gboobooooobooboboobooonn
oooooao
gboooad

ey | BEER 'H-NMR (CDC1,) &
] ; cHe | 1.08(t, J=7.0Hz, 3H), 1.37(d, ]
g Sy yptott | 7 0mz, sH), 3.32(e, T = 7. OHz,
° \ 1H), 3.35(s, 3H), 3.38(q, J =
b 7.0Hz, 2H), 3.43-3.52(m, 4H),
88 iHS 3.67(t, J—5.2Hz, 20}, 3.99(d, J
= 14. THz, 1), 4.08(d, J = 14. THz,
1H), 4.26(t, J = b.20z, 2H),
6.91-7.07(m, 6H), 7.53 (brs, 1H),
7.64-7.69(m, 1H).
cHy 1.08(t, J=7 1Hz, 31}, 1.37(d, J
6.8Hz, 3H), 2.41-2.53(m, 6H),
8 3.25-3.45(m, 5H), 3.62-3.72(m,
o BH), 4.00(d, T = 14.9Hz, 1H),
CH; 1.08(d, J = 14.9Hz, 1H),
4.17-4.33(m, 2H), 6.94-7.05 (m,
6H), 7.48(brt, J = 5.2Hz, 1H),
7.66(m, 1H).
1.08(t, J="7.1Hz, 3H), 1.19(d, T
F ,[::I:%V’\NJIT(""J 7.0Hz, 3H), 3.31-3.43(m, 3H),
[: ] o "y i 3.44-3.80(m, 10H), 3.96(d, J =
a0 <) 14. 1Hz, IH), 4.11(d, J = 14. 1Hz,
o 1H), 4.32(m, 1H), 4.46(m, 1H),
CH, 6.90-7.06 (m, 6H), 7.63(d, J=8.6
Hz, 1H).
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e
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O
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gboooaod
gooooad
gpboooog
gboooad

T 0L
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4

( (

OMe OMe
OoooOooao

0
0000000000000 00O0000000000O0O0S500mg, 1.58mmold 0000
0000 @eMODDODO00OO0D0DO0O0@@42u L, 4.74mmo)0 0000000000000
0000000000000 00D000000D00000DOD0O000ODDODOOooOoOaOn
0000000000000 D0D00000D00D00000D0O0O000D0DODOOooOoonaOn
0 O 508mg, 96%0 0 0 OO
oooo0oo

TH-NMR (CDCl3) & O 3.27(s, 3H), 3.67(t, J = 5.1Hz, 2H), 4.38(t, J = 5.1Hz, 2H),
4.92(s, 2H), 6.96-7.06(m, 6H), 7.58(d, J = 8.4Hz, 1H).
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DoooooQ
000DO00ON2-{[6-(4-000000000)-1-(2-0000000)-1H-0000000
00-2-00]00032-0000000000

gooooao
ooooao
F N, s SN,

h N Me
\©\0/©[N’>—\C| \‘ OMN}_F}NJ(ME

2 2 CONH;

OMe OMe
oooooao
O0o0o0DooOooooogogsoomg, 0.90ommolD 00 0D0O0OOOO@-.5mL)d0 02,200
0000000 (138mg, 1.35mmoD0 0000000000000 (321p L, 1.80mmol)0
Ooo0D0OOO0OO0O0@3smg, 0O.90ommo)D OO DOSB00O0O0ODOCOOOODOOOOODDOOOO
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oooooao

[

H-NMR (CDCl;) & O 1.45(s, 6H), 3.26(s, 3H), 3.66(t, J = 5.0Hz, 2H), 4.00(s, 2H)
4.25(t, J = 5.0Hz, 2H), 5.57(brs, 1H), 6.94-7.05(m, 6H), 7.46(brs, 1H), 7.67(m
, 1H).
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000000000000 (0.84g, 2.8mmol)ON,N-0 000000000 (30mL)0 00O N-
0000000000 (.95g, 7.1nmo0 000400 0000000000000000
0000000O000000000000000000000000000000000
000D00O0000000000
1H-NMR (CDCl3) & O 1.07(t, J=7.0Hz, 3H), 3.39(q, J=7.0Hz, 2H), 3.76(t, J=5.1Hz,
2H), 4.72(t, J=5.1Hz, 2H), 8.01-8.02(m, 2H), 10.09(s, 1H).
oooooon
Dooooao
0ooooo
0oooo
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1H-NMR (CDCl3) & O 1.05(t, J = 7.0Hz, 3H), 3.38(q, J = 7.0Hz, 2H), 3.77(t, J = 5
.1Hz, 2H), 4.76(t, J = 5.1Hz, 2H), 7.12-7.20(m, 3H), 7.40-7.46(m, 2H), 8.02(s, 1
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H), 10.12(s, 1H).
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TH-NMR (CDCl3) & O 1.09(t, J = 7.0Hz, 3H), 1.41(t, J = 7.0Hz, 3H), 3.32-3.42(nm,
3H), 3.71(t, J = 5.1Hz, 2H), 4.05(d, J = 14.6Hz, 1H), 4.14(d, J = 14.6Hz, 1H), 4
.23-4.38(m, 2H), 5.39(brs, 1H), 7.11-7.17(m, 3H), 7.21(brs, 1H), 7.41-7.45(m, 2H
). 7.83(s, 1H).
Do0o0o00
D00o0oO0o0oooon
0000000000000 000000000000000000000000000 20
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'H-NMR(CDC1,) &

93

1.11(¢, J = 7.0A%, 3H), 1.43(4, J =
7. 0Hz, 3H), 3.32-3.45(m, 3H},
3.82(t, J =5.1Hz, 2H), 4.07(d, J =
14.9Hz, 1H}, 4.17(d, J = 14.9Hz,
1H), 4.656-4.68(uw, 2H), 5.35(brs,
1H), 6.87-7.04(m, 6H), 7.58(d, J =
8. 8Hz, 1H).

-1

94

1.09(t, J =7.00z, 3H), 1.24(d, J =
7.0Hz, 6H), 1.41(d, J = 7.0Hz, 3H),
2.90{m, 1H), 3.31-3.40{m, 3H),
3.68(t, J =5 1Hz, 2H), 4.04(4, J =
14.9Hz, 1H), 4.11(d, J = 14. 9Hz,
1H), 4.20-4.29(m, 2H), 5.33(brs,
1H), 6.90-6.99(m, 4H), 7.16-7.19 (m,
2H), 7.26(brs, 1H), 7.66(m, 1H).

95

1.09(t, J = 7.0Hz, 30), 1.41(d, J =
7.0Hz, 3H), 2.06-2.13(m, 2H),
2.85-2,90(m, 4H), 3.31-3.40(n, 3H),
3.68(t, J =5.11z, 2, 4.03(d, J =
14. 6Hz, 1), 4.11(d, J = 14.6Hz,
1H), 4.18-4.30(m, 2H), 5.33(brs,
1H), 6.79(d, J=8. 1z, 1), 6.86(m,
H), 6.97-6.99(m, 3H), 7.156(d, J =
8.3Hz, 1H), 7.65(d, J = 9.3Hz, 1H).

96

1.38 (t, T = 7.1Hz, 3H), 1.42 (d, J
7.0Hz, 3H), 3.32 (q, J = 7.0Hz,
IH), 3.99 (d, J = 14.8Hz, 1H), 4.06

I

NHA (4 7 = 14, 8Hz, 11D, 4.06-4.16 Im,

2H), 5.50 (br, 1H), 6.88-7.00 (m,
4H), 7.09-7.16 (m, 3H), 7.65 (m,
1H).
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i hL)—\ CHg
0L

NH;
HsC [s)

1.40 (£, J=17.30z, 3H), 1.42 (d, J
= 7.0Hz, 3H), 3.32 (q, J = 7.0Hz,
1H), 4.00 (d, J = 15. 0Hz, 11, 4.08
(d, J = 15.0Hz, 1H), 4.09-4.20 {(m,
2H), 5.52 (br, 1H), 6.71 (m, 1H),
6.80 (m, 1H), 6.87-7.15 (m, 4H),
7.69 (d, J = B.6Hz, 1H).
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22 fi B

BiEX

'"H~NMR (CDC1,) &

98

F. N
S ,CH;
P,

.14. 8Hz,

1.39 (¢, J =
6. 8Hz, 3H),
3.99 (d,

7.1Hz, 3H), 1.42 (d, J
3.31 (q, J = 6.8Hz, 1H),
T = 14.8Hz, 1H), 4.06 (d, J
1H), 4.07-4.17 (m, 2H), 5.48
1H), 6.80-7.12 (m, 6H), 7.65 (m,

(br,
in).

