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TABLE 31-continued

Example Structure

NMR (b, 300 MHz, CDCly)

o]

0 o O CH,

2-69

CH;

2-70

o] 0 O CH;

CH,

1.22(6H, t, 1=7.2 Hz), 2.26
(3H, s), 2.84(3H, brs), 2.95
(3H, brs), 3.48(2H, s),
4.104.61(4H, m), 4.98
(2H, s), 6.99-7.73(14H,
m), 8.43(1H, d, J=8.3 Hz),
9.18(1H, brs).

1.21(6H, t, I=7.2 Hz), 2.32
(3H, ), 2.81(3H, brs), 2.93
(3H, brs), 3.51(2H, s),
4.20(4H, q, J=7.2 Hz), 4.81
(2H, s). 7.01-7.74(14H,
m), 8.36(1H, d, J=8.3 Hz},
9.19(1H, br-s).

1.21(6H, t, I=7.2 Hz), 2.33
(3H, s), 2.82(3H, brs), 2.94
(3H, brs), 3.51(2H, s),
4.20(4H, q, J=7.2 Hz), 4.81
(2H, s), 7.01-7.74(14H,
m), 8.35(1H, d, J=8.3 Hz),
9.19(1H, brs).
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[1827]

TABLE 32

116

Example Structure

NMR (5, 300 MHz, CDCly)

2-T1
2-72
cl
(9]
(o] (8]
N
N 0
CH;
mp 122.2-125.0

2-73
2-74

CH;

117 of 216

1.24(6H, 1, 1=7.2 Hz), 2.84
(3H, br-s), 2.95(3H, brs),
3.44(2H, 8), 4.12-4.35(4H,
m), 4.94(2H, s), 7.00(1H,
d, 1=2.2 Hz), 7.05-7.73
(13H, m), 8.31(1H, d, J=
8.3 Hz), 9.]9(1H_ brs).

1.22(6H, t, J=7.1 Hz), 2.81
(3H, brs), 2.94(3H, brs),
351(2H, ), 4.21(4H, q,
I1=7.1 Hz), 4.80(2H, s),
7.03(1H, d, J=2.2 Hz),
7.14-7.64(12H, m), 7.70
(1H, dd, J=1.6 Hz, J=7.2
Hz), 8.36(1H, d, J=8.65
Hz), 9.19(1H, brs).

1.21(6H, 1, I=7.2 Hz), 2.80
(3H, brs), 2.94(3H, brs),
3.50(2H, s), 4.20(4H, q,
1=7.2 Hz), 4.80(2H, s),
7.02(1H, d, J=2.3 Hz),
7.18-7.71(13H, m), 8.36
(1H, d, J=8.3 Hz), 9.18(1H,
brs),

1.16(3H, t, J=7.0 Hz), 1.18
(3H, t, J=7.2 Hz), 2.82
(3H, brs), 2.93(3H, brs),
3.04(1H, d, J=16.5 Hz),
3.20(H, d, J=16.5 Hz), 3.46
(2H, s), 4.04-4.20(4H, m),
4.75(1H, d, J=11.4 Hz),
4.82(1H, d, J=11.4 Hz),
6.98(1H, d, J=2.2 Hz),
7.11-7.72(4H, m), 8.34
(1H, d, J=8.8 Hz), 9.17
(1H, brs).
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TABLE 32-continued

Example Structure

NMR (5, 300 MHz, CDCly)

=]

MeO

N

i

HAC
SN

CHs

mp 121.0-124.0

1.22(6H, t, 1=7.1 Hz), 2.84
(3H, brs), 2.94(3H, brs),
3.44(2H, ), 3.74(3H, s),
4.22(4H, g, I=7.1 Hz), 4.81
(2H, s), 6.84-7.71(14H,
m), 8.32(1H, d, I=8.7 Hz),
9.18(1H, brs).

[1828]

TABLE 33

Example Structure

NMR (5, 300 MHz, CDCl,)

2-76

o

CH;

118 of 216

1.21(6H, t, =7.1 Hz), 2.82
(3H, brs), 2.94(3H, brs),
351(2H, ), 3.77(3H, s),
4.20(4H, g, J=7.1 Hz), 4.81
(2H, 5), 6.83-6.91(3H, m),
7.04(1H, d, J=1.9 Hz),
7.18-7.71(10H, m), 8.35
(1H, d, J=8.3 Hz), 9.19
(1H, brs),

1.21(6H, t, J=7.1 Hz), 2.80
(3H, brs), 2.93(3H, brs),
351(2H, ), 3.79(3H, s),
4.20(4H, q, J=7.1 Hz), 4.80
(2H, 5), 6.84(2H, dt, J=8.6
Hz, J=3.4 Hz), 7.03(1H, d,
1=1.9 Hz), 7.19-7.71

(11H, m), 8.36(1H, d, J=
8.7 Hz), 9.18{1H. brs).
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TABLE 33-continued

Apr. 7, 2005

Example Structure

NMR (5, 300 MHz, CDCly)

278 F

TZ,

CH,
0 N7

|
CH,

m.p. 118-119

Cl

e}
CH;

2-80

6 CH,

e

CH;

O o

CH,
Q N 2

|
CH;
m.p. 128-130

1.21(6H, t, I=7.2 Hz), 2.82
(3H, brs), 2.94(3H, brs),
3.52(2H, s), 4.21(4H, g,
J=7.2 Hz), 4.83(2H, s),
7.05(1H, s), 7.19-7.30(6H,
m), 7.61-7.84(7H, m), 8.34
(1H, d, 1=8.3 Hz), 9.40

3 (1H, brs)

1.20(6H, 1, 1=7.2 Hz), 2.86
(3H, brs), 3.06(3H, brs),
3.50(2H, s), 4.20(4H, q,
1=7.2 Hz), 4.82(2H, s),
7.06(1H, ), 7.15(1H, dd,
J=2.1, 8.3 Hz), 7.28-7.63
(12H, m), 8.14(1H, d, J=

CH3 8.3 Hz), 9.25(1H, brs)

1.21 (6[—], t, I=7.0 Hz), 2.83
(3H, brs), 3.00(3H, brs),
3.51(2H, 5), 4.21(4H, g,
J=7.0 Hz), 4.82(2H, s),
7.05(1H, d, J=2.2 Hz), 7.19
(1H, dd, J=2.2, 8.4 Hz),
7.25-7.65(12H, m), 8.27
(1H, d, I=8.4 Hz), 9.28
(1H, brs)

[1829]

TABLE 34

Example Structure

NMR (b, 300 MHz, CDCly)

2-81

HsC

|
CHj

119 of 216

1.24(6H, t, J=7.2 Hz), 2.44
(3H, s), 2.61(3H, 1, J=7.1
Hz), 2.86(3H. brs), 2.95
(3H, brs), 3.46(2H, s), 4.07
(2H, 1, J=7.1 Hz), 4.23(4H,
q. J=7.2 Hz), 4.82(2H, s),
7.07-7.63(14H, m), 8.37
(1H, d, J=8.7 Hz), 9.12
(1H, brs)
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TABLE 34-continued

Apr.

Example Structure

NMR (&, 300 MHz, CDCl,)

2-82 F F

me” o o

3
ot
i
-
m

CHy

HiC O

2-84 1 2
/\% /\Clh

(:H_g

8]
/?/I

C[I\

N
H Hy
-t

CH3

m.p. 107-109

1.21{6H, t, J=7.1 Hz), 1.45
(3H, t, J=7.2 Hz), 2.81(3H,
brs), 2.95(3H, brs), 3.50
(2H, s), 4.11(2H, q, J=7.2
Hz), 4.21(4H, ¢, J=7.1 Hz),
4.82(2H, s), 6.86(1H, d, J=
2.6 Hz), 6.97(1H, dd, J=
2.6, 8.7 Hz), 7.03(1H, d, J=
1.9 Hz), 7.18(1H, dd, J=
1.9, 8.7 Hz), 7.28-7.30(5H,
m), 7.56-7.67(5H, m), 8.36
(1H, d, J=8.7 Hz), 9.17(1H,
brs)

1.21(6H, t, ]=7.2 Hz), 1.28
(6H, d, J=6.0 Hz), 2.81(3H,
brs), 2.95(3H, brs), 4.21
(4H, q, J=7.2 Hz), 4.64(1H,
sept, J=6.0 Hz), 4.82(2H,
s), 6.85(1H. d. J=2.2 Hz),
6.96(1H, dd, J=2.6, 8.7
Hz), 7.03(1H, d, J=2.2 Hz),
7.18(1H, dd, J=8.7, 1.9
Hz), 7.28-7.30(5H, m),
7.56-7.66(5H, m), 8.36
(1H, d, J=8.3 Hz), 9.16
(1H, brs)

1.24(6H, t, ]=7.2 Hz), 2.61
(2H, 1, J=7.1 Hz), 2.89(3H,
brs), 2.94(3H, brs), 3.47
(2H, s), 4.08(2H, t, J=7.1
Hz), 4.24(4H, g, J=7.2 Hz),
7.11-7.39(7H, m), 7.61-
7.83(7TH, m), 8.34(1H, d,
1=8.7 Hz), 9.36(1H, brs)

1.20(6H, t, J=7.2 Hz), 2.81
(3H, brs), 3.02(3H, brs),
3.49(2H, s), 3.78(3H, s).
4.20(4H, q, J=7.2 Hz), 4.81
(2H, s), 7.02(1H, d, J=1.9
Hz), 7.07(1H, d, J=8.3 Hz),
7.15(1H, dd, J=2.3, 8.7
Hz), 7.24-7.30(6H, m),
7.41-7.60(5H. m), 8.22
(1H, d, J=8.7 Hz), 9.05
(1H, brs)
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[1830]

TABLE 35

Apr. 7, 2005

Example Structure

NMR (d. 300 MHz, CDCly)

CH;

|
CHs
m.p. 125-129
o]

O

CH;

(o]

O
CH;y
CHa
N/
CH;

m.p. 129-131

2-89

07\

(o] 2

CHj

CH;
m.p. 81-82

o’\c

1.21(6H, t, ]=7.2 Hz), 2.48
(3H, s), 2.69(3H, brs), 2.91
(3H, brs), 3.50(2H, s), 4.21
(4H, q, J=7.2 Hz), 4.82
(2H, s), 6.99(1H, d, J=2.2
Hz), 7.20(1H, dd, J=1.5,
8.3 Hz), 7.28-7.41(8H,

m), 7.57-7.64(4H, m), 8.18
(1H, d, J=8.6 Hz), 8.81
(1H, brs)

1.23(6H, 1, J=7.2 Hz), 3.00
(3H, brs), 3.03(3H, brs),
3.58(2H, s), 4.22(4H, q, J=
7.2 Hz), 485(2H, 5), 7.18
(1H, d, J=1.9 Hz), 7.28-
7.33(6H, m), 7.79(1H, d,
1=7.9 Hz), 7.92(1H, d, J=
7.9 Hz), 7.99(1H, s), 8.35
(1H, d, J=8.3 Hz), 9.46
(1H, 5)

Hs

1.21(6H, 1, 1=7.2 Hz), 2.33
(3H, 5), 2.76(3H, brs), 2.93
(3H, brs), 3.50(2H, 5), 4.21
(4H, q, I=7.2 Hz), 4.82
(2H, s), 6.99(1H, d, J=1.2
Hz), 7.14-7.51(13H, m),
7.65(1H, d, 1=7.6 Hz), 8.34

CHj3 (1H, d, 1=8.6 Hz), 8.78

(1H, brs)

1.24(6H, t, J=7.2 Hz), 1.29
(3H, t, J=7.6 Hz), 2.92(2H,
q. J=7.6 Hz), 3.03(6H, brs),
3.57(2H, s), 4.23(4H, q,
1=7.2 Hz), 4.85(2H, s),
7.18(1H, d, 1=2.3 Hz),

H, 7-27-7.33(6H. m),
7.51-7.60(3H, m), 8.40
(1H, d, J=8.2 Hz), 9.51
(1H, brs)
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TABLE 35-continued

Example Structure

NMR (5, 300 MHz, CDCly)

290 H;C

0 N

O O

CH;
CH;
N/

|
CHy
m.p. 110-112

CHs

1.21(6H, t, I=7.1 Hz), 1.22
(3H, t, J=6.9 Hz), 2.64(H,
q, J=6.9 Hz), 2.75(3H, brs),
2.93(3H, brs), 3.50(2H, s),
4.21(4H, q, J=7.1 Hz), 4.82
(2H, s), 6.99(1H, d, J=1.8
Hz), 7.17-7.66(14H, m),
8.30(1H. d, J=8.3 Hz), 8.76
(1H, brs)

[1831]

TABLE 36

Example Structure

NMR (&, 300 MHz, CDCl;)

2-91

O

292 mye CH,

m.p. 107=110

(5]
b=
L)

o\

CH;
O

CH;

1.21(6H, t, J=7.1 Hz), 2.13
(1H, s), 2.71(3H, brs), 2.89
(3H, brs), 3.49(2H, s), 4.20
(4H. g, I=7.1 Hz), 4.82
(2H, s), 5.10(1H, s), 5.43
(1H, s), 6.98(1H, d, J=2.2
Hz), 7.19(1H, dd, J=1.9,
8.3 Hz), 7.28-7.53(12H,
m), 7.67(1H, d, J=7.6 Hz),
8.39(1H, d, J=8.6 Hz), 8.87
(1H, brs)

1.21(6H, t, J=7.1 Hz), 1.21
(6H, t, J=7.1 Hz), 2.76(3H,
brs), 2.89(1H, sept, J=7.1
Hz), 2.94(3H, brs), 3.50
(2H, s), 4.21(4H, g, J=7.1
Hz), 4.82(2H, s), 7.01(1H,
d, 1=1.9 Hz), 7.14-7.51

L (13H, m), 7.62(1H, d, J=

6.4 Hz), 8.21(1H, d, J=8.3
Hz), 8.70(1H, brs)

1.23(6H, 1, 1=7.2 Hz), 2.12
(3H, s), 2.99(3H, brs), 3.04
(3H, brs), 3.56(2H, s), 4.23
(4H, q, J=7.2 Hz), 4.85
(2H, ), 5.15(1H, ), 5.23
(1H, s), 7.15(1H, d, J=1.8
Hz), 7.25=7.31(6H, m),
7.55(1H, 8), 7.61(1H, d, J=
7.9 Hz), 7.73(1H, d, J=7.9
Hz), 8.36(1H, d, J=8.3 Hz),
9.35(1H, m)
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TABLE 36-continued
Example Structure NMR (&, 300 MHz, CDCl5)
2-94 1.24(6H, t, I=7.2 Hz), 1.29
(6H, t, 1=6.8 Hz), 3.03(6H,
brs), 3.44(1H, sept, J=6.8
O Hz), 3.57(2H, s), 4.23
o (4H, q, 1=7.2 Hz), 4.85
(2H, s), 7.18(1H, d, J=1.9
0/\(31.]1 Hz), 7.26-7.33(6H, m),
o & o " 7.52(2H, ), 7.63(1H, s),
L ] 8.41(1H, d, J=8.3 Hz), 9.44
/Cm CHy (1, brs)
T
CHj
2-95 1.23(6H, t, J=7.1 Hz), 3.01
(3H, brs), 3.10(3H, brs),
3.57 (2H, s), 4.23(4H, q, J=
7.1 Hz), 4.85(2H, 5), 6.91-
0O 6.96(1H, m), 7.20-7.41
(12H, m), 7.46(1H, s), 7.66
O (1H, d, 1=7.7 Hz), 8.29
O Ny, (IH, &, J-8.3 Hz), 0.7
¥ 0 o 0\\ (1H, s), 10.17(1H, brs)
H CHx
HiC
“T‘ 0
CHs
[1832]
TABLE 37
Example Structure NMR (b, 300 MHz, CDCl,)
296 F F 1.21(6H, t, J=7.1 Hz), 2.75
(3H, brs), 3.02(3H, brs),
F 3.55(2H, s), 4.20(4H, g, J=
o 7.1 Hz), 4.84(2H, s), 6.92
(1H, d, J=8.3 Hz), 7.15-
5 7.68(14H, m), 8.07(1H, dd,
5 0=\ J=1.3, 7.7 Hz)
CH,
O
0 J
: \\
CH3
HyC
>N O
|
CH,
2.97 E 1.22(6H, t, J=7.1 Hz), 2.83
F. F (3H, brs), 2.86(3H, brs),
3.53(2H, s), 4.21(4H, g, J=
7.1 Hz), 4.83(2H, s), 6.85
0O (1H, d, J=7.7 Hz), 7.07
(1H, d, J=2.0 Hz), 7.20-
7.52(12H, m), 8.25(1H, dd,
o 0 (]’,\(‘Ha J=1.8, 7.9 Hz), 8.41(1H, d,
g (¢} e J=8.5 Hz), 10.48(1H, brs)
CH3
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TABLE 37-continued

Example Structure NMR (b6, 300 MHz, CDCl,)
208 E. F 0.65(6H, t, J=7.4 Hz), 1.69
(4H, g, J=7.4 Hz), 2.81
F (3H, brs), 2.94(3H, brs),

3.50(2H, s), 4.30(2H, s),
7.02(1H, d, J=1.8 Hz),
7.18-7.62(13H, m), 7.70
(1H, d, J=7.3 Hz), 8.35(1H,
CH, d, J=8.5 Hz), 9.15(1H, brs)

CH,

299 1.21(6H, 1, J=7.1 Hz), 2.87
(6H, brs), 3.53(2H, ), 4.21
(4H, g, J=7.1 Hz), 4.83
(2H, s), 6.92(1H, d, I=7.6
Hz), 7.08(1H, d, J=2.1 Hz),
7.20~7.48(10H, m), 7.63
(2H, d, J=8.7 Hz), 8.23

0"\ (IH, dd, J=1.7, 7.9 Hz),

o CHy 8.35(1H, d, J=8.5 Hz),

d k 10.38(1H, brs)

CH,

m

O (o]

TZ

0.85-0.93(4H, m), 2.78
(3H, brs), 2.93(3H, brs),
3.52(2H, ), 4.16(2H, s),
7.04(1H, d, J=2.1 Hz),
7.17-7.61(13H, m), 7.70
(1H, dd, J=1.5, 7.2 Hz),

5 8.35(1H, d, J=9.0 Hz), 9.15
(1H, brs)
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[1833]

TABLE 38

Example Structure NMR (b, 300 MHz, CDCl;)

2-101 2.79(3H, brs), 2.94(3H,
brs), 3.45(2H, s), 4.31(1H,
t, J=7.6 Hz), 4.62(2H, d,
1=7.6 Hz), 6.96(1H, d,
1=2.0 Hz), 7.15-7.69
(19H, m), 8.30(1H, d, J=
8.5 Hz), 9.15(1H, brs)

2-102 1.62-1.76(4H, m),
1.82-1.99(4H, m), 2.78

(3H, brs), 2.93(3H, brs),
3.44(2H, s), 4.08(2H, s),
6.97(1H, d, 1=2.0 Hz),

7.00-7.26(6H, m), 7.35—
7.72(8H, m), 8.34(1H, d,
1=8.5 Hz), 9.15(1H, brs)

2103 | 2.40(1H, t, J=5.7 Hz),

2.42(1H, t, J=6.3 Hz), 3.53
(2H, s), 2.80(3H, brs),
2.93(3H, brs), 3.82(2H,
dd, I=6.3, 11.4 Hz), 3.96
(2H, dd, I=5.7, 11.4 Hz),

o 4.58(2H, 5), 7.01(1H, d,

O J=1.8 Hz), 7.14-7.71(14H,

m), 8.29(1H, d, I=8.4 Hz),
9.05(1H,

brs)

2104 F F 1.98(6H, s), 2.83(3H, brs),
2.93(3H, brs), 3.49(2H, s),

F 4.40(3H, s), 4,44(2H, ),
7.00(1H, d, J=2.2 Hz), 7.15

(1H, dd, J=2.2, 8.4 Hz),

7.22-7.65(12H, m), 7.70

& 0 O (1H, dd, J=1.9, 7.0 Hz),
0_< 8.32(1H, d, J=8.4 Hz), 9.13

& (1H, brs)

o CH
CH; 3
o N

CH;
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TABLE 38-continued

125

Example Structure

NMR (&, 300 MHz, CDCly)

1.23(6H, t, J=7.1 Hz),
2.83(3H, brs), 2.94(3H,
brs), 3.51(2H, s), 4.22(4H,
q., J=7.1 Hz), 4.82(2H,

8), 6.94-7.04(3H, m),
7.16=7.71(10H, m), 8.34
(1H, d, J=8.5 Hz), 9.17
(1H, brs)

NMR (6, 300 MHz, CDCl,)

2-105
8]
CH;
~ 3
]
CH;
mp 98.8-103.3
[1834]
TABLE 39
Example Structure
2-106
5
O
(0] O
H
CHjy
8] T/
CH;
mp. 116.1-121.6
2-107
I F
F
o]
8]

CH;

CH;

126 of 216

1.22(6H, t, 1=7.1 Hz), 2.81
(3H, brs), 2.93(3H, brs),
3.50(2H, s), 4.20(4H, q, J=
7.1 Hz), 4.79(2H, s), 7.01-
7.04(2H, m), 7.25-7.71
(11H, m), 8.35(1H, d, J=
8.5 Hz), 9.17(1H, brs)

1.25(6H, t, J=7.1 Hz), 2.75
(3H, brs), 2.92(3H, brs),
3.78(2H, 5), 4.22(4H, q, J=
7.1 Hz), 4.85(2H, s), 6.98
(1H, s), 7.28-7.72(13H,
m), 8.71(1H, s), 9.52(1H,
brs)
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TABLE 39-continued

Example Structure

NMR (b, 300 MHz, CDCly)

2-108

2-110

CH,

CHa CH
b g 3
N

CH,

mp. 104.6-108.3

1.22(6H, t, 1=7.2 Hz), 2.13
(3H, s), 2.85(3H, brs), 2.93
(3H, brs), 3.50(2H, s),
4.16-4.26(4H, m), 4.80
(2H, 5), 6.78(1H, d, J=5.1
Hz), 7.05(1H, d, J=2.2 Hz),
7.15(1H, d, J=5.2 Hz),
7.16-7.64(8H, m), 7.69
(1H, d, J=1.5, 7.3 Hz), 8.33
(1H, d, J=8.5 Hz), 9.16
(1H, brs)

1.22(6H, t, 1=7.2 Hz), 2.44
(3H, s), 2.84(3H, brs), 2.94
(3H, brs), 3.52(2H, s),
4.20(4H, q, 1=7.2 Hz), 4.78
(2H, s), 6.58(1H, dd, J=
1.2, 3.5 Hz), 6.76(1H, d,
1=3.5 Hz), 7.04(1H, d,
1=2.0 Hz), 7.20(1H, dd,
J=2.1, 8.6 Hz), 7.37-
7.62(7TH, m), 7.68(1H, dd,
J=1.4, 7.6 Hz), 8.33(1H,

d, J=8.4 Hz), 9.17(1H, brs)

1.22(6H, t, I=7.1 Hz), 2.85
(3H, brs), 2.94(3H, brs),
3.46(2H, 5), 4.23(4H, g, J=
7.1 Hz), 4.97(2H, s), 7.00
(1H, d, J=2.2 Hz), 7.13-
7.16(1H, m), 7.36(1H, d,

s~F P 1=3.3 Hz), 7.38-7.71(8H,
m), 7.75(1H, d, J=3.3 Hz),
o o 8.31(1H, d, J=8.5 Hz), 9.16
L (1H, brs)
o 0 CH;
CHy CH;
o '.\'/ 3
CH;
mp. 121.5-124.7
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[1835]

TABLE 40

127

Apr.

Example Structure

NMR (8, 300 MHz, CDCl,)

2-111

mp 96-98

mp 100-104.5

2-113 F

CH,

mp 106=109.5

AN

HyC

CH3
O

0

N

0 CH;

(

CH;

CH,

O

0 CH,

/—o

CH,

C[‘{q

128 of 216

0.97(6H, d, J=7.2 Hz), 1.21
(6H, t, J=7.2 Hz), 2.45(1H,
sep. J=7.2 Hz), 2.88(3H,
brs), 2.94(2H, brs), 3.52
(2H, s), 4.15(4H, g, J=

7.2 Hz). 4.50(2H, s), 7.09
(1H, d, J=2.3 Hz), 7.20—
7.72(9H, m), 8.34(1H, d,
J=8.3 Hz), 9.15(1H., brs).

0.90(3H, t, J=7.2 Hz), 0.92
(3H, t, J=6.5 Hz), 0.95-
1.10(1H, m), 1.21(3H, t, J=
7.2 Hz), 1.48-1.62(1H, m),
2.05-2.16(1H, m), 2.88
(3H, brs), 2.94(3H, brs),
3.52(2H, s), 4.14(4H, q, J=
7.2 Hz), 4.51(2H, s), 7.09
(1H, d, J=1.9 Hz), 7.21—
7.72(9H, m), 8.36(1H, d,
J=8.3 Hz), 9.16(1H, brs).

0.83(6H, d, 1=6.4 Hz), 1.21
(6H, 1, J=7.2 Hz), 1.51-
165(1H, m), 1.88(2H, d, J=
6.4 Hz), 2.88(3M, brs), 2.94
(3H, brs), 3.53(2H, s), 4.15
(4H, q, J=7.2 Hz), 4.52(2H,
5), 7.08(1H, d, J=2.3

Hz), 7.22-7.71(9H, m),
8.37(1H. d, J=8.3 Hz), 9.16
(1H, brs).
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TABLE 40-continued

Example Structure

NMR (5, 300 MHz, CDCly)

2-114

mp 98-99.5

O O O CHj;

mp 86.5-90.0

0.88(3H, t, I=7.2 Hz),
1.09-1.31(2H, m), 1.21
(6H, t, 1=7.2 Hz), 1.79—
1.93(2H, m), 2.89(3H, brs),
2.94(3H, brs), 3.53(2H, s),
4.15(4H, q, J=7.2 Hz),
4.49(2H, s), 7.09(1H, brs),
7.21-7.74(9H, m), 8.37
(1H, d, 1=8.3 Hz), 9.15
(1H, brs).

0.83(3H, t, J=7.5 Hz), 1.21
(6H, t, I=7.2 Hz), 1.96(2H,
q. J=7.5 Hz), 2.88(3H,
brs), 2.94(3H, brs), 3.53
(2H, s), 4.16(4H, g, J=

7.2 Hz), 4.50(2H, s), 7.08
(1H, d, J=1.9 Hz), 7.21-
7.74(9H, m), 8.36(1H, d,
J=8.7 Hz), 9.15(1H, brs).

[1836]

TABLE 41

Example Structure

NMR (&, 300 MHz, CDCl;)

2-116 F

/'T]
\_]

F 0. (o]

\
o]
Q)
(e]
2

N HiC CH;

mp 97.5-98.0

129 of 216

0.86(3H, t, I=7.2 Hz),
1.06-1.36(4H, m). 1.21
(6H, t, J=7.2 Hz), 1.84—
1.94(2H, m), 2.88(3H, brs),
2.94(3H, brs),3.53(2H, s),
4.15(4H, q, J=7.2 Hz), 4.49
(2H, s), 7.08(1H, d, J=2.3
Hz), 7.21-7.71(9H, m),
8.37(1H. d, J=8.6 Hz),
9.16(1H, brs).
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TABLE 41-continued

Example Structure NMR (b, 300 MHz, CDCly)

2-117 1.21(6H, t, J=7.1 Hz),
2.67(2H, d, J=7.4 Hz), 2.87
(3H, brs), 2.95(3H, brs),
[ 3.54(2H, 5), 4.10-4.20(4H,
(o] m), 4.47(2H, s), 5.00-
5.10(2H, m), 5.56-5.67
(1H, m), 7.09(1H, d, J=
O O 2.1 Hz), 7.24(1H, d, 1=2.0
Hz), 7.38-7.68(7TH, m),
7.70(1H, d, J=1.4 Hz),
o o CHi  g.a7(11, d, J=8.4 Hz),
9,14(1H, brs)

(o .
\_/ “H3 CH;

|
CH;

mp 76.9-82.0

2-118 1.25(9H, t, J=7.2 Hz),
2.89(3H, brs), 2.95(3H,
brs), 3.56(2H, s), 4.23(6H,
q, J=7.2 Hz), 4.70(2H,

s), 7.11(1H, d, J=1.8 Hz),
7.24(1H, d, J=2.2 Hz),

O 7.28-7.70(8H, m), 8.36
(1H, d, J=8.8 Hz), 9.16

0 (1H, brs)

N

0 CH,

CH;4

2-119 0.87(3H, 1, 1=7.2 Hz),
0.92(3H, t, I=6.8 Hz),

CHa 1.00-1.16(2H, m), 1.20
(6H, t, J=7.1 Hz), 1.38—
1.53(2H, m), 2.18-2.23
(1H, m), 2.88(3H, brs),

HiC O 2.95(3H, brs), 3.52(2H,

s), 4.08—4.18(4H, m),

4.50(2H, d, J=2.1 Hz),

7.08(1H, d, J=1.9 Hz),
k 7.22-7.69(9H, m), 8.35
O O CH;3 (1H, d, J=8.6 Hz), 9.15

< (1H, brs)
CH, S
% < CH;
CH;
mp. 72.3-78.6
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Example 3

2-(2-{3-Ethoxy-4-[(4"-trifluoromethylbiphenyl-2-
carbonyl)amino]phenyl}acetoxymethyl)-2-phenyl-
malonic acid diethyl ester

[1837] a) 3-Ethoxy-4-nitrobenzoic acid methyl ester

_CH;

0N

OH
CH,4

OEL

[1838] To a suspension of sodium hydride (60% mineral
oil: 1.20 g) in dimethylformamide (50 mL) was added
3-hydroxy-4-nitrobenzoic acid methyl ester (4.93 g) under
ice-cooling, and the mixture was stirred at room temperature
for 30 minutes. After addition of ethyl iodide (4.4 g), the
solution was stirred at 60° C. overnight, cooled down to
room temperature, poured into saturated aqueous ammo-
nium chloride, and extracted with ethyl acetate-tetrahydro-
furan. The organic layer was washed with saturated aqueous
ammonium chloride and saturated brine, dried over sodium
sulfate and concentrated to give a solid, which was washed
with ethyl acetate-hexane to afford 3-ethoxy-4-nitrobenzoic
acid methyl ester (3.30 g) as a pale yellow solid.

[1839] b) 3-Ethoxy-4-nitrobenzoic acid chloride

o]
CH;
(4 )/
-
OsN
OEt
O
OH
—
OsN
OEt
(o]
Cl
OsN
OFEt

[1840] 3-Ethoxy-4-nitrobenzoic  acid  chloride  was
obtained in a similar manner to Example 1 ) and Example
1 d) from the 3-ethoxy-4-nitrobenzoic acid methyl ester
obtained in Example 3 a).

Apr. 7, 2005
130

[1841] c¢) 2'-Diazo-3-cthoxy-4-nitroacetophenone

o]

0N

OEt

CHN,

O,N

OE!

[1842] A solution of the 3-ethoxy-4-nitrobenzoic acid
chloride (2.06 g) obtained in Example 3 b) in diethyl ether
(30 mL) was added dropwise to a mixture of diazomethane
in diethyl ether (0.35M, 64 mL) and triethylamine (3.12 mL)
under ice-cooling. The mixture was stirred for 2 hours under
ice-cooling and the temperature was raised to room tem-
perature, followed by stirring overnight. After addition of
acetic acid (1 mL), the mixture was stirred at room tem-
perature for one hour and evaporated to remove the solvent.
The residue was purified by column chromatography on
silica gel with hexane:ethyl acetate=5:2 to give the title
compound (1.80 g) as a yellow solid.