99

peBere

CH,

HN
NH;

0.95-1.05 (m, 2H), 1.13-1.23 (m, 2H),
1.43 (d, J = 7.0Hz, 3H), 3.18 (m, 1H),
3.30 (q, J = 7.0Hz, 1H), 4.08 (d, J =
14. 4Hz, 1H), 4.17 (d, J = 14.4Hz, 1H),
5.52 (br, 1), 6.80-7.06 (m, 4H), 7.13
(d, J =2.4Hz, 1H), 7.23 (br, 1H}, 7.61
(d, J = 8.6Hz, 1.

100

F>'/ O /@ HW":H

0.98-1.08 (m, 2H), 1.15-1.25 (m, 2H),
1.44 (d, J = 6.8Hz, 3H), 3.19 (m, 1H),
3.36 (g, J = 6.8Hz, 1H), 4.10 (d, J =
i5.4Hz, 1H), 4.18 (d, J = 15.4Hz, 10},
5.44 (br, 1H), 6.93-7.00 (m, 3H),
7.14-7.26 (m, 4H), 7.66 (d, J = 8. 6le,
1},

101

peNesy

|ﬁc
rﬁc

OH

CHa

Lo

o

.20(s, 3H), 1.29(s, 3H),
.9Hz, 3H), 2.33(s, 3H), 3.34(q, J =
.9Hz, 1H), 4.03(d, T = 13.9Hz, 11,
.07-4.14(m, 3H), 5.91(brs, 1H},

1.32{d, J =

.08-7.15(m, 3H), 7.61(m, 1H).

102

0L L

GH;

.06{t, J = 7.0Hz, 3H), 1.22(t, J =
.6Hz, 3H), 1.38(d, J = 6.8Hz, 3H),
.61(q, J = 7.6Hz, 2H), 3.30-3.38({m,
30, 3.65(t, J = 5.1Hz, 2H), 4.03{d, J
14. 60z, 1H), 4.09{d, J = 14. 6Hz, 1H),
4.16-4.28(m, 2H), 5.41(brs, 1H},
6.89-6.96(m, AH), 7.11-7.13(m, 2H),
7.21(brs, 1H), 7.62(m, 1H).

1
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6.84-6.91(n, 2H), 6.94-6.99(m, 2H),
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S5 1)

X

'H-NMR (CDC1,) &

103

(CD,0D) 1.24(s, 3H), 1.25(s, 3H),
1.61(d, J = 7.1Hz, 3H), 4.14(q, J =
7. 1Hz, 1H), 4.27(d, J = 15. 3Hz, 1H),
4.32(d, J = 15.3Hz, 1H), 4.62(d, J
15. 1Hz, 1H), 4.67(d, J = 15. iHz,
1H), 7.00-7.10(m, 3H), 7.22-7.28 (m,
2H), 7.37(d, J =2.0Hz, 1H), 7.73(d,

= 8.8Hz, 1H).

104

O

Hal

.0Hz, 3H), 3.33(q, ] = 7.0Hz, 1H),
.00(d, J = 14.9Hz, 1H), 4.03(d, J
14.9Hz, 1H), 4.14(q, J = 7.0Hz,
2M), 5.63(brs, 1H), 6.94-7.03(m,
aH), 7.09(brs, 1H), 7.12-7.21(m,

oH), 7.69(d, J = 8.6Hz, 1H).

J
1.39(t, J = 7.0Hz, 3H), 1.43{d, J =
7
4

1056

OLELS >

ch
rhc

(CD,0D) 1.20(s, 3H), 1.22(s, 3H),
1.30(d, J=6.84z, 3H), 3.25-3.36(m,
1H), 4.03(d, J = 14.3Hz, 1H), 4.11
(d, J = 14.3Hz, 1H), 4.18(d, J =
15. 00z, 1H), 4.25(d, J = 15.0Hz,
11D, 6.87-6.96(m, 2H), 7.03-7. 18 (m,
3H), 7.57{(d, J = 8.8Hz, 1H).

106

CH, |/\NH

Essa

CHy

1.08(t, J = 7.1Hz, 3H), 1.21(4, J =
7.0Hz, 3H), 3.17-3.84(m, OH),
3.91-4.35{(m, 5H), 4.45(m, 1),
6.73-7.07(m, TH), 7.61(t, J = 8. 6Hz,
1H).
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gbooooan

- . CH, (\NH
\[::]\O/[::IZQV’\HJLI("‘/l\sn 1.08(t, J=17.0Hz, 3H), 1.23-1.32(m,
107 <> 3H), 2.82-4.54(m, 16H),
o 6.88-7.08(m, 6H), 7.63(m, 1H).
CH;
. . CHs E"NH i 1.08(t, J=17.0Hz, 3H}, 1.13-1.23(m,
‘T::]\O,[::I:;Y/‘ﬂ)llf "l‘E} 3H), 2.28(m, 1H), 2.57-3.46(m, 6H), 10
108 (} 3.58-4.61(m, 9H), 6.90-7.06(m, 6H),
1) 7.61 (e, 1i).
CHj3
oooooaQ
000000
Ooo0oO0oOoO
ooooao
Ful o ~NO2 20
F\IIK’?\\T{NOZ _ Br ”’L»)*NH
g N i\
de:
OooooOoo

04-000-2,5-0000000000000000000000000O0O0000OOO0
TH-NMR (CDCl3) & 0O 1.23(t, J = 7.0Hz, 3H), 3.43(q, J = 5.2Hz, 2H), 3.56(q, J = 7
.OHz, 2H), 3.70(t, J = 5.2Hz, 2H), 7.11(d, J = 5.9Hz, 1H), 7.93(d, J = 8.6Hz, 1H

).
oooooao 30
oooooan
0Do00o0o0on
ooooan
Fo o NOp F\H/\‘ NH;
B T UNH B Nk
L L.
;,)r::t OEt
oooooan
0000000000000000000000000000000000000 40

TH-NMR (CDClg) & O 1.21(t, J = 7.3Hz, 3H), 3.51-3.58(m, 4H), 3.65(t, J = 5.1Hz,
2H), 6.49(d, J = 9.5Hz, 1H), 6.72(d, J = 6.6Hz, 1H).
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gboooad

Foo o NHz
P
PN \NLH

- \ {
] {
OEt

Okt
gpboooog

ubooboooooooboboboooooboboboobooobobooboon

TH-NMR (CDCl3) & 0 1.12(t, J = 7.0Hz, 3H), 3.43(q, J = 7.0Hz, 2H), 3.75(t, J
_OHz, 2H), 4.38(t, J = 5.0Hz, 2H), 4.88(s, 2H), 7.45(d, J = 8.8Hz, 1H), 7.53(d,

J = 5.9Hz, 1H).
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oOooooad

ooOoooao

Ooo00oao

F'\\ e N\ \'/,1/‘\\‘7\\ N

) (e

B~ ~F N OH B N\
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\ {
OFt OFEt

oOooooad

gboboooooooobobobooooboobobobooooboboboo

.12

5

TH-NMR (CDCl3) & O 1.07(t, J = 7.0Hz, 3H), 3.40(q, J = 7.0Hz, 2H), 3.76(t, J = 5
_OHz, 2H), 4.73(t, J = 5.0Hz, 2H), 7.63(d, J = 8.5Hz, 1H), 7.87(d, J = 6.1Hz, 1H