[1843] d) 3-Ethoxy-4-nitrophenylacetic acid ethyl ester

CHN,

ON
OFt

o

OEL

[1844] A solution of silver benzoate (270 mg) in triethy-
lamine (2.7 ml) was added dropwise in 10 divided doses to
a solution of the 2'-diazo-3-ethoxy-4-nitroacetophenone
(1.80 g) obtained in Example 3 ¢) in ethanol (25 mL) under
ref lux. The mixture was ref luxed for 9 hours and the
reaction solution was filtered through a Celite pad. The
filtrate was concentrated, and the concentrate was diluted
with diethyl ether and washed with 10% aqueous sodium
carbonate, water and saturated brine. The organic layer was
dried over sodium sulfate and purified by column chroma-
tography on silica gel with hexane:ethyl acetate=4:1 to give
the title compound (1.27 g) as a yellow solid.
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[1845] ¢) 4-Amino-3-ethoxyphenylacetic acid ethyl ester

O\/

(6]
ON
OFt
Q\/
0
HoN
OFt

[1846] The 3-ethoxy-4-nitroacetic acid methyl ester (1.27

g) obtained in Example 3 d) was subjected to reactions
similar to those in Example 1-3 d) to give the title compound
(1.12 g) as a brown oil.

[1847] ) 2-(2-{3-Ethoxy-4-[(4-trifluoromethylbiphenyl-

2-carbonyl)amino]phenyl}acetoxymethyl)-2-phenylma-
lonic acid diethyl ester

0\/
o] g
H,N
OFL
CFy
(8]
O
0 m 0
Q
Q o} \
H
‘ OFt k

[1848] The 4-amino-3-cthoxyphenylacetic acid ethyl ester
obtained in Example 3 ¢) and the 2-hydroxymethyl-2-

Apr. 7, 2005

phenylmalonic acid diethyl ester obtained in Example 1-2 a)
were subjected to reactions similar to those in Examples 1
e), 1 f) and 1 g) to give the title compound (0.159 g) (see
Table 42).

Example 3-2

[1849] {3-Hydroxy-4-[(4-trifluoromethylbiphenyl-2-car-
bonyl)aminoJphenyl}acetic acid 2,2-bisethylcarbamoyl-2-
phenylethyl ester

NHE!
NHEL

OBn

NHEL
NHEL

OH

[1850] {3-Benzyloxy-4-[(4"-trifluoromethylbiphenyl-2-
carbonyl)aminoJphenyl}acetic acid 2,2-bisethylcarbamoyl-
2-phenylethyl ester (300 mg) obtained in a similar manner to
Example 3, except that reduction of the nitro group was
carried out with iron dust, was subjected 1o reactions in a
similar manner to Example 1-2 ¢) to give the title compound
(244 mg) (See Table 42).

Examples 3-3 to 3-16

[1851] Compoundsof Examples 3-3 to 3-16 were obtained
in a similar manner to Examples 3 to 3-2. The compounds
thus obtained were shown in Tables 42 to 45.

TAB LE 42

Example Structure

NMR (8, 300 MHz, CDCl,)

1.19(6H, t, I=7.1 Hz),
1.20(3H, t, J=7.1 Hz),
3.49(2H, s), 3.77(2H, q,
1=7.1 Hz), 4.18(4H. q.
6] J=7.1 Hz), 4.83(2H, s),
6.59(1H, d, J=1.5 Hz),
0 6.75(1H, dd, J=1.5, 8.2
Hz), 7.25-7.33(5H, m ),
7.44(1H, dd, J=1.5, 7.2
CHy Hz), 7.49-7.66(6H, m),
k 7.70-7.76(1H, m), 7.80
(1H, dd, J=1.5, 7.22 Hz),
8.35(1H, d, 1=8.0 Hz)
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TAB LE 42-continued

Example Structure NMR (b, 300 MHz, CDCly)

3-2 1.05(6H, 1, J=7.2 Hz), 3.23
(4H, dq, J=7.2, 7.2 Hz),
3.48(2H, s), 4.83(2H, s),
0 6.48(1H, d, J=7.9 Hz),
6.55(1H, dd, J=7.9, 1.9
Hz), 6.77(1H. d, J=1.5 Hz),
NN, 7.17-7.86(15H,

i H CHj3 m), 8.58(1H, s)

33 1.05(6H, 1, 1=7.2 Hz), 3.23
(4H, dg, =72, 7.2 Hz),

F. F 3.53(2H, 8), 3.55(3H, s),
4.83(2H, s), 6.60(1H, s),
6.73(1H, d, J=7.9 Hz),
7.10-7.66(15H, m),
7.85(1H, dd, J=7.5, 1.5

o) Hz). 8.33(1H, d, J=7.9 Hz)
;- % . 2
o [1/\(.‘]—]3
0 :
¥ O k
H CHa

m.p. 112-114

T

3-4 1.19(6H, 1, I=6.9 Hz), 3.50
] (5H, 5), 4.17(4H, q, J=6.9
E E Hz), 4.83(2H, 5), 6.58(1H,
s), 6.75(1H, d, 1=6.9 Hz),
7.26-7.65(13H, m),
7.85(1H, d, 1=7.3 Hz),
8.31(1H, d, J=8.1 Hz)

[I‘C

£ . 0.84(6H, t, J=7.2 Hz),

1.43(4H, 1q, J=7.2, 7.2 Hz),
F 3.16(4H, m), 3.52(2H, s),
0 3.55(3H, s), 4.83(2H, s),
6.60(1H, brs), 6.72(1H,
o dd, J=8.3, 1.5 Hz), 7.12-
O = 7.66(15H, m), 7.84(1H, dd,
1 /\/ 1-?9 1.9 Hz), 8.33(1H, d,
[0} 1=79 Hz
N O )
H
O
H_q('f/

CH;y

:Z
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[1852]

TABLE 43

Example Structure NMR (b, 300 MHz, CDCl3)

1.13(6H, 1, J=7.2 Hz), 2.55
(3H, t, J=8.0 Hz), 3.30(4H,
dq, J=7.2, 7.2 Hz), 3.53
(2H, 5), 3.57(3H, 5), 4.12
o (2H, t, 1=8.0 Hz), 6.67(1H,
br.s), 6.82(1H, dd, J=8.3,
1.9 Hz), 7.26-7.66(15H,
N7\ ;. ™), 7-84(1H, dd, J=7.9, 1.9
NH CHs ), 8.33(1H, d, 1=7.9 Hz)

3.7 1.05(6H, t, I=7.2 Hz), 1.24
: . (3H, t, J=7.1 Hz), 3.17-
E E 3.29(4H, m), 3.52(2H, 5),
3.83(2H, g, J=7.1 Hz), 4.82
(2H, 5, 6.60(1H, d, J=1.5
Hz), 6.69-6.76(1H, m),
o 7.04=7.14(2H, m), 7.15-
7.22(2H, m), 7.25-7.34

Q.
o (3H, m), 7.41-7.47(1H,
N m), 7.49-7.66(6H, m), 7.73
0 o N Ny, (I, brs), 7.77-7.83(1H,
N L 3 m), 8.37(1H, d, J=8.3 Hz)

3.8 1.13(6H, t, J=7.2 Hz), 1.24
(3H, t, J=7.1 hz), 2.49—
i 2.59(2H, m), 3.31(4H, deq,
r 3 J=5.3, 7.2 Hz), 3.52(2H,
CH

i

$), 3.87(2H, q, J=7.1 Hz),
o NH 3 4.07-4.17(2H. m), 6.68
H_/  (1H d,J=15 H), 675~
6.84(1H, m), 7.23-7.37
(SH, m), 7.41-7.47(1H, m),
Y 7.48-7.66(SH, m), 7.73
(1H, s), 7.76-7.82(1H, m),
8.37(1H, d, ]=8.3 Hz)

3.9 1.10(6H, d, J=6.0 Hz), 1.19
(6H, 1, J=7.2 Hz), 3.48(2H,

F F s), 4.19(4H, q, 1=7.2 Hz),
5 4.36(1H, sept, 1=6.0 Hz),
4.82(2H, 5), 6.62(1H, d, J=
1.5 Hz), 6.70-6.77(1H, m),
O 7.27-7.32(5H, m), 7.41-
o 7.46(1H, m), 7.49-7.67
o (6H, m), 7.72-7.82(2H, m),
o) 8.39(1H. d, 1=8.2 Hz)
5] o 0 \
CH;
N
H L
o\rcu,
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TABLE 43-continued

134

Example Structure

NMR (5, 300 MHz, CDCly)

310 g F

s

Clh

cm

CH;

("[{1

1.05(6H, t, I=7.2 Hz), 1.13
(6H, d, J=6.1 Hz), 3.23(4H,
dg, J=5.6, 7.2 Hz), 3.52
(2H, s), 4.40(1H, sept, J=
6.1 Hz), 4.82(2H, s), 6.62
(1H, d, J=1.5 Hz), 6.67—
6.75(1H, m), 7.10(2H, br-t,
J=5.6 Hz), 7.16-7.23(2H,
m). 7.24-7.35(3H, m), 7.44
(1H, dd, I=1.5, 7.6 Hz),
7.50-7.70(6H, m), 7.71-
7.82(2H, m), 8.40(1H, d,
J=8.3 Hz)

[1853]

TABLE 44

Example Structure

NMR (6, 300 MHz, CDCly)

3-12

s
o
o)
m ks

Q.
N
0
N o \_
H CH,

A

O

|/C[I_1
CH,

g H CH;

135 of 216

1.13(6H, 1, J=7.2 Hz), 1.13
(6H, d, J=6.1 Hz), 2.48—
2.60(2H, m), 3.31(4H, dg,
1=5.7, 7.2 Hz), 3.52(2H, 5),
4.07-4.17(2H, m), 4.43
(1H, sept, J=6.1 Hz), 6.69
(1H, d, J=1.5 Hz), 6.79
(1H, dd, J=1.5, 8.3 Hz),
7.23-7.37(5H, m), 7.41—
7.46(1H, m), 7.48-7.68
(8H, m), 7.72-7.82(2H,
m), 8.40(1H, d, J=8.3 Hz)

0.90(3H, t, I=7.4 Hz), 1.05
(6H, t, J=7.3 Hz), 1.53-
1.69(2H, m), 3.16-3.30
(4H, m), 3.53(2H, 5), 3.75
(2H, t, J=6.7 Hz), 4.82(2H,
s), 6.58-6.74(2H, m),
7.02-7.78(16H, m), 8.36
(1H, d, J=8.2 Hz)

LO4(6H, t, 1=7.2 Hz), 3.23
(4H, dq, J=7.2, 7.2 Hz),
3.52(2H. s), 48’—186(4[1
m), 6.70-7.79(16H, m),
7.72(1H, brs), 7.78(1H,
dd, J=7.1, 1.9 Hz), 8.40
(1H, d, J=8.3 Hz)
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TABLE 44-continued

Example Structure

NMR (&, 300 MHz, CDCly)

[o] o \\
CH;

F
O
(8]
1) o e
CH;
(8] :
(o] o \\
N
H CH,
OH

1.19(6H, 1, J=7.1 Hz), 3.49
(2H, s), 4.17(4H, g, J=7.1
Hz), 4.78(2H, s), 4.83(2H,
s), 6.70(1H, d, I=1.9 Hz),
6.78(1H, dd, J=8.3, 1.5
Hz), 7.21-7.57(12H, m),
7.70(1H, br.s), 7.77(1H,
dd, 1=7.2, 1.9 Hz), 8.38
(1H, d, ]=8.3 Hz)

1.20(6H, t, J=7.2 Hz), 3.47
(2H, s), 4.19(4H, q, J=7.2
Hz), 4.82(2H, s), 6.29(1H,
d, J=7.9 Hz), 6.57(1H, dd,
1=7.9, 1.9 Hz), 6.79(1H,

d, I=1.9 Hz), 7.18(1H, br.s)
7.28-7.74(11H, m), 7.86
(1H, dd, J=7.9, 1.5 Hz),
8.39(1H, s)

[1854]

TASBLE 45

Example Structure

NMR (6. 300 MHz, CDCl3)

S e

1.17(6H, t, J=7.1 Hz),
3.54(2H, s), 3.72(3H, ),
4.16(4H, q, J=7.1 Hz),
4.83(2H, s),
6.72-6.80(3H, m),
7.20-7.66(12H, m),
8.14(1H, dd, J=1.3,

7.7 Hz)

136 of 216

Apr. 7, 2005

PENN EX. 2240
CFAD V. UPENN
IPR2015-01835



US 2005/0075367 Al

Example 4

2-{3-Dimethylamino-4-[ (4 -trifluoromethylbiphenyl-
2-carbonyl)amino Jphenyl}acetic acid 2,2-bisethyl-
carbamoyl-2-phenylethyl ester

[1855] a) 2-(3-Bromo-4-nitrophenyl)malonic acid tert-bu-
tyl ester methyl ester

COOtBu

F
COOMe

Br Br

[1856] Sodium hydride (60%, mineral oil; 0.985 ¢) was
suspended in dimethylformamide (20 mL), and a solution of
tert-butyl methyl malonate (4.29 g) in dimethylformamide
(5 mL) was added dropwise thereto under ice-cooling. After
foam generation is stopped, a solution of 2-bromo-4-fluoro-
1-nitrobenzene (2.71 g) in dimethylformamide (5 mL) was
added dropwise thereto at the same temperature, and the
mixture was further stirred at 60° C. for 3 hours, and then
concentrated. The residue was neutralized with 1N hydro-
chloric acid and extracted with ethyl acetate. The extract was
washed with saturated brine, dried over sodium sulfate and
concentrated. The residue was purified by column chroma-
tography on silica gel with ethyl acelate:hexane=1:4 to 1:5
to give the title compound (7.54 g) as an oil.

[1857] b) (3-Bromo-4-nitrophenyl)acetic acid methyl
esler

COOMe
COOLBu

—_—

0N
Br
COOMe
ON
Br

[1858] The 2-(3-bromo-4-nitrophenyl)malonic acid tert-

butyl ester methyl ester (1.18 g) obtained in Example 4 a)
was dissolved in chloroform (10 mL), trifluoroacetic acid
(10 g) was added thereto under ice-cooling, and the mixture
was stirred at room temperature for 5 hours. The reaction
mixture was poured gradually into ice and saturated aqueous
sodium bicarbonate, and exiracted with ethyl acetate. The
extract was washed with water and saturated brine, dried
over sodium sulfate and concentrated to give the title
compound (0.820 g) as a pale yellow oil.
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[1859] ¢) (3-Dimethylamino-4-nitrophenyl)acetic  acid
methyl ester
COOMe
ON
Br
COOMe
0N

A

[1860] The (3-bromo-4-nitrophenyl)acetic acid methyl
ester (0.320 g) obtained in Example 4 b) was dissolved in
tetrahydrofuran (10 mL). To this solution were added tri-
ethylamine (0.237 g) and dimethylamine (2M tetrahydrofu-
ran; 0.58 mL), and stirred overnight while heating. The
reaction mixture was concentrated and purified by column
chromatography on silica gel with ethyl acetate:hexane=1:4
to give the title compound (0.145 g) as an orange oil.
[1861] d) (4-Amino-3-dimethylaminophenyl)acetic acid
methyl ester

COOMe

P~
COOMe

HN
g

[1862] The (3-dimethylamino-4-nitrophenyl)acetic acid
methyl ester (0.245 g) obtained in Example 4 ¢) was
subjected to reactions similar to those in Example 1-3 d) to
give the title compound (0.188 g) as a red oil.

[1863] ¢) 2-{3-Dimethylamino-4-[(4'-trifluoromethylbi-
phenyl-2-carbonyl)amino]phenyl }acetic acid 2,2-bisethyl-
carbamoyl-2-phenylethyl ester

COOMe

O
[¢]
[¢] NHEL

NHEL
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[1864] The (4-amino-3-dimethylaminophenyl)acetic acid Examples 4-2 to 4-8

methyl ester (0.188 g) obtained in Example 4 d) was  [1865] Compounds of Examples 4-2 to 4-8 were obtained

subjected to reactions similar to those in Example 1 ¢), 1 f) in a similar manner to Example 4. The compounds thus

and 1 g) to give the title compound (0.058 g) (See Table 46). obtained were shown in Tables 46 to 47.

TABLE 46

Example Structure

NMR (8, 300 MHz, CDCly)

+
m
-

F
O O
o
e n H CH;
0 & 5
. \_
H CHs
_N

1.04(6H, t, J=7.2 Hz),
2.26(6H, s), 3.23(4H, m),
3.51(2H, s), 4.83(2H, s),
6.86-7.80(15H, m),
8.40(1H, d, J=8.7 Hz),
8.45(1H, brs).

1.05(6H, t, J=7.3 Hz),
1.49(6H, br.s), 2.48(4H,
br.s), 3.24{4H, dg,
J=7.3, 7.3 Hz), 3.53(2H,
5), 4.84(2H, s),
6.93(2H,

m), 7.20-7.70(15H, m),

“Ha 8.40(1H, d, J=9.2 Hz),

42 P E
F
O 0
0 - N
g H CH;
J
0 & A
_
H CH;
N
43 F I

O
NN
O H H CH,
N
@]
e}
N L
H CHjy

o}
0
0
/\(TH3
O 0
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8.54(1H, br.s)

1.04(6H, t, J=7.3 Hz),
1.76(4H, m), 2.59(4H,

t, 1=6.2 Hz),

3.23(4H, dg, 1=7.3,

7.3 Hz), 3.5102H, 5),
4.83(2H, s), 4.82(2H, m),
7.12-7.63(14H, m),
7.74(1H, dd, J=7.3,

1.4 Hz), 8.18(1H, brs),
8.30(1H, d, J=8.1 Hz)

1.20(6H, t, J=7.1 Hz),
1.48(6H, br.s), 2.47(4H,
br.s), 3.49(2H, s),
4.19(4H, g, J=7.1 Hz),
4.83(2H, s).
6.92-7.72(15H, m),
8.39(1H, d, J=8.3 Hz),
8.56(1H, br.s)
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TABLE 46-continued

138

Example Structure

NMR (5, 300 MHz, CDCly)

4-5

=
m

O
8]
N
H

o]
o.
07N
CH,
o]
o

CH3

1.20(6H, t, J=7.2 Hz),
1.74(4H, m ), 2.57(4H, m),
3.48(2H, s), 4.19(4H, q,
J=7.2 Hz), 4.82(2H, s),
6.90(2H, m),
7.30-7.63(12H, m),
7.74(1H, dd, J=7.2,

1.5 Hz), 8.20(1H, br.s),
8.29(1H. d, J=8.7 Hz)

[1866]

TABLE 47

Example Structure

NMR (, 300 MHz, CDCl,)

4-6

4-7

o
oo

o
o]

m

m

LT

; Houl

]

w

8]
N
[N
(8]

O
0.
O
4 N

hr

o

&

ClIn

0
o
o
0 0_\

(6]
O
CH,
(6]
o

CH,

CHj

CH;

1.20(6H, t, J=7.1 Hz),
2.24(6H, s), 3.48(2H, s),
4.19(4H, q, J=7.1 Hz),
4.82(2H, s),
6.88-6.98(2H, m),
7.29(5H, brs), 7.43(1H,
d, J=7.2 Hz),
7.48-7.60(2H, m),
7.62(4H, 5), 7.77(1H, 4,
1=7.5 Hz). 8.39(1H, d,
1=8.3 Hz), 8.47(1H, brs).

1.21(6H, t, J=7.0 Hz),
2.38-2.47(4H, m),
3.51(2H, s),
3.53-3.60(4H, m),
4.20(4H, g, 1=7.0 Hz),
4.84(2H, ), 6.93(1H, 3),
7.00(1H, dd, J=1.5,

7.4 Hz), 7.29-7.35(5H, m),
7.47-7.68(7H, m),
7.73(1H, dd, J=1.8,

7.4 Hz), 8.42-8.51(2H, m)

0.67(6H, t, J=7.0 Hz),
1.21(6H, 1, J=7.2 Hz),
2.64(4H, q, J=7.0 Hz),
2.49(2H, s), 4.21(4H. q,
J=7.2 Hz), 4.83(2H, ),
6.90-7.01(2H, m),
7.28-7.35(5H, m).
7.42-7.65(7TH, m),
7.69(1H, dd, J=1.5,

7.2 Hz), 8.41(1H, d,
J=8.3 Hz), 8.85(1H, br-s)
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Example 5
2-[2+(2-{2-methyl-3-[(4'-trifluoromethylbiphenyl-2-
carbonyl)aminoJphenyl}acetoxy)ethyl]-2-phenylma-

lonic acid diethyl ester

[1867] a) 2'-Diazo-3-nitro-2-methylacetophenone

OH @ —m  ——

ON
o
/QFCHN;
ON
0
[1868] 2-Methyl-3-nitrobenzoic acid (500 mg) was sub-

jected to reactions similar to those in Example 3 b) and 3 c)
to give the title compound (377 mg).

[1869] b) 2-Methyl-3-nitrophenylacetic acid ethyl ester

CHN2 —_—
0N
2 o)
O)N OE!
[1870] The 2'-diazo-3-nitro-2-methylacetophenone (377

mg) obtained in Example 5 a) was subjected to reactions
similar to those in Example 3 d) to give the title compound
(363 mg).

[1871] c¢) 2-Methyl-3-nitrophenylacetic acid
o
O:N OF! T
o
ogxmon
[1872] The 2-methyl-3-nitrophenylacetic acid ethyl ester

(352 mg) obtained in Example 5 b) was subjected to
reactions similar to those in Example 1 ) to give the title
compound (307 mg).

[1873] d)
diethyl ester

2-(2-Benzyloxyethyl)-2-phenylmalonic  acid

OBn
Br/\/

\

\/0 0\/
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-continued

BnO OFE1

8]

[1874] Sodium hydride (406 mg) was dissolved in dim-
ethylformamide (20 mL) and the solution was cooled 1o 0°
C. To this solution was added phenylmalonic acid diethyl
ester (2.0 g), and the mixture was stirred at room tempera-
ture for 30 minutes. Bromoethyl benzyl ether (2.0 g) was
further added thereto, stirred at 60° C. for 4 hours, and water
was added thereto. The reaction mixture was concentrated,
diluted with ethyl acetate, washed with water, dried over
sodium sulfate and purified by column chromatography on
silica gel with ethyl acetate:hexane=1:9 to give the title
compound (1.2 g).

[1875] «¢)
diethyl ester

2-(2-Hydroxyethyl)-2-phenylmalonic  acid

BnO OEt HOY OEt

[1876] The 2-(2-benzyloxyethyl)-2-phenylmalonic acid
dicthyl ester (1.2 g, not purified) obtained in Example 5 d)
was subjected to reactions similar to those in Example 1-2
c) to give the title compound (726 mg).

[1877] ©) 2-{2-[2-(2-Methyl-3-nitrophenyl)acetoxy]
ethyl}-2-phenylmalonic acid diethyl ester

O

HO OFt
0
OFt
0 -
O:N OH
& [
0N (@) OFt
OEt
0
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[1878] The 2-methyl-3-nitrophenylacetic acid (307 mg)
obtained in Example 5 ¢), 4-dimethylaminopyridine (217
mg) and the 2-(2-hydroxyethyl)-2-phenylmalonic acid
diethyl ester (250 mg) obtained in Example 5 ¢) were
subjected to reactions similar to those in Example 1-3 ¢) to
give the title compound (366 mg).

[1879] @) 2{2-(2-{2-methyl-3-[(4'-trifluoromethylbiphe-
nyl-2-carbonyl)amino]phenyl }acetoxy)ethyl]-2-phenylma-
lonic acid diethyl ester

0N () OFt
OEL

Apr. 7, 2005
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-continued
CF3
l 0 o 2
N O OFt
H
OFt
o

[1880] The 2-{2-[2-(2-methyl-3-nitrophenyl)acetoxy]
ethyl}-2-phenylmalonic acid diethyl ester (345 mg) obtained
in Example 5 [) was subjected to reactions similar to those
in Example 1-3 d) and 1-3 ¢) to give the title compound (318
mg) (See Table 48).

Examples 5-2 to 5-18

[1881] Compoundsof Examples 5-2 to 5-18 were obtained
in a similar manner to Example 5. The compounds thus
obtained were shown in Tables 48 to 51.

TABLE 48

Example Structure

NMR (b, 300 MHz, CDCly)

5 F F
F
4.07(2H, t, J=7.0 Hz),
4.21(4H, q, 1=7.0 Hz),
o 6.84(1H, br.s), 6.96(1H, d,
0 o 1=7.7 Hz), 7.13-7.71(15H,
m), 7.80(1H, d, J=7.0 Hz)
N o 0_.—‘\
H CH;
~ O
CH; 9] L
CHjy

59

F. F
E
I O\i i
N O
H
6]

1.23(6H, t, J=7.0 Hz),
1.70(3H, s), 2.61(2H, t,
J=7.0 Hz), 3.50(2H, s),

1.17(6H, 1, J=7.1 Hz),
3.50(2H, s), 4.14(4H, g,
J=7.1 Hz), 4.83(2H, s),
6.83(1H, s), 6.91(1H, d,
1=7.5 Hz), 6.99(1H, br.s),
7.16-7.81(15H, m)

rCH;
CH;

L
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TABLE 48-continued

Example Structure

NMR (5, 300 MHz, CDCly)

53

m

m.p. 88-91

CH,

F
o
0 0
o ]
\\c113

CH

1.23(6H, t, J=7.2 Hz),
2.62(2H, t, 1=7.2 Hz),
3.41(2H, ), 4.13(2H, 1,
J=7.2 Hz), 4.20(4H, g,
J=7.2 Hz), 7.05-7.79(18H,
m)

1.10(6H, t, J=7.2 Hz),
2.53-2.61(2H, m), 3.28
(4H, dgq, 1=5.3, 7.2 Hz),
3.54(2H, s), 4.074.17(2H,
m), 6.95-7.10(3H, m),
7.14-7.36(7TH, m), 7.40-
7.46(1H, m), 7.46-7.62
(6H, m), 7.64-7.71(2H. m).
7.77(1H, dd, 1=I=1.5, 7.5
Hz)

0.85(6H, t, =72 Hz),
1.49(4H, 1q. J=7.2, 7.2 Hz).
2.54-2.63(2H, m),
3.16-3.25(4H, m), 3.53
(2H, s), 4.08—4.17(2H, m),
6.96-7.01(1H, m),
7.03-7.10(2H, m),
7.15-7.36(7TH, m),
7.40-7.46(1H, m),
7.47-7.62(6H, m),

g 7.65=7.71(2H, m), 7.77

" (1H, dd, J=1.5, 7.5 Hz)

[1882]

TABLE 49

Example Structure

NMR (&, 300 MHz, CDCly)

1.24(6H, t, I=7.4 Hz),
1.68(3H, s), 2.65(2H, t,
1=7.3 Hz), 3.50(2H, s),
4.09(2H, t, J=7.3 Hz),
4.22(4H, q, I=7.4 Hz),
6.81(1H, br.s),
6.92-7.83(16H, m)

142 of 216

Apr. 7, 2005

PENN EX. 2240
CFAD V. UPENN
IPR2015-01835



US 2005/0075367 Al
142

TABLE 49-continued

Example Structure NMR (&, 300 MHz, CDCly)

1.23(6H, t, J=7.4 Hz),
2.20(3H, s), 2.63(2H, t,
1=7.0 Hz), 3.47(2H, s),
4.08(2H, t, I=7.0 Hz),
4.21(4H, q, I=7.4 Hz),
CH,4 o 6.94(1H. s},
o) 7.07-7.81(1H, m)

1.11(6H, d, J=6.4 Hz),
1.13(6H, d, J=6.8 Hz),
2.49-2.58(2H, m), 3.53
(2H, 5), 3.98-4.15(4H, m),
6.96-7.01(1H, m),
7.03-7.16(3H, m),
7.17-7.37(8H, m),
7.40-7.61(SH, m),

CH; 7.64-7.71(2H, m), 7.77

(&) N (1H, dd, J=1.5, 7.6 Hz)

o ng H

9 0

CH3

H;C CH,

59 R F 1.11(6H, t, J=7.0 Hz),
1.72(3H, s), 2.52(2H, t,
F 1=7.9 Hz), 3.29(4H, dq,
J=7.0, 7.0 Hz), 3.57(2H, s),
4.08(2H, t, =79 Hz),
6.85(1H, br.s),
6.99-7.81(18H, m)

CHj
CH,4

510 B _F 0.98(6H, 1, J=7.1 Hz),
1.53(2H, m), 1.79(3H, s),
B 1.95(2H, m), 3.09(4H, dg,

J=7.1, 7.1 Hz), 3.64(2H, s),

4.06(2H, 1, 1=5.7 Hz),
7.03-7.62(18H, m),
0 0 ¢ 8.02(1H, brs)

¢ k(.‘H_,
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[1883]

TABLE 50

Example Structure

NMR (5, 300 MHz, CDCly)

11 R F
F

m.p. 78-81

F. F
F
| m
N [8)
H
™

CH;

CHa

(0]

N
HH CHjy
N

CHa

0.86(6H, t, J=7.1 Hz),
1.50(4H, tg, J=7.1, 7.1 Hz),
2.53(2H, 1, J=7.9 Hz),
3.21(4H, m), 3.57(2H, s),
4.08(2H, t, J=Tu.9 Hz),
6.85(1H, br.s), 7.00(1H, d,
J=7.5 Hz), 7.14-7.80(17H,
m)

1.11(6H, t, J=7.2 Hz),
2.53(2H, t, I=7.9 Hz),
3.22(3H, d), 3.29(4H, dg,
1=7.2, 7.2 Hz), 3.55(2H, s),
4.09(2H, t, J=7.9 Hz),
6.95(1H, dd, J=7.5, 1.5
Hz), 7.04-7.64(16H, m),
7.74(1H, dd, J=7.5, 1.5
Hz), 8.34(1H, dd, J=8.3,
1.1 Hz)

3(6H, 1, J=7.1 Hz),
2M, 1, J=7.2 Hz),

2(3H, 5), 3.49(2H, 5),
el &

4.'31(4H, g, J=7.1 Hz),
6.93(1H, dd, J=7.6, 1.5
Hz), 7.28-7.75(14H, m),
7.73(1H, dd, J=7.6, 1.5
Hz), 8.33(1H, dd, J=8.3,
1.5 Hz)

111(6H, t, J=7.4 Hz),
1.15(3H, t, J=7.2 Hz),
2.52(2H, t, J=7.5 Hz),
3.29(6H, m), 3.54(2H, s),
4.0002H, t, I=7.5 Hz),
6.95(1H, dd, J=7.9, 1.1
Hz), 7.10(1H, dd, J=7.9,
7.9 Hz), 7.24-7.73(16H,
m), 8.36(1H, d, J=8.3 Hz)

15(3H, t, I=7.2 Hz),
.23(6H, t, ]=7.2 Hz),
.61(2H, t, J=7.2 Hz),
.20(2H, q, J=7.2 Hz),
4)(3[] s), 407(2H, t,
7.2 Hz), 4.21(4H, q,
_T .2 Hz), 6.94(1H, dd,
.5, 1.5 Hz), 7.08(1H,
dd, J=7.9, 7.9 Hz), 7.30-

3 7.73(14H, m), 8.34(1H, dd,

1=79, 1.5 Hz)
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[1884]

TABLE 51

Example Structure

NMR (d. 300 MHz, CDCly)

. o L
) o CH,
O _CH; 4 (L
\‘/ CH3

CH,

-
T

CH;

CH,

1.05(6H, d, 1=6.4 Hz),
1.23(6H, t, J=7.2 Hz),
2.62(2H, t, 1=7.2 Hz),
3.51(2H, s), 3.85(1H, sep,
J=6.4 Hz), 4.10(2H, 1,
1=7.2 Hz), 4.20(4H, q,
1=7.2 Hz), 6.95(1H, dd,
1=7.9, 1.5 Hz), 7.07(1H, dd,
1=7.9, 7.9 Hz),
7.30-7.61(12H, m),
7.68(1H, dd, J=7.9, 1.5 Hz),
7.75(1H, brs), 8.28(1H,

dd, 1=7.9, 1.5 Hz)

(6H, 1, 1=7.1 Hz),

(2H, t, 1=7.1 Hz),
3.71(3H, ), 3.75(2H, s),
4.07(2H, t, J=7.1 Hz),
4.22(4H, q, J=7.1 Hz),
6.94(1H, d, J=7.6 Hz),
7.20-7.62(13H, m),
7.72(1H, dd, J=1.4, 7.6 Hz),
8.47(1H, d, J=8.3 Hz),
10.25(1H, brs)

1.13(3H, t, J=7.2 Hz),
1.23(6H, t, J=7.1 Hz),
2.30(3H. s), 2.61(2H, 1,
J=7.1 Hz), 3.25(2H, q,
J=7.2 Hz), 3.44(2H, 5),
4.07(2H, 1, I=7.1 Hz),
4.21(4H, g, J=7.1 Hz),
6.75(1H, s),
7.30-7.69(14H, m),
8.19(1H, brs)
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Example 6

4-[(4'-Trifluoromethylbiphenyl-2-carbonyl)amino |
benzoic acid 2-[9-(2,2,2-trifluoroethylcarbamoyl)-
9H-fluoren-9-yl]ethyl ester

[1885] a) 4-[(4'-Trifluoromethylbiphenyl-2-carbony-
D)amino]benzoic acid ethyl ester

COOE

HN
CF,

COOEL
¢}

[1886] 4-Aminobenzoic acid ethyl ester (0.568 g) and
triethylamine (0.570 g) were dissolved in methylene chlo-
ride (20 mL), and to this solution was dropwise added a
solution of 4-trifluoromethylbiphenyl-2-carboxylic acid
chloride, which is prepared from 4'-trifluoromethylbiphe-
nyl-2-carboxylic acid (1.00 g) in a similar manner to
Example 1 d), in methylene chloride under ice-cooling. The
solution was stirred at room temperature for 2 hours, fol-
lowed by addition of methylene chloride (100 mL). The
reaction mixture was washed with 2N hydrochloric acid and
saturated brine, dried over sodium sulfate and concentrated
to give the title compound (1.43 g).

[1887] b) 4-{(4'-Trifluoromethylbiphenyl-2-carbony-
l)amino]benzoic acid

CFa
‘ COOEL
‘ N
H
CFs
‘ COOH
N
B

Apr. 7, 2005

[1888] The 4-[(4'-trifluoromethylbiphenyl-2-carbony-
Damino]benzoic acid ethyl ester (0.700 g) obtained in
Example 6 a) was subjected to reactions similar to Example
1 1) to give the title compound (0.680 g) as a white solid.
[1889] <) 9-[2-(Tert-butyldimethylsilanyloxy)ethyl]-9H-
fluoren-9-carboxylic acid (2,2,2-trifluoroethyl)amide

. 0 NH
s

CF;

CFs

[1890] 9H-Fluorene-9-carboxylic acid (2,2,2-trifluoroet-
hyl) amide (3.00 g) was dissolved in tetrahydrofuran (100
mL), and to this solution was added dropwise a 1.5M
solution (13.7 mL) of lithium diisopropylamide under ice-
cooling. The mixture was stirred for one hour under ice-
cooling, and to this was added a solution of tert-butyldim-
ethylsilanyloxyethyl bromide (2.46 g) in tetrahydrofuran (5
mL). The temperature was gradually raised from under
ice-cooling to room temperature, and the mixture was stirred
overnight. Saturated aqueous ammonium chloride was
added to the reaction mixture under ice-cooling and then
extracted with ethyl acetate (50 mLx2). The extract was
washed with saturated brine, dried over sodium sulfate and
purified by column chromatography on silica gel with ethyl
acelate:hexane=1:2.5 to give the title compound (6.00 g).
[1891] d) 9-(2-Hydroxyethyl)-9H-fuoren-9-carboxylic
acid (2,2,2-trifluoroethyl)amide

TBSO O‘
£ NH -
N

CF;

HO.

NH

CF3

[1892] The  9-[2-(Tert-butyldimethylsilanyloxy)ethyl]-
9H-fluoren-9-carboxylic acid (2,2,2-trifluoroethylyamide
(6.00 g) obtained in Example 6 ¢) was dissolved in tetrahy-
drofuran (13 mlL)—acetic acid (39 mL)—water (13 mL).
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The solution was stirred at room temperature for 20 hours

and concentrated in vacuo. The residue was purified by -continued
column chromatography on silica gel with ethyl acetate:hex- s

ane=1:1 to give the title compound (3.80 g).

0
[1893] ) 4-[(4'-Trifluoromethylbiphenyl-2-carbony- ‘ D

Damino]benzoic acid  2-[9+(2,2,2-trifluoromethylcarbam-

oyl)-9H-fuoren-9-ylJethyl ester ‘Q

CF; i O
NH
I\cp3
COOH

[1894] The 4-[(4'-trifluoromethylbiphenyl-2-carbony-
D)amino]benzoic acid (0.345 g) obtained in Example 6 b) and
the 9-(2-hydroxyethyl)-9H-fluoren-9-carboxylic acid (2,2,2-
trifluoroethyl)amide (0.300 g) obtained in Example 6 d)
were subjected to reactions similar to those in Example 1g)

Tz

to give the title compound (0.390 g) as a colorless solid (sce
Table 52).

—_—
Examples 6-2 to 6-22
[1895] Compounds of Examples 6-2 to 6-22 were obtained
in a similar manner to Examples 6, 1-2 b), 1-2 ¢) and 1-2 d).
CF; The compounds thus obtained were shown in Tables 52 to
56.
TABLE 52
Example Structure NMR (6, 300 MHz, CDCly)
6 2.98(2H, t, J=6.8 Hz),
3.63-3.71H, m), 3.81(2H,
1, 1=6.8 Hz), 5.27(1H, br),
7.00(1H, brs), 7.12(2H, m),
7.30-7.84(18H, m).
I ()
O Q
o NH
E
G
g
6-2 2.45-2.58(2H, m),

4.10-4.18(1H, m), 4.21(2H,

1, 1=7.5 Hz), 7.02(1H, brs),
7.14-7.88(20H, m).
0
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TABLE 52-continued

Example Structure

NMR (&, 300 MHz, CDCly)

6-3

NH

6-4

2.01(2H, t, J=6.6 Hz),
3.60-3.74(2H, m), 3.86(2H,
t, J=6.6 Hz), 5.27(18H, m),
7.20-7.61(18H, m), 7.75(2H,
d, J=6.6 Hz), 7.97(1H, brs),
8.52(1H, d, J=8.4 Hz).

3.56(2H, 1, 1=5.2 Hz),
4.06(2H, 1, J=5.2 Hz),
5.52(1H, br), 7.08(1H, brs),
7.15-7.98(12H, m).

3.42-3.54(2H, m), 3.55(2H,
$), 4.26(2H, 1, J=6.6 Hz),
5.52(1H, br), 7.06(1H, brs),
7.18-7.88(21H, m).

[1896]

TABLE 53

Example Structure

NMR (b, 300 MHz, CDCl;)

NH
F
F
F
148 of 216

2.31-2.42(1H, m),
2.80-2.93(1H, m),
3.73-3.89(2H, m),
4.16—4.26(1H, m),

4,324 43(2H, m), 5.62(1H,
br), 7.09((1H, brs),
7.26-8.01(19H, m).
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TABLE 53-continued
Example Structure NMR (b, 300 MHz, CDCl;)
6-7 2.15-2.29(2H, m), 3.34(2H,
t, 1=7.9 Hz), 4.01-4.18(2H,
m), 4.40(2H, t, J=6.2 Hz),
6.15(1H, br), 7.08(1H, brs),
7.18-7.98(17H, m), 7.92(1H,
d, 1=8.4 Hz).
6-8 B 2.88(2H, 1, 1=8.3 Hz),
E. F 3.83-3.93(2H, m), 4.23(2H,
e P t, JU=8.3 Hz), 5.90(1H, 1,
J=6.4 Hz), 7.01(1H, brs),
7.16-7.86(22H, m).
‘ A 0
.
o o)
o q
i
| = v
=
F
I:
6-9 F 2.12-2.29(1H, m),
F- F 2.56-2.68(1H, m),
~ 3.70-3.80(3H., m),
4.09-4.29(2H, m), 5.41(1H,
br), 7.05(1H, brs),
AN o 7.12-7.78(20H, m), 7.86(1H,
‘ d, J=7.5 Hz).
P
o (o)
o X
| * ’
N
F
l.'
6-10 v 2.16-2.30(2H, m),

2.62-2.72(2H, m), 3.61(1H,
t, J=7.5 Hz), 3.71-3.99(4H,
m), 4.12-4.37(4H, m),
5.67(1H, br), 7.05(12H, brs),
F o 715-7.91(17H, m),

ZZ
mooT
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[1897]

TABLE 54

Example Structure NMR (b, 300 MHz, CDCl;)

6-11 3.49(2H, t, J=6.9 Hz),
4.00-4.29(2H, m), 4.56(2H,
t, J=6.9 Hz), 6.34(1H, br).
7.08(1H, brs),

7.12-8.00(18H, m).

2.39-2.50(1H, m),
2.93-3,05(1H, m),
3.78-4.06(2H, m),
4.20-4.41(2H, m), 4.77(1H,
d, J=6.4 Hz, 1=9.6 Hz),
5.42(1H, 1H, t, J=6.4 Hz),
7.07(1H, brs),
7.19-7.88(15H, m).

6-12

2.19-2.30(1H, m),
2.62-2.73(1H, m),
3.79-3.82(2H, m),
4.20-4 40(3H, m), 5.80(1H,
t, J=6.4 Hz), 7.06(1H, brs),
7.16-7.92(16H, m).

6-13

Iz
T

2(6H, 1, 1=7.1 Hz),
772, 1, J=6.9 Hz),
21(4H

L,
L,
21(4H, g, J=7.12 Hz),
4.30(2H, t, I=6.9 Hz),
7.06(1H, brs),
[s) 7.19-7.88(17H, m)
O—\

CH;
CH;

6-14 I
I=

R
3~ b3
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TABLE 54-continued

Example Structure

NMR (&, 300 MHz, CDCly)

6-14

6-15

J=7.1 Hz),

, 1, 1=6.9 Hz),
H, q, J=7.1 Hz),
H, t, J=6.9 Hz),

2 L
s b

1.23(6H, 1, J=7.1 Hz),
1.64(3H, s), 2.77(2H, t,
1=6.9 Hz), 4.21(4H, q,
1=7.1 Hz), 4.29(2H, t,
1=6.9 Hz), 6.93(1H, brs),
7.20-8.24(16H, m)

[1898]

TABLE 55

Example Structure

NMR (8, 300 MHz, CDCly)

6-16

151 of 216

jur]
0 8 5T T

1.22(6H, t, J=7.1 Hz),
2.77(2H, 1, J=6.9 Hz),
4.20(4H, q, I=7.1 Hz),
4.31(2H, t, I=6.9 Hz),
6.93(2H, d, J=8.8 Hz),

7.26-8.13(13H, m), 7.92(2H,

d. J=8.8 Hz)
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TABLE 55-continued

Example Structure NMR (&, 300 MHz, CDCl5)

8]

6-18 1.22(6H, t, J=7.1 Hz),
2.76(2H, 1, J=6.9 Hz),
& 420(4H, g, J-7.1 Hz),
o 430QH, 1, J=6.9 Hz),m
0 6.85(H, d, 1-8.8 Hz),
0 N\ gy, 7:21-7.81(13H, m), 7.88(2H,
0] (] -3 2 ] 17+
d, J=8.8 Hz), 8.21(1H, dd,
0 1576, 13)
18] <

CH,4

1.14(6H. t, 1=7.2 Hz),

619 F F

2.63-2.71(2H, m), 3.31(4H,

¥ dq, 1=5.6, 7.2 Hz),

4.29-4.38(2H, m),

o) 0 7.15-7.20(1H, m),

7.23-7.38(7H, m),

7.41-7.47(1H, m),

o o Xy 7.49-7.63(4H, m),
& s B\ 764TI5@H, m), 7.81(1H,

i k CHy dd, J=1.5, 7.5 Hz),

H

7.86-7.93(2H, m)
CH,

1.14(6H, t, J=7.1 Hz),

6-20 E
2.65-2.74(2H, m), 3.31(4H,
F dg, 1=5.7, 7.1 Hz),

4.33-4.43(2H, m), 7.08(1H,
[} 0 d, J=8.3 Hz), 7.27-7.44(6H,

m), 7.47-7.61(5H, m),
7.63-7.72(3H. m), 7.90(1H,
2 o v dd, J=1.9, 8.6 Hz), 8.07(1H,

o NI H \ d, J=1.9 Hz), 8.23(1H, dd,
» CH; J=1.5, 7.9 Hz)
’ .
cl

CHj

prA

[1899]

TABLE 56

Example Structure NMR (b, 300 MHz, CDCl,)

1.14(6H, 1, J=7.2 Hz),

6-21 F F

2.64-2.73(2H, m),

F 3.32(4H, dq, J=5.6,
7.2 Hz), 4.31-4.41(2H,
O O m), 6.91-6.98(2H, m),

7.26-7.36(5H, m),

7.41(1H, dd, J=1.1,
Q o N 7.5 Hz), 7.47-7.59(3H,
o N\ m), 7.60-7.71(5H, m),

& J CHy 7.94-8.01(2H, m),

k &11(1H, dd, J=1.1,

CH, 7.5 Hz)

152 of 216

vy

Apr. 7, 2005

PENN EX. 2240
CFAD V. UPENN
IPR2015-01835



US 2005/0075367 Al

Apr. 7, 2005

152

TABLE 56-continued

Example Structure

NMR (5, 300 MHz, CDCly)

622 R

o o

.

Cl CHj

cl
0 0 3
O NH H \
() L

1.13(6H, t, J=7.2 Hz),
2.66-2.75(2H, m),
3.32(4H, dq, 1=5.3,
7.2 Hz), 4.36—4.45(2H,
m), 7.27-7.46(SH, m),
7.48-7.54(2H, m),
7.55-7.73(4H, m),
7.99(2H, s), 8.32(1H,
dd, 1=1.1, 79 HZ)
CHs

Example 7

Trans-4-[(4'-trifluoromethylbiphenyl-2-carbony-
l)amino Jeyclohexanecarboxylic acid 2-[9+(2,2,2-
trifluoroethylcarbamoyl)-9H-fluoren-9-yl Jethyl ester

[1900] a) 4{(4'-Trifluoromethylbiphenyl-2-carbonyl)ami-
no)cyclo-hexanecarboxylic acid

CFy

. COOH
I ) /O/
HN
|

CF,
‘ COOH
I /O/
. N

[1901] 4-Amino-cyclohexanecarboxylic acid (0.538 g)
was dissolved in 4N sodium hydroxide (0.933 mL), and to
this solution were dropwise added simultaneously a solution
of the acid chloride which is obtained from 4'-trifluorom-
cthylbiphenyl-2-carboxylic acid (1.0 g) in a similar manner
to Example 1 d) in tetrahydrofuran (5 mL) and 4N aqueous
sodium hydroxide (0.933 mL) under ice-cooling. The mix-
ture was stirred at room temperature for one hour, acidified
with 2N hydrochloric acid and extracted with ethylacetate.
The extract was washed with saturated brine and dried over
sodium sulfate to give the title compound (1.20 g) as a
colorless powdery solid.

[1902] b) Trans-4-[(4-trifluoromethylbiphenyl-2-carbo-
nyl)amino)cyclohexanecarboxylic acid 2-[9-(2,2,2-trifluo-
roethylcarbamoyl)-9H-fluoren-9-ylJethyl ester

CFy
‘ COOH
I /O/
N

SN
L -
o

CFy
CF3

L

CF3

[1903] The 4-[(4'-trifluoromethylbiphenyl-2-carbony-
D)amino]eyclohexanecarboxylic acid (0.570 g) obtained in
Example 7 a) and 9-(2-hydroxyethyl)-9H-fluoren-9-car-
boxylic acid (2,2,2-trifluoroethyl)amide (0.500 g) obtained
in Example 6 d) were treated in a similar manner to Example
1g) to give the title compound (0.534 g) as a colorless solid
(see Table 57).
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Examples 7-2 to 7-5

[1904] Compounds of Examples of 7-2 to 7-5 were
obtained in a similar manner to Example 7. The compounds
thus obtained were shown in Table 57.

TABLE 57

Example Structure NMR (&, 300 MHz, CDCl,)

1.08-1.20(4H, m),
1.28-1.42(4H, m),
1.87-1.94(1H, m), 2.80(2H,
t, J=7.1 Hz), 3.52(2H, 1,
1=7.1 Hz), 3.65(1H, m),

(0] 3.89(1H, br), 5.18(1H, d,
J=8.3 Hz), 5.25(1H, 1,
o J=6.4 Hz), 7.29-7.79(16H,

O m).

m.p. 156.3-158.0

0.60-0.71(2H, m),
1.05-1.27(2H, m),

1.53-1.86(4H, m), 2.82(2H,
t, 1=6.9 Hz), 3.56-3.73(2H,
m), 4.96(1H, d, J=8.3 Hz),
5.27(1H, t, I=7.7 Hz),
7.30-7.80(16H, m).

—1.73(SH, m),
)-2.13(1H, m),
2.37(1H, m),
wﬂ(m m). 2.52(1H,
=7.0 Hz), 3.66—4.11(4H,
5.30(1H, d, J=11.3 Hz),
5.72(1H, t, J=8.2 Hz),
7.20-7.33(13H, m).

=
._.,__.

S
l—o-F-Id

é

=~

i

e
m
m

(.I-h t, J=7.2 Hz), 1.36-1.53(6H,
m), 2.27-2.38(1H, m),

m

q, J=7.2 Hz), 4.80(2H, s),

5.21(1H, br-s, J=7.9 Hz),
7.22-7.39(6H, m),
O 7.42-7.57(4H, m),
7.60-7.70(3H, m)
J
N C[Ia

154 of 216

/O)k
fope
o™X

1.09-1.20(2H, m), 1.24(6H,

3.82-3.95(1H, m), 4.22(4H,
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TABLE 57-continued
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Example Structure

NMR (&, 300 MHz, CDCly)

0

(8]

NG

1.12-2.27(9H, m), 1.24(6H.,
1, J=7.2 Hz), 2.60(2H, 1,
1=7.2 Hz),

3.59-3.78 and 3.90-4.15(1H,
m), 4.02(2H, t, J=7.2 Hz),
4.22(4H, q, J=7.2 Hz),

4.98 and 5.30(1H, each d,
CH3 18 4 Hz), 7.18-7.22(13H,
m)

cis, trans mixture

CH,

Example 8
2-Phenyl-2-(2-{4-[(4'-trifluoromethylbiphenyl-2-

carbonyl)amino Jpiperidin-1-
yl}acetoxymethyl)malonic acid diethyl ester

[1905] a) 1-Benzyl-4-(4'-trifluoromethylbiphenyl-2-car-
bonylamino)piperidine

CF;

"
. HN
‘ oH

CF,

[1906] 4'-Trifluoromethyl-biphenyl-carboxylic acid (5.0
g) was dissolved in dimethylformamide (50 mL), and to this
solution were added at room temperature 4-amino-1-ben-
zylpiperidine (3.55 g), 1-hydroxybenzotriazole hydrate (3.0
g) and 1l-ethyl-3-(3'-dimethylaminopropyl)carbodiimide
hydrochloride (3.58 g). The mixture was stirred al room
temperature overnight, and the reaction solution was con-
centrated in vacuo to precipitate crystals. The crystals were
washed successively with saturated aqueous sodium bicar-
bonate and water, and dried in vacuo to give the title
compound (7.42 g).

[1907] b) 4-(4'-Trifluoromethylbiphenyl-2-carbonylami-
no)piperidine

O
p”\@
¥

[1908] To a solution of the 1-benzyl-4-(4'-trifluorometh-
ylbiphenyl-2-carbonylamino)piperidine (1.47 g) obtained in
Example 8 a) in tetrahydrofuran-methanol (1:1; 50 mL) was
added palladium hydroxide (300 mg) in a stream of argon
under ice-cooling. The mixture was stirred for one day at
normal pressure under hydrogen atmosphere, and further
stirred for one day at normal pressure under hydrogen
atmosphere after further addition of palladium hydroxide
(300 mg). The reaction mixture was filtered through a Celite
pad and washed with methanol. The filtrate and the washings
were combined, concentrated in vacuo and purified by
column chromatography on silica gel with chloroform-
:methanol:aqueous ammonia=100:10:1 to give the title com-
pound (1.03 g).
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[1909] c¢) [4-(4'-Trifluoromethylbiphenyl-2-carbonyl-ami-

no)piperidin-1-ylJacetic acid ethyl ester -continued
CF;

COsH
CFs )
(o] N
‘ Br/\C'OgEl
0 NH #——

N
‘ - [1912] To a solution of [4-(4"-trifluoromethylbiphenyl-2-

carbonylamino)piperidin-1-ylJacetic acid ethyl ester (595
mg) obtained in Example 8 ¢) in tetrahydrofuran-methanol
(1:2; 10.2 mL) was added 1M aqueous lithium hydroxide
(6.8 mL), and the mixture was stirred al room temperature
for 6 hours. The reaction solution was concentrated in vacuo
and 2N hydrochloric acid was added to the residue to adjust

Tz

CFy the pH to about 3, thereby crystals were precipitated. The
crystals were collected by filtration, washed with cold water

COsEL and dried in vacuo to give the title compound (411 mg).
[1913] ¢) 2-Phenyl-2-(2-{4-[(4'-trifluoromethylbiphenyl-

o N 2-carbonyl)aminoJpiperidin-1-yl}acetoxymethyl)malonic

acid diethyl ester

[1910] To a solution of 4-(4'-trifluoromethylbiphenyl-2-
carbonylamino)piperidine (1.03 g) obtained in Example 8 b) CFs K BN

in dimethylformamide (5 mL) were added potassium car- l S o o

bonate (276 mg) and bromoacetic acid ethyl ester (223 p).

The mixture was stirred overnight at ambient temperature of 0 N
90° C., and then concentrated in vacuo. The residue was

distributed with water and chloroform, and the aqueous 0 }\1‘

layer was further extracted with chloroform. The organic

layers were combined, washed with saturated brine, dried

over sodium sulfate, concentrated in vacuo and purified by

column chromatography on silica gel with chloroform-

:methanol=30:1 to give the title compound (598 mg).

[1911] d) [4-(4'-Trifluoromethylbiphenyl-2-carbonyl-ami- ‘ 7

no)piperidin-1-ylJacetic acid

CF3
H
‘ jozﬂ

[1914] The  [4-(4-trifluoromethylbiphenyl-2-carbonyl-
amino)piperidin-1-ylJacetic acid obtained in Example 8 d)

‘ B and the 2-hydroxymethyl-2-phenylmalonic acid diethyl
ester obtained in Example 1-2 a) were subjected to reactions
similar to those in Example 1g) to give the title compound
(90 mg) (see Table 58).
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Example Structure

NMR (5, 300 MHz, CDCly)

8 F F

F

¢ fﬁrg
o :

CH,

—/

1.07-1.19(2H, m), 1.25(6H,
1, J=7.0 Hz), 1.54-1.68(2H,
m), 2.10-2.22(2H, m),
2.52-2.62(2H, m), 3.08(2H,
s), 3.70-3.85(1H, m),
4.24(4H, q, I=7.0 Hz),
4.85(2H, s), 5.07-5.16(1H,
m), 7.28-7.39(6H, m),
7.42-7.57(4H, m),
7.61-7.71(3H, m)

CH

-

Example 9

2-Phenyl-2-(2-{4-[(4'-trifluoromethylbiphenyl-2-
carbonyl)aminoJindol-1-yl}acetoxymethyl)malonic
acid diethyl ester

[1915] a) (4-Nitroindol-1-yl)acetic acid ethyl ester

BrCHACO5EL
——

ON NH

OFE!L
0N N/\r
———

0

[1916] Sodium hydride (60%/mineral oil: 81 mg) was
dissolved in dimethylformamide (5 mL), and the solution
was cooled to 0° C. After addition of 4-nitroindole (300 mg),
the mixture was stirred for one hour, and bromoacetic acid
ethyl ester (340 mg) was added thereto, followed by stirring
at 0° C. for 4 hours. Water was added thereto and the mixture
was concentrated, diluted with ethyl acetate, washed with
waler, dried over sodium sulfate, then concentrated 1o give
the title compound (367 mg)

[1917] b) (4-Nitroindol-1-yljacetic acid

OFEt —
N/\[r
0

+ OH
O,N \/\H/
—
0

[1918] The (4-nitroindol-1-yl)acetic acid ethyl ester
obtained in Example 9 a) was subjected 1o reactions similar
1o those in Example 1 f) to give the title compound (243 mg).
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[1919] ¢) 2-{2-(3-Nitroindol-1-yl)acetoxymethyl]-2-phe-
nylmalonic acid diethyl ester

O
HO'
OEt
OEt
oH .
O,N i
== 0
[0}
0N N/\n/ o OFt
(- OEL
O o
[1920] The (4-nitroindol-1-yl)acetic acid (229 mg)

obtained in Example 9 b), 4-dimethylaminopyridine (143
mg) and the 2-hydroxymethyl-2-phenylmalonic acid diethyl
ester (240 mg) obtained in Example 1-2 a) were subjected to
reactions similar to those in Example 1-3 ¢) to give the title
compound (301 mg).

[1921] d)  2-{2-(4-Aminoindol-1-yl)acetoxymethyl]-2-
phenylmalonic acid diethyl ester

0
—_—
0 §
OsN N/\’r OF!
. OF
0 o
/Ii } o
HLN N/\"/
o

OFL

OFEL
o

PENN EX. 2240
CFAD V. UPENN
IPR2015-01835



US 2005/0075367 Al

[1922] The  2-[2-«(3-Nitroindol-1-yl)acetoxymethyl]-2-
phenylmalonic acid diethyl ester (100 mg) obtained in
Example 9 ¢) was dissolved in tetrahydrofuran (2 mL),
ethanol (4 mL) and water (1 mL), and to the solution were
added ammonium chloride (57 mg) and reduced iron (60
mg). The mixture was stirred at 100° C. for 2 hours, cooled,
and filtered through a Celite pad. The filtrate was concen-
trated and diluted with ethyl acetate. The extract was washed
successively with saturated aqueous sodium bicarbonate,
water and saturated brine, dried over sodium sulfate, and
concentrated to give the title compound (93 mg).

[1923] €) 2-Phenyl-2-(2-{4-[(4-trifluoromethylbiphenyl-
2-carbonyl)amino]indol-1-yl}acetoxymethyl)malonic  acid
diethyl ester

CF;s

(
HoN _\,/\“/ : OF!
S OFt

O

(o]
CF;
l 0 2
Q.
N . OFEt
N ‘o /ﬁ]/
i OFEt
o] O

[1924] The 2-2-(4-aminoindol-1-yl)acetoxymethyl]-2-
phenylmalonic acid diethyl ester obtained in Example 9 d)
was treated in a similar manner to Example 1 ¢) to give the
title compound (119 mg)(see Table 59).

Example 9-2

2-(2-{2-methyl-4-[(4'-trifluoromethylbiphenyl-2-
carbonyl)amino ]benzimidazol-1-yl }acetoxymethyl)-
2-phenyl-malonic acid diethyl ester
[1925] a) 2-Methyl-4-nitro-1H-benzimidazole

O O

O3N NH»
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[1926] 3-Nitrobenzene-1,2-diamine (1.0 g) was dissolved
in ethanol (90 mL) and 5N hydrochloric acid (24 mL), and
to this solution was added 2.4-pentanedione (1.3 g). The
mixture was heated for 3 hours under reflux, cooled down to
room temperature and concentrated. To this concentrate was
added ethyl acetate, and the mixture was washed succes-
sively with saturated aqueous sodium bicarbonate and water,
and dried over sodium sulfate to give the title compound (1.1

2).

[1927] b) (2-Methyl-4-nitrobenzimidazol-1-yl)acetic acid
cthyl ester

BrCH,CO5EL
—_—
O:N NH

N"\“{
OFEt
ON N/\"/
\‘-‘-;<

[1928] The 2-methyl-4-nitro-1H-benzimidazole (1.1 g)
obtained in Example 9-2 a) was subjected to reactions
similar to those in Example 9 a) to give the title compound
(1.44 g).

[1929] ¢) 2-(2-{2-Methyl-4-[(4'-triluoromethylbiphenyl-

2-carbonyl)aminoJbenzimidazol-1-yl }acetoxymethyl)-2-
phenyl-malonic acid diethyl ester

o]

Da®

|

OFEL
HaN N/\l‘/
N %

CF,

TZ

OFt
Y
N“\-< 3
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-continued

HO

OFEt
O O
OH
N
Nﬂ 0

s

) o
N N/\l.r Ot
N== OFEt
\< o o

[1930] The  (2-Methyl-4-nitrobenzimidazol-1-yl)acetic
acid ethyl ester (500 mg) obtained in Example 9-2 b) was
subjected to reactions similar to those in Examples 9 d), 1 d),
1 e), 11)and 1 g)to give the title compound (152 mg) (see
Table 59).

Example 9-3

[1931] [2-Oxo0-3-(4-trifluoromethylbiphenyl-2-carbo-
nyl)-2,3-dihydrobenzoxazol-6-yl]acetic acid 2,2-bisethyl-
carbamoyl-2-phenylethyl ester

CFy

o]
0
o] NHEL e
NHEL
o]
N O
H

OH

CF;
O
‘ 0]
o NHEL
NHEt
O le]
N
)f—o
0]

[1932] The {3-Hydroxy-4-[(4"-trifluoromethylbiphenyl-2-
carbonyl)amino Jphenyl}acetic acid 2,2-bisethylcarbamoyl-
2-phenylethyl ester (195 mg) obtained in Example 3-2 was
dissolved in chloroform (5 mL), and to this solution was
added triethylamine (72 mg). The solution was cooled to 0°
C. and triphosgene (35 mg) was added thereto. After stirring

Apr. 7, 2005
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for one hour, the reaction solution was washed with water,
dried over sodium sulfate and purified by column chroma-
tography on silica gel with hexane:ethyl acetate=1:1 to give
the title compound (173 mg)(see Table 59).

Example 9-4

2-(2-{3-Ethoxycarbonyl-4-[(4'-trifluoromethylbiphe-
nyl-2-carbonyl)amino Jphenyl }acetoxymethyl)-2-
phenylmalonic acid diethyl ester

[1933] a) 5-Chloro-2-nitrobenzoic acid chloride

Cl Cl

0N O.N

COOH CocCl

[1934] 5-Chloro-2-nitrobenzoic acid was subjected 1o
reactions similar to those in Example 1 d) to give the title
compound.

[1935] b) 5-Chloro-2-nitrobenzoic acid ethyl ester

Cl Cl

OsN OaN

COocC] COOEL

[1936] To a mixture of ethanol (1.23 mL), tricthylamine
(3.05 mL) and tetrahydrofuran (35 mL) was dropwise added
a solution of 5-chloro-2-nitrobenzoic acid chloride (4.44 g)
obtained in Example 9-4 a) in tetrahydrofuran (10 mL)
under ice-cooling. The mixture was stirred at room tempera-
ture overnight, and water was then added. The solution was
diluted with ethyl acetate, and the organic layer was washed
successively with saturated aqueous sodium bicarbonate and
saturated brine, dried over sodium sulfate and concentrated
1o give the title compound (4.43 g) as a pale brown solid.

[1937] <) 3-Ethoxycarbonyl-4-nitrophenylmalonic acid
dibenzyl ester

Cl
COOBn
+ —
OuN
COOBn
COOE
COOBn
COOBn
O:N

COOEL

[1938] The 5-chloro-2-nitrobenzoic acid ethyl ester (4.40
g) obtained in Example 9-4 b) and malonic acid dibenzyl
ester were subjected to reactions similar to those in Example
1-3 a) to give the title compound (4.61 g).
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[1939] d) 4-Amino-3-cthoxycarbonylphenylacetic acid

COOBn
COOBn
0N
COOFt COOH
HoN
COOEL
[1940] The 3-ethoxycarbonyl-4-nitrophenylmalonic acid

dibenzyl ester (1.51 g) obtained in Example 9-4 c¢) was
subjected to reactions similar to those in Example 1-3 d) to
give the title compound (4.59 g).