), 10.09(s, 1H).

oDooooao
000000
0Dooooao0
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Dooooao0

ooooboooooooooooobooooboooooobooooooboooooaon

TH-NMR (CDCl3) & O 1.06(t, J = 7.0Hz, 3H), 3.40(q, J = 7.0Hz, 2H), 3.78(t, J = 5

.1Hz, 2H), 4.78(t, J = 5.1Hz, 2H), 7.15-7.27(m, 2H), 7.54-7.66(m, 4H), 10.11(s,

1H).
oooooao
O000000ON{[1-2-0000000)-5-0000-6-(4-000 00000 )-1H-0
oboooo0ooO0oo-2-00]10003L-0000000
oooooao
ooooao
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0000000000000 O000LW0-0000000000000000000000
0DO0oO00O00O00

TH-NMR (CDCl3) & 0 1.09(t, J = 7.0Hz, 3H), 1.40(d, J = 7.0Hz, 3H), 3.31-3.41(m,

3H), 3.72(t, J = 5.0Hz, 2H), 4.04(d, J = 14.8Hz, 1H), 4.12(d, J = 14.8Hz, 1H), 4
.26-4.38(m, 2H), 5.82(brs, 1H), 7.11-7.15(m, 2H), 7.22(brs, 1H), 7.27(d, J = 6.6
Hz, 1H), 7.47(d, J = 10.7Hz, 1H), 7.49-7.53(m, 2H).

Dooooo

Dooooo

oooooo

ooooo

oooooQ
04-000-2-000000000000000000000000000000000
0000000000000 O00O00O00O00O00O000

TH-NMR (CDClg) & 0 1.49(t, J = 7.2Hz, 3H), 4.71(q, J = 7.2Hz, 2H), 7.18(t, J
.5Hz, 2H), 7.58-7.64(m, 4H), 7.98(d, J = 9.3Hz, 1H), 10.12(s, 1H).
Dooooo
DO00DO00O0O0ON-{[1-000-6-(4-00000000)-1H-000000000-2-00]7]
OO00¥-L-0000000

1
[00]

ogooooao
opoooaod
I’/t}l} N\ ‘l\ ""N\
| [:‘y CHO ﬁ//\z P Me
A P - A et
U ) \ ﬁ ] ) CONH,
Y Me/ o Me
opooooo

0000000000000 000L0O0O0O00O0O000O000O000O000O00oOn
0000000000

H-NMR (CDCl3) 3 O 1.42-1.48(m, 6H), 3.32(q, J = 7.0Hz, 1H), 4.03(d, J = 14.8Hz,
1H), 4.11(d, J = 14.8Hz, 1H), 4.24(q, J = 7.0Hz, 2H), 5.60(brs, 1H), 7.12-7.18(

m, 3H), 7.43-7.46(m, 2H), 7.57-7.62(m, 2H), 7.77(m, 1H).

Do0o0o00

DO0o000Q

Do0o0o0Q0

gboood
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,/:3:\\ N\
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) PP .
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u4-00o-2,5-000000000DOODOUODODODODOUODUODUODOUODODODODOD
O
TH-NMR (CDCl3) & O 1.48(t, J = 7.2Hz, 3H), 4.68(q, J = 7.2Hz, 2H), 7.14-7.20(m,
2H), 7.46(d, J = 6.6Hz, 1H), 7.53-7.59(m, 2H), 7.67(d, J = 10.5Hz, 1H), 10.11(s,
1H) .
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oo-2-00]J000}L-0000C0ODOO

OoOooooad
ooooo
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e GHO I’ — Mo
TN - B I Y
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P Me Fro Mg

Ooo0oooo

0000000000000 000L00000000000000000o0o0ood
0000000000

1H-NMR (CDClg) & O 1.42-1.46(m, 6H), 3.31(q, J = 7.0Hz, 1H), 4.01(d, J = 14.6Hz,
1H), 4.08(d, J = 14.6Hz, 1H), 4.20(q, J = 7.0Hz, 2H), 5.41(brs, 1H), 7.04(brs,

1H), 7.13-7.18(m, 2H), 7.28(d, J = 6.6Hz, 1H), 7.49(d, J = 11.0Hz, 1H), 7.52-7.5

5(m, 2H).
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Dooooon

oooooo

goooao
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,)\\;b_ /’NHZ /Jt\\\ ,NH2
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oooooao
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759, 17.2nmo)0 0000002000000 00000000000000000000
0000000000000000000000000000000000000000
0000000O000000000000000000000000000009:103:1
00000O000003.21g, 83%J 0000

TH-NMR (CDCl3) & O 7.07(dd, J = 10.0, 2.0Hz, 1H), 7.19(t, J = 2.0Hz, 1H).
oooooao

sfsfis)s)s}s
000000
0ooooO
cl ol

e ~NHz . =N NOy
ar/L\Jﬁi\F Bf/ﬁijﬁl\
sfsfisNsNsls
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000000000000 DbOO0ODbOO@B.21g, 14.3mmoH0 0O @GOML) DD O01000O0DOO
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00D01.30g, 36%0 00 0O
1H-NMR (CDCl) & 0 7.39(dd, J = 8.3, 2.0Hz, 1H), 7.50(t, J = 2.0Hz, 1H).
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000000

0000000000000 0000O000O00O0O000O000O000O00000000
0000000000000

TH-NMR (CDClg) & 0 1.04(t, J = 7.0Hz, 3H), 3.38(q, J = 7.0Hz, 2H), 3.79(t, J = 5
.1Hz, 2H), 4.79(t, J = 5.1Hz, 2H), 7.12-7.18(m, 2H), 7.51-7.62(m, 4H), 10.12(s,
1H) .

Do0o0o0a0
D000000ON2{[4-000-1-(2-0000000)-6-(4-00000000)-1H-00
00O00000-2-00]0003-L-0000000

gooooo
goooaod
[ i
N RN
L e T e
T TN — TN HN_<
/[ ) J/ ) ﬂ /j p CONH,
FoE { Fr
OEt OFt
gooooo

0000000000000 000L0-0000000000000000000000
000000000

TH-NMR (CDCl3) & O 1.09(t, J = 7.0Hz, 3H), 1.40(d, J = 7.0Hz, 3H), 3.30-3.41(nm,

3H), 3.74(t, J = 5.0Hz, 2H), 4.07(d, J = 14.8Hz, 1H), 4.15(d, J = 14.8Hz, 1H), 4
.30-4.44(m, 2H), 5.65(brs, 1H), 7.11-7.16(m, 2H), 7.27(brs, 1H), 7.35(d, J = 1.4
Hz, 1H), 7.46(d, J = 1.4Hz, 1H), 7.53-7.57(m, 2H).

Do0o0o00

Do0oo0Q

000000

goooboag
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e g

Br T B T F

DoooooQ
04-000-2-0000-5-00000000000000000000000000000
TH-NMR (CDCl3) & O 2.43(s, 3H), 7.48(d, J = 10.0Hz, 1H), 7.93(d, J = 7.8Hz, 1H).
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000000
000000000000 O0O00O0O00O0O000O000O000O00000000

TH-NMR (CDCl3) & O 1.05(t, J = 7.0Hz, 3H), 2.34(s, 3H), 3.40(q, J = 7.0Hz, 2H),
3.77(t, J = 5.4Hz, 2H), 4.75(t, J = 5.4Hz, 2H), 7.11-7.16(m, 2H), 7.29-7.33(m, 2
H), 7.40(s, 1H), 7.70(s, 1H), 10.10(s, 1H).