[1941] ¢) 3-Ethoxycarbonyl-4-{(4'-trifluoromethylbiphe-
nyl-2-carbonyl)amino Jphenylacetic acid

CF4

O

COOH

HaN

COOEL

:L o

[1942] The 4-amino-3-ethoxycarbonylphenylacetic acid
(1.51 g) obtained in Example 9-4 d) and 4'-trifluorometh-
ylbiphenyl-2-carboxylic acid chloride (1.99 g) were sub-
jected to reactions similar to those in Example 7 a) with the
proviso that sodium bicarbonate was used as a base, thereby
the title compound (1.87 g) was given as a pale yellow
amorphous powder.

[1943] ) 2-(2-{3-Ethoxycarbonyl-4-[(4"-trifluoromethyl-
biphenyl-2-carbonyl)amino Jphenyl} acetoxymethyl)-2-phe-
nylmalonic acid dicthyl ester

CF3

. OH
+
0
N
H
COOFEL
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-continued
COOEt
OH
——
COOEL
CFs
COOEL
COOEt
H
COOFL
[1944] The 3-ethoxycarbonyl-4-[(4'-trifluoromethylbiphe-

nyl-2-carbonyl)amino]phenylacetic acid (0.532 g) obtained
in Example 9-4 ¢) and the 2-hydroxymethyl-2-phenylma-
lonic acid diethyl ester (1.04 g) obtained in Example 1-2 a)
were treated in a similar manner to Example 1g) to give the
title compound (0.524 g)(see Table 59).

Example 9-5

2-(3-{3-Dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-propiony-
loxymethyl)-2-phenyl-malonic acid diethyl ester

[1945] a) 5-Methyl-2-nitrobenzoic acid chloride

@J?

OH

[1946] 5-Methyl-2-nitrobenzoic acid was treated in a simi-
lar manner to Example 1 d) to give the title compound.

[1947] b) 5, N,N-Trimethyl-2-nitrobenzamide
0,N” ; —  ON £
o cl o N
[1948] The S5-methyl-2-nitrobenzoic  acid  chloride

obtained in Example 9-5 a) was treated in a similar manner
to Example 1 ¢) to give the title compound.

[1949] ¢)
mide

Br
ON — O
o N o N
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IPR2015-01835

5-Bromomethyl-N,N-dimethyl-2-nitrobenza-



US 2005/0075367 Al

[1950] The 5, N,N-Trimethyl-2-nitrobenzamide (4.16 g)
obtained in Example 9-5 b), N-bromosuccinimide (3.56 g)
and 2,2'-azobisisobutyronitrile (328 mg) were suspended in
carbon tetrachloride (80 mL). The suspension was stirred at
90° C. for 2 hours, filtered through a Celite pad and purified
by column chromatography on silica gel with hexane:ethyl
acelate=5:4 to give the title compound (602 mg).

[1951] d) 3-(3-Dimethylcarbamoyl-4-nitrophenyl)-2-
methoxy-carbonylpropionic acid benzyl ester

Br

(8] N

COOBn
O.N

[1952] The 5-bromomethyl-N,N-dimethyl-2-nitrobenza-
mide (0.597 g) obtained in Example 9-5 ¢) and malonic acid
benzyl ester methyl ester were subjected to reactions similar
to those in Example 9-4 ¢) to give the title compound (0.491
g)-

[1953] ¢)  3-(4-Amino-3-dimethylcarbamoylphenyl)-2-
methoxycarbonyl-propionic acid
COOMe
COOBn
0N
O N/

COOBn
HoN

(8]

Z,

[1954] The  3-(3-dimethylcarbamoyl-4-nitrophenyl)-2-
methoxycarbonyl-propionic acid benzyl ester (0.490 g)
obtained in Example 9-5 d) was subjected to reactions
similar to those in Example 1-2 ¢) to give the title compound
(0.353 g).
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[1955] ) 3-(4-Amino-3-dimethylcarbamoylphenyl)pro-
pionic acid methyl ester
COOMe
COOH
HN
o N
COOMe
HN
O N

[1956] The 3-(4-amino-3-dimethylcarbamoylphenyl)-2-
methoxycarbonylpropionic acid (347 mg) obtained in
Example 9-5 ¢) was stirred at 150° C. for 40 minutes, cooled
down to room temperature, and purified by column chro-
matography on silica gel with hexane:ethyl acetate (1:1 to
0:1) to give the title compound (180 mg).

[1957] g) 2-(3-{3-Dimethylcarbamoyl-4-[(4'-trifluorom-
cthyl-biphenyl-2-carbonyl)amino]

phenyl }propionyloxymethyl)-2-phenylmalonic acid diethyl
esler

COOMe
HLN —
) —
/
’ T
CF;
o f
5 o
0"'\-—_‘
o o)
: 0
i
o N~

[1958] The 3-(4-amino-3-dimethylcarbamoylphenyl)pro-
pionic acid methyl ester (0.138 g) obtained in Example 9-5
f) was subjected to reactions similar to those in Examples 1
¢), 1 ) and 1 g) to give the title compound (0.158 g)(sce
Table 59).

Examples 9-6 to 9-29

[1959] Compounds of Examples 9-6 to 9-29 were obtained
in a similar manner to Examples 9 to 9-5. The compounds
thus obtained were shown in Tables 59 to 64.
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TABLE 59

161

Apr.

Example Structure

NMR (&, 300 MHz, CDCly)

9

9.4

F F
F

m
m

O

N
H

CH;

CH;

07N

CH;

CHa

CH3

1.18(6H, t, 1=7.2 Hz), 4.15
(4H, q, J=7.2 Hz), 4.73(2H,
s), 4.85(2H, ), 5.56(1H, d,
1=3.0 Hz), 6.85(1H, d,
1=3.4 Hz). 6.91(1H, d,
1=8.3 Hz), 7.16-7.78(16H,
m), 7.92(1H, d, I=6.8 Hz)

LA7(6H, 1, 1=7.1 Hz), 2.38
(3H, 5), 4.13(4H, g, J=7.1
Hz), 4.70(2H, s), 4.87(2H,
s), 6.84(1H, d, I=7.9 Hz),
7.12-7.63(13H, m), 7.80
(1H, dd, J=7.5, 1.5 Hz),
8.18(1H, d, J=7.9 Hz), 8.41
(1H, s)

1.08(6H, 1, 1=7.2 Hz), 3.27
(4H, dq, J=72, 7.2 Hz),
2.61(2H, s), 4.88(2H, s),
6.93(1H, d, J=1.1 Hz), 7.04
(1H, dd, J=8.3, 1.5 Hz),
7.11-7.70(15H, m), 7.79
(1H, d, J=8.3 Hz)

1.21(6H, t, J=7.1 Hz), 1.35
(3H, t, J=7.1 Hz), 3.55(2H,
s), 4.15-4 30(6H, m), 4.83
(2H, s), 7.24-7.38(6H, m),
7.41-7.47(1H, m),
7.48-7.62(6H, m), 7.76
(1H, dd, J=1.5, 7.5 Hz),
7.81(1H, d, J=1.9 Hz), 8.68
(1H, d, J=8.7 Hz), 11.2
(1H, br-s)

1.24(6H, 1, 1=7.0 Hz), 2.53
(2H, t, J=1=7.3 Hz), 2.76~
3.00(6H, br), 2.81(2H, t, J=
7.3 Hz), 4.24(4H, q, J=7.0
Hz), 4.81(2H, ), 6.96(1H,
d, J=2.3 Hz), 7.17(1H, dd,
1=1.2, 8.4 Hz), 7.29-7.37
(5H, m), 7.37-7.42(1H, m),
7.44-7.57(2H, m),
7.60-7.64(4H, m), 7.68
(1H, dd, J=1.5, 7.4 Hz),
8.28(1H, d, J=8.4 Hz), 9.05
{1H, br-s)
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[1960]

TABLE 60

162

Example Structure

NMR (6, 300 MHz, CDCly)

9-6

99

F.

m

m

—

Z

-

HO'

O

O

i

CH3

N
H

CH;

=]

oo\

CHjy
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1.12(6H, t, J=7.2 Hz),
3.30(4H,
dq, J=5.7. 7.2 Hz), 4.39(2H,

d,

J=6.0 Hz), 5.08(2H, s),
5.59(1H, br-t, J=6.0 Hz),
6.97-7.03(2H, m),
7.28-7.42(8H, m),
7.43-7.55(4H, m),
7.56-7.61(2H, m),
7.66-7.71(1H, m),
7.76=7.83(2H, m)

LO8(3H, t, 1=7.2 Hz),
2.64-2.82(2H, m),
2.86-2.97(2H, m),
3.13-3.36(2H, m),
5.87-5.98(1H, br), 6.03(1H,
s), 7.00(1H, s),
7.04=7.15(4H,

m), 7.30~7.40(5H, m),
7.43(1H,

dd, J=1.1, 7.5 Hz),
7.48-7.63(4H, m),
7.63-7.71(2H, m), 7.78(1H,
dd,

1=1.5, 7.5 Hz)

1.04(6H, t, I=7.2 Hz),
3.23(4H,

dq, J=5.7, 7.2 Hz), 3.55(2H,
s), 4.85(2H, s), 5.23(2H, s),
7.08(2H, br-t, J=5.7 Hz),
7.14-7.22(2H, m),
7.23-7.47(10H, m),
7.48-7.64(6H. m), 7.76(1H,
dd,

J=1.5, 7.1 Hz), 7.81(1H, d,
J=2.2 Hz), 8.69(1H, d,
J=8.7 Hz), 11.17(1H, br-s)

1.05(6H, 1, J=7.2 Hz),
2.25(4H,

dq. J=5.6, 7.2 Hz), 3.58(2H,
s), 4.86(2H, s),

7.11-7.63(15H, m), 7.72(1H,

dd, J=1.5, 7.5 Hz), 7.83(1H,
dd,

J=1.9 Hz), 8.66(1H, d,
J=8.6 Hz), 11.10(1H, br-s)
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TABLE 60-continued

Example Structure

NMR (&, 300 MHz, CDCly)

9-10

-
m

F
0
0
0 L
1
0 o : B0y
<}.H CH;

PR

CH; CH;

1.07(6H, t, 1=7.2 Hz),
1.36(3H,

t, J=7.2 Hz), 3.26(4H, dq,
J=5.4, 7.2 Hz), 3.58(2H, s),
4.26(2H, q, 1=7.2 Hz),
4.86(2H,

s), 7.10(2H, br-t, J=5.4 Hz),
7.16-7.37(6H, m),
7.40-7.64(7TH, m), 7.77(1H,
dd,

1=19, 7.1 Hz), 7.80(1H, d,
1=1.9 Hz), 8.69(1H, d,
1=8.7 Hz), 11.22(1H, br-s)

[1961]

TABLE 61

Example  Structure

NMR (8, 300MHz, CDCl,)

L=l
ol
m

m

(o] o]
5 (0]
N N 07N\
‘_/ CH;
N= (0]
[0} o \\

e

=y

[
-
m

™ 1
(o]

1.19(6H, t, I=7.2Hz), 4.17(4H,
q, J=7.2Hz), 4.79(2H, s),
4.90(2H, s), 6.94(1H, d,
1=8.0Hz), 7.15-7.63(13H, m),

d, J=8.0Hz), 8.47(1H, br.s)

CHj

1.15(6H, t, J=7.2Hz),

2.64-2.73(2H, m), 3.32(4H, dq,

1=5.3, 7.2Hz), 4.31-4.44(2H,
m), 4.41(2H, d, J=6.0Hz),
5.62(1H, br-t, J=6.0Hz),
7.10-7.16(1H, m),
7.24-7.39(7H, m).
7.42-7.58(6H, m),
7.62-7.72(3H, m),
7.74-7.78(1H, m).
7.85-7.92(1H, m)

CH;y

CHj

m.p 139.4-141.0

9-13

0]

O

/C[ I3

§) (6} CH;
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m m
o
=z
o
z
r:o]
=z o
"‘]/l
=

1LO7(6H, 1, J=7.1Hz), 3.26(4H,
dq, J=5.7, 7.1Hz), 3.57(2H,
s), 3.81(3H, 5), 4.86(2H, s),
7.10(6H, br-t, J=5.7Hz),
7.16-7.23(2H, m),
7.25-7.37(4H, m).

1=1.5, 7.5Hz), 7.80(1H, d,
1=2.2Hz), 8.68(1H, d,
J1=8.3Hz), 11.15(1H, br-s)

7.82(1H, d, J=7.5Hz), 8.25(1H,

7.41-7.63(TH, m), 7.77(1H, dd,
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TABLE 61-continued
Example  Structure NMR (&, 300MHz, CDCl,)
9-14 E 1.19(6H, t, J=7.0Hz), 3.52(2H,

9-15

O O

O CH,

CH;,

CH;

s), 4.19(4H, q, I=7.0Hz),
4.82(2H, s), 5.23(2H, s),
7.24-7.29(5H, m),
7.32-7.46(7H, m),
7.49-7.62(6H, m),
7.74-7.79(1H, m), 7.82(1H, d,
1=2.2Hz), 8.67(1H, d,
1=8.8Hz), 11.17(1H, br-s)

1.21(6H, t, J=7.1Hz), 3.56(2H,
s), 4.21(4H, q, J=7.1Hz),
4.85(2H, 5), 7.23-7.32(5H, m),
7.36-7.63(8H, m), 7.77(1H, dd,
1=1.5, 7.5Hz), 7.86(1H, d,
I=1.9Hz), 8.70(1H, br-d,
J=8.3Hz), 10.89(1H, br-s)

[1962]

TABLE 62

Apr. 7, 2005

Example

Structure

NMR (b, 300MHz, CDCI,)

9-16

9-17

O

0O,

=
< Gy

O
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1.22(6H, t, J=7.1Hz), 3.57(2H,
s), 4.23(4H, q, J=7.1Hz),
4.85(2H, 5), 6.92(1H, 5),
7.03(1H, d, J=8.3Hz),

7.30-7.69(13H, m), 7.77(1H, d,

J1=8.3Hz)

1.23(6H, 1, J=7.1Hz), 3.67(2H,
s), 4.23(4H, q, J=7.1Hz),
4.85(2H, s), 7.23-7.34(6H, m),
7.42-7.49(3H, m),
7.52-7.67(5H, m), 7.95(1H, d,
1=1.9Hz), 8.05(1H, dd, J=1.5,
7.5Hz)
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TABLE 62-continued

Apr. 7, 2005

Example  Structure

NMR (b, 300MHz, CDCl;)

9-18

=
m m
o]

0
O
0/’\
" CH;
O o \\
N
H CH,
0 /T\

HiC CHa

9-19

m
m m
<
=z
o]
(o]
o}
o]
e} ©
F
e
F
a

9-20

-
-

OzN 0

0
A..o\‘J‘L 0 o L

N
"
H CHjy
H;C
e
N 0
CH;

1.21(6H, 1, J=7.2Hz), 1.31(6H,
d, J=6.4Hz), 3.55(2H, s),
4.21(4H, q, J=7.2Hz), 4.83(2H,
s), S.09(1H, sept, J=6.4Hz),
7.24-7.38(6H, m),
7.41-7.47(1H, m),
7.48-7.62(6H, m),
7.73-7.81(2H, m), 8.68(1H, d,
J=8.6Hz), 11.33(1H, br-s)

1.21(6H, t, J=7.1Hz), 3.54(2H,
s), 3.80(3H, s), 4.21(4H, g,
I=7.1Hz), 4.83(2H, s),
7.24-7.38(6H, m), 7.44(1H, dd,
1=1.6, 7.1Hz), 7.50-7.62(6H,
m), 7.77(1H, dd, J=1.5,

7.1Hz), 7.81(1H, d, J=2.3Hz),
8.67(1H, d, J=8.7Hz),
11,15(1H, br-s)

1.21(6H, t, J=7.1Hz),

1.85-2.03(2H, m), 2.05-2.27(2H,

m), 2.50-2.67(1H, m), 2.81(3H,
brs), 2.88(3H, brs),
3.02-3.16(1H, m), 3.51(2H, s),
3.71-3.86(1H, m), 4.20(4H, q,
J=7.1Hz), 4.82(2H, s), 6.99(1H,
d, J=9.0Hz), 7.05(1H, d, I=1.8
Hz), 7.18(1H, dd, J=1.9Hz,

© J=8.3Hz), 7.22-7.37(5H, m),

7.56(1H, dd, J=1.8H, 1=9.0Hz),
8.01(1H, brs), 8.08(1H, d,
J=8.3Hz), 9.29(1H, brs).
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[1963]

TABLE 63

Example Flructur{: b

NMR (8, 300MHz, CDCl)

9-21 I

© o

IZ
//O

CHs;
O, NH

CH;3

9-22

OMe
mp 146.4-148.6

o]
\.\'

CH;

9.24
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F. F
F
[¢]
4]
o 0/\
(¢} )
8] o L

N

H CH,

OY NH

E F
v
[e]
0
o 07 N,
(]
o
N \_
H CH,4
s

E. F
F
o
0 0N\, )
- :
0 d \\
N
H CH;

CH,

CH;

1.18(6H, t, J=7.1Hz), 2.03(3H,
s), 3.53(2H, s), 4.14(4H, q,
J=7.1Hz), 4.86(2H, s),
6.97-7.05(2H, m),
7.24-7.81(15H, m), 8.35(1H,
brs).

1.20(6H, t, J=7.2Hz), 3.52(2H,
s). 3.72(3H, s), 4.18(4H, g,
1=7.2Hz), 4.83(2H, s),
6.83(1H, brs), 4.95(1H, dd,

J=1.8Hz, J=8.3Hz), 7.14(1H, d,

J=8.3Hz), 7.18=7.80(15H, m).

1.20(6H, t, 1=7.1Hz), 2.36(3H,
s), 3.57(2H, ), 4.20(4H, q,
J=7.1Hz), 4.85(2H, 5),
6.85(1H, s), 7.18-7.59(14H,
m), 8.67(1H, d, J=8.6Hz),
12.71(1H, brs)

1.19(6H, t, J=7.2Hz), 3.53(2H,
s), 4.17(4H, q, I=7.2Hz),

4.82(2H, s), 6.89-6.96(3H, m),

7.17-7.55(17H, m), 7.67(1H,
dd, J=1.5, 7.5Hz), 8.45(1H, d,
J=8.THz)
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TABLE 63-continued

Example  Structure NMR (6, 300MHz, CDCl,)
9.25 E E 1.21(6H, t, J=7.1Hz), 3.59(2H,
s), 4.21(4H, g, J=7.1Hz),
F 4.87(2H, 5), 7.27-7.78(15H,
m), 8.67(1H, d, J=8.3Hz),
5 9.61(1H, brs), 11.1(1H, brs)
o
(8] %
0 o 0 Yy
N e
H
CH;
o H
[1964]
TABLE 64
Example  Structure NMR (b, 300MHz, CDCl,)
9-26 E F 1.20(6H, t, I=7.0Hz). 1.94(6H,
s), 3.14(2H, s), 3.48(2H, s),
F 4.19(4H, g, J=7.0Hz), 4.81(2H,nl
s), 6.83(1H, d, J=2.0Hz),
o 7.08(1H, dd, J=2.0, 8.0Hz),
7.27-7.59(12H, m), 7.68(1H,
dd, J=1.2, 7.6Hz), 8.22(1H, d,
O Y J=8.5Hz), IEJ.T(]H, brs})
) o CH,
I\cm
CH;
9.27 1.21(6H, t, J=7.1Hz), 3.20(3H,
s), 3.36(3H, ), 3.52(2H, s),
E E 4.21(4H, q, J=7.1Hz), 4.82(2H,
s), 7.23-7.61(14H, m),
F 7.71(1H, d, J=7.3Hz), 8.31(1H,
d, J=8.4Hz), 9.49(1H1, brs)
o]
0
0
& T\ CH,
CH;

PENN EX. 2240
168 of 216 CFAD V. UPENN
IPR2015-01835



US 2005/0075367 Al
168

TABLE 64-continued

Example  Structure NMR (&, 300MHz, CDCl,)

9.28 E E 1.06(6H, d, J=6.9Hz), 1.20(6H,
t, 1=7.2Hz), 3.42-3,51(1H, m),
F 3.56(2H, s), 4.20(4H, q,
J=7.2Hz, 4.85(2H, s),
o 7.28-7.77(15H, m), 8.72(1H, d,
J1=8.7Hz), 11.81(1H, brs)

O

9-29 0.49(3H, d, J=6.6Hz), 0.90(3H,
d, J=6.6Hz), 1.14-1.25(6H, m),

3 : 1.40-1.58(1H, m), 2.41(1H, d,
, J=3.6Hz), 3.51(2H, d,
F 1=3.6Hz), 3.81-3.88(1H, m),
4.02-4.18(4H, m), 4.83(2H, 5),
0 6.79(1H, s), 7.05-7.69(14H,
m), 8.19(1H, d, J=8.1Hz),
0 9,01(1H, brs)
i 0
0 o (6} Vi
N k e
H
CH; CH;
HO

CHy

[1965]

TABLE 65

Compound  structure NMR(d, 300MHz, CDCl,)

2.86(3H, brs), 2.93(3H, brs),
3.56(2H, s),

7.09(1H, d, J=2.0Hz),
7.23-7.71(9H, m),

8.29(1H, d, J=8.7Hz),
9.06(1H, brs).

OH
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TABLE 65-continued

Compound  structure NMR(d, 300MHz, CDCl,)
2-17 €) E 1.75-1.99(4H, m),
F F 3.32-3.52(4H, m). 3.53(2H, s),
~N 7.20-7.69(10H, m),
8.22(1H. d, J=4.4Hz),
9.74(1H, brs).
[
= OH
0
0
/ N
| H
S

[1966] Formulation

[1967] Hereinafter, the present invention will be illus-
trated specifically by references of formulations.

[1968] Formulation 1

[1969] A film with a controlled thickness was prepared by
use of a gelatin shell composition (a) in accordance with the
conventional method. Two sheets of the film were inserted
into a rotating left-right symmetric metallic die rolls and
molded into outer shells of soft capsules, while a filling
solution (b) was injected into the outer shells of the soft
capsules, and simultancously the outer shells of the softcap-
sules were melted and sealed by the rotation of the die rolls,
then the capsules were cut from the film. The capsules were
dried in a rotary dryer, and allowed to dry for 4 days to give
soft capsules. Hereinafter, specific examples of formulations
were given.

Formulation 1-1

(a) film composition

-continued

Apr. 7, 2005

Formulation 1-2

(b) filling solution (per capsule)

compound of Example 2-5 5 mg

propylene glycol fatty acid ester 291 mg

ethanol 104 mg
[1971]

Formulation 1-3

(a) film composition

gelatin 100 parts

sugar alcohol solution derived from corn starch 30 parts

purified water 100 parts

(b) filling solution (per capsule)

compound of Example 2-5 5 mg

propylene glycol fatty acid ester 277 mg

ethanol 148 mg

[1972] Formulation 2

gelatin 100 parts
sugar alcohol solution derived from corn starch 30 parts [1973] The compound of Example 2-22, an excipient and
purified water 100 parts a binder were mixed in a usual method to prepare granulated
(b) Elling eolution (per Sapeule) powder. The powder obtained was blended with a disinte-
propylene glycol fatty acid ester 295 mg grator and a laru?ncanl to prepare a powder tor_ lablets in a
thansl 105 mg usual method. The pow_dcr was compressed 1o give tablets in
a usual method. Specific examples of formulations were
hereinafter given.
[1970]
Formulation 2-1
Formulation 1-2 compound of Example 2-22 5mg
lactose 133.06 mg
(a) film composition crystalline cellulose 18 mg
hydroxypropyl methyleellulose 2910 54 mg
gelatin 100 parts crospovidone 18 mg
sugar alcohol solution derived from corn starch 30 parts magnesium stearate 0.54 mg
purified water 100 parts
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[1974]
Formulation 2-2
compound of Example 2-22 Smg
lactose 92.44 mg
corn starch 15 mg
hydroxypropyl methyleellulose 2910 3.6 mg
carboxymethyl starch 3.6 mg
magnesium stearate 0.36 mg
[1975]
Formulation 2-3
compound of Example 2-22 5 mg
D-mannitol 158.4 mg
hydroxypropyl methyleellulose 2910 6 mg
calcium silicate 20 mg
crospovidone 10 mg
magnesium stearate 0.6 mg

[1976] Pharmacological Test

Test Example 1

[1977] Inhibition of Interliposomal Triglyceride (TG)
Transfer Activity by MTP

[1978] Microsomal triglyceride transfer protein (MTP)
from bovine liver was partially purified in such a way
described below. A buffer (50 mM Tris, 250 mM sucrose, 1
mM EDTA, 0.02% NaN; (pH 7.4)) for making a homoge-
nate preparation was added to bovine liver, and the mixture
was homogenated under ice-cooling, then centrifuged at
10,000xg (4° C., 30 minutes). The supernatant was adjusted
to pH 5.1 with hydrochloric acid, and stirred for 30 minutes.
The solution was further centrifuged at 10,000xg (4° C., 30
minutes), and 1 mM Tris buffer was added to the precipitated
residue, and the mixture was adjusted to pH 8.6 with sodium
hydroxide. After addition of 2.7M ammonium sulfate solu-
tion, the mixture was stirred for 30 minutes, then centrifuged
at 10,000xg (4° C., 40 minutes). The resulting supernatant
was served as a crude extraction fraction of MTP and stored
at —=80° C. under freezing. In its practical use, the crude
extraction fraction of MTP was purified by column chro-
matography on diethylaminoethyl (DEALE) Sepharose using
FPLC (Fast Performance Liquid Chromatography) system,
and the purified MTP was used for the test.

[1979] Small unilamellar-vesicle (SUV) liposome (donor,
0.25 mol % triolein, 5 mol % cardiolipin) labeled with
M C-triolein and non-labeled SUV liposome (acceptor, 0.25
mol % triolein) were prepared. A fixed amount of donor and
acceptor, and MTP were mixed with a sample dissolved in
DMSO or with DMSO. The mixture was incubated in a 15
mM Tris hydrochloride buffer (pH 7.4) containing 40 mM
sodium chloride, 1 mM EDTA (ethylenediaminetetraacetic
acid), 0.02% NaN; and 0.5% bovine serum albumin at 37°
C. for one hour. After completion of the incubation, a
suspension of DEAE cellulose (50% v/v) in 15 mM Tris
hydrochloride buffer (pH 7.4) was added to the above
solution, and the mixture was centrifuged to separate the
donor and the acceptor. The radioactivity in the acceptor was
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measured by liquid scintillation counter. The value obtained
by subtracting the radioactivity in the blank from the amount
of radioactivity in the acceptor of a DMSO group was
determined as MTP-mediated TG transfer activity, and it
was compared with the value obtained by subfracting the
radioactivity in the blank from the radioactivity in a sample
group. The blank was prepared by adding 15 mM Tris-HCl
buffer (pH 7.4) in place of MTP. Inhibition rate (%) was
calculated from the values obtained according to the fol-
lowing equation.

[1980] Inhibition rate (%)=100x(1 minus ((radioactivity
of sample group minus radioactivity of blank group)/(radio-
activity of DMSO group minus radioactivity of blank
group))).

[1981] 50% Inhibition rate (IC,,) was determined on the
basis of the above equation. The results were shown in Table
66 to 70.

Test Example 2

[1982] Inhibition of Apolipoprotein B Secretion from
HepG2 Cells

[1983] HepG2 cells were suspended in Dulbecco’s Modi-
fied Eagle’s Medium (DMEM) (containing 10% fetal bovine
serum, 100 units/mL penicillin and 100 gg/mL streptomy-
cin), and placed on a 96-well plate (410" cells/well), then
incubated for 24 hours. After removal of the medium,
DMEM was replaced by a medium containing a sample
dissolved in DMSO or a medium containing DMSO (con-
centration of DMSO: 0.5%) and incubation was further
performed for 24 hours, after which the supernatant was
recovered, and concentration of apo B in the supernatant was
assayed by Enzyme-Linked Immunosorbent Assay (ELISA)

[1984] ELISA was carried out as follows. Anti-human apo
B monoclonal antibody (0.5 ug/well) diluted with a solution
of sodium carbonate in sodium bicarbonate buffer (50 mL,
pH 9.6) was placed in a 96-well plate for ELISA, and
allowed to stand at room temperature for 15 hours. After
washing the plate, a blocking solution (250 ul./well) was
placed in the well, and allowed to stand at room temperature
for 1.5 hours. After washing the plate, a standard and a
sample (100 ul/well) were placed in the well and allowed to
stand at room temperature for one hour. The standard was
prepared by adjusting the concentration of the purified
human apo B with the DMEM to 0 to 1000 ng/mL. After
washing the plate, an anti-human apo B polyclonal antibody
labeled with a horse radish peroxidase which was diluted in
1:1000 with DEME (100 ul./well), and allowed to stand at
room temperature for one hour. After washing the plate,
2,2-azinobis(3-ethylbenzothiazoline-6-sulfonic acid) solu-
tion (100 ul/well) was placed in the well, and allowed to
stand at room temperature for one hour. The reaction was
stopped by addition of 2% oxalic acid (100 ul/well), and
absorbency at 405 nm was measured. Concentration of apo
B in the sample was calculated on the basis of a standard
curve of the standard. Inhibition rate (%) was calculated
from the assayed values in accordance with the following
equation.

[1985] Inhibition rate (%)=100x(1 minus (concentration
of apo B in sample group/concentration of apo B in DMSO
group).

[1986] Based on the above equation, 50% inhibition con-
centration (1C,,) was determined.
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[1987] The results were shown in Tables 66 to 70.

TABLE 66

Apr.

7, 2005

Test Example 1
MTP inhibition apo B secretion

Test Example 2
Inhibition of

Test Example 1
MTP inhibition apo B secretion

Test Example 2
Inhibition of

Example ICs, (nM) ICs; (nM)  Example IC.; (nM) ICsq (nM)
i 0.6 5.8 1-2 42 850
1-3 47 5.75 1-4 34 190
1-5 0.66 0.65 1-6 1.2 55
1-7 7.55 330 1-8 375 720
1-9 595 32 1-11 32 22
1-12 7.6 63 1-13 5.8 170
1-14 82 55 1-22 66.5 179.5
1-23 54 63 1-25 5 8.4
1-26 630 620 1-27 7 26
1-28 35 640 1-31 84.5 61
1-32 8.6 720 1-34 23 100
1-35 1.0 6.9 1-36 2.0 150
1-37 a5 47 1-38 6.0 320
1-39 0.66 160 1-40 6.9 2.1
1-42 4.4 35 1-45 0.39 0.46
1-47 4.5 750 1-48 32 9.7
1-49 20 53 1-51 0.96 530
1-52 10 690 1-53 0.43 860
1-62 5.0 46 1-63 16 90
1-66 16 9.3 1-67 27 28
1-69 9.1 90 1-70 1.6 270
1-71 1.8 120 1-72 0.44 2.7
1-73 —_— 39 1-74 —_ 680
[1988]
TABLE 67
Test Example 2 Test Example 2
Test Example 1 I[nhibition of Test Example 1 Inhibition of
MTP inhibition apo B secretion MTP inhibition apo B secretion
Example IC5, (nM) ICsy (nM)  Example ICsg (nM) ICs; (nM)
1-75 — 97 1-76 —_ 120
1-77 —_ 360 1-78 —_ 11
1-79 - 0.59 1-80 —_ 8.2
1-81 — 0.49 1-82 = 0.53
1-83 = 0.23 1-84 — 44
1-85 —= 32 — — =
2 0.62 1.5 22 1.4 1.3
2-3 21 20 2-4 0.94 0.29
2-5 1.4 0.55 2-7 1.1 0.56
2-8 — 0.99 2-10 —_ 1.4
2-12 — 7.0 2-13 — 0.74
2-14 = 1.2 2-15 = 0.53
2-16 — 27 2-18 —_ 0.69
2-19 —_ 26 2-20 —_ 0.64
221 1.8 89 2-22 1.4 0.44
223 2.7 0.61 2-24 — 28
225 — 6.3 2-26 —_ 8.2
2-29 — 91 2-30 — 27
2-31 — 43 2-32 — 1.7
2-33 — 13 2-34 — 2.0
2-35 — 38 2-36 — 74
2-39 0.74 0.76 2-40 —_ 0.99
2-41 — 1.2 2-42 — 1.8
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[1989]
TABLE 68
Test Example 2 Test Example 2

Test Example 1 Inhibition of Test Example 1  Inhibition of

MTP inhibition apo B secretion MTP inhibition apo B secretion
Example ICs, (nM) ICs; (nM)  Example IC.; (nM) ICsq (nM)
2-43 —_ 9.0 2-44 —_ 33
2-45 —_ 39 2-46 —_ 2.9
2-47 — 12 2-48 — 0.36
2-49 — 49 2-50 — 21
2-51 — 47 2-53 — 4.6
2-54 — 8.5 2-55 — 4.2
2-56 — 0.93 2-57 — 0.56
2-58 —_ 1.9 2-59 — 0.99
2-60 — 1.3 2-61 — 0.38
2-62 — 0.37 2-66 — 57
2-67 — 43 2-68 —_ 2.25
2-69 — 0.91 2-70 — 2.34
2-71 —_ 0.54 2-72 —_ 0.95
2-73 —_ 293 2-74 —_ (.84
2-75 — 12.54 2-76 — 0.85
2-77 — 2.74 2-78 — 0.14
2-79 — 13 2-80 — 0.79
2-81 — 0.96 2-82 — 4.41
2-83 — 8.87 2-84 — 2.01
2-85 —_ 0.49 2-86 —_ 0.42
2-88 —_ 1.92 2-90 —_ 1.74
291 — 0.54 2-92 — 147
2-93 — 45.8 2-95 — 18
[1990]

TABLE 69
Test Example 2 Test Example 2

Test Example 1 I[nhibition of Test Example 1 Inhibition of

MTP inhibition apo B secretion MTP inhibition apo B secretion
Example IC5, (nM) ICsy (nM)  Example ICsg (nM) ICs; (nM)
2-96 —_ 81 2-97 —_ 22
2-98 — 0.97 2-99 —_ 19
2-102 — 14.63 2-103 — 42.6
2-104 — 3.58 2-105 — 0.2
2-106 —_ 0.44 2-107 — 50
2-108 — 0.82 2-109 — 0.93
2-110 — 0.65 2-114 — 31
2-115 — 44 2-117 — 38
2-118 — 49 — — =3
3 —_— 1.9 32 —_— 4.2
33 0.40 1.0 3-4 2 13
3-5 —_ 2.2 3-6 0.63
3.7 —_ 0.35 3-8 7 0.38
39 — 1.6 3-10 2.7 0.31
31 — 0.36 312 — 0.72
313 — 1.9 314 13 64
315 — 49.9 — — —
4 —_ 0.33 4-2 —_ 16
4-3 — 7.9 4-5 — 52
4-0 — 7.5 4-7 — 15
4-8 —_ 10 —_ —_ _
5 31 19 5-2 66.5 875
5-3 6.2 86.5 5-4 2.4 57
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[1991]
TABLE 70
Test Example 2 Test Example 2
Test Example 1 [nhibition of Test Example 1 Inhibition of
MTP inhibition apo B secretion MTP inhibition apo B secretion
Example ICs, (nM) ICs5, (nM)  Example ICsq (nM) ICs4 (nM)
5-5 4.5 5.0 5-6 39 260
5-8 14 340 59 4.0 28
5-10 6.2 300 5-11 1.3 5.1
5-12 — 1.3 5-13 — 2.4
5-14 = 034 515 — 6.4
5-16 — 3.0 5-17 — 52
6 347 583 6-3 52 510
6-8 50 630 6-10 22 870
6-14 6.3 87 6-15 2.0 57
6-16 2.9 170 6-17 23 420
6-19 32 35 6-21 9.8 920
7 497 60.0 72 2.46 26
7-5 16.2 237 — — —
8 a3 595 — — —
9 1 260 9.2 4.2 450
9-3 — 59 9-4 — 9.9
9-5 — 3l 9-6 — 59
9-8 —_ 6.9 9-10 —_ 2.3
9-11 20 210 9-13 —_ 0.53
9-14 — 41 9-17 — 23
9-21 - 20 9.22 — 0.96
9-23 — 8.77 9-24 — 7.86
9-27 — 0.82 — — —
Test Example 3 TABLE 71-continued
[1992] Olive Oil-Loading Test Test Example 3 Test Example 3
Inhibition of fat Inhibition of fat
[1993] Syrian hamsters (9-11 weeks of age) under non- absorption after absorption after
fasted conditions were used in the test. Blood was collected airee Giklopdbg in SHVE lclowiiig
previously from orbital venous plexus, and a sample was Hamster ((ime/lepi0) Hamster (( )mg/ke.p.o)
: 2 xample Inhibition rate (%) Example Inhibition rate (%)
suspended in 0.5% methyl cellulose (vehicle) and the sus-
pension was forced to be administered orally to the hamsters 25 70(3) 2-7 58(3)
at a dose of 0.3, 1, 3 or 10 mg/2 mL/kg. Only vehicle in the -8 89(3) 2-13 70(3)
same volume was administered to the control group. Olive =14 80(3) “5 81(3)
oil (2 mL/kg) was forced to be administered orally 30 218 i T il
: : s o : 225 55(3) 2-39 68(3)
minutes after the administration of the sample, and blood 2.48 87(3) _ b
was collected from orbital venous plexus 4 hours later. 33 78(10) 35 80(10)
Plasma was recovered from the blood, and the amount of 36 52(3) 3-7 74(3)
triglyceride (TG) in the plasma was determined by auto- 3% 60(3) 3-10 85(3)
matic analyzer (Hitachi Co.). The data was expressed in :,;] ;g(s) =% G
th ; 5- (100) 5-11 64(100)
terms of ATG(mg/dL)=the value at 4™ hr minus the value 9-10 54(3) 9.13 70(3)

before administration. Inhibition rate (%) was calculated
from the data obtained on the basis of the following equa-
tion.

Test Example 4
[1994] Inhibition rate (%)=100x(1 minus ATG of sample [1995] Liver TG Release Inhibition Test

group/ATG of control group). The results were shown in

fable 71. [1996] Syrian hamsters (9 to 11 weeks of age) which were
TABLE 71 fasted for one day were used in the test. Blood was collected
previously from orbital venous plexus, and a sample was
Test Example 3 Test Example 3 forced to be administered orally to the hamsters at a dose of
Inhibition of fat Inhibition of fat 30, 100 or 300 mg/2 mL/kg, and the same amount of vehicle
sheption Afte BbeocpLion sfies was administered to the control group. Triton WR 1339 (2

olive oil-loading in olive oil-loading in . i
Hamster (( )mg/kg.p.0) Hamster (( )mg/kg.p.o) ml/kg) was intravenously administered to the hamsters 30
Example Inhibition rate (%) Example Inhibition rate (%) minutes after the above administration. Two hours later,
: blood was collected from orbital venous plexus, and plasma
1 i"'(im’) 1-3 25(1”‘” was separated from the blood. The amount of TG in the
};q ‘5:%‘1')00) iis ?‘:8:}%) plasma was determined by automatic analyzer (Hitachi Co.).
1-66 52(100) 172 54(100) The data was expressed in terms of TG release velocity
2 95(10) 22 96(10) (mg/dL/min)=(value at 2" hour minus value before admin-
2-3 68(3) 2-4 78(3) istration)/120. Inhibition rate (%) was calculated from the

data obtained on the basis of the following equation.
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[1997] Inhibition rate (%)=100x(1 minus TG release
velocity of sample/TG release velocity of control group).
The results were shown in Table 72.

TABLE 72

Test Example 4
Inhibition of liver TG
release in Hamster

Test Example 4
Inhibition of liver TG
release in Hamster

Example (( )mg/kg.p.o) Example (( )mg/kg.p.o)
No. Inhibition rate(7%)  No. Inhibition rate(%)
1 19(300) 1-6 0(100)

1-35 9(300) 25 0(100)

222 0(30) 2-39 6(100)

3-3 18(100) = =

Test Example 5
[1998] Combination Use Test

[1999] Japanese white rabbits (male, 19 weeks of age, JW,
purchased from Kitayama Labes Co., Ltd.) were fed previ-
ously insuch a way that they were fed a high cholesterol diet
(0.3% cholesterol+3% peanut oil-added RC-4, Product of
Oriental Yeast Co., Ltd.) of 70 g/day under limited feeding
for one day. The rabbits thus fed were used as a cholesterol-
loaded rabbit model, and the grouping of such model was
carried out in such a way that there might be no variation in
the amount of plasma cholesterol among each group (five

TABLE 73-continued

Increased amount of
total cholesterol
(mg/dl)

Example 2-5 (10 mg/kg) + 21
Simvastatin (1 mg/kg)

Test Example 6
[2001]

[2002] Syrian hamsters (9-15 weeks of age) under non-
fasted conditions were used in the test. A sample was
suspended in 0.5% methyl cellulose (vehicle), and the
suspension was forced to be administered orally to the
hamsters at a dose of 30 or 100 mg/2 mL/kg. After a fixed
period of time, blood was partly collected from orbital
venous plexus, and the hamsters were subjected to laparo-
tomy under ether anesthesia, and then blood was collected
from portal vein. The blood was immediately cooled with
ice 1o separate plasma. A portion of the plasma was extracted
with an organic solvent and the supernatant was recovered.
Concentration of the sample (unchanged form) and that of
the metabolite in the supernatant were determined quanti-
tatively by high performance liquid chromatography/mass
spectrometry (LC/MS) comparing with chromatogram of
synthetic standard.

Determination of the Concentration in Plasma

TABLE 74
Blood of portal Peripheral blood
vein (1M) (M)
Compound  Dose (mg/kg) Component 1h 2h 4h 1h 2h 4h
1-2 30 Unaltered form <02 <02 <02 <02 <02 <02
Metabolite 16 22 67 09 1.3 29
1-12 30 Unaltered form <02 <02 <02 <02 <02 <02
Metabolite 11.8 182 244 7.3 121 154
1-13 30 Unaltered form <02 <02 <0.2 <02 <02 <02
Metabolite 1.8 206 273 109 169 183
2-5 30 Unaltered form 0.01 003 001 «0.02 <002 <0.02
Metabolite 033 073 038 001 001 0.02

rabbits/group). After collection of blood from auricular
artery, compounds of Examples 2 to 5, simvastatin, and
compounds of Examples 2 to 5 plus simvastatin were added
to a high cholesterol diet in the dose as shown in Table
below, and the rabbits were fed such diet.

[2000] The rabbits were fed 70 g of each diet every
morning. Blood was collected from auricular artery 6 hours
after the feeding on the 4™ day of the administration, and
cholesterol level in plasma was assayed. In the table,
increased amount ofgllasma cholesterol during from the time
of grouping to the 4™ day was shown.

TABLE 73

Increased amount of
total cholesterol

(mg/dl)
Control 80.0
Simwvastatin (1 mg'kg) 48.6
Example 2-5 (10 mg/kg) 8.6

Test Example 7

[2003] Metabolic Stability Test in Liver S9 and Small
Intestine S9

[2004] Human and hamster liver S9 (final concentration: 2
mg protein/mL), and human and hamster small intestine S9
(final concentration: 2 mg protein/mL) were each suspended
in 100 mM potassium phosphate buffer (pH 7.4, containing
f-nicotinamide adenine dinucleotide phosphate: 1.3 mM,
D-glucose-6-phosphate: 3.3 mm, magnesium chloride: 3.3
mm, glucose-6-phosphate dehydrogenase: 0.4 U/mL). The
suspensions were mixed with a solution of a sample
(Example 2-5) in DMSO. The solutions were incubated at
37° C. for 0, 10 and 60 minutes, and an organic solvent was
added thereto. The solutions were centrifuged, and the
concentration of the sample (unchanged form) in the super-
natant was determined by high performance liquid chroma-
tography/mass spectrometry (LC/MS). Based on the data
obtained, remaining rate (%) was calculated according to the
following equation.
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[2005] Remaining rate(%)=amount of sample 10 or 60
minutes after incubation/amount of sample at zero time after
incubationx100

TABLE 75

human hamster

Remaining  Remaining  Remaining  Remaining
rate (%) rate (%) rate (%) rate (%)
after 10 min. after 60 min. after 10 min. after 60 min.

Small intestine 97.6 91.5 29.0 14.1
59
Liver 89 7.9 4.3 2.4 0

Test Example 8
[2006] Inhibitory Activity on MTP and apo B Secretion
Inhibition by Metabolites
[2007] In a similar manner to Test Examples 1 and 2, the
activity of metabolites was assayed. The results were shown
in Table below.

TABLE 76
MTP Inhibition of
inhibition apo B secretion
Compound Main metabolite ICs (nM) ICs, (nM)

1 F. F >1000 >10000

F

OH
(0]
(0]
N
>1000 >10000
O
HO
N
x L CH,
CH,

1-35 F F >1000 >10000

F

OH
(0]
(4]
N
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TABLE 76-continued

176

Compound Main metabolite

MTP Inhibition of
inhibition apo B secretion
ICqy (0M)  IC,, (nM)

HO

N
g CH;y

CH;

>1000 =10000

[2008]
TABLE 77
MTP Inhibition of
inhibition apo B secretion
Compound Main metabolite ICsq (nM) ICsp (nM)
2-5 F. I >10000 >10000
F
CH;
>1000 =10000
o]
HO.
07N\
CH;
o 3
6} \\
CH;
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TABLE 77-continued
MTP Inhibition of
inhibition apo B secretion
Compound Main metabolite ICyp (nM) ICg, (nM)
2-17 F. F — =10000
I:
. OH
8]
O
N
H
>1000 >10000
9]
HO
Q L CH,
CH;y
[2009]
TABLE 78
MTP Inhibition of
inhibition apo B secretion
Compound Main metabolite ICso (nM) ICs, (nM)
34 F F =1000 >10000
l.‘
‘ OH
8]
(8]
N
‘ :
o]
!I,aC/
>1000 >10000
[¢]
HO
[0}
CH,
(0]
o] K
CH;
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INDUSTRIAL APPLICABILITY

[2010] TItis apparent from the above Test Examples 1 to 3
that novel compounds and their pharmaceutically acceptable
salts of the present invention possess excellent MTP inhi-
bition activity and also strongly inhibit absorption of trig-
lyceride. In addition, as is apparent from Test Example 4,
even when compounds of the present invention are admin-
istered at high dose, inhibition rate of liver TG release is
18-19% or lower, more effectively 9% or lower, especially
effectively 0% or lower, and thus the compounds of the
present invention inhibit little of liver TG release. Further,
Test Example 6 reveals that active compounds after absorp-
tion in the small intestine are present in portal vein in a very
small amount, and since most (8-fold to 80-fold amount) of
such active compounds are metabolites, they do not reach
the liver. Furthermore, it is deduced from Test Example 7
that a small amount of active compound which has reached
the liver is metabolized rapidly to a metabolite. In addition,
Test Example 8 proves that ester moiety of these metabolites
is cleaved by hydrolysis and thus they have little or no MTP
inhibitory activity. Further, Test Example 5 reveals that
combination use of the compounds of the present invention
with other agents for treating hyperlipidemia (statin type
agents) can remarkably inhibit the increase of cholesterol
and exhibit extremely excellent synergistic effect. These
facts elucidate that the compounds of the present invention
can be used in combination with other agents, particularly
other agents for treating hyperlipidemia, arteriosclerosis,
coronary artery diseases, obesity, diabetes or hypertension.

[2011] From the fact as mentioned above, it is understood
that novel compounds of the present invention and their
pharmaceutically acceptable salts can inhibit lipid absorp-
tion in the small intestine and further do not inhibit TG
release in the liver. This means that the compounds of this
mvention do not inhibit MTP in the liver, but selectively
inhibit MTP in the small intestine.

[2012] Therefore, selective inhibition of MTP activity in
the small intestine by the compounds of the present inven-
tion should lower lipid absorption, which makes it possible
to control lipoproteins such as triglyceride, cholesterol and
LDL, ete. in blood or to control lipid in cells. Further, since
the compounds of the present invention do not affect liver
MTP, accumulation of triglyceride does not occur in the
liver. Consequently, inhibition of fatty liver generation as an
adverse effect might be expected. Therefore, the compounds
of the present invention can be said novel MTP inhibitors
having no side effects such as a fatty liver, etc. or, in other
words, they are novel agents for the treatment or prophylaxis
of hyperlipidemia, arteriosclerosis, coronary artery diseases,
obesity, diabetes or hypertension, and further for the treat-
ment or prophylaxis of pancreatitis, hypercholesterolemia,
hypertriglyceridemia, etc., which rarely act on MTP in the
liver and do substantially inhibit only MTP in the small
intestine.

1. An ester compound represented by the formula (1)

m
0

Rr2 RY
N
me!k'n o—(Alkﬁ)m+RS
R! R3 RY

Apr. 7, 2005

wherein

R' and R® are ecach hydrogen, C,-Cgaalkyl, C;-C,
cycloalkyl, C,-Cg alkoxy, halo C,-C, alkyl, halo C,-C,
alkyloxy, optionally substituted C,-C,,, aryl, optionally
substituted C.-C,, aralkyl, optionally substituted
C-C,, aryloxy, optionally substituted C;-C,, aralky-
loxy, optionally substituted C,-C,5 arylcarbonyl,
optionally substituted heterocycle, C,-C, alkoxycarbo-
nyl, halogen, C,-C, alkenyl, —N(R*%)(R*") wherein
R and R™ are cach independently hydrogen or option-
ally substituted C-C,, aryl;

ring A is C4-C,, aryl, heterocycle, or

X is —COO—(CH,),—, —CON(R'")—(CH.),— or
—N(R'")—CO—CH,),— wherein R' is hydrogen,
C -G, alkyl or C5-C; cycloalkyl and n is an integer of
0to 3

R* and R* are cach independently hydrogen, hydroxy,
halogen, optionally substituted C,-C, alkyl, C,-C,
alkoxy, halo C,-C, alkyl, C,-C,, aralkyloxy, C,-C,
acyl, optionally substituted heterocycle,
—CON(R"™)(R")(wherein R and R*? are each inde-
pendently hydrogen, C,-C, alkyl, optionally substi-
tuted Cy-C,, aryl, optionally substituted C,-C, ; aralkyl,
C,-Cgalkoxy, or R™ and R'* may be taken together
with the nitrogen to which they are attached to form

—N (), o —N 0
CP __/

, wherein p is an integer of 0 to 2), —(CH,),—
N(R*)(R'"*)(wherein R'® and R' are each indepen-
dently hydrogen, C,-Cgalkyl, C,-C; alkoxycarbonyl,
C-Cg acyl, or R and R** may be taken together with
the nitrogen to which they are attached to form

O =0
e | (})y o —N [e]

, wherein p has the same meaning as defined above and g
is an integer of 0 to 3), or —CO(R'%)(wherein R is
hydroxy, C,-C, alkoxy, optionally substituted C,-C,,
aryloxy, optionally substituted C,-C,, aralkyloxy or
C -Cg alkyl);
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Rﬁ
R3 R’

(wherein R, R® and R” are each independently hydrogen,
C,-Calkyl, C,-Cgalkoxy, C,-C; alkoxycarbonyl, car-
boxyl, halogen, cyano, nitro, halo C,-Cgalkyl, C,-C,
acyl, hydroxy, amino, optionally substituted C,-C,,
arxl, or —(CH,),—CON(R')(R"")(wherein R'® and
R are each independently hydrogen, C,-C, alkyl or
halo C,-C, alkyl and r is an integer of 0 to 3);

ring Cis C,-C,_, aryl, C,-C, 5 arylcarbonylamino, C-C,
aralkylcarbonylamino, heterocycle residue, C5-C,
cycloalkyl or C,-C,, aralkyl, or ring C may be taken
together with R” and R® to form

N .O ): and
H
O N N

~ ~ o
\ N \ N \ N
LT TRd 2wy f

N - R® and R are each independently hydrogen, C,-Cgalkyl,
( \/ optionally substituted Cg-C,, aryl, hydroxy C,-Cj,
o S, alkyl, —CON(R'®)(R"'*)(wherein R*® and R'? are each
independently  hydrogen, C,-C, alkyl, C;-C,
cycloalkyl, halo C,-C, alkyl, C,C, , alkoxyalkyl or
optionally substituted C,-C, , aryl), —COO(R*") or
wherein K is an inalegclfJ ofOto 2, or ring B may be izla}](cn —p(CI-Iz):r—OCO(R:”)(w?lc : éul] Rz)o( i)s hydrogcn('l, CI)_CG
together with R7, R and the nitrogen bound to R™ to alkyl or C5-C,, cycloalkyl; s is an integer of 0 to 3),
form —N(R*)(R**)(wherein R*! and R*? are each indepen-

dently hydrogen, C,-Calkyl, C,-C, acyl, C,-C, alkyl-
sulfonyl, or R*! and R* may be taken together with the
nitrogen to which they are attached to form

% —N O,

0

(8] o —N ). or
AIKI" is alkanediyl or alkenediyl; 5}

AlkI® is alkanediyl or alkenediyl;

R® and R” may be taken together to form Cs-C,
cyeloalkyl, or a prodrug thereof, or a pharmaceutically
acceptable salt of either.

1 is an integer of 0 to 3;

m is an integer of 0 1o 3;

2. The ester compound or a prodrug thereof, or a phar-

D is C;-C, alkyl, C,-C, alkenyl, C,-C, alkoxycarbonyl, maceutically acceptable salt of either according to claim 1,

—N(R*)—CO(R**)(wherein R** is hydrogen or C-Cs wherein D is C,-C,alkyl, C.-C, alkenyl, C,-C, alkoxycar-

alkyl and R*® is C,-C,, aryl or C;-C, 4 aralkyl), or the bonyl or —N(R**)—CO(R") in which R"* and R** each has
group represented by the following formula the same meaning as defined above.
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3. The ester compound or a prodrug thereof, or a phar-
maceutically acceptable salt of either according to claim 1,
wherein D is the group represented by the formula

6
R5R R’

in which R®, R® and R cach has the same¢ meaning as
defined above.

4. The ester compound or a prodrug thereof, or a phar-
maceutically acceptable salt of either according to claim 3,

wherein the ring C is

» ”/77
Pu)

, in which q is an integer of 0 to 3.

5. The ester compound or a prodrug thereof, or a phar-
maceutically acceptable salt of either according to claim 2 or
claim 4, wherein ring B is

NN

S
& o

>
SN

.
N

6. The ester compound or a prodrug thereof, or a phar-
maceutically acceptable salt of either according to claim 5,
wherein ring A is

o G-

7. The ester compound or a prodrug thereol, or a phar-
maceutically acceptable salt of either according to claim 6,
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180

8. The ester compound or a prodrug thereof, or a phar-
maceutically acceptable salt of either according to claim 6,
wherein X is —COO—CH,),— in which n has the same
meaning as defined above;

9. The ester compound or a prodrug thereof, or a phar-
maceutically acceptable salt of either according to claim 7,
wherein n is 0.

10. The ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to claim
1, which is represented by the formula (1')

R® RS
R O RY
L PN
o (CHa)f O—(CHa)y -
\ 1 Rf" R

R

wherein

R* and R are each independently hydrogen, C,-C alkyl,
C;-C; cycloalkyl, C,-C, alkoxy, halogen, halo C,-Cq
alkyl, C,-C, acyl, C,-C, alkenyl or cyano;

X, is —O— or —NR'*— wherein R'® is hydrogen, C,-Cy
alkyl or C5-C; cycloalkyl; and

R', R? R*, R®, R®, R7, R®, R?, ring C, | and m each has
the same meaning as defined above,

or a prodrug thereof, or a pharmaceutically acceptable salt
of either.
11. The ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to claim
10, wherein the ring C is

000

SORLE

, in which q is an integer of 0 to 3.

12. The ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to claim
11, wherein X, is —NR'"— in which R'® has the same
meaning as defined above.

13. The ester compound or a prodrug thereof, or a

pharmaceutically acceptable salt of either according to claim
11, wherein X, is —O—.

wherein X is —CON(R'"")—(CH,), and n 14. The ester compound or a prodrug thereof, or a
cach has the same meaning as defined above. pharmaceutically acceptable salt of either according to claim
PENN EX. 2240
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10, wherein the group —(CH,);— is located at the h-posi-
tion of the benzene ring in the formula (1').

15. The ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to claim
10, wherein the group —(CH,),— is located at the i-position
of the benzene ring in the formula (1').

16. The ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to claim
10, wherein R® and R” are each independently
—CON(R"™)(R")— in which R'® and R' cach has the
same meaning as defined above.

17. The ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to claim
10, wherein R® and R are ecach independently
—COO(R*")— in which R* has the same meaning as
defined above.

18. The ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to claim
12, wherein the ring C is C,-C,, aryl.

19. The ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to claim
18, wherein C,-C, , aryl is phenyl.

20. The ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to claim
12, wherein the ring C is C;-C,, cycloalkyl.

21. The ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to claim
12, wherein the ring C is

SRCERS

22. The ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to claim
1, which is selected from the group consisting of

{4-[(4'~trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-phenyl-
cthyl ester,

2-phenyl-{2-[4-(4'"-trifluoromethyl-biphenyl-2-carbony-
loxy)-phenyl]-acetoxymethyl}-malonic  acid  diethyl
esler,

2-(2-{3-methyl-4-[(4"-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-(2-{4-{methyl-(4'"-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

{3-ethyl-4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-
phenyl-ethyl ester,

{4-[(4~trifluoromethyl-biphenyl-2-carbonyliamino]-
phenyl}acetic acid 9-(2,2,2-trifluoro-ethylcarbamoyl)-
9H-fluoren-9-ylmethyl ester,

2-{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino -
phenyl}-propionic acid 9-(2,2,2-trifluoro-cthylcarbam-
oyl)-9H-fluoren-9-ylmethyl ester,
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{4{(4'“trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2-phenyl-2-(2,2,2-trifluoro-ethyl-
carbamoyl)-ethyl ester,

2-phenyl-2-(2-{4-[(4"-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-phenyl}-acetoxymethyl)-malonic acid
diethyl ester,

{4 (4'“trifluoromethyl-biphenyl-2-carbonylamino]-phe-
nyl}-acetic acid 1-(2,2,2-trifluoro-ethylcarbamoyl)-cy-
clopentylmethyl ester,

2-phenyl-2-(2-{4-[(4"-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-malonic acid
diisopropyl ester,

{4 (4'~trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2-phenyl-2,2-bis-(2,2,2-trifluoro-
ethylcarbamoyl)-ethyl ester, 2-phenyl-2-(2-{4-[(4'-trif-
luoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-malonic acid dimethyl ester,

2-cyclopentyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic
acid diethyl ester,

{4-[(4'“trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 1-(2,2,2-trifluoro-ethylearbamoyl)-
cyclohexylmethyl ester,

2-phenyl-2-{2-[4-(2-trifluoromethyl-benzoylamino)-phe-
nylJ-acetoxymethyl }-malonic acid diethyl ester,

2-{2-[4-(2-phenoxy-benzoylamino)-phenyl]-acetoxym-
ethyl}-2-phenyl-malonic acid diethyl ester,

2-{2-[4-(2-butoxy-benzoylamino)-phenyl]-acetoxym-
ethyl}-2-phenyl-malonic acid diethyl ester,

2-phenyl-2-2-{4-(2-trifluoromethyl-benzoyloxy)-phe-
nyl]-acetoxymethyl}-malonic acid diethyl ester,

2-{2-[4-(2-benzoyl-benzoyloxy)-phenyl]-acetoxym-
ethyl}-2-phenyl-malonic acid diethyl ester,

2-{2-[4-(2-benzoyl-benzoylamino)-phenyl ]-acetoxym-
ethyl}-2-phenyl-malonic acid diethyl ester,

2-phenyl-2-(2-{4-[(4"-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-phenyl}-acetoxymethyl)-malonic acid
dicyclohexyl ester,

{4-[(4"-trifuoromethyl-biphenyl-2-carbonyl)-amino]-phe-
nyl}-acetic acid 2,2-bis-cyclohexylcarbamoyl-2-phe-
nyl-ethyl ester,

[4-[(4'-trifuoromethyl-biphenyl-2-carbonyl)-amino]-phe-
nyl}-acetic acid 2-phenyl-2,2-bis-phenylcarbamoyl-
ethyl ester,

{4-[(4"-trifuoromethyl-biphenyl-2-carbonyl)-amino]-phe-
nyl}-acetic acid 2,2-bis-isopropylearbamoyl-2-phenyl-
ethyl ester,

2-benzyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-phenyl }-acetoxymethyl)-malonic acid
diethyl ester,

2-(2-{2-methyl-4-[(4"-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

4-trifluoromethyl-biphenyl-2-carboxylic acid 4-[2-phe-
nyl-2,2-bis-(2,2,2-trifluoro-ethylcarbamoyl)-ethoxy-
carbonylmethyl]-phenyl ester,
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biphenyl-2-carboxylic acid 4-[2-phenyl-2,2-bis-(2,2,2-tri-
fluoro-ethylcarbamoyl)-ethoxycarbonylmethyl]-phenyl
ester,

2-butoxy-benzoic acid 4-[2-phenyl-2,2-bis-(2,2,2-trif-
luoro-ethylcarbamoyl)-ethoxycarbonylmethyl]-phenyl

esler,

2-cyclohexyl-2-(2-{-[(4-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl)-acetoxymethyl)-malonic — acid
dicthyl ester,

{4-[(biphenyl-2-carbonyl)-amino]-phenyl}-acetic  acid
2-phenyl-2,2-bis-(2,2,2-trifluoro-ethylcarbamoyl)-
cthyl ester,

[4-(2-phenoxy-benzoylamino)-phenyl]-acetic acid 2-phe-
nyl-2,2-bis-(2,2,2-(trifluoro-ethylcarbamoyl)-ethyl
ester,

2-phenyl-2-(2-{2-trifluoromethyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl }-acetoxym-
ethyl)-malonic acid diethyl ester,

{4-[(4-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2-phenyl-2,2-bis-propylcarbam-
oyl-ethyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-methylcarbamoyl-2-phe-
nyl-ethyl ester,

2-pyridin-2-y1-2-(2-{4-[(4"-trifluvoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic
acid diethyl ester,

2-pyridin-3-y1-2-(2-{4-[(4"-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic
acid diethyl ester,

4'-trifluoromethyl-biphenyl-2-carboxylic acid 4-(2,2-bis-
ethylcarbamoyl-2-phenyl-ethoxycarbonylmethyl)-phe-
nyl ester,

2-phenyl-2-(2-{3-trifluoromethyl-4-[ (4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl }-acetoxym-
ethyl)-malonic acid diethyl ester,

[4-(2-butoxy-benzoylaminoyphenyl]-acetic acid 2-phe-
nyl-2,2-bis-(2,2,2-trifluoro-ethylcarbamoyl)-ethyl
esler,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyliamino]-phe-
nyl}-acetic acid  2,2-bis-butylcarbamoyl-2-phenyl-
ethyl ester,

2-(2-{4-[(9-0x0-9h-fluorene-1-carbonyl)-aminoJ-phe-
nyl}-acetoxymethyl)-2-phenyl-malonic  acid diethyl
ester,

2-(2-{4-[(9h-fluorene-1-carbonyl)-amino]-phenyl } -ac-
ctoxymethyl)-2-phenyl-malonic acid diethyl ester,

{3-methyl-4-[ (4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-
phenyl-ethyl ester,

2-(2-{4-(4"-methyl-biphenyl-2-carbonyl)-amino]-phe-
nyl}-acetoxymethyl)-2-phenyl-malonic  acid  diethyl
esler,
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2-(2-{4-{(4'-methoxy-biphenyl-2-carbonyl)-amino]-phe-
nyl}-acetoxymethyl)-2-phenyl-malonic  acid diethyl
ester,

{4-{(4'~trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-phenyl-
propy! ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonylamino]-phe-
nyl}-acetic acid 3-phenyl-3,3-bis-propylcarbamoyl-
propvl ester,

{4 (biphenyl-2-carbonyl)-amino]-phenyl}-acetic  acid
2,2-bis-ethylcarbamoyl-2-phenyl-ethyl ester,