DO0o0o0a0
D000000N2{[1-(2-0000000)-6-(4-00000000)-5-000-1H-00
00O00O000-2-00]0003-L-0000000

Do0o0o0Q

gbooaod
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/r*\;;: T \_\:;; N‘ ,/:‘.:\\\ \\?//’f N f-§\§\j—<
I — T M e,
Foo ! Fro <
OEt QEt
gpboooo

0000000000000 000LW-00000000000000000000000
DO0oO00O00O00

TH-NMR (CDClg) & 0 1.09Ct, J = 7.0Hz, 3H), 1.41(d, J = 6.8Hz, 3H), 2.33(s, 3H),

3.30-3.42(m, 3H), 3.71(t, J = 5.0Hz, 2H), 4.05(d, J = 14.8Hz, 1H), 4.13(d, J = 1

4.8Hz, 1H), 4.22-4.38(m, 2H), 5.43(brs, 1H), 7.09-7.14(m, 3H), 7.29-7.34(m, 3H),
7.61(s, 1H).
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1H-NMR (CDCl3) & O 1.06(t, J = 7.0Hz, 3H), 3.41(q, J = 7.0Hz, 2H), 3.81(t, J = 5
.3Hz, 2H), 4.81(t, J = 5.3Hz, 2H), 7.15-7.19(m, 2H), 7.27(dd, J = 11.0, 1.6Hz, 1
H), 7.51(d, J = 1.6Hz, 1H), 7.57-7.61(m, 2H), 10.16(s, 1H).
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QEt Ok

Do0o0o0Q0

0000000000000 000L0-00000000000000000000000
000000000

TH-NMR (CDCl3) & O 1.11(t, J = 7.0Hz, 3H), 1.42(d, J = 6.8Hz, 3H), 3.32-3.45(m,

3H), 3.77(t, J = 5.0Hz, 2H), 4.08(d, J = 14.6Hz, 1H), 4.18(d, J = 14.6Hz, 1H), 4
.31-4.46(m, 2H), 6.00(brs, 1H), 7.12-7.29(m, 5H), 7.52-7.59(m, 2H).
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000000000000 O0O00O0O00O0O00O0O00O0O00O0O00O0O00oon

TH-NMR (CDCl3) & 0 1.03(t, J = 7.0Hz, 3H), 3.38(q, J = 7.0Hz, 2H), 3.77(t, J = 5
_1Hz, 2H), 4.78Ct, J = 5.1Hz, 2H), 7.09-7.13(m, 2H), 7.31-7.35(m, 2H), 7.53(s, 1
H), 8.32(s, 1H), 10.16(s, 1H).
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0000000000000 000L0-00000000000000000000000
000000000

Do0o0o0a0

TH-NMR (CDCl3) & O 1.09(t, J = 7.0Hz, 3H), 1.43(d, J = 7.0Hz, 3H), 3.31-3.42(nm,
3H), 3.71(t, J = 5.0Hz, 2H), 4.09(d, J = 15.0Hz, 1H), 4.18(d, J = 15.0Hz, 1H), 4
.27-4.38(m, 2H), 5.34(brs, 1H), 7.10(t, J = 8.7Hz, 2H), 7.13(brs, 1H), 7.25(s, 1
H), 7.31-7.36(m, 2H), 8.13(s, 1H).
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TH-NMR (CDCl3) & O 1.94(m, 2H), 2.58(m, 2H), 3.62(m, 2H), 4.20(m, 2H), 4.69(m, 1
H), 4.92(s, 2H), 7.12-7.21(m, 2H), 7.45(d, 1H, J=10.6Hz), 7.48-7.57(m, 3H).
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24(m, 2H), 4.61(m, 1H), 4.88(s, 2H), 7.15-7.22(m, 2H), 7.50-7.57(m, 4H).
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TH-NMR (CDCl3) & O 1.40(d, J = 7.0Hz, 3H), 1.86-1.89(m, 2H), 2.49-2.64(m, 2H), 3
.32(m, 1H), 3.53-3.61(m, 2H), 4.11-4.20(m, 4H), 4.53(m, 1H), 5.43(brs, 1H), 7.08
(brs, 1H), 7.12-7.18(m, 2H), 7.43-7.52(m, 4H).

0Dooooaon

DooooQ0

0ooooon

ooooo

F E i 0 ﬁ/ﬁ\”'

oooooao
02,4-00000000000000-0000000000000000000000
0000000000000 000000000000

IH-NMR (CDCl5) & O 3.23 (t, J = 4.8Hz, 2H), 3.84 (t, J = 4.8Hz, 2H), 6.28 (d, J
= 7.8Hz, 1H), 6.37 (d, J = 2.4Hz, 1H), 6.66 (d, J = 7.8Hz, 1H), 6.27-6.98(m, 4H)
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TH-NMR (CDCl3) & O 1.05(s, 9H), 3.16 (t, J = 5.1Hz, 2H), 3.87 (t, J = 5.1Hz, 2H)
, 6.24-6.28(m, 2H), 6.65 (d, J = 8.1Hz, 1H), 6.82-6.94 (m, 4H), 7.31-7.43 (m, 6H
), 7.62-7.72(m, 4H).
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TH-NMR (CDCl3) & O 1.02(s, 9H), 1.45(d, J = 6.8Hz, 3H), 3.34(q, J = 6.8Hz, 1H),
3.95(t, J = 5.4Hz, 2H), 4.09(d, J = 14_.9Hz, 1H), 4.14(d, J = 14_.9Hz, 1H), 4.23-4
.36(m, 2H), 6.08(brs, 1H), 6.87-6.93(m, 3H), 7.00-7.05(m, 3H), 7.18(brs, 1H), 7.
30-7.36(m, 4H), 7.41-7.47(m, 6H), 7.79(d, J = 8.8Hz, 1H).
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TH-NMR (CDCl3) & 0 1.32(d, J = 7.0Hz, 3H), 3.33(q, J = 7.0Hz, 1H), 3.92-3.98(m,
2H), 4.03(d, J = 13.6Hz, 1H), 4.08(d, J = 13.6Hz, 1H), 4.30(t, J = 4.6Hz, 2H), 5
.50(brs, 1H), 6.78(brs, 1H), 6.92-7.03(m, 6H), 7.64(d, J = 8.8Hz, 1H).
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TH-NMR (CDCl3) & 0 1.22 (t, J = 7.0Hz, 3H), 3.41 (q, J = 5.2Hz, 2H), 3.55 (q, J
= 7.0Hz, 2H), 3.69 (t, J = 5.2Hz, 2H), 6.62 (d, J = 11.5Hz, 1H), 8.27 (d, J = 7.
8Hz, 1H), 8.31 (brs, 1H).
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TH-NMR (CDCl3) & 0 0.95(t, J = 7.0Hz, 3H), 3.29 (q, J = 7.0Hz, 2H), 3.67 (t, J =
5.0Hz, 2H), 4.59 (t, J = 5.0Hz, 2H), 6.96-7.10 (m, 5H), 7.98 (s, 1H), 10.02 (s,
1H) .
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TH-NMR (CDCl3) & 0 1.05(t, J = 7.0Hz, 3H), 1.40(d, J = 6.8Hz, 3H), 3.29-3.38(m,
3H), 3.63(t, J = 5.0Hz, 2H), 4.01(d, J = 14.8Hz, 1H), 4.10(d, J = 14.8Hz, 1H), 4
.15-4.28(m, 2H), 5.68(brs, 1H), 6.87-6.91(m, 2H), 6.97-7.02(m, 3H), 7.16(brs, 1H
), 7.80(s, 1H).
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119

1.40 (d, J=7.0Hz, 3H), 1.55 (m,
1H), 1.80-1.95 {(m, 2H), 2.03 (m,
1H), 2.33 (s, 3H), 3.32 (g, J=7.0
Hz, 1H), 3.70 (m, iH), 3.80 {(m,
1H), 4.01-4. 21 {m, 5H), 5. 57 (brs,
1H), 6.87-7.01 {(m, 4H), 7.12 (4,
J = 8.3 Hz, 2H), 7.27 (brs, 1H),
7.65 (d, J = 8.3 Hz, lH).

120

1.41 (d, J=17.0 Hz, 3H), 1.57 (m,
1H), 1.84-1.95 (m, 2H), 2.05 (m,
1H}, 3.32 (q, J=7.0Hz, 1H), 3.71
(m, 1H), 3.80 (m, 1H), 4.03-4.25
(m, 5H), 5.61 (brs, 1H), 6.94-7.00
(m, 3H), 7.03 (d, J = 2.4 Hz, 1H),
7.16 (d, J = 8.4 Hz, 2H), 7.23
(brs, 1H), 7.69 (d, J = 8.4 Hz,
1H).

121

1.41 (d, J = 17.0Hz, 3H), 1.57 (m,
1H), 1.80-2.10 {(m, 3H), 3.31 (q,
J=7.0Hz, 1H), 3.66-3.84 (m, 2H),
4.00-4. 24 (m, 5H), 5.40 (br, 1H),
6.78-7.05 (m, 5H), 7.24 (br, 1H),
7.65 (d, J = 8.6Hz, 1H).

122

1.43 {d, J = 7.0Hz, 31}, 2.03 (n,
2H}, 3.28-3.38 {(m, 6H), 4.02 (d,
J = 14.7Hz, 1H), 4.08 (d, J =
14. THz, 1H), 4.21 {t, J = 6. 8Hz,
2H}, 5.47 (br, 1H), 6.66-6.84 (m,
2H}, 6.96 (dd, J=8.6, 2. 20z, 1H),
7.04 (d, J = 2.2Hz, 1H), 7.10 (m,
1H}, 7.20 {br, 1H), 7.69 (d, J =
8. 8Hz, 1H).
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123

P

S

A0

HN

1.42 (d, J = 7.0Hz, 3H), 2.02 (m,
CHs  {2H), 3.25-3.36 (m, 6H), 4.00 (d,
NH, | J = 14,70z, 1), 4.06 (d, J =
14.THz, 1H), 4.19 (t, J - 6.8Hz,
2H), 5.55 (br, 1H), 6.79-7.06 (m,
5H), 7.21 (br, IH), 7,.64 (d, J=

8. 6Hz, 1H). '
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124

) N>44\ CH,
FD\OJ@:N HN‘S'NHE

e

~

@

Q

1.41 (d, J = 6.8Hz, 3H), 1.55 (m,
1H), 1.75-2.10 (m, 3H), 3.35 (q,
J = 6.8Hz, 1H), 3.66-3.84 {m,
2H), 4.00-4. 30 (m, 5H), 5. 45 (br,
1), 6.70 (m, 1H), 6.80 (m, 11,
6.95 (dd, J = 8.6, 2.2Hz, 1H),
7.01 (3, J =2.2Hz, 1H), 7.09 (m,
1H), 7.21 (br, 1H), 7.68 (d, J =
8. 6Hz, 1H).

125

1.40 (d, J =7.0Hz, 30), 1.55 (m,
1H), 1.80~2.10 (m, 3H), 3.34 (q,
J = 7.0Hz, 1H), 3.66-3.83 (m,
2H), 3.98-4.28 (m, bH), 5. 44 (br,
1H), 6.79-7.05 (m, 5H}, 7.22 (br,
18}, 7.64 (d, J = 8.6Hz, 1H).

126

1.42 (d, J=7.0Hz, 3H), 2.01 (m,
2H), 2.33 (s, 3H), 3.28 (s, 3H),
3.28 (m, 2H), 3.33 (g, J = 7. 0Hz,
1), 4.00 (d, J = 14.7Hz, 1),
4,07 (d, J=14.THz, 1H), 4.18 (1,
J = 6.8Hz, 2H), 5.50 (br, 1H),
6.87-7.02 (m, AH), 7.12 (m, 2H),
7.23 (br, 1H), 7.64 (d, J = 8. 6Hz,
1H).

127

MeQ

1.42 (d, J = 6.8Hz, 3H), 2.03 (m,
2H), 3.28 (s, 3H), 3.28-3.38 (m,
3H), 4.02 (d, J = 14.8Hz, 1H),

4.08 (d, J=14.8Hz, 1H), 4.21 (4,
J = 6.9Hz, 2H), 5.56 (br, 1H),

6.95-7.00 (m, 3H), 7.05 (d, J =
2.2 Hz, 1H), 7.14-7.25 (m, 3H),
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128

1.40 (d, J = 7.0Hz, 3H),
1.80~1.95 (m, 2, 2.50 (m, 2H),
3.28 (g, J=7.0Hz, 1H), 3.56 (m,
2H), 4.00-4.22 (m, 4H), 4.50 (m,
1H), 5.59 (br, 1H), 6.65-6.83 (m,
2}, 6.90 (br, 1H), 6.95 (dd, J
= 8.8, 2.2Hz, 1H), 7.10 (m, 1H),
7.28 (d, J = 2.2Hz, 1H), 7.69 (d,
J = 8.8Hz, 1H).
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gbooooan

Eme | B ‘H-NMR (CDC1,) &
1.40 (d, J=6.9Hz, 3H), 1.78~1.86

Q /@ (m, 2D, 2.33 (s, 3H), 2.43-2. 58
@HN§ (m, 2), 3.28 (q, J = 6.9 Hz, 1H),

NH,
3.50-3.59 (m, 2H), 4.00-4.19 (m,

AH), 4.47 (m, 1H), 5.72 (brs, 1H),
6.87-7.00 (m, 4H), 7.10-7.14 (m,
2H), 7.27 (d, J=2.2Hz, 1H), 7.65
(d, J = 8.8 Hz, 1.

1.40 (d, J=6.9Hz, 3H), 1.80-1.91

>|/ (mw, 2H), 2.44-2.59 (m, 2H), 3.29
F Q Q@""&

129

NH (q, J=6.9Hz, 1H), 3.50-3.60 (m,
2H), 4.01-4.21 (m, 4H), 4.50 (m,
1H), 5.86 (brs, 1H), 6.92-7.00 (m,
4H), 7.14-7.20 (n, 2H), 7.31 (d,
J=2.0Hz, 1H), 7.69 (d, J =8.8
Hz, 1H).

1.40 (d, J = 6.9 Iz, 30), 1.55 (m,
1H), 1.78-1.89 (m, 2H), 2.01 (m,

Me N ’ ’ '
O /@: Y Me 1H), 2.33 (s, 3H), 3.34 (q, J=6.9
o N HNA;

130

NH, | Hz, 1H), 3.71 (m, 1H), 3.79 (m,
131 P o IH), 3.98-4. 27 (m, 5H), 5.57 (brs,
1H), 6.86-6.91 (m, 2H), 6.93-7.01
(m, 2H}, 7.12 (d, J = 8.3 Hz, 2I),
7.27 (brs, 1H}, 7.65 (d, J =
Hz, 1H).