[4-(2-phenoxy-benzoylaminoyphenyl J-acetic  acid  2,2-
bis-ethylcarbamoyl-2-phenyl-ethyl ester,

[4-(2-butoxy-benzoylaminoyphenylJ-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

2-phenyl-2-(2-{4-[(3"-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-phenyl}-acetoxymethyl)-malonic acid
diethyl ester,

2-(2-{4-[2-(4-fluoro-benzoyl)-benzoylamino ]-phenyl } -
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

#'-triflnoromethyl-biphenyl-2-carboxylic acid 4-(2,2-bis-
ethylcarbamoyl-2-phenyl-ethoxycarbonylmethyl)-2-
chloro-phenyl ester,

2-phenyl-2-{2{4-(2-thiophen-3-yl-benzoylamino)-phe-
nyl]-acetoxymethyl}-malonic acid diethyl ester,

2-(2-{4-biphenyl-3-carbonyl)-amino]-phenyl}-ac-
ctoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{4-[isopropyl-(4"-trifluoromethyl-biphenyl-2-carbo-
nylamino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

2-(2-{4-[cyclohexyl-(4'-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-{2-[4-(2-isopropyl-benzoylamino)-phenylJ-acetoxym-
ethyl}-2-phenyl-malonic acid diethyl ester,

2-{2-[4-(2-benzyl-benzoylamino)-phenyl]-acetoxym-
ethyl}-2-phenyl-malonic acid diethyl ester,

2-phenyl-2-(2-{4-[(4"-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-phenyl}-acetoxymethyl)-malonic acid
dipropyl ester,

2-phenyl-2-(2-{4-[(4"-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-phenyl }-acetoxymethyl)-malonic acid
diisobutyl ester,

2-phenyl-2-{2{4-(2-trifluoromethoxy-benzoylami-
noyphenylJ-acetoxymethyl}-malonic acid diethyl ester,

2-{2-[4-(2-butoxycabonyl-benzoylamino)-phenyl]-ac-
etoxymethyl}-2-phenyl-malonic acid diethyl ester,

{4-[(4"-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-isobutylcarbamoyl-2-phe-
nyl-ethyl ester,

[4(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-(3-methyl-butylcarbam-
oyl)-2-phenyl-ethyl ester,
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2-(2-{4-ethyl-(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

[4-(2-cyclohexyl-benzoylamino)-phenyl]-acetic acid 2,2-
bis-cthylcarbamoyl-2-phenyl-ethyl ester,

{4-[(4'-chloro-biphenyl-2-carbonyl)-amino]-phenyl} -
acetic  acid  2,2-bis-cthylcarbamoyl-2-phenyl-ethyl
ester,

{4-[(3',4'-dichloro-biphenyl-2-carbonyl)-amino]-phe-
nyl}-acetic acid  2,2-bis-ethylcarbamoyl-2-phenyl-
cthyl ester,

{3-methyl-4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2-phenyl-2,2-bis-propyl-
carbamoyl-ethyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-(2-methoxy-ethylcarbam-

oyl)-2-phenyl-ethyl ester,

2-[2-(4-{[2-methyl-4-(4-trifluoromethyl-phenyl)-thiaz-
ole-5-carbonyl]-amino }-phenyl)-acetoxymethyl]-2-
phenyl-malonic acid diethyl ester,

(4-{[2-methyl-4-(4-trifluoromethyl-phenylythiazole-5-
carbonyl]-amino}-phenyl)-acetic acid 2,2-bis-ethylcar-
bamoyl-2-phenyl-ethyl ester,

(4-{[2-(4-trifluoromethyl-phenyl)-pyridine-3-carbonyl]-
amino}-phenyl)-acetic acid 2,2-bis-ethylcarbamoyl-2-
phenyl-ethyl ester,

(3-methyl-4-{[2-(4-trifluoromethyl-phenylypyridine-3-
carbonyl]-amino}-phenyl)-acetic acid 2,2-bis-ethylcar-
bamoyl-2-phenyl-cthyl ester,

2-(2-{3-ethyl-4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

{3-isopropyl-4-[(4'"-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcarbam-
oyl-2-phenyl-ethyl ester,

2-(2-{3-isopropyl-4-[ (4 -trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

{3-ethyl-4{(4'-trifuoromethyl-biphenyl-2-carbony-
lamino]-phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-
phenyl-propyl ester,

{3-isobutyl-4-[(4-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-
phenyl-ethyl ester,

2-(2-{3-isobutyl-4-[(4'-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-(2-{3-chloro-4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-(2-{3-bromo-4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

Apr. 7, 2005

{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethyl-
carbamoyl-2-phenyl-ethyl ester,

{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 2-phenyl-2,2-
bis-propylcarbamoyl-ethyl ester,

{3-methylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-cthylcar-
bamoyl-2-phenyl-ethyl ester,

{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 3,3-bis-ethyl-
carbamoyl-3-phenyl-propyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-aminoJ-phenyl} -acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,

{3-benzylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcar-
bamoyl-2-phenyl-cthyl ester,

{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 4,4-bis-ethyl-
carbamoyl-4-phenyl-butyl ester,

{3-diethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcar-
bamoyl-2-phenyl-cthyl ester,

{3-diisopropylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-cthyl ester,

2-(2-{3-diethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,

2-(2-{3-diisopropylcarbamoyl-4-[ (4'-trifluoromethyl-bi-
phenyl-2-carbonylamino]-phenyl}-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,

[3-(isopropyl-methyl-carbamoyl),-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl }-acetic acid 2,2-
bis-ethylcarbamoyl-2-phenyl-ethyl ester,

2-(2-{3~(ethyl-methyl-carbamoyl)-4-[ (4'-trifluoromethyl-
biphenyl-2-carbonyl)-aminoJ-phenyl }-acetoxym-
ethyl)-2-phenyl-malonic acid diethyl ester,

{3-(ethyl-methyl-carbamoyl)-4-[(4'-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino]-phenyl}-acetic  acid 2,2-
bis-ethylcarbamoyl-2-phenyl-cthyl ester,

{3-(ethyl-methyl-carbamoyl)-4-[(4'-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino]-phenyl}-acetic  acid  3,3-
bis-ethylcarbamoyl-3-phenyl-propyl ester,

{3-(piperidine-1-carbonyl)-4-[ (4 -trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
cthylcarbamoyl-2-phenyl-ethyl ester,

{3-(pyrrolidine-1-carbonyl)-[(4"-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino J-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

[3-(pyrrolidine-1-carbonyl)-4[ (4 -trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,
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{3-(methyl-propyl-carbamoyl),[(4-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino]-phenyl}-acetic acid  2,2-
bis-ethylcarbamoyl-2-phenyl-ethyl ester,

{3-(methyl-propyl-carbamoyl)-4-[(4'-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino]-phenyl }-acetic  acid  3,3-
bis-ethylcarbamoyl-3-phenyl-propyl ester,

{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 2-ethylcar-
bamoyl-2-phenyl-ethyl ester,

2-phenyl-2-(2-{3-(pyrrolidine-1-carbonyl)-4-[ (4'-trifluo-
romethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
ctoxymethyl)-malonic acid diethyl ester,

2-phenyl-2-(2-{3-(piperidine-1-carbonyl),[ (4 -trifluo-
romethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
etoxymethyl)-malonic acid diethyl ester,

{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 2-phenyl-2-
propionylamino-ethyl ester,

{3-dimethylcarbamoyl-4-[ (4"-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 2-phenyl-2-
propionylamino-ethyl ester,

{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 2-(2,5-dioxo-
pyrrolidin-1-y1)-2-phenyl-ethyl ester,

{3-dimethylcarbamoyl-4-[(4-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 2-ethylcar-
bamoyl-benzyl ester,

{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 2-ethylcar-
bamoylmethyl-benzyl ester,

{3-dimethylcarbamoyl-4-[ (4"-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 2-isopropy-
lamino-2-phenyl-ethyl ester hydrochloride,

[3-dimethylcarbamoyl-4-(2-trifluoromethyl-benzoy-
lamino)-phenylJ-acetic acid 2,2-bis-ethylcarbamoyl-2-
phenyl-ethyl ester,

2-{2-[3-dimethylcarbamoyl-4(2-trifluoromethyl-benzoy-
lamino)-phenyl]-acetoxymethyl } -2-phenyl-malonic
acid diethyl ester,

2-[2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino J-phenyl }-acetoxy)-ethyl]-
2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoy[(4'-fluorobiphenyl-2-carbo-
nylamino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

2-(2-{4-[(4"-bromo-biphenyl-2-carbonyl)-amino]-3-dim-
ethylcarbamoyl-phenyl}-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,

{3-dimethylcarbamoyl-4-[ (4"-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic  acid ~ 2-acety-
lamino-2-phenyl-ethyl ester,

{3-dimethylcarbamoyl-4- (4'"-trifluoromethyl-biphenyl-

Apr. 7, 2005

[4-(2-benzoyl-benzoylamino)-3-dimethylcarbamoyl-phe-
nyl]-acetic acid 2,2-bis-ethylcarbamoyl-2-phenyl-ethyl
ester,

2-{2-[4-(2-benzoyl-benzoylamino)-3-dimethylcarbam-
oyl-phenyl]-acetoxymethyl}-2-phenyl-malonic  acid
diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl)-2-
phenyl-malonic acid dimethyl ester,

2-cyclopentyl-2-(2-{3-dimethylcarbamoyl-4-[ (4"-trifluo-
romethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac-
etoxymethyl)-malonic acid diethyl ester, 2-cyclohexyl-
2-(2-{3-dimethylcarbamoyl-4- (4 -trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl }-
acetoxymethyl)-malonic acid diethyl ester,

2-(2-{4-{(4'-chloro-biphenyl-2-carbonyl)-amino]-3-dim-
ethylcarbamoyl-phenyl }-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,

2-(2-{4-[(4'-acetyl-biphenyl-2-carbonyl)-amino]-3-dim-
ethylcarbamoyl-phenyl }-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,

[3-dimethylcarbamoyl-4-(2-phenoxy-benzoylaminoyphe-
nylJ-acetic acid 2,2-bis-ethylcarbamoyl-2-phenyl-ethyl
ester,

2-{2-[3-dimethylcarbamoyl-4-(2-phenoxy-benzoy-
lamino)-phenyl]-acetoxymethyl }-2-phenyl-malonic
acid diethyl ester,

2-(2-{4-[(4'-cyano-biphenyl-2-carbonyl)-amino]-3-dim-
ethylcarbamoyl-phenyl }-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4-methyl-4'-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(5-methyl-4'-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester,

{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 2-methane-
sulfonylamino-2-phenyl-ethyl ester,

3-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl} -acetoxy)-2-phenyl-
propionic acid ethyl ester,

{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 2-(methyl-
propionyl-amino)-2-phenyl-ethyl ester,

2-[3-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino J-phenyl} -acetoxy)-propyl |-
2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(5-methoxy-4'-trifluo-
romethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{4-{(5-chloro-4'-trifluoromethyl-biphenyl-2-carbo-

2-carbonyl)-amino]-phenyl}-acetic  acid  2-butyry- nyl)-amino]-3-dimethylcarbamoyl-phenyl}-acetoxym-
lamino-2-phenyl-ethyl ester, ethyl)-2-phenyl-malonic acid diethyl ester,
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2-(2-{3-dimethylcarbamoyl-4-[ (6-methyl-4"-trifluorom- 2-(4-chloro-phenyl)-2-(2-{3-dimethylcarbamoyl-4-[(4'-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac- trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl} -
etoxymethyl)-2-phenyl-malonic acid diethyl ester), acetoxymethyl)-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphe- 2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2- nyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl)-2-
phenyl-malonic acid di-2,2,2-trifluoroethyl ester, phenyl-succinic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[ (2"-luoro-4'-trifluorom- 2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac- nyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-(2-
etoxymethyl)-2-phenyl-malonic acid diethyl ester, methoxy-phenyl)-malonic acid diethyl ester,
2-(2-{5-dimethylcarbamoyl-2-fluoro-4-[ (4 -trifluorom- 2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac- nyl-2-carbonyl)-amino J-phenyl}-acetoxymethyl)-2~(3-
ctoxymethyl)-2-phenyl-malonic acid diethyl ester, methoxy-phenyl)-malonic acid diethyl ester,
2-(2-{3-bromo-5-dimethylcarbamoyl-4-[(4'-trifluorom- 2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac- nyl-2-carbonyl)-amino J-phenyl}-acetoxymethyl)-2-(4-
etoxymethyl)-2-phenyl-malonic acid diethyl ester, methoxy-phenyl)-malonic acid diethyl ester,
2-(2-{3-chloro-5-dimethylcarbamoyl-4-[ (4 -trifluorom- 2-(2-{4-[(5.4'-bis-trifluoromethyl-biphenyl-2-carbonyl)-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac- amino]-3-dimethylcarbamoyl-phenyl }-acetoxym-
ctoxymethyl)-2-phenyl-malonic acid diethyl ester, cthyl)-2-phenyl-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[(3'-fluoro-4'-trifluorom- 2-(2-{4-[(6-chloro-4'-trifluoromethyl-biphenyl-2-carbo-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac- nyl)-amino]-3-dimethylearbamoyl-phenyl}-acetoxym-
etoxymethyl)-2-phenyl-malonic acid diethyl ester, ethyl)-2-phenyl-malonic acid diethyl ester,
2-(2-{4-[(3"-chloro-4'-trifluoromethyl-biphenyl-2-carbo- 2-(2-{3-dimethylcarbamoyl-4-[(6-fuoro-4'-trifluorom-
nyl)-amino]-3-dimethylcarbamoyl-phenyl }-acetoxym- ethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
ethyl)-2-phenyl-malonic acid diethyl ester, etoxymethyl)-2-phenyl-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[ (4-trifluoromethyl-biphe- 2-[2-(2-{3-dimethylcarbamoyl[(5-methyl-4'-trifluorom-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2-(5- ethyl-biphenyl-2-carbonyl)-amino]-phenyl} -acetoxy)-
nitro-pyridin-2-yl)-malonic acid diethyl ester, ethyl]-2-phenyl-malonic acid diethyl ester,
2-(5-amino-pyridin-2-y1)-2-(2-{3-dimethylcarbamoyl-4- 2-(2-{3-dimethylcarbamoyl-4-[(5-ethoxy-4'-trifluorom-
[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino ]-phe- ethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
nyl}-acetoxymethyl)-malonic acid diethyl ester, etoxymethyl)-2-phenyl-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphe- 2-(2-{3-dimethylcarbamoyl-4-[(5-isopropoxy-4'-trifluo-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2- romethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
pyridin-2-yl-malonic acid diethyl ester, etoxymethyl)-2-phenyl-malonic acid diethyl ester,
2-(2-{3-chloro-5-dimethylcarbamoyl-2-fluoro-4-[ (4'-trif- 2-[2-(2-{4-[(5.4"-bis-trifluoromethyl-biphenyl-2-carbo-
luoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac- nyl)-amino]-3-dimethylcarbamoyl-phenyl}-acetoxy-
etoxymethyl)-2-phenyl-malonic acid diethyl ester, Jethyl]-2-phenyl-malonic acid diethyl ester,
2-(2-{3-bromo-5-dimethylcarbamoyl-2-fluoro-4- (4'-trif- 2-(2-{3-dimethylcarbamoyl-4-[(6-methoxy-4'-trifluo-
luoromethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac- romethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester, etoxymethyl)-2-phenyl-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[ (4"-trifluoromethyl-biphe- 2-(2-{3-dimethylcarbamoyl-4-[(3-methyl-4'-trifluorom-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2-o- ethyl-biphenyl-2-carbonyl)-amino -
tolyl-malonic acid diethyl ester, phenylfacetoxymethyl)-2-phenyl-malonic acid diethyl
ester,
2-(2-{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphe- =
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2-m- 2-{2-[4-(2,4-bis-trifluoromethyl-benzoylamino)-3-dim-
tolyl-malonic acid diethyl ester, ethylcarbamoyl-phenyl]-acetoxymethyl}-2-phenyl-
lonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphe- MAIDTIE ARHe T S5
nyl-2-carbonyl)-aminoJ-phenyl}-acetoxymethyl)-2-p- 2-(2-{3-dimethylcarbamoyl-4[ (4'-methyl-biphenyl-2-car-
tolyl-malonic acid diethyl ester, bonoyamino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
ic acid diethyl ester,
2-(2-chloro-phenyl)-2(2-{3-dimethylcarbamoyl-4-[(4'- AR IR L RS ERE
trifluoromethyl-biphenyl-2-carbonyl)-aminoJ-phenyl } - 2-ethyl-4-trifluoromethyl-benzoylaminoyphenylJ-ac-
acetoxymethyl)-malonic acid diethyl ester, etoxymethyl}-2-phenyl-malonic acid diethyl ester,
2-(3-chloro-phenyl)-2-(2-{3-dimethylcarbamoyl-4-[(4'- 2-(2-{3-dimethylcarbamoyl-4-[(4'-ethyl-biphenyl-2-car-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl } - bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
acetoxymethyl)-malonic acid diethyl ester, onic acid diethyl ester,
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2-(2-{3-dimethylcarbamoyl-4-[(4'-isopropenyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phe-
nyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4'-isopropyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,

2-{2-[3-dimethylcarbamoyl-4-(2-isopropenyl-4-trifluo-
romethyl-benzoylamino)-phenyl]-acetoxymethyl}-2-
phenyl-malonic acid diethyl ester,

2-{2-[3-dimethylcarbamoyl-4-(2-isopropyl-4-trifluorom-
ethyl-benzoylamino)-phenyl]-acetoxymethyl}-2-phe-
nyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ 2-(3-trifluoromethyl-phe-
nylamino)-benzoylamino]-phenyl}-acetoxymethyl-2-
phenyl-malonic acid diethyl ester,

2-{2-[3-dimethylcarbamoyl-4-(4'-trifluoromethyl-biphe-
nyl-2-carbonyloxy)-phenyl]-acetoxymethyl}-2-phe-
nyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ 2-(3-trifluoromethyl-phe-
noxy)-benzoylaminoJ-phenyl}-acetoxymethyl)-2-phe-
nyl-malonic acid diethyl ester,

{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 2-ethyl-2-phe-
nyl-butyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ 2-(4-trifluoromethyl-phe-
noxy)-benzoylamino]-phenyl}-acetoxymethyl)-2-phe-
nyl-malonic acid diethyl ester,

{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 1-phenyl-cy-
clopropylmethyl ester,

{3-dimethylcarbamoyl-4-[ (4"-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 2,2-diphenyl-
ethyl ester,

{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 1-phenyl-cy-
clopentylmethyl ester,

{3-dimethylcarbamoyl-4-{(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 3-hydroxy-2-
hydroxymethyl-2-phenyl-propyl ester,

{3-dimethylcarbamoyl<4-[ (4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 3-acetoxy-2-
acetoxymethyl-2-phenyl-propyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2-
thiophen-2-yl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
thiophen-3-yl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-5-[(4-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino J-pyridin-2-yl }-acetoxymethyl)-
2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphe-

nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2-(3-
methyl-thiophen-2-yl)-malonic acid diethyl ester,

186

Apr. 7, 2005

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl)-2-(5-
methyl-thiophen-2-yl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl)-2-
thiazol-2-yl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
isopropyl-malonic acid diethyl ester,

2-sec-butyl-2-(2-{3-dimethylcarbamoyl[ (4 -trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl } -ac-
ctoxymethyl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-mrbonylyamino]-phenyl}-acetoxymethyl)-2-
isobutyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl)-2-
propyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl)-2-
ethyl-malonic acid diethyl ester,

2-butyl-2-(2-{3-dimethylcarbamoyl-4-[ (4'-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
etoxymethyl)-malonic acid diethyl ester,

2-allyl-2-(2-{3-dimethylcarbamoyl-4-[ (4'-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac-
etoxymethyl)-malonic acid diethyl ester,

3-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl} -acetoxy)-2,2-bis-
ethoxycarbonyl-propionic acid ethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-(1-
methyl-butyl)-malonic acid diethyl ester,

2-(2-{3-ethoxy-4-[(4"-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

{3-hydroxy-4-[(4"-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-
phenyl-ethyl ester,

3-methoxy-4-[ (4"-trifluoromethyl-biphenyl-2-carbonyl)-

¥ yl-bipheny Y
amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-
phenyl-ethyl ester,

2-(2-{3-methoxy-4-[(4'-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

{3-methoxy-4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2-phenyl-2,2-bis-propyl-
carbamoyl-ethyl ester,

{3-methoxy-4-[(4"-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-
phenyl-propyl ester,

[3-methoxy-4-[(4"-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-
phenyl-ethyl ester,
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{3-ethoxy-4-(4'-trifluoromethyl-biphenyl-2-carbonyl)- 2-phenyl-2-(2-{3-[(4"-trifluoromethyl-biphenyl-2-carbo-
amino]-phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3- nyl)-amino]-phenyl}-acetoxymethyl)-malonic acid
phenyl-propyl ester, dicthyl ester,

2-(2-{3-isopropoxy-4-[ (4'-trifluoromethyl-biphenyl-2- 2-phenyl-2-[2-(2-{ 3 (4'-trifluoromethyl-biphenyl-2-car-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl- bonyl)-amino]-phenyl}-acctoxy)-ethyl]-malonic  acid
malonic acid diethyl ester, diethyl ester,

{3-isopropoxy-4-[(4'-trifluoromethyl-biphenyl-2-carbo- {3-[(4'“trifuoromethyl-biphenyl-2-carbonyl)-amino J-phe-
nyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcarbam- nyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-phenyl-pro-
oyl-2-phenyl-ethyl ester, pvl ester,

{3-isopropoxy-4-[(4-trifluoromethyl-biphenyl-2-carbo- {3-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
nyl)-amino]-phenyl}-acetic acid 3,3-bis-ethylcarbam- phenyl}acetic acid 3-phenyl-3,3-bis-propylcarbamoyl-
oyl-3-phenyl-propyl ester, propyl ester,

{3-propoxy-4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)- 2-[2-(2-{4-methyl-3-[(4"-trifluoromethyl-biphenyl-2-car-
amino]-phenyl)-acetic acid 2,2-bis-cthylcarbamoyl-2- bonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-phenyl-mal-
phenyl-ethyl ester, onic acid diethyl ester,

{3-benzyloxy-4-(4'-trifluoromethyl-biphenyl-2-carbo- 2-[2-(2-{2-methyl-5-[(4"-trifluoromethyl-biphenyl-2-car-
nyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcarbam- bonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-phenyl-mal-
oyl-2-phenyl-ethyl ester, onic acid diethyl ester,

2-(2-{3-benzyloxy-4-[(4'-trifluoromethyl-biphenyl-2-car- {3 (4"-trifuoromethyl-biphenyl-2-carbonyl)-amino]-phe-
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal- nyl}-acetic acid 3,3-bis-isopropylcarbamoyl-3-phenyl-
onic acid diethyl ester, propyl ester,

2-(2-{3-hydroxy-4-[(4'-trifuoromethyl-biphenyl-2-carbo- {2-methyl-3- (4'-trifluoromethyl-biphenyl-2-carbonyl)-
nylamino]-phenyl}-acetoxymethyl)-2-phenyl-malonic amino]-phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-
acid diethyl ester, phenyl-propyl ester,

2-{2-[3-methoxy-4-(4"-trifluoromethyl-biphenyl-2-carbo- {2-methyl-3-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
nyloxy)-phenyl]-acetoxymethyl}-2-phenyl-malonic amino]-phenyl}-acetic acid 4,4-bis-ethylcarbamoyl-4-
acid diethyl ester, phenyl-butyl ester,

{3-dimethylamino-4-[(4-trifluoromethyl-biphenyl-2-car- [2-methyl-3-[(4-trifluoromethyl-biphenyl-2-carbonyl)-
bonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcar- amino]-phenyl}-acetic acid 3-phenyl-3,3-bis-propyl-
bamoyl-2-phenyl-ethyl ester, carbamoyl-propyl ester,

{3-piperidin-1-y1-4-[ (4'-trifluoromethyl-biphenyl-2-car- {2-methoxy-3-[(4"-trifluoromethyl-biphenyl-2-carbonyl)-
bonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcar- amino]-phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-
bamoyl-2-phenyl-ethyl ester, phenyl-propyl ester,

{3-pyrrolidin-1-y1-4-[(4"-trifluoromethyl-biphenyl-2-car- 2-[2-(2-{2-methoxy-3-[(4'"-trifluoromethyl-biphenyl-2-
bonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcar- carbonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-phenyl-
bamoyl-2-phenyl-ethyl ester, malonic acid diethyl ester,

2-phenyl-2-(2-{3-piperidin-1-yl-4-[(4-trifluoromethyl- {2-ethoxy-3-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
biphenyl-2-carbonyl)-amino]-phenyl }-acetoxym- amino]-phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-
ethyl)-malonic acid diethyl ester, phenyl-propyl ester,

2-phenyl-2-(2-{3-pyrrolidin-1-yl-4-[(4"-trifluoromethyl- 2-[2-(2-{2-ethoxy-3-[ (4'-trifluoromethyl-biphenyl-2-car-
biphenyl-2-carbonyl)-amino]-phenyl }-acetoxym- bonyl)-amino]-phenyl}-acetoxy)-ethyl ]-2-phenyl-mal-
cthyl)-malonic acid diethyl ester, onic acid diethyl ester,

2-(2-{3-dimethylamino-4-[(4'-trifluoromethyl-biphenyl- 2-[2-(2-{2-isopropoxy-3-[(4'-trifluoromethyl-biphenyl-2-
2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phe- carbonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-phenyl-
nyl-malonic acid diethyl ester, malonic acid diethyl ester,

2-(2-{3-morpholin-4-yl-4-[(4'-trifluoromethyl-biphenyl- 2-[2-(2-{2-methoxycarbonyl-3-[(4"-trifluoromethyl-bi-
2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phe- phenyl-2-carbonyl)-amino ]-phenyl}-acetoxyvethyl]-2-
nyl-malonic acid diethyl ester, phenyl-malonic acid diethyl ester,

2-(2-3-diethylamino-4-[ (4'-trifluoromethyl-biphenyl-2- 2-[2-(2-{2-ethoxy-5-methyl-3-[(4'-trifluoromethyl-biphe-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl- nyl-2-carbonyl)-amino]-phenyl} -acetoxy)-ethyl]-2-
malonic acid diethyl ester, phenyl-malonic acid diethyl ester,

2-[2+(2-{2-methyl-3-[(4'-trifluoromethyl-biphenyl-2-car- 4-[(4-trifluoromethyl-biphenyl-2-carbonyl)-amino]-ben-
bonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-phenyl-mal- zoic acid  2-9-(2,2,2-trifluoro-ethylcarbamoyl)-9h-
onic acid diethyl ester, fluoren-9-ylJ-ethyl ester,
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4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-ben-
zoic acid 2-(9h-fluoren-9-yl)-ethyl ester,

n-biphenyl-2-yl-terephthalamic acid 2-[9-(2,2,2-trifluoro-
ethylcarbamoyl)-9h-fluoren-9-yl]-ethyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-ben-
zoic acid 2-[(biphenyl-2-carbonyl)-amino]-cthyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino ]-ben-
zoic acid 2-(2-biphenyl-2-yl-acetylamino)-ethyl ester,

4-[(4-trifluoromethyl-biphenyl-2-carbonyl)-amino]-ben-
zoic acid 3-naphthalen-1-y1-3-(2,2,2-trifluoro-ethylcar-
bamoyl)-propyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-ben-
zoic acid 3-2-(2,2,2-trifluoro-ethylearbamoyl)-naph-
thalen-1-y1]-propyl ester,

4-[(4"-trifluoromethyl-biphenyl-2-carbonyl)-amino]-ben-
zoic acid 3,3-diphenyl-3-(2,2,2-trifluoro-ethylcarbam-
oyl)-propyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino ]-ben-
zoic acid 3-biphenyl-2-y1-3-(2,2,2-trifluoro-ethylcar-
bamoyl)-propyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-ben-
zoic acid 3-phenyl-3-(2,2,2-trifluoro-ethylcarbamoyl)-
propyl ester,

4-[(4-trifluoromethyl-biphenyl-2-carbonyl)-amino]-ben-
zoic acid 2-8-(2,2,2-trifluoro-¢thylcarbamoyl)-naph-
thalen-1-yl]-ethyl ester,

4-[(4-trifluoromethyl-biphenyl-2-carbonyl)-amino]-ben-
zoic acid 3-(2,6-dichloro-phenyl)-3-(2,2,2-trifluoro-
ethylcarbamoyl)-propyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-ben-
zoic acid 3-(2-chloro-phenyl)-3-(2,2,2-trifluoro-ethyl-
carbamoyl)-propyl ester,

2-phenyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-benzoyloxy} -ethyl)-malonic acid diethyl
ester,

2-(2-{3-methyl-4-[(4"-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-benzoyloxy } -ethyl)-2-phenyl-malonic
acid diethyl ester,

2-(2-{2-chloro-4-[(4-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-benzoyloxy }-ethyl)-2-phenyl-malonic
acid diethyl ester,

2-phenyl-2-{2{4-(4'-trifluoromethyl-biphenyl-2-carbo-
nyloxy)-benzoyloxy]-ethyl}-malonic acid diethyl ester,

2-{2-[4~(2-benzoyl-benzoyloxy)-benzoyloxy]-ethyl }-2-
phenyl-malonic acid diethyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-ben-
zoic acid  3,3-bis-ethylcarbamoyl-3-phenyl-propyl
esler,

4'-trifluoromethyl-biphenyl-2-carboxylic acid 4-(3,3-bis-
ethylcarbamoyl-3-phenyl-propoxycarbonyl)-2-chloro-
phenyl ester,

4-trifluoromethyl-biphenyl-2-carboxylic acid 4-(3,3-bis-
ethylcarbamoyl-3-phenyl-propoxycarbonyl)-phenyl
esler,
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4'"-trifluoromethyl-biphenyl-2-carboxylic acid 4-(3,3-bis-
ethylcarbamoyl-3-phenvl-propoxycarbonyl)-2,6-
dichlorophenyl ester,

4-methyl-4 (4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-cyclohexanecarboxylic acid 2-[9-(2,2,2-trif-
luoro-ethylearbamoyl)-9h-fluoren-9-y1]-ethyl ester,

4-[(4-trifluoromethyl-biphenyl-2-carbonyl)-amino]-cy-
clohexanecarboxylic acid 2-[9-(2,2,2-1 fluoro-ethylcar-
bamoyl)-9h-fluoren-9-yl]-ethyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-cy-
clohexanecarboxylic acid 3-phenyl-3-(2,2,2-trifluoro-
ethylcarbamoyl)-propyl ester,

2-phc‘ny1-2-{4-[(4'-1riﬂuoromcthy]-hiphcny]-Z-carb‘anyl‘)-
amino]-cyclohexanecarbonyloxymethyl}-malonic acid
diethyl ester,

2-phenyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-cyclohexanecarbonyloxy }-ethyl)-malonic
acid diethyl ester,

2-phenyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-piperidin-1-yl}-acetoxymethyl)-malonic
acid diethyl ester,

2-phenyl-2-(2-{4-[(4"-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-indol-1-y1}-acetoxymethyl)-malonic acid
diethyl ester,

2-(2-{2-methyl-4-[(4"-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-benzoimidazol-1-yl}-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,

[2-0x0-3-(4'-trifluoromethyl-biphenyl-2-carbonyl)-2,3-
dihydro-benzooxazol-6-yl]-acetic acid 2,2-bis-ethyl-
carbamoyl-2-phenyl-ethyl ester,

2-(2-{3-ethoxycarbonyl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phe-
nyl-malonic acid diethyl ester,

2-(3-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl} -propionyloxym-
ethyl)-2-phenyl-malonic acid diethyl ester,

4{[(4"-trifluoromethyl-biphenyl-2-carbonyl)-amino J-me-
thyl}-benzoic acid 2,2-bis-ethylcarbamoyl-2-phenyl-
ethyl ester,

3-{4-[(4-trifluoromethyl-biphenyl-2-carbonyl)-amino -
phenyl} -propionic acid ethylcarbamoyl-phenyl-methyl
ester,

5-(2,2-bis-cthylcarbamoyl-2-phenyl-ethoxycarbonyl-me-
thyl)-2-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-benzoic acid benzyl ester,

5-(2,2-bis-ethylcarbamoyl-2-phenyl-ethoxycarbonyl-me-
thyl)-2-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-benzoic acid,

5-(2.2-bis-ethylcarbamoyl-2-phenyl-ethoxycarbonyl-me-
thyl)-2-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-benzoic acid ethyl ester,

2-phenyl-2-(2-{4-[(4"-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-benzoimidazol-1-yl}-acetoxymethyl)-ma-
lonic acid diethyl ester,

PENN EX. 2240
CFAD V. UPENN
IPR2015-01835

189 of 216



US 2005/0075367 Al

3{[(4'-trifluoromethyl-biphenyl-2-carbonyl)-aminoJ-me-
thyl}-benzoic acid 3,3-bis-ethylcarbamoyl-3-phenyl-
propyl ester,

5-(2,2-bis-ethylcarbamoyl-2-phenyl-ethoxycarbonyl-me-
thyl)-2-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-benzoic acid methyl ester,

2-(2-{3-benzyloxycarbonyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,

2-(2-{3-carboxy-4-[(4'-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-{22-0x0-3-(4-trifluoromethyl-biphenyl-2-carbonyl)-
2,3-dihydro-benzooxazol-6-yl]-acetoxymethyl} 2-phe-
nyl-malonic acid diethyl ester,

2-{2-[8-0x0-7-(4-trifluoromethyl-biphenyl-2-carbonyl)-
T-aza-bicyclo[4.2.0]Jocta-1(6),2,4-trien-3-yl]-ac-
etoxymethyl}-2-phenyl-malonic acid diethyl ester,

2-(2-{3-isopropoxycarbonyl-4-[(4'-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino J-phenyl }-acetoxymethyl)-
2-phenyl-malonic acid diethyl ester,

2-(2-{3-methoxycarbonyl-4-[(4-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl-2-
phenyl-malonic acid diethyl ester,

2-[2-{3-dimethylcarbamoyl-4-{[1-(2-nitrol-4-trifluoro-
methyl-phenyl)-pyrrolidine-2-carbonyl}-amino} -phe-
nyl)-acetoxymethyl]-2-phenyl-malonic  acid  diethyl
ester,

2-(2-{3-acetylamino-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,

2-(2-{3-methoxycarbonylamino-4-[ (4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl }-acetoxym-
ethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-(4-methyl-thiazol-2-y1)-4-[ (4"-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino J-phenyl }-acetoxymethyl)-
2-phenyl-malonic acid diethyl ester,

2-phenyl-2-(2-{6-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-biphenyl-3-yl}-acetoxymethyl)-malonic
acid diethyl ester,

2-(2-{3-formyl-4-[(4'~trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl-2-phenyl-malonic
acid diethyl ester,

2-(2-{3-dimethylaminomethyl-4-[(4'-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino J-phenyl }-acetoxymethyl)-
2-phenyl-malonic acid diethyl ester,

2-(2-{3-(methoxy-methyl-carbamoyl)-4-[(4'-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac-
ctoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-isobutyryl-4-[(4'~trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester, and

2-(2-{3-(1-hydroxy-2-methyl-propyl)-4-[(4'-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
ctoxymethyl)-2-phenyl-malonic acid diethyl ester.