1.41 (d, J=6.9Hz, 3H), 1.56 (m,
1H), 1.79-1.95 (m, 2H), 2.05 (m,

F,CO N
O /C[\h Me [ 1), 3.35 (q, J=6.9Hz, 1H), 3.70
0 N HN
‘S-NHZ

(m, 1H), 3.80 (m, 1H), 3.99-4.21
132 P o (m, 4), 4.25 (dd, J = 14.8, 2.8
Hz, 1H), 5.68 (hrs, 1H), 6.94-7. 00
(m, 3H), 7.03 (d, J =2.2 z, 10),
7.13-7.19 (m, 2I1), 7.22 (brs, 11),
7.69 (d, J = 8.5 Hz, 1H).
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133

HO

1.38(d, J = 6.8Hz, 3H),
2.03-2.09(m, 2H), 3.36-3.55(m,
3H), 4.06(d, J = 14.3Hz, 11),
4.13(d, J = 14.3Hz, 1H),
4.22-4.41(n, 2H), 5.72(brs, 1H),
6.95~-7.18(m, 7H), 7.68(d, J =
8. 6Hz, 1H).
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F:T,F
Fo N
L

NH,

1.32(d, J = 7.0Hz, 3H), 3.35(q, J
= 7.0Hz, 1H), 3.96(t, ] = 4.8Hz,
2H), 4.04(d, J = 14.0Hz, 1H),
4.10(d, J = 14.0Hz, 1H), 4.32(t, J
4.8Hz, 2H), 5.65(brs, 1H),

6. 85 (brs, 1H), 6.95-7.00(m, 4H),
7.15-7.18(m, 2H), 7.65(d, J =

9. 4Hz, 1H).

il

135

Me N\>_\ MeMe
QTate

Me: [¢]

1.38 (t, J = 7.2Hz, 3H), 1.47 (s,
6H), 2.34 (s, 3H), 3.97 (s, 21,
4,10 (q, J = 7.2Hz, 2H), 5.45 (br,
1H), 6.85-7.00 (m, 4H), 7.13 (m,
2H), 7.32 (br, 1H), 7.65 (d, J =
8. 8Hz, 1H).

136

i :: ¥>AA\ CH,
T

Q

1.00-1.28 (m, 4H),
3.18 (m, 1H), 4.08 (s, 2H), 5.58
(br, 11D, 6.90-7.05 (m, 5H), 7.15
(d, J = 2.4Hz, 1H), 7.42 (br, 1H),
7.64 (d, J = 8.8 Hz, 1H).

1.48 (s, 6H),

137

NH,

s

1.46 (s, 6H), 1.57 (m, 1H),
1.80-2.10 (m, 3H), 3.67-3.84 (m,
2H), 3.96-4.25 (m, 5H), 5.33 (br,
IH), 6.82 (m, 1H), 6.89-7.04 (m,
4H), 7.45 (br, 1H), 7.65 (d, J =
8. 6Hz, LH).

138

NH,

je! /CI e

Ha o

1.31 (t, J = 7.3Hz, 3H), 1.47 (s,
BHY, 3.97 (s, 2W), 4.11 (g, J =
7.3Hz, 2H), 5.59 (br, 1H),
6.92-7.06 (m, 6H), 7.30 (br, 1H),
7.67 (m, 1H).
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oooooao
Ooo00oao
EF | BEX 'H-NMR (CDC1,) &
1.39 {1, J=7.1Hz, 3H), 1.42 (d,
F\Q\ /@N% e J =6.8Hz, 3H), 3. f2 {q, J=6. 81z,
136 o N “”ir 1), 3.39 (d, J = 14.8Hz, 1H),
o’ SN 14,06 (4, T = 14802, 1H), 4.12 (n,
2H), 5.50 (br, 1H), 6.92-7.14 (m,
7, 7.67 (m, 1ID.
1.47 (s, 6H), 1.78-1.86 (m, 2H),
”"Q /@N% e 2.33 (s, 3H), 2.44-2.58 (m, 2H),
o N HN—Sfe 3.48-3.58 (m, 2H), 4.00 (s, 2H),
h " 4012-4.20 (n, 2W), 4.41 (u, 1H),
140 5.65 (brs, 1H), 6.86-6.91 {(m,
2), 6.94 (dd, J = 8.8, 2.2 Hz,
1), 7.10-7.14 (m, 2H), 7.17
(brs, 1H), 7.26 {(d, J = 2.2 Hz,
1H), 7.65 (d, J = 8.8 Hz, 1H).
] 1.09 (t, J=7.0Hz, 3W), 1.47 (s,
F N 6H), 3.39 (g, T=7.0Hz, 2H), 3.70
\QO/CENHN oy, (t, J = 5.0Hz, 2H), 4.03 (s, 2H),
141 2 Jgfmn,., 4.26 (L, J=5.0Hz, 2H), 5. 41 (br,
v 1), 6.70 (n, 1H), 6.80 (m, 1H),
- 6.94-7.15 (m, 3H), 7.46 (br, 1H),
7.70 (d, J = 8. 4Hz, 1H).
1. 47 (s, 6H), 2.02 (m, 2H), 2.33
Me@\ /@:N\}_\ e (s, SH), 3.28 (s, 3H), 3.28 {(m,
o N HN—M 1K), 3.98 (s, 2H), 4.18 (t, J =
142 g 6. otz, 2m), 5.48 (br, 1B),
oo 6.87-7.02 (m, 4H), 7.10 (d, J =
8. 2Hz, 2M), 7.44 (br, 1H), 7.65
(d, J = 8.6Hz, 1I.
1.45(s, 6H), 3.96(t, J = 4.8Hz,
FQ /@”»_\ Me 2H), 4.01(s, 2H), 4.30(¢, J =
143 o N HNJ;T;HZ 4.8Hz, 2H), 5.39(brs, LH),
8 ¢ 6.92-7.05(m, 7H), 7.65(d, J =
OH 8. 6Hz, 1MH).
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'H-NMR (CDC1,) &

144

R | EE
Me

CH,

2

1.10(t, J = 7.0Hz, 3H), 1.41(d, J
= 6.8Hz, 3H), 2.38(s, 3H),
3.33-3.43(m, 3H), 3.74(t, J =
5.1Hz, 2H), 4.05(d, J = 14.8Hz,
1H), 4.15(d, J = 14.8Hz, 1H),
4.31-4.43(m, 2H), 5.89(brs, 1H),
7.26-7.32(nw, 4H), 7.48-7.55 (m,
3H), 7.76(d, J = 8.3Hz, 1H).

145

F,CO

0,
¢
(
G
s
(0

¥

CH,

Me
NH
Me
_§'NH2
(o]

1.10(t, J = 7.0Hz, 3H), 1.41(d, J
= 7.0Hz, 3H), 3.32-3.42(m, 3H),
3.76(t, J =5.1Hz, 2H), 4.07(d, ]
14. 8Hz, 1H), 4.15(d, J = 14. 8Hz,
1H), 4.30-4.41(m, 2H), 5.75(brs,
1H), 7.25-7.32(m, 3H),
7.45-7.47(m, 20}, 7.63-7.65 (m,
2H), 7.78(d, J = 9.0Hz, 1H).

146

CH,

H;

1.10(t, J=7.0Hz, 3H), 1.43(d, J
6.8Hz, 3H), 3.32-3.42(m, 3H),
J16(t, J =5.0Hz, 2H), 4.07(4, J
14. 6Hz, 1H), 4.16(d, J = 14. 6Hz,
1H), 4.31-4.43(m, 21), 5.70(brs,
1H), 7.25(brs, 1H), 7.49-7.52(m,
2H), 7.68-7.74(m, 4H), 7.80(d, J

8.3Hz, 1H).

Lo

147

FiC
F

a
\1
Y

N\>—\ Me
o~
HNA}NH

0
>\
E

{
%

2

1.10(t, J=7.0Hz, 31), 1.41(d, J
7.0Hz, 3H), 3.31-3.43(m, 3H),
3.75(t, J = 5.0Hz, 2H), 4.08(d, J
14. THz, 1H), 4.17(d, J = 14. THz,
1H), 4.30-4.43(w, 2H), 5.73(brs,
1H), 6.90-7.00(m, 2H),
7.28-7.50(m, 4H), 7.79(d, J =

8. 4Hz, 1H).

i
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148

1
F

i
Y

0

CH,

5_'}"&""2

o

CHj

.10(t, J=7.0Hz, 3H), 1.41(d, J
7.0Hz, 3H), 3.34-3.43(uw, 3H),
3.76(t, J =5.0lz, 211), 4.08(d, J
= 14, 8Hz, 1H), 4.15(d, ] = 14. 8Hz,
1H), 4.29-4.43(m, 2H), 5.98(brs,
1H), 7.18-7.44(m, 6H), 7.77(4, J
= 8. 4Hz, 1H).
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oooooOoo
FEEpl | FiEsk 'H-NMR (CDC1,) &
1.11¢{t, J = 7.0Hz, 3H), 1.47(s, 6H),
/[:::r/[::lz CH, 3.40(q, J = 7.0Hz, 2H), 3.77(z, J =
: HN—JE;_ 5.0Hz, 2H), 4.06(s, 2H), 4.36(t, J =
149 Mo 15 ollz, 21D, 5.47(brs, 1),
7.12-7.17(m, 2H), 7.44-7.46(w, 2H),
CHs 7.51(brs, 1H), 7.57-7.60(m, 2H),
7.78(m, 1H).
1.01¢t, J = 7.4Hz, 3H), 1.10{(x, ] =
7.0Hz, 3W), 1.69-1.87(m, 2H),
/‘/“ HN{ 3.16(t, J = 6.3Hz, 1H), 3.39(g, J =
NMal y OHz, 2m), 3.76(t, J = 5.0Hz, 2H),
150 4.04(d, J = 14.68Hz, 1H), 4.16(d, J =

14. 6Hz, 1H), 4.30-4.45(m, 2H),
.96(brs, 1H}, 7.11-7.16(m, 2H),
.21 (brs, 1H), 7.43-7.46(m, 2H),
.56-7.60(m, 2H), 7.77(m, 1H).

151

N CH;
SSaWal
?HN
O

cH,

.00{d, J=7.0Hz, 30}, 1.02(d, J =
. OHz, 3H), 1.10{(t, J = 7.0Hz, 3H),
.08(w, 1H), 2.98(d, J = 5.6Hz, 1i),
.40(q, J = 7.0Hz, 2H), 3.76(q, J =
. 2Hz, 2H), 4.02(d, J = 14. 4Hz, 1H),
.18(d, J = 14.4Hz, IH),
.31-4.49(n, 2H), 5.66(brs, 1H),
.09 (brs, 1HY, 7.12-7.17{(m, 2H),
.44-7,46(m, 2H), 7.57-7.60(m, 2H),
.76 (m, 1H).

152

oM

.10(t, J = 7.0Hz, 3H),
.84z, 3H), 2.456(s, 3H),
.32-3.42(m, 3H), 3.76{t, J = 5. 1Hz,
2H), 4.06(d, J=14.8Hz, 1H), 4.15(d,
J = 14.8Hz, 1H), 4.30-4.42{m, 2H),
5. 68(brs, 1H}, 7.16-7.52(m, TH),
7.77(m, 1H).

1.41(d, J =

W M = =1 =3 =1 o U W N ~] = |=~1 =3
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153

1.10(t, J = T7.0Hz, 3H}, 1.42(d, J =
7.0Hz, 3H), 2.29(s, 3H),
3.33-3.42(m, 3H), 3.73(t, J = 5. 1Hz,
2H), 4.08(d, J=14.8Hz, 1), 4.16(d,
J = 14.80z, 10, 4.26-4.38(m, 2H),
5.66(brs, 1H), 7.22-7.30(m, T7H),
7.75(m, 1H).
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ooooo
=S SR e IH-NMR (CDC1,} &
N 1.45¢t, J = 7.0Hz, 30), 1i.48(s, 61,
NHNJN;TE 4.01(s, 2H), 4.22(q, J = 7.0Hz, 2H),
154 ) O Mg S |5-820brs, 1), 711-T.17(n, 20),
7.34(brs, 1H}, 7.42-7.45(m, 2H),
7.56-7.61(n, 2H), 7.77(um, 1H).
N 1.10¢t, J = 7.0Hz, 3H), 1.42(d, J oy
' O Y CH 6.8Hz, 3H), 3.32-3.42(m, 3H),
0 " “”ﬁ_% 3.74(t, J = 5.1Hz, 20), 4.08(d, J =
- F ﬁ o 14. 6Hz, 1H), 4.16(d, J = 14.6Hz, 1H),
( 4.29-4.41(m, 2H), 5.41(brs, 1H),
CH; 7.06(m, 1H), 7.24-7.30(m, 3H),
7.36-7.39(m, 2H), 7.77(d, J = 8. 3Hz,
).
o " 1.10{(t, J = 7.0Hz, 3H), 1.47(s, 6H),
Q N\>—:}N Me 3.40{q, J = 7.0Hz, 2H), 3.76(t, J =
56 O 8 -Sfrmz 5.1Hz, 2H), 4.07(s, 2H), 4.34(t, J =
F o 5.1Hz, 2H}, 5.37{brs, 1H), 7.06(m,
(" 1H), 7.24-7.39(m, 5H), 7.77(d, J =
Me 8.3Hz, 1H).
\ 1.10(t, J = 7.0Hz, 3H), 1.42(d, J =
e O Y e 7.0Hz, 3H), 2.27(s, 3H),
0 " ”"&NHZ 3.33-3.42(n, 30, 3.73(t, J = 5. 4llz,
157 F gﬂ o 2H), 4.08(d, T = 15.4Hz, 1H), 4.15(d,
J = 15.4Hz, 1H), 4.27-4.40(m, 2H),
5. 35(brs, 1H), 6.92-7.01(m, 2H),
7.17-7.25(m, 3H), 7.29(brs, 1H),
7.34(d, J = 8.3Hz, 1H).
1.11{t, J = 7.0Hz, 3H), :.47(s, 6H),
N 2.26{(s, 3H), 3.40(q, ] = 7.0Hz, 2H),
i O S\ Me, |3.74(t, J =5 0Hz 2H), 4.07(s, 2H),
158 O N ""Jy,mz 4.33(t, J = 5.0Hz, 2H), B.47(brs,
F 2 o 1H), 6.92-7.01(m, 2H), 7.17-7.27(m,
(o 3H), 7.54(brs, 1H), 7.75(d, J =
CH, 8.3Hz, 1H).
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'Y1-NMR (CDC1,) &

159

160

‘/‘ HN{NM

1.10(t, T = 7.0Hz, 3H),
= 7.0Hz, 3H),
3H), 3.32-3.42(m, 3H), 3.
5.1Hz, 2H), 4.07(d, J =
1H), 4.15(d, J = 14. 6Hz,
4.26-4.38(m, 2H), 5.81(b
7.07-7.27(m, 5H), 7.33(
7.73(d, J = 8.3Hz, 1H).

2.26(s, 3H),

1.41(d, J

2.38(s,
72(t, J =
14. 61z,
1),

rs, 1H),

rs, 1H),

‘/‘- HNJ}NHZ

1.10(t, J — 7.0Hz, 3H),
6HY, 2.26(s,
3.39(q, J =

5. 1Hz, 2H),
= 5. 1Hz, 2H),
06-7.26(m, 5H), 7.55(b
76(d, J = 8.3Hz, 1H).

7.0Hz, 2MH),

3H), 2.38(s,

4.06(s, 2H),
5. 49 (brs,

1.47 (s,
3H),
3.73(¢, J
4,32(t,
1H),

rs, 1H),

161

.‘ B

L B e |

11(t, J = 7.0Hz, 3H),
6. 8Hz, 3H),
3H), 3.31-3.43(w, 3, 3.
5.0Hz, 2H), 4.07(d, J =
1H), 4.16(d, J = 14. 9}z,
4.20-4 44(m, 2H), 5.36(b
7.23(n, IH), 7.36(brs, 1
7.30-7.51(m, 4H),
9. 0Hz, 1H).

1}

2.32(s, 3H),

7. 76(d,

1.42(d, J

2.36(s,
76(t, J =
14. 9Hz,
1H),

rs, 1H),

H),

J':

162

‘t o

1.10(t, J = 7.0Hz, 3H),
6H), 2.32(s, 3H), 2.36(s
3.39(g, J = 7.0Hz, 2H),
= 5. OHz, 2H),
J = 5.0Hz, 2H), 5.28(brs
7.22(m, IH), 7.37-7.51(m
7.55(brs, 1H), 7.77(d, J =
1H).