Apr. 7, 2005

23. The ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to claim
1, which is selected from the group consisting of

4-[(4-trifluoromethyl-biphenyl-2-carbonyl)-amino]-phe-
nyl}-acetic  acid  2,2-bis-ethylcarbamoyl-2-phenyl-
ethyl ester,

2-phcny1-2-{2-[4-[(4'-1riﬁu0r0mcthy]-biphfznyl-E-carhn-
nyloxy)-phenyl]-acetoxymethyl }-malonic acid diethyl
ester,

2-(2-{3-methyl-4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-(2-{4{methyl-(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-phenyl }-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

3-ethyl-4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-

yl-4-{( yl-bipheny y
amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-
phenyl-ethyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 9-(2,2,2-trifluoro-ethylearbamoyl)-
9h-fluoren-9-ylmethyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-propionic acid 9-(2,2,2-trifluoro-ethylcarbam-
ovl)-9h-fluoren-9-ylmethyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2-phenyl-2-(2,2,2-trifluoro-ethyl-
carbamoyl)-ethyl ester,

2-phenyl-2-(2-{4-[4 -trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-phenyl }-acetoxymethyl)-malonic acid
diethyl ester,

2-phenyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-malonic acid
diisopropyl ester,

[4-[(4'"-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2-phenyl-2,2-bis~(2,2,2-trifluoro-
ethylcarbamoyl)-ethyl ester,

2-phenyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-phenyl}-acetoxymethyl)-malonic acid
dimethyl ester,

2-cyclopentyl-2-(2-{-[(4'-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxymethyl)-malonic  acid
dicthyl ester,

2-phenyl-2-(2-{4-[(4"-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-phenyl }-acetoxymethyl)-malonic acid
dicyclohexyl ester,

{4 (4"-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-cyclohexylcarbamoyl-2-
phenyl-ethyl ester,

{4-{(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2-phenyl-2,2-bis-phenylcarbam-
oyl-ethyl ester,

[4-(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-isopropylcarbamoyl-2-phe-
nyl-ethyl ester,
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2-benzyl-2-(2-{4-[(4-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl-malonic acid
diethyl ester,

2-(2-{2-methyl-4-[(4"-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl-2-phenyl-malonic
acid diethyl ester,

4-trifluoromethyl-biphenyl-2-carboxylic acid 4-2-phe-
nyl-2,2-bis-(2,2,2-trifluoro-ethylcarbamoyl)-ethoxy-
carbonylmethyl]-phenyl ester, biphenyl-2-carboxylic
acid 4-[2-phenyl-2,2-bis~(2,2,2-trifluoro-ethylcarbam-
oyl)-ethoxycarbonylmethyl]-phenyl ester,

2-cyclohexyl-2-(2-{4-(4"-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl} -acetoxymethyl)-malonic
acid diethyl ester,

{4-[(biphenyl-2-carbonyl)-amino]-phenyl}-acetic  acid
2-phenyl-2,2-bis-(2,2 2-trifluoro-ethylcarbamoyl)ethyl
esler,

2-phenyl-2-(2-{2-trifluoromethyl-4-[ (4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl }-acetoxym-
ethyl)-malonic acid diethyl ester,

{4-[(4-trifluoromethyl-biphenyl 2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-methylcarbamoyl-2-phe-
nyl-ethyl ester,

2-pyridin-2-y1-2-(2-{4-[(4-trifluvoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl-malonic
acid diethyl ester,

2-pyridin-3-y1-2-(2-{4-[(4"-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic
acid diethyl ester,

4'-trifluoromethyl-biphenyl-2-carboxylic acid 4-(2,2-bis-
cthylcarbamoyl-2-phenyl-ethoxycarbonylmethyl)-phe-
nyl ester,

2-phenyl-2-(2-{3-trifluoromethyl-4-[(4'-trifluoro-methyl-
biphenyl-2-carbonyl)-amino]-phenyl }-acetoxym-
ethyl)-malonic acid diethyl ester,

-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-

A-[(4'-trifl hyl-biphenyl-2-carbonyl)-ami
phenyl}-acetic acid 2,2-bis-butylcarbamoyl-2-phenyl-
ethyl ester,

{3-methyl-4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-
phenyl-ethyl ester,

2-(2-{4-[(4"-methyl-biphenyl-2-carbonyl)amino]-phe-
nyl}-acetoxymethyl)-2-phenyl-malonic  acid diethyl
ester,

2-(2-{4{(4-methoxy-biphenyl-2-carbonyl)amino]-phe-
nyl) acetoxymethyl)-2-phenyl-malonic acid diethyl
ester,

{4-[(4-trifluoromethyl-biphenyl-2-carbonyl} -amino]-
phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-phenyl-
propyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl}-amino]-
phenyl}-acetic acid 3-phenyl-3,3-bis-propylcarbam-
oyl-propyl ester,
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2-phenyl-2-(2-{4-[(3"-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-malonic acid
dicthyl ester,

#'-trifluoromethyl-biphenyl-2-carboxylic acid 4-(2,2-bis-
ethylcarbamoyl-2-phenyl-ethoxycarbonylmethyl)-2-
chloro-phenyl ester,

2-(2-{4{isopropyl-(4-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl }-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-(2-{4-{cyclohexyl-(4"-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-phenyl-2-(2-{4-[(4"-trifluo mmcthy]-biphcnyl-Z-carhcl-‘
nyl)-aminoJ-phenyl }-acetoxymethyl)-malonic acid
dipropyl ester,

2-phenyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-phenyl }-acetoxymethyl)-malonic acid
diisobutyl ester,

{4 (4"-trifluoromethyl-biphenyl-2-carbonyl }-amino]-
phenyl}-acetic acid 2,2-bis-isobutylcarbamoyl-2-phe-
nyl-ethyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl } -amino]-
phenyl}-acetic acid 2,2-bis-(3-methyl-butylcarbamoyl-
2-phenyl-ethyl ester,

2-(2-{4-[ethyl-(4"-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

4-[(4'-chloro-biphenyl-2-carbonyl)-amino]-phenyl } -
acetic acid  2,2-bis-(ethylcarbamoyl-2-phenyl-ethyl
esler,

{4-[(3' 4'-dichloro-biphenyl-2-carbonyl)-amino]-phe-
nyl}-acetic acid  2,2-bis-(ethylcarbamoyl-2-phenyl-
ethyl ester,

{3-methyl-4-[(4-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2-phenyl-2,2-bis-propyl-
carbamoyl-ethyl ester,

4-[(4'~trifluoromethyl-biphenyl-2-carbonyl }-amino -
phenyl}acetic acid 2,2-bis-(2-methoxy-ethylcarbam-
oyl)-2-phenyl-ethyl ester,

2-(2-{3-ethyl-4-[(4"-trifluoromethyl-biphenyl-2-carbo-
nyl}-amino]-phenyl)  acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

{3-isopropyl-4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl}-amino]-phenyl}-acetic acid 2,2-bis-ethylcarbam-
oyl-2-phenyl-ethyl ester,

2-(2-{3-isopropyl-4-[ (4'-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

-ethyl-4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-

3-cthyl-4 ifl hyl-biphenyl-2-carbonyl
amino]-phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-
phenyl-propyl ester,

[3-isobutyl-4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-

{4-[(biphenyl-2-carbonyl)-amino]-phenyl}-acetic  acid amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-
2,2-bis-ethylcarbamoyl-2-phenyl-ethyl ester, phenyl-ethyl ester,
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2-(2-{3-isobutyl-4-[(4'-trifluoromethyl-biphenyl-2-car- {3-(piperidine-1-carbonyl)-4-[ (4 -trifluoromethyl-biphe-
onyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal- nyl-2-carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
bonyl i henyl hyl)-2-phenyl-mal 1-2-carbonyl i henyl i id 2,2-bi
onic acid diethyl ester, ethylcarbamoyl-2-phenyl-ethyl ester,
2-(2-{3-chloro-4-[(4-trifluoromethyl-biphenyl-2-carbo- {3-(pyrrolidine-1-carbonyl)-4-[(4'-trifluoromethyl-biphe-
nyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal- nyl-2-carbonyl)-amino]-phenyl} -acetic acid 2,2-bis-
onic acid diethyl ester, ethylcarbamoyl-2-phenyl-ethyl ester,
2-(2-{3-bromo-4-[(4'-trifluoromethyl-biphenyl-2-carbo- {3-(methyl-propylearbamoyl)-4-[(4-trifluoromethyl-bi-
nyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal- phenyl-2-carbonyl)-amino]-phenyl}-acetic acid 2,2-
onic acid diethyl ester, bis-ethylcarbamoyl-2-phenyl-ethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[ (4"-trifluoromethyl-biphe- {3-(methyl-propyl carbamoyl)-4-[(4"-trifluoromethyl-bi-
nvl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2- phenyl-2-carbonyl)-amino]-phenyl}-acetic acid 3,3-
phenyl-malonic acid diethyl ester, bis-cthylcarbamoyl-3-phenyl-cthyl ester,

{3-dimethylcarbamoyl-4- (4'-trifluoromethyl-biphenyl- {3-(dimethylcarbamoyl)-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 2-phenyl-2,2- 2-carbonyl)-amino]-phenyl}-acetic acid 2-ethyl-car-
bis-propylcarbamoyl-ethyl ester, bamoyl-2-phenyl-ethyl ester,

{3-methylcarbamoyl-4-[ (4'-trifluoromethyl-biphenyl-2- 2-phenyl-2-(2-{3-(pyrrolidine-1-carbonyl)-4-[ (4'-trifluo-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcar- romethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac-
bamoyl-2-phenyl-ethyl ester, ctoxymethyl)-malonic acid diethyl ester,

{3-dimethylcarbamoyl-4-[ (4"-trifluoromethyl-biphenyl- 2-phenyl-2-(2-{3-(piperidine-1-carbonyl),-[(4"-trifluo-
2-carbonyl)-amino]-phenyl}-acetic acid 3,3-bis-ethyl- romethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac-
carbamoyl-3-phenyl-ethyl ester, etoxymethyl)-malonic acid diethyl ester,

2-(2-{3-methylcarbamoyl-4-[(4-trifluoromethyl-biphe- {3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2- 2-carbonyl)-amino]-phenyl}-acetic acid 2-phenyl-2-
phenyl-malonic acid diethyl ester, propionylamino-cthyl ester,

{3-benzylcarbamoyl-4-[(4-trifluoromethyl-biphenyl-2- {3-dimethylcarbamoyl-4-[(4-trifluoromethyl-biphenyl-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcar- 2-carbonyl)-amino]-phenyl}-acetic acid 2-phenyl-2-
bamoyl-2-phenyl-cthyl ester, propionylamino-ethyl ester,

{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl- {3-dimethylcarbamoyl-4-[(4-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 4,4'-bis-ethyl- 2-carbonyl)-amino]-phenyl}-acetic acid 2-(2,5-dioxo-
carbamoyl-4-phenyl-butyl ester, pyrrolidin-1-y1)-2-phenyl-ethyl ester,

{3-diethylcarbamoyl-4-[ (4'-trifluoromethyl-biphenyl-2- {3-dimethylcarbamoyl-4-[(4-trifluoromethyl-biphenyl-
carbonyl)-amino]-phenyl)-acetic acid 2,2-bis-ethylcar- 2-carbonyl)-amino]-phenyl}-acetic acid 2-ethylcar-
bamoyl-2-phenyl-ethyl ester, bamoyl-benzyl ester,

{3-diisopropylcarbamoyl-4-[(4'-trifluoromethyl-biphe- {3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-
nyl-2-carbonyl)-amino]-phenyl}-acetic acid 2,2-bis- 2-carbonyl amino]-phenyl}-acetic acid 2-ethylcarbam-
ethylcarbamoyl-2-phenyl-ethyl ester, oylmethyl-benzyl ester,

2-(2-{3-diethylcarbamoyl-4-[(4-trifluoromethyl-biphe- {3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2- 2-carbonyl)-amino]-phenyl}-acetic acid 2-isopropy-
phenyl-malonic acid diethyl ester, lamino-2-phenyl-ethyl ester hyvdrochloride,

2-(2-{3-diisopropylcarbamoyl-4-[(4'-trifluoromethyl-bi- 2-[2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino-phenyl }-acetoxymethyl)- phenyl-2-carbonyl)-amino]-phenyl} -acetoxy)-ethyl]-
2-phenyl-malonic acid diethyl ester, 2-phenyl-malonic acid diethyl ester,

{3-(isopropyl-methylearbamoyl)-4-[(4'-trifluoro-methyl- 2-(2-{3-dimethylcarbamoyl-4-[(4'-fluoro-biphenyl-2-car-
biphenyl-2-carbonyl)-aminoJ-phenyl }-acetic acid 2,2- bonyl}-amino]-phenyl} -acetoxymethyl)-2-phenyl-ma-
bis-ethylcarbamoyl-2-phenyl-cthyl ester, lonic acid diethyl ester,

2-(2-{3~(ethyl-methylcarbamoyl)-4-[ (4'-trifluoro-methyl- 2-(2-{4-[(4'-bromo-biphenyl-2-carbonyl)-amino]-3-dim-
biphenyl-2-carbonyl)-amino]-phenyl }-acetoxym- ethylcarbamoyl-phenyl }-acetoxymethyl)-2-phenyl-
ethyl)-2-phenyl-malonic acid diethyl ester, malonic acid diethyl ester,

{3-(ethyl-methylcarbamoyl)-4-[(4'-trifluoromethyl-bi- {3-dimethylcarbamoyl-4-[ (4 -trifluoromethyl-biphenyl-
phenyl-2-carbonyl)-amino]-phenyl}-acetic  acid 2,2- 2-carbonyl)-amino]-phenyl}-acetic  acid  2-acety-
bis-ethylcarbamoyl-2-phenyl-ethyl ester, lamino-2-phenyl-ethyl ester,

{3-(ethyl-methylcarbamoyl)-4-[(4"-trifluoromethyl-bi- [3-dimethylcarbamoyl-4-[(4'"-trifluoromethyl-biphenyl-
phenyl-2-carbonyl)-amino]-phenyl}-acetic acid 3,3- 2-carbonyl)-amino]-phenyl}-acetic  acid ~ 2-butyry-
bis-ethylcarbamoyl-3-phenyl-propyl ester, lamino-2-phenyl-ethyl ester,
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2-(2-{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
phenyl-malonic acid dimethyl ester,

2-cyclopentyl-2-(2-{3-dimethylcarbamoyl-4-[ (4'-trifluo-
romethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
etoxymethyl)-malonic acid diethyl ester,

2-cyclohexyl-2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluo-
romethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
etoxymethyl)-malonic acid diethyl ester,

2-(2-{4-[(4'-chloro-biphenyl-2-carbonyl)-amino]-3-dim-
ethylcarbamoyl-phenyl}-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,

2-(2-{4-[(4"-acetyl-biphenyl-2-carbonyl)-amino]-3-dim-
ethylcarbamoyl-phenyl}-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,

2-(2-{4-[(4"-cyano-biphenyl-2-carbonyl)-amino]-3-dim-
ethylcarbamoyl-phenyl}-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4-methyl-4'-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-methylcarbamoyl-4-[(5-methyl-4'-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
etoxymethyl)-2-phenyl-malonic acid dicthyl ester,

{3-dimethylcarbamoyl-4-[(4-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 2-methane-
sulfonylamino-2-phenyl-ethyl ester,

3-(2-{3-dimethylcarbamoyl-4-[ (4"-trifluoromethyl-biphe-
nyl-2-carbonyl)-aminoJ-phenyl }-acetoxy)-2-phenyl-
propionic acid ethyl ester,

{3-dimethylcarbamoyl-4-[ (4"-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 2-(methyl-
propionyl-amino)-2-phenyl-ethyl ester,

2-[3-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino-phenyl}-acetoxy)-propyl]-
2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(5-methoxy-4'"-trifluo-
romethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac-
etoxymethyl]-2-phenyl-malonic acid diethyl ester,

2-(2-{4-[5-chloro-4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-3-dimethylcarbamoyl-phenyl } -acetoxym-
cthyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (6-methyl-4"-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2-
phenyl-malonic acid di-2,2,2-trifluoroethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(2"-fluoro-4'-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{5-dimethylcarbamoyl-2-fluoro-4-[(4"-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
ctoxymethyl)-2-phenyl-malonic acid diethyl ester,
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2-(2-{3-bromo-5-dimethylcarbamoyl-4-[ (4'-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac-
ctoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-chloro-5-dimethylcarbamoyl-4-[(4'-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl }-ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(3'-fluoro-4'-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl }-ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{4~(3"-chloro-4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-3-dimethylcarbamoyl-phenyl}-acetoxym-
ethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino J-phenyl}-acetoxymethyl)-2-(5-
nitro-pyridin-2-yl)-malonic acid diethyl ester,

2-(5-amino-pyridin-2-y1)-2-(2-{3-dimethylcarbamoyl-4-
[(4'-trifluoromethyl-biphenyl-2-carbonyliamino]-phe-
nyl}-acetoxymethyl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl)-2-
pyridin-2-yl-malonic acid diethyl ester,

2-(2-{3-chloro-5-dimethylcarbamoyl-2-fluoro-4-[ (4'-trif-
luoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-bromo-5-dimethylcarbamoyl-2-fluoro-4-[ (4'-trif-
luoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl)-2-o-
tolyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-m-
tolyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl)-2-p-
tolyl-malonic acid diethyl ester,

2-(2-chloro-phenyl)-2-(2-{3-dimethylcarbamoyl-4-[(4'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl } -
acetoxymethyl)-malonic acid diethyl ester,

2-(3-chloro-phenyl)-2-(2-{3-dimethylcarbamoyl-4-[(4'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl } -
acetoxymethyl)-malonic acid diethyl ester,

2-(4-chloro-phenyl)-2-(2-{3-dimethylcarbamoyl-4-[(4'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl } -
acetoxymethyl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-aminoJ-phenyl} -acetoxymethyl)-2-
phenyl-succinic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl)-2-(2-
methoxy-phenyl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl)-2-(3-
methoxy-phenyl)-malonic acid diethyl ester,
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2-(2-{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphe- {3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2-(4- 2-carbonyl)-amino]-phenyl}-acetic acid 1-phenyl-cy-
methoxy-phenyl)-malonic acid diethyl ester, clopropylmethyl ester,

2-(2-{4+(5,4"-bis-trifluoromethyl-biphenyl-2-carbonyl)- {3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-
amino]-3-dimethylcarbamoyl-phenyl }-acetoxym- 2-carbonyl)-amino]-phenyl}-acetic acid 2,2-diphenyl-
ethyl)-2-phenyl}-malonic acid diethyl ester, ethyl ester,

2-(2-{4-(6-chloro-4'-trifluoromethyl-biphenyl-2-carbo- {3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-
nyl)-amino]-3-dimethylcarbamoyl-phenyl }-acetoxym- 2-carbonyl)-amino]-phenyl}-acetic acid 1-phenyl-cy-
ethyl)-2-phenyl-malonic acid diethyl ester, clopentylmethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[(6-fluoro-4'-trifluorom- {3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac- 2-carbonyl)-amino]-phenyl}-acetic acid 3-hydroxy-2-
ctoxymethyl)-2-phenyl-malonic acid diethyl ester, hydroxymethyl-2-phenyl-propyl ester,
2-[2-(2-{3-dimethylcarbamoyl-4-[(5-methyl-4'-trifluo- {3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-
romethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac- 2-carbonyl)-amino]-phenyl}-acetic acid 3-acetoxy-2-
etoxymethyl)-2-phenyl-malonic acid diethyl ester, acetoxymethyl-2-phenyl-propyl ester,
2-(2-{3-dimethylcarbamoyl-4-[(5-ethoxy-4'-trifluorom- 2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac- nyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl)-2-
ctoxymethyl)-2-phenyl-malonic acid diethyl ester, thiophen-2-yl-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[(5-isopropoxy-4'-trifluo- 2-(2-{3-dimethylcarbamoyl-4-[(4-trifluoromethyl-biphe-
romethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac- nyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl)-2-
etoxymethyl)-2-phenyl-malonic acid diethyl ester, thiophen-3-yl-malonic acid diethyl ester,
2-[2-(2-{4-[(5.4'-bis-4'"-trifluoromethyl-biphenyl-2-car- 2-(2-{4-dimethylcarbamoyl-5-[(4'-trifluoromethyl-biphe-
bonyl)-amino]-3-dimethylcarbamoyl-phenyl}-ac- nyl-2-carbonyl)-amino]-pyridin-2-yl}-acetoxymethyl)-
etoxy)-ethyl]-2-phenyl-malonic acid diethyl ester, 2-phenyl-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[ (6-methoxy-4'-trifluo- 2-(2-{3-dimethylcarbamoyl-4-[(4-trifluoromethyl-biphe-
romethyl-biphenyl-2-carbonyl)-amino}-phenyl} -ac- nyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-(3-
etoxymethyl)-2-phenyl-malonic acid diethyl ester, methyl-thiophen-2-yl)-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[ (3-methyl-4'-trifluorom- 2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac- nyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl)-2-(5-
etoxymethyl)-2-phenyl-malonic acid diethyl ester, methyl-thiophen-2-yl)-malonic acid diethyl ester,
2-{2-[4-(2,4-bis-trifluoromethyl-benzoylamino)-3-dim- 2-(2-{3-dimethylcarbamoyl-4-[(4-trifluoromethyl-biphe-
ethylcarbamoyl-phenyl]-acetoxymethyl}-2-phenyl- nyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
malonic acid diethyl ester, thiazol-2-yl-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[(4'-methyl-biphenyl-2- 2-(2-{3-cthoxy-4-[(4"-trifluoromethyl-biphenyl-2-carbo-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl- nyl)-aminoJ-phenyl}-acetoxymethyl)-2-phenyl-mal-
malonic acid diethyl ester, onic acid diethyl ester,
2-{2-3-dimethylcarbamoyl-4-(2-cthyl-4-trifluorom- {3-hydroxy-4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
ethyl-benzoylamino)-phenyl]-acetoxymethyl}-2-phe- amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-
nyl-malonic acid diethyl ester, phenyl-ethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[(4'-ethyl-biphenyl-2-car- {3-methoxy-4-[(4-trifluoromethyl-biphenyl-2-carbonyl)-
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal- amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-
onic acid diethyl ester, phenyl-ethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4'-isopropenyl-biphenyl- 2-(2-{3-methoxy-4-[(4'-trifluoromethyl-biphenyl-2-car-
2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phe- bonylamino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
nyl-malonic acid diethyl ester, onic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4'-isopropyl-biphenyl-2- {3-methoxy-4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl- amino]-phenyl}-acetic acid 2-phenyl-2,2-bis-propyl-
malonic acid diethyl ester, carbamoyl-ethyl ester,

2-{2-[3-dimethylcarbamoyl-4-[ (4"-trifluoromethyl-biphe- {3-methoxy-4-[(4"-trifluoromethyl-biphenyl-2-carbonyl)-
nyl-2-carbonyloxy)-phenyl]-acetoxymethyl)-2-phenyl- amino]-phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-
malonic acid diethyl ester, phenyl-propyl ester,

{3-dimethylcarbamoyl-4- (4'"-trifluoromethyl-biphenyl- [3-ethoxy-4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
2-carbonyl)-amino]-phenyl}-acetic acid 2-ethyl-2-phe- amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-
nyl-butyl ester, phenyl-ethyl ester,
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{3-ethoxy-4-(4'-trifluoromethyl-biphenyl-2-carbonyl)- 2-phenyl-2-(2-{3-[(4"-trifluoromethyl-biphenyl-2-carbo-
amino]-phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3- nylamino]-phenyl}-acetoxymethyl)-malonic acid
phenyl-propyl ester, dicthyl ester,

2-(2-{3-isopropoxy-4-[ (4'-trifluoromethyl-biphenyl-2- 2-phenyl-2-[2-(2-{ 3 (4'-trifluoromethyl-biphenyl-2-car-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl- bonyl)-amino]-phenyl}-acctoxy)-ethyl]-malonic  acid
malonic acid diethyl ester, diethyl ester,

{3-isopropoxy-4-[(4'-trifluoromethyl-biphenyl-2-carbo- {3-[(4'“trifluoromethyl-biphenyl-2-carbonyl)-amino]-
nyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcarbam- phenyl}-acetic acid 3.3-bis-ethylcarbamoyl-3-phenyl-
oyl-2-phenyl-ethyl ester, propyl ester,

{3-isopropoxy-4-[(4-trifluoromethyl-biphenyl-2-carbo- {3-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
nyl)-amino]-phenyl}-acetic acid 3,3-bis-ethylcarbam- phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-phenyl-
oyl-3-phenyl-propyl ester, cthyl ester,

{3-propoxy-4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)- {3-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2- phenyl}-acetic acid 3-phenyl-3,3-bis-propylcarbam-
phenyl-ethyl ester, oyl-propyl ester,

{3-benzyloxy-4-(4'-trifluoromethyl-biphenyl-2-carbo- 2-[2-(2-{4-methyl-3-[(4"-trifluoromethyl-biphenyl-2-car-
nyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcarbam- bonyl)-amino]-phenyl}-acetoxy-ethyl)-2-phenyl-mal-
oyl-2-phenyl-ethyl ester, onic acid diethyl ester,

2-(2-{3-benzyloxy-4-[(4'-trifluoromethyl-biphenyl-2-car- 2-[2-(2-{2-methyl-5-[ (4 -trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal- bonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-phenyl-mal-
onic acid diethyl ester, onic acid diethyl ester,

2-(2-{3-hydroxy-4-[(4'-trifluoromethyl-biphenyl-2-car- {3-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal- phenyl}-acetic acid 3,3-bis-isopropylcarbamoyl-3-phe-
onic acid diethyl ester, nyl-propyl ester,

2-{2-[3-methoxy-4-[(4'-trifluoromethyl-biphenyl-2-car- {2-methyl-3-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
bonyloxy)-phenyl]-acetoxymethyl}-2-phenyl-malonic amino]-phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-
acid diethyl ester, phenyl-propyl ester,

{3-dimethylamino-4-[(4-trifluoromethyl-biphenyl-2-car- [2-methyl-3-[(4-trifluoromethyl-biphenyl-2-carbonyl)-
bonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcar- amino]-phenyl}-acetic acid 4,4-bis-ethylcarbamoyl-4-
bamoyl-2-phenyl-ethyl ester, phenyl-butyl ester,

{3-piperidin-1-y1-4-[ (4'-trifluoromethyl-biphenyl-2-car- {2-methyl-3-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
bonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcar- amino]-phenyl}-acetic acid 3-phenyl-3,3-bis-propyl-
bamoyl-2-phenyl-ethyl ester, carbamoyl-propyl ester,

{3-pyrrolidin-1-y1-4-[(4"-trifluoromethyl-biphenyl-2-car- [2-methoxy-3-(4"-trifluoromethyl-biphenyl-2-carbonyl)-
bonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcar- amino]-phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-
bamoyl-2-phenyl-ethyl ester, phenyl-propyl ester,

2-phenyl-2-(2-{3-piperidin-1-yl-4-[(4-trifluoromethyl- 2-[2+(2-{2-methoxy-3-[(4'-trifluoromethyl-biphenyl-2-
biphenyl-2-carbonyl)-amino]-phenyl }-acetoxym- carbonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-phenyl-
ethyl)-malonic acid diethyl ester, malonic acid diethyl ester,

2-phenyl-2-(2-{3-pyrrolidin-1-yl-4-[(4"-trifluoromethyl- {2-ethoxy-3-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
biphenyl-2-carbonyl)-amino]-phenyl }-acetoxym- amino]-phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-
cthyl)-malonic acid diethyl ester, phenyl-propyl ester,

2-(2-{3-dimethylamino-4-[(4'-trifluoromethyl-biphenyl- 2-[2-(2-{2-ethoxy-3-[(4'-trifluoromethyl-biphenyl-2-car-
2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phe- bonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-phenyl-mal-
nyl-malonic acid diethyl ester, onic acid diethyl ester,

(2-{3-morpholin-4-yl1-4-[(4"-trifluoromethyl-biphenyl-2- 2-[2-(2-{2-isopropoxy-3-[(4'-trifluoromethyl-biphenyl-2-
carbonylyamino]-phenyl }-acetoxymethyl)-2-phenyl- carbonyl)-amino]-phenyl}-acetoxyyethyl]-2-phenyl-
malonic acid diethyl ester, malonic acid diethyl ester,

2-(2-{3-diethylamino-4-[(4 -trifluoromethyl-biphenyl-2- 2-[2-(2-{2-methoxycarbonyl-3-[(4'-trifluoromethyl-bi-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl- phenyl-2-carbonyl)-amino J-phenyl}-acetoxy)-ethyl]-
malonic acid diethyl ester, 2-phenyl-malonic acid diethyl ester,