4.06(s, 2H),

1. 47 (s,
, 3H),
3.77(¢, J
4. 36 (t,
, 1H),
, 4H),

- 8. 6Hz,
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gbooooan

—_

01(t, J = 7.5Hz, 30), 1.10(x, J
N 7.0z, 3H), 1.65-1.85(m, 2H),
Me Q NHNA;""’* 2.32(s, 3W), 2.36(s, 30, 3.16(x,
O NM, | T = 6.3Hz, 1), 3.39(q, J = 7.0Hz,
L63 e 5 © 2H), 3.76{(t, J = 5.2Hz, 2H),
gﬂe 4.05(d, J = 14.7lz, 1), 4.16(4, J
14. THz, 1H), 4.29-4.46(m, 2H),
.42 (brs, 1H), 7.22{(m, 2H),
.36-7.52(m, 4H), 7.76(d, J =
. OHz, 1H).

It

W~ ot
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Ehas | HEX 'H-NMR (CDC1,} &
1.00(t, J = 7.0Hz, 3H), 1.43(d, J =
Me O ”\>_\ Mo 7.1Hz, 3H), 2.01(s, BH), 2.35(s,
N .HN~SV 13H), 3.33-3.41(m, 3H), 3.76(t, J =
Me Mo 2 &M |5 0z, 2H), 4.07(d, J = 14.8Hz, 1H),
0 4.14(d, J = 14.8Hz, 1H),

164 Sﬂe 4.24-4.36(m, 2H), 5.37(brs, 10),
6.97(s, 2H)Y, 7.04(dd, J = 8.0,
1.6Hz, tH), 7.10(d, J = 1.6Hz, 1H),
7.32(brs, IH), 7.76{(d, J = 8. 0Hz,
1H).

1.10(t, J =7.0Hz, 30}, 1.42(d, J =
. N 7.0Hz, 3H), 2.41(s, 3H),
O N>"“HN Me 3.31-3. 43 (m, 3H), 3.75(t, J = 5. 1Hz,
O 8 J~NH, | 2H), 4.07(d, J = 14.7Hz, 1H),
165 Me S 4.16(d, J = 14. THz, 1),
4. 28-4.42(m, 2H), 5.33(brs, 1H),
6.98-7.06(m, 2H), 7.27(brs, 1),
7.35-7.49(m, 3H), 7.78(d, J=8. 4Hz,
1H).
F . . 1.10(t, J =7.0Hz, 3H), 1.47(s, 6H),
O N AN—lome 2.41(s, 34), 3.39(q, J = 7. 0Hz, 2H),
O 2 NH, |3.76(t, J=5.1Hz, 2H), 4.07(s, 2H),
166 Me \ ° 4.35(t, J = 5.1Hz, 2H), 5.31(brs,
{ 111), 6.96-7.05(m, 2H), 7.35-7. 49 (m,
Me 31), 7.52(brs, 1H), 7.78(d, J =
8. 4Hz, 1H).
1.11(t, J = 7.0Hz, 3H), 1.42(4, J =
. O "\>j e 7.0Hz, 3H), 2.36(s, 3H),
e N HNA; 3.31-3.44(n, 3H), 3.76(t, J=5. 2Hz,

67 . 8 4 NHzi oH), 4.07(d, J = 14.8Hz, 1),

OEt 4.16(d, J = 14.8Hz, 1H),
4.28-4.44(m, 2H}, 5.37(brs, 1H},
7.08(t, J=8.9Mlz, 10), 7.37-7.46(n,
BH), 7.77(d, J = 9.0Hz, 1H).
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1.11¢t, J=7.0Hz, 3H), 1.47(s, 6H),
2.36(s, 34), 3.40{q, J=7.0Hz, 21,
3.77(t, J=5.0Hz, 21}, 4.06(s, 21,

168 o 4.36(t, J = 5.0Hz, 2H), 5.30(brs,
g 1H), 7.08(t, J = 8.8Hz, 1H),
¢ 7.36-7.46(m, 4H), 7.51(brs, 1H),
7.77(4, J = 8.1Hz, 1H).
ooogodg

gbobobooon

YR

'H-NMR (CDC1,) 6

169

2

o

1.11(t, J = 7.0Hz, 31, 1.42(d, T
7.0Hz, 3H), 2.33(s, 3H),
3.31-3.44(m, 3H), 3.76(t, J =
5.0Hz, 2H), 4.07(d, J = 14.8Hz,
1H), 4.16(d, J = 14.8Hz, 1H),
4.29-4.44(m, 2ZH), 5.42(brs, 1H),
7.23-7.33(m, 4H), 7.42-7.49(m,
9H), 7.77(d, J = 8.8Hz, 1H).

170

YW
M
F
M

2
e

Me

1.11¢t, J = 7.0Hz, 3H), 1.47(s,
6H), 2.33(s, 3H), 3.40(g, J =
7.0Hz, 24}, 3.77(¢, J=5.0Hz, 2H),
4.07(s, 2II), 4.36(t, J = 5, 0Hz,
20), b.35(brs, 1H), 7.22-7.33(m,
4H), 7.46-7.49(m, 2H), 7.78(d, J =
9.0Hz, 1H).

171

F
H
F
Ha

Lt
T
j(:::T/Ei:j:::>__ﬁN Fe

g ‘}NH
(
L
773 "
OEt

1.09(t, J =7.0Hz, 3H), 1.42(d, J
= 6.8{z, 3H), 3.34-3.42(m, 3H),
3.75(¢+, J = 5.1Hz, 2H), 4.09(d, J
= 14, 8Hz, 1H), 4.16(d, } = 14.8Hz,
1H), 4.29-4.41(m, 2H), 5.67{(brs,
1H), 7.14~7.16(m, 2H),
7.23-7.30(m, 2H), 7.41-7.52{m,
2H), 7.80(d, ] = 8. 5Hz, 1H).

172

OMe O :\>_,_}N e
S b
(o

1.10(t, J = 7.0Hz, 3H), 1.41(d, ]
7.0Hz, 3H), 3.31-3.42(n, 3H),
3.74(t, J = 5.1Hz, 2H), 3.81(s,
SH), 4.07(d, J = 14.8Hz, LH),
4.15(d, J = 14.8Hz, 1H),
4.28-4.40(w, 2H), 5.37(brs, 1),
6.73-6.78(m, 2H), 7.287.41(m,
4H), 7.75(d, J = 8.3Hz, 1H).
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173

MeO l
F

Me

S

HN
NH,

1.11(t, J = 7.0Hz, 3H), 1.42(d, ]
= 7.0z, 3H), 3.32-3,43(m, 3H),
3.76(t, J = 5.0Hz, 2H)}, 3.98(s,
3H), 4.08(d, J = 14.8Hz, 1H),
4,16(d, ] = 14.8Hz, 1H),
4.31-4.43(m, 2H), 5.40(brs, 1H),
7.13-7.20{(m, 4H), 7.44-7.46(m,
2H), 7.78(d, J = 9.0Hz, 1H).
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3 Tt 4]

HmEX

"H-NMR(CDC1,;} &

174

‘/‘ HNJ%HQ

1.11(¢t, J = 7.0Hz, 3H), 1.47(s, 6H),
3.39(q, J = 7.0Hz, 21D, 3.75(¢t, J =
5. 1Hz, 2H), 3.81(s, 3H), 4.06(s, 2H),
4.33(t, J = 5.1z, 2H), 5.36 (brs,
1H), 6.72-6.78(m, 2H), 7.28-7.40{n,
3H), 7.53(brs, 1H), 7.75(d, J =

8. 3Hz, 1H).

175

MeO HN

1.11(t, J=7.0Hz, 3H), 1.48(s, 8H),
3.39(q, J = 7.0Hz, 2H), 3.77(t, J =
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