2-[2+(2-{2-methyl-3-[(4'-trifluoromethyl-biphenyl-2-car- 2-[2-(2-{2-ethoxy-5-methyl-3-[(4"-trifluoromethyl-biphe-
bonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-phenyl-mal- nyl-2-carbonyl)-amino]-phenyl} -acetoxy)-ethyl]-2-
onic acid diethyl ester, phenyl-malonic acid diethyl ester,
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4-[(4-trifluoromethyl-biphenyl-2-carbonyl)-amino]-ben-
zoic acid  249-(2,2,2-trifluoro-ethylcarbamoyl)-9h-
fluoren-9-yl]-ethyl ester,

4-[(4-trifluoromethyl-biphenyl-2-carbonyl)-amino]-ben-
zoic acid 2-[9h-fluoren-9-yl]-ethyl ester,

n-biphenyl-2-yl-terephthalamic acid 2-[9-(2,2,2-trifluoro-
¢thylcarbamoyl)-9h-fluoren-9-yl1]-cthyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-ben-
zoic acid 2-[(biphenyl-2-carbonyl)-amino]-ethyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-ben-
zoic acid 2-(2-biphenyl-2-yl-acetylamino)-ethyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino ]-ben-
zoic acid 3-naphthalen-1-y1-3-(2,2,2-trifluoro-ethylcar-
bamoyl)-propyl ester,

4-[(4-trifluoromethyl-biphenyl-2-carbonyl)-amino]-ben-
zoic acid 3-[2-(2,2,2-trifluoro-ethylcarbamoyl)-naph-
thalen-1-yl]-propyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-ben-
zoic acid 3,3-diphenyl-3+(2,2,2-trifluoro-ethylcarbam-
oyl)-propyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-ben-
zoic acid 3-biphenyl-2-y1-3-(2,2,2-trifluoro-ethylcar-
bamoyl)-propyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino ]-ben-
zoic acid 3-phenyl-3-(2,2,2-trifluoro-cthylcarbamoyl)-
propyl ester,

4-[(4-trifluoromethyl-biphenyl-2-carbonyl)-amino]-ben-
zoic acid 2-8-(2,2,2-trifluoro-ethylcarbamoyl)-naph-
thalen-1-y1]-ethyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino ]-ben-
zoic acid 3-[(2,6-dichloro-phenyl-3-(2,2,2-trifluoro-
ethylcarbamoyl)-propyl ester,

4-[(4-trifluoromethyl-biphenyl-2-carbonyl)-amino]-ben-
zoic acid 3-(2-chloro-phenyl)-3-(2,2,2-trifluoro-ethyl-
carbamoyl)-propyl ester,

2-phenyl-2-(2-{4-[(4"-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-benzoyloxy}-ethyl)-malonic acid diethyl
ester,

2-(2-{3-methyl-4-[(4"-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-benzoyloxy } -ethyl)-2-phenyl-malonic
acid diethyl ester,

2-(2-{2-chloro-4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-benzoyloxy }-ethyl)-2-phenyl-malonic
acid diethyl ester,

2-phenyl-2-{2[4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyloxy)-benzoyloxy]-ethyl}-malonic acid diethyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-ben-
zoic acid  3,3-bis-ethylcarbamoyl-3-phenyl-propyl
ester,

4'-trifluoromethyl-biphenyl-2-carboxylic acid 4-(3,3-bis-
ethylcarbamoyl-3-phenyl-propoxycarbony)-2-chloro-
phenyl ester,

4-trifluoromethyl-biphenyl-2-carboxylic acid 4-(3,3-bis-
ethylcarbamoyl-3-phenyl-propoxycarbonyl)-phenyl
esler,

195
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4'"-trifluoromethyl-biphenyl-2-carboxylic acid 4-(3,3-bis-
ethylcarbamoyl-3-phenvl-propoxycarbonyl)-2,6-
dichloro-phenyl ester,

2-(2-{3-ethoxycarbonyl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,

2-(3-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl}-propionyloxym-
ethyl)-2-phenyl-malonic acid diethyl ester,

2-{-[(4"-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-propionic acid ethylcarbamoyl-phenyl-methyl
ester,

5-(2,2-bis-ethylcarbamoyl-2-phenyl-ethoxycarbonyl-me-
thyl)-2-4-[(4-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-benzoic acid benzyl ester,

5-(2,2-bis-ethylcarbamoyl-2-phenyl-ethoxycarbonyl-me-
thyl)-2-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-benzoic acid,

5-(2,2-bis-ethylcarbamoyl-2-phenyl-ethoxycarbonyl-me-
thyl)-2-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-benzoic acid ethyl ester,

5-(2,2-bis-ethylcarbamoyl-2-phenyl-ethoxycarbonyl-me-
thyl)-2-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-benzoic acid methyl ester,

2-(2-{3-benzyloxycarbonyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl} 2-
phenyl-malonic acid diethyl ester,

2-(2-{3-carboxy-4-[ (4'-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-(2-{3-isopropoxycarbonyl-4-[ (4-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl)-
2-phenyl-malonic acid diethyl ester,

2-(2-{3-methoxycarbonyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amlino]-phenyl }-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,

2-(2-{3-acetylamino-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,

2-(2-{3-methoxycarbonylamino-4-[ (4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl }-acetoxym-
ethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-(4-methyl-thiazol-2-y1),,-[(4'-trifluoromethyl-bi-
phenyl-2-carbonyl)-aminoJ-phenyl} -acetoxymethyl)-
2-phenyl-malonic acid diethyl ester,

2-phenyl-2-(2-{6-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-biphenyl-3-y1}-acetoxymethyl)-malonic
acid diethyl ester,

2-(2-{3-formyl-4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-phenyl }-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-(2-{3-dimethylaminomethyl-4-[(4'-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino]-phenyl} -3-acetoxym-
ethyl)-2-phenyl-malonic acid diethyl ester,
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2-(2-{3-methoxy-methylcarbamoyl)-4-[(4'-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl} -3-ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-isobutyryl-4-[(4'-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-3-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester, and

2-(2-{3+(1-hydroxy-2-methyl-propyl)-4-[(4"-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
ctoxymethyl)-2-phenyl-malonic acid diethyl ester.
24. The ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to claim
1, which is selected from the group consisting of

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-ethylcarbamoyl)-2-phenyl-
ethyl ester,

2-phenyl-2-{2-[4-[(4"-trifluoromethyl-biphenyl-2-carbo-
nyloxy)-phenyl]-acetoxymethyl }-malonic acid diethyl
ester,

2-(2-{3-methyl-4-[(4-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-(2-{4-[ methyl-[ (4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

{3-ethyl-4-[ (4"-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-2-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-
phenyl-cthyl ester,

2-phenyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-malonic  acid
diethyl ester,

2-phenyl-2-(2-{4-[(4"-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-malonic acid
diisopropyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2-phenyl-2,2-bis-(2,2,2-trifluoro-
ethylcarbamoyl)-ethyl ester,

2-phenyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-malonic acid
dimethyl ester,

2-cyclopentyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic
acid diethyl ester,

2-phenyl-2-(2- {4-[(4'-trifluoromet hyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-malonic acid
dicyclohexyl ester,

{4-[(4'~trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-cyclohexylcarbamoyl-2-
phenyl ethyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2-phenyl-2,2-bis-phenylcarbam-
oyl-cthyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-isopropylcarbamoyl-2-phe-
nyl-ethyl ester,

Apr. 7, 2005

2-benzyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-malonic acid
dicthyl ester,

2-(2-{2-methyl-4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

4-trifluoromethyl-biphenyl-2-carboxylic acid 4-[2-phe-
nyl-2,2-bis-(2,2,2-trifluoro-ethylearbamoyl)-ethoxy-
carbonylmethyl]-phenyl ester,

biphenyl-2-carboxylic acid 4-[2-phenyl-2,2-bis-(2,2,2-1ri-
fluoro-ethylcarbamoyl)-ethoxycarbonylmethyl]-phenyl
ester,

2-cyclohexyl-2-(2-{4-[(4"-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic
acid diethyl ester,

{4-{(biphenyl-2-carbonyl)-amino]-phenyl}-acetic  acid
2-phenyl-2,2-bis-(2,2 2-trifluoro-ethylcarbamoyl)-
cthyl ester,

2-phenyl-2-(2-{2-trifluoromethyl-4-[ (4 -trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl }-acetoxym-
ethyl)-malonic acid diethyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-methylcarbamoyl-2-phe-
nyl-ethyl ester,

2-pyridin-2-y1-2-(2-[4-[ (4 -trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic
acid diethyl ester,

2-pyridin-3-y1-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic
acid diethyl ester,

4'-trifluoromethyl-biphenyl-2-carbxylic acid 4-(2,2-bis-
ethylcarbamoyl)-2-phenyl-ethoxycarbonylmethyl)-
phenyl ester,

2-phenyl-2-(2-{3-trifluoromethyl-4-[(4'-trifluvoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl }-acetoxym-
ethyl)-malonic acid diethyl ester,

{4{(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-butylcarbamoyl-2-phenyl-
ethyl ester,

3-methyl-4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-

yl-4-{( yl-bipheny Y
amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-
phenyl-ethyl ester,

2-(2-{4-[(4'-methyl-biphenyl-2-carbonyl)-amino]-phe-
nyl}-acetoxymethyl)-2-phenyl-malonic  acid  diethyl
ester,

2-(2-{4-[(4'-methoxy-biphenyl-2-carbonyl)-amino]-phe-
nyl}-acetoxymethyl)-2-phenyl-malonic  acid  diethyl
ester,

{4-{(4'~trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-phenyl-
propyl esler,

[4(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 3-phenyl-3,3-bis-propylcarbam-
oyl-propyl ester,
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{4-[(biphenyl-2-carbonyl)-amino]-phenyl}-acetic  acid
2,2-bis-ethylearbamoyl-2-phenyl-ethyl ester,

2-phenyl-2-(2-{4-[(3'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-malonic acid
dicthyl ester,

4'-trifluoromethyl-biphenyl-2-carboxylic acid 4-(2,2-bis-
cthylcarbamoyl)-2-phenyl-cthoxycarbonylmethyl)-2-
chloro-phenyl ester,

2-(2-{4-isopropyl-(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-(2-{4-{cyclohexyl-(4-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-phenyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-malonic acid
dipropyl ester,

2-phenyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-malonic acid
diisobutyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-isobutylcarbamoyl-2-phe-
nyl-ethyl ester,

{4-[(4"-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid  2,2-bis-(3-methyl-butylcarbam-
oyl)-2-phenyl-ethyl ester,

2-(2-{4-[ethyl-(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

{4-[(4-chloro-biphenyl-2-carbonyl)-amino]-phenyl} -
acetic  acid  2,2-bis-ethylcarbamoyl-2-phenyl-ethyl
ester,

{4-[(3'4'-dichloro-biphenyl-2-carbonyl)-amino]-phenyl } -
acetic  acid  2,2-bis-ethylcarbamoyl-2-phenyl-ethyl
esler,

{3-methyl-4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2-phenyl-2,2-bis-propyl-
carbamoyl-ethyl ester,

{4-[(4-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-(2-methoxy-ethylcarbam-
oyl)-2-phenyl-ethyl ester,

2-(2-{3-cthyl-4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethy! ester,

{3-isopropyl-4-[(4-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetic acid 2,2-bis-cthylcarbam-
oyl-2-phenyl-ethyl ester,

2-(2-{3-isopr_opyl-4-[(4'-lriﬂuommethyl-biph::nyl-E-car—
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

{3-ethyl-4{(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-
phenyl-propyl ester,

Apr. 7, 2005

{3-isobutyl-4-[(4-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-
phenyl-ethyl ester,

2-(2-{3-isobutyl-4-[(4'-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-(2-{3-chloro-4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-phenyl }-acetoxymethyl)-2-phenyl-mal-
onic acid diethy! ester,

2-(2-{3-bromo-4-[(4-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-aminoJ-phenyl} -acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,

{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 2-phenyl-2,2-
bis-propylcarbamoyl-cthyl ester,

{3-methylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcar-
bamoyl-2-phenyl-cthyl ester,

{3-dimethylcarbamoyl-4-[(4-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 3,3-bis-ethyl-
carbamoyl-3-phenyl-propyl ester,

2-(2-{3-dicthylearbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,

{3-benzylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-cthylcar-
bamoyl-2-phenyl-cthyl ester,

{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 4,4-bis-cthyl-
carbamoyl-4-phenyl-butyl ester,

{3-diethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcar-
bamoyl-2-phenyl-cthyl ester, {3-diisopropylcarbam-
oyl-4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-
phenyl-ethyl ester,

2-(2-{3-diethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl-2-
phenyl-malonic acid diethyl ester,

2-(2-{3-diisopropylcarbamoyl-4-[ (4'-trifluoromethyl-bi-
phenyl-2-carbonyl)-aminoJ-phenyl} -acetoxymethyl)-
2-phenyl-malonic acid diethyl ester,

{3-(isopropyl-methylcarbamoyl),,{ (4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl }-acetic acid 2,2-
bis-ethylcarbamoyl-2-phenyl-ethyl ester,

2-(2-{3-(ethyl-methylcarbamoyl)-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl }-acetoxym-
ethyl)-2-phenyl-malonic acid diethyl ester,

{3-(ethyl-methylcarbamoyl)-4-[ (4'-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino]-phenyl}-acetic acid 2,2-
bis-ethylcarbamoyl-2-phenyl-ethyl ester,
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3-(ethyl-methylcarbamoyl)- -trifluoromethyl-bi- 2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
3-(ethyl hylcart y1)-4-[(4'-trifl hyl-bi 2-(2-{3-dimethylcarl yl-4-[(4-trifl hyl-biph
phenyl-2-carbonyl)-amino]-phenyl}-acetic acid 3,3- nyl-2-carbonyl)-aminoJ-phenyl} -acetoxymethyl)-2-
bis-ethylcarbamoyl-3-phenyl-propyl ester, phenyl-malonic acid dimethyl ester,
3-(piperidin-1-carbonyl)-4-[(4-trifluoromethyl-biphe- 2-cyclopentyl-2-(2-{3-dimethylcarbamoyl- ~trifluo-
3-(piperidi bonyl)-4-[(4'-trif hyl-biph: 2-cycl 1-2-(2-{3-dimethylcarb 1-4-[(4"-trifl
nyl-2-carbonyl)-amino]-phenyl}-acetic acid 2,2-bis- romethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac-
ethylcarbamoyl-2-phenyl-ethyl ester, etoxymethyl)-malonic acid diethyl ester,
-(pyrrolidin-1-carbonyl)-4-[(4'-trifluoromethyl-biphe- 2-cyclohexyl-2-(2-{ 3-dimethylcarbamoyl-4-[(4'-trifluo-
3-( lidin-1-carbonyl)-4-[ (4'-trifl hyl-biph 2-cyclohexyl-2-(2-{3-dimethylcarb 1-4-[(4-trifl
nyl-2-carbonyl)-amino]-phenyl}-acetic acid 2,2-bis- romethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac-
ethylcarbamoyl-2-phenyl-ethyl ester, etoxymethyl)-malonic acid diethyl ester,
3-(methyl-propylcarbamoyl)-4-[(4'-trifluoromethyl-bi- 2-(2-14-[(4'-chloro-biphenyl-2-carbonyl)-amino |-3-dim-
h lcarb 1 4'-trifl hyl-bi hloro-biphenyl 1 ino]-3-di
phenyl-2-carbonyl)-amino]-phenyl }-acetic  acid  2,2- ethylcarbamoyl-phenyl }-acetoxymethyl)-2-phenyl-
bis-cthylcarbamoyl-2-phenyl-ethyl ester, malonic acid diethyl ester,
A-(methyl-propylcarbamoyl) - (4 -triluoromethyl-bi- 2-(2-14- (4-acetyl-biphenyl-2-carbonyl)-amino j- 3-dim-
3-(methyl lcart 1),,-[(4'-trifl hyl-bi 2-(2- {4« I-biphenyl-2-carbonyl)-amino]-3-di
phenyl-2-carbonyl)-amino]-phenyl }-acetic  acid  3,3- ethylcarbamoyl-phenyl }-acetoxymethyl)-2-phenyl-
bis-ethylcarbamoyl-3-phenyl-propyl ester, malonic acid diethyl ester,

{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphenyl- 2-(2-{4-[(4'-cyano-biphenyl-2-carbonyl)-amino]-3-dim-
2-carbonyl)-amino]-phenyl}-acetic acid 2-ethylcar- ethylcarbamoyl-phenyl }-acetoxymethyl)-2-phenyl-
bamoyl-2-phenyl-ethyl ester, malonic acid diethyl ester,

2-phenyl-2-(2-{3-pyrrolidin-1-carbonyl),,-[(4'-trifluo- 2-(2-{3-dimethylcarbamoyl-4-[(4-methyl-4'-triflurom-
romethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac- ethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
etoxymethyl)-malonic acid diethyl ester, etoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-phenyl-2-(2-{3-piperidin-1-carbonyl) [ (4"-trifluorom- 2-(2-{3-dimethylcarbamoyl-4-[(5-methyl-4'-triflurom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac- ethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
etoxymethyl)-malonic acid diethyl ester, etoxymethyl)-2-phenyl-malonic acid diethyl ester,

{3-dimethylcarbamoyl-4-[(4-trifluoromethyl-biphenyl- {3-dimethylcarbamoyl-4-[(4-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 2-phenyl-2- 2-carbonyl)-amino]-phenyl}-acetic acid 2-methane-
propionylamino-ethyl ester, sulfonylamino-2-phenyl-cthyl ester,

3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphenyl- 3-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
y Y yl-bipheny y y yl-D1p
2-carbonyl)-amino]-phenyl}-acetic acid 2-(2,5-dioxo- nyl-2-carbonyl)-amino]-phenyl}-acetoxy)-2-phenyl-
pyrrolidin-1-y1)-2-phenyl-ethyl ester, propionic acid ethyl ester,

{3-dimethylcarbamoyl-4-[ (4"-trifluoromethyl-biphenyl- {3-dimethylcarbamoyl-4-[(4-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 2-ethylcar- 2-carbonyl)-amino]-phenyl}-acetic acid 2-(methyl-
bamoyl-benzyl ester, propionyl-amino)-2-phenyl-ethyl ester,

{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphenyl- 2-[3-(2-{3-dimethylcarbamoyl-4-[(4'-trifluromethyl-bi-
2-carbonyl)-amino]-phenyl}-acetic acid 2-ethylcar- phenyl-2-carbonyl)-amino J-phenyl} -acetoxy)-propyl ]-
bamoylmethyl-benzyl ester, 2-phenyl-malonic acid diethyl ester,

{3-dimethylcarbamoyl-4-{(4'-trifluoromethyl-biphenyl- 2-(2-{3-dimethylcarbamoyl-4-[(5-methoxy-4'-triflurom-
2-carbonyl)-amino]-phenyl}-acetic acid 2-isopropy- ethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac-
lamino-2-phenyl-ethyl ester hydrochloride, etoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-[2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-bi- 2-(2-{4-[(5-chloro-4'-trifluoromethyl-biphenyl-2-carbo-
phenyl-2-carbonyl)-amino J-phenyl }-acetoxy)-ethyl]- nyl)-amino]-3-dimethylcarbamoyl-phenyl}-acetoxym-
2-phenyl-malonic acid diethyl ester, ethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4'-fluoro-biphenyl-2-car- 2-(2-{3-dimethylcarbamoyl-4-[(6-methyl-4'-trifluorom-
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal- ethyl-biphenyl-2-carbonyl)-amino]-phenyl }-ac-
onic acid diethyl ester, etoxymethyl)-2-phenyl-malonic acid diethyl ester,
2-(2-{4-[(4"-bromo-biphenyl-2-carbonyl)-amino]-3-dim- 2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
ethylcarbamoyl-phenyl}-acetoxymethyl)-2-phenyl- nyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl)-2-
malonic acid diethyl ester, phenyl-malonic acid di-2,2,2-trifluorocthyl ester,

{3-dimethylcarbamoyl-4-[ (4"-trifluoromethyl-biphenyl- 2-(2-{3-dimethylcarbamoyl-4-[(2"-fluoro-4'-trifluorom-
2-carbonyl)-amino]-phenyl}-acetic  acid ~ 2-accthy- ethyl-biphenyl-2-carbonyl)-amino]-phenyl }-ac-
lamino-2-phenyl-ethyl ester, etoxymethyl)-2-phenyl-malonic acid diethyl ester,

{3-dimethylcarbamoyl-4- (4'"-trifluoromethyl-biphenyl- 2-(2-{5-dimethylcarbamoyl-2-fluoro-4-[(4-trifluorom-
2-carbonyl)-amino]-phenyl}-acetic  acid  2-butyry- ethyl-biphenyl-2-carbonyl)-amino]-phenyl }-ac-
lamino-2-phenyl-ethyl ester, etoxymethyl)-2-phenyl-malonic acid diethyl ester,
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2-(2-{3-bromo-5-dimethylcarbamoyl-4-[(4'-trifluorom- 2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac- nyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl)-2-(4-
etoxymethyl)-2-phenyl-malonic acid diethyl ester, methoxy-phenyl)-malonic acid diethyl ester,
2-(2-{3-chloro-5-dimethylcarbamoyl-4-[(4 -trifluorom- 2-(2-{4(5.4"-bis-trifluoromethyl-biphenyl-2-carbonyl)-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac- amino]-3-dimethylcarbamoyl-phenyl }-acetoxym-
etoxymethyl)-2-phenyl-malonic acid diethyl ester, ethyl)-2-phenyl-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[ (3'-luoro-4'-trifluorom- 2-(2-{4-[(6-chloro-4-trifluoromethyl-biphenyl-2-carbo-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac- nyl)-amino]-3-dimethylcarbamoyl-phenyl}-acetoxym-
etoxymethyl)-2-phenyl-malonic acid diethyl ester, ethyl)-2-phenyl-malonic acid diethyl ester,
2-(2-{4-[(3'-chloro-4"-trifluoromethyl-biphenyl-2-carbo- 2-(2-{3-dimethylcarbamoyl-4-[(6-fluoro-4-trifluorom-
nvl)-amino]-3-dimethylcarbamoyl-phenyl }-acetoxym- ethyl-biphenyl-2-carbonyl)-amino]-phenyl }-ac-
cthyl)-2-phenyl-malonic acid diethyl ester, ctoxymethyl)-2-phenyl-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphe- 2-[2-(2-{3-dimethylcarbamoyl-4-[(5-methyl-4"-trifluo-
nyl-2-carbonyl)-amino ]-phenyl }-acetoxymethyl)-2-(5- romethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac-
nitro-pyridin-2-yl)-malonic acid diethyl ester, etoxy)-ethyl]-2-phenyl-malonic acid diethyl ester,
2-(5-amino-pyridin-2-yl = 2-(2-{3-dimethylcarbamoyl-4- 2-(2-{3-dimethylcarbamoyl-4-[(5-ethoxy-4'-trifluorom-
[(#'-trifluoromethyl-biphenyl-2-carbonyl)-amino J-phe- ethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
nyl}-acetoxymethyl)-malonic acid diethyl ester, ctoxymethyl)-2-phenyl-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[ (4"-trifluoromethyl-biphe- 2-(2-{3-dimethylcarbamoyl-4-[(5-isopropoxy-4'-trifluo-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2- romethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac-
pyridin-2-yl-malonic acid diethyl ester, etoxymethyl)-2-phenyl-malonic acid diethyl ester,
2-(2-{3-chloro-5-dimethylcarbamoyl-2-fluoro-4-[ (4'-trif- 2-[2-(2-{4-(5.4'-bis-trifluoromethyl-biphenyl-2-carbo-
luoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac- nyl)-amino]-3-dimethylcarbamoyl-phenyl}-acetoxyy-
etoxymethyl)-2-phenyl-malonic acid dicthyl ester, ethyl]-2-phenyl-malonic acid diethyl ester,
2-(2-{3-bromo-5-dimethylcarbamoyl-2-fluoro-4-{ (4'-trif - 2-(2-{3-dimethylcarbamoyl-4-(6-methoxy-4"-trifluorom-
luoromethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac- ethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester, etoxymethyl)-2-phenyl-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphe- 2-(2-{3-dimethylcarbamoyl-4-[(3-methyl-4'-trifluorom-
nyl-2-carbonyl)-aminoJ-phenyl }-acetoxymethyl)-2-o- ethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
tolyl-malonic acid diethyl ester, etoxymethyl)-2-phenyl-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphe- 2-{2-[4-(2,4-bis-trifluoromethyl-benzoylamino)-3-dim-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2-m- ethylcarbamoyl-phenylJ-acetoxymethyl}-2-phenyl-
tolyl-malonic acid diethyl ester, malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphe- 2-(2-{3-methylcarbamoyl-4-[(4'-methyl-biphenyl-2-car-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2-p- bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
tolyl-malonic acid diethyl ester, onic acid diethyl ester,
2-(2-chloro-phenyl)-2-(2-{3-dimethylcarbamoyl-4-[(4'- 2-{2-[3-dimethylcarbamoyl-4-[(2-ethyl-4-trifluorom-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl } - ethyl-benzoylaminoyphenyl]-acetoxymethyl}-2-phe-
acetoxymethyl)-malonic acid diethyl ester, nyl-malonic acid diethyl ester,
2-(3-chloro-phenyl)-2-(2-{3-dimethylcarbamoyl-4-[(4'- 2-(2-{3-dimethylcarbamoyl-4-[(4'-ethyl-biphenyl-2-car-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl } - bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
acetoxymethyl)-malonic acid diethyl ester, onic acid diethyl ester,
2-(4-chloro-phenyl)-2-(2-{3-dimethylcarbamoyl-4-[ (4'- 2-(2-{3-dimethylcarbamoyl-4-[(4'-isopropenyl-biphenyl-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl } - 2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phe-
acetoxymethyl)-malonic acid diethyl ester, nyl-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphe- 2-(2-{3-dimethylcarbamoyl-4-[(4'-isopropyl-biphenyl-2-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2- carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-
phenyl-succinic acid diethyl ester, malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[ (4-trifluoromethyl-biphe- 2-{2-[3-dimethylcarbamoyl-4-[(4-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2-(2- nyl-2-carbonyloxy)-phenyl]-acetoxymethyl}-2-phe-
methoxy-phenyl)-malonic acid diethyl ester, nyl-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphe- [3-dimethylcarbamoyl-4-[(4'"-trifluoromethyl-biphenyl-
nyl-2-carbonyl)-aminoJ-phenyl }-acetoxymethyl)-2-(3- 2-carbonyl)-amino]-phenyl}-acetic acid 2-ethyl-2-phe-
methoxy-phenyl)-malonic acid diethyl ester, nyl-butyl ester,
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{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 1-phenyl-cy-
clopropylmethyl ester,

{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 2,2-diphenyl-
ethyl ester,

{3-dimethyl carbamoyl-4-[(4-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 1-phenyl-cy-
clopentylmethyl ester,

{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 3-hydroxy-2-
hydroxymethyl-2-phenyl-propyl ester,

{3-dimethylcarbamoyl-4- (4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 3-acetoxym-
ethyl-2-phenyl-propyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4 -trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl]-2-
thiophen-2-yl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl]-2-
thiophen-3-yl-malonic acid diethyl ester,

2-(2-{4-dimethylcarbamoyl-5-[ (4'~trifluoromethyl-biphe-
nyl-2-carbonyl)-amino J-pyridin-2-yl }-acetoxymethyl)-
2-phenyl-malonic acid dicthyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl]-2-(3-
methyl-thiophen-2-yl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2-(5-
methyl-thiophen-2-yl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2-
thiazol-2-yl-malonic acid diethyl ester,

2-(2-{3-ethoxy-4-[(4"-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

{3-hydroxy-4-{(4"-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-
phenyl-ethyl ester

{3-methoxy-4-[ (4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-
phenyl-ethyl ester,

2-(2-{3-methoxy-4-[(4"-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

{3-methoxy-4-[ (4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2-phenyl-2,2-bis-propyl-
carbamoyl-ethyl ester,

{3-methoxy-4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-
phenyl-propyl ester,

{3-ethoxy-4-(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-
phenyl-ethyl ester,
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{3-ethoxy-4-[(4"-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-
phenyl-propyl ester,

2-(2-{3-isopropoxy-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,

{3-isopropoxy-4-[ (4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcarbam-
oyl-2-phenyl-ethyl ester,

{3-isopropoxy-4-[ (4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-phenyl}-acetic acid 3,3-bis-ethylcarbam-
oyl-3-phenyl-propyl ester,

{3-propoxy-4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2,2-bis-cthylcarbamoyl-2-
phenyl-ethyl ester,

3-benzyloxy-4-[(4'-trifluoromethyl-biphenyl-2-carbo-
YIOXY yl-bipheny
nyl)-aminoJ-phenyl }acetic acid 2,2-bis-cthylcarbam-

oyl-2-phenyl-cthyl ester,

2-(2-{3-benzyloxy-4-[(4-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-(2-{3-hydroxy-4-[(4"-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-{2-[3-methoxy-4-(4'"-trifluoromethyl-biphenyl-2-carbo-
nyloxy)-phenyl]-acetoxymethyl }-2-phenyl-malonic
acid diethyl ester,

[3-dimethylamino-4-[(4'-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcar-
bamoyl-2-phenyl-ethyl ester,

{3-piperidin-1-yl-4-[(4'-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetic acid  2,2-bis-ethylcar-
bamoyl-2-phenyl-ethyl ester,

[3-pyrrolidin-1-yl-4-[(4-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetic acid  2,2-bis-ethylcar-
bamoyl-2-phenyl-ethyl ester,

2-phenyl-2-(2-{3-piperidin-1-yl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl }-acetoxym-
ethyl)-malonic acid diethyl ester,

2-phenyl-2-(2-{3-pyrrolidin-1-yl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl }-acetoxym-
ethyl)-malonic acid dicthyl ester,

2-(2-{3-dimethylamino-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phe-
nyl-malonic acid diethyl ester,

2-(2-{3-morpholin-4-yl-4-[(4"-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phe-
nyl-malonic acid diethyl ester,

2-(2-{3-diethylamino-4-[ (4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,

2-[2-(2-{2-methyl-3-[(4"-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-phenyl-mal-
onic acid diethyl ester,
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2-phenyl-2-(2-{3-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-malonic acid
diethyl ester,

2-phenyl-2-{2-(2-{3-[(4 -trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxy)-cthyl]-malonic  acid
diethyl ester,

{3-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-phenyl-
propyl ester,

{3-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 3-phenyl-3,3-bis-propylcarbam-
oyl-propyl ester,

2-[2-(2-{4-methyl-3-[(4'-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-phenyl-mal-
onic acid diethyl ester,

2-[2+(2-{2-methyl-5-[(4'-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-phenyl-mal-
onic acid diethyl ester,

{3-[(4-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 3,3-bis-isopropylcarbamoyl-3-phe-
nyl-propyl ester,

{2-methyl-3-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 3,3-bis-cthylcarbamoyl-3-
phenyl-propyl ester,

{2-methyl-3-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 4,4-bis-ethylcarbamoyl-4-
phenyl-butyl ester,

{2-methyl-3-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 3-phenyl-3,3-bis-propyl-
carbamoyl-propyl ester,

{2-methoxy-3-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-
phenyl-propyl ester,

2-[2+(2-{2-methoxy-3-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-phenyl-
malonic acid diethyl ester,

{2-ethoxy-3-{(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 3,3-bis-cthylcarbamoyl-3-
phenyl-propyl ester,

2-[2-(2-{2-ethoxy-3-[(4-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-phenyl-mal-
onic acid diethyl ester,

2-[2-(2-{2-isopropoxy-3-[(4-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-phenyl-
malonic acid diethyl ester,

2-[2-(2-{2-methoxycarbonyl-3-[(4'-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino]-phenyl }-acetoxy)-ethyl]-
2-phenyl-malonic acid diethyl ester,

2-[2-(2-{2-ethoxy-5-methyl-3-[ (4-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl }-acetoxy)-ethyl]-2-
phenyl-malonic acid diethyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-ben-
zoic acid 2-[(biphenyl-2-carbonyl)-amino]-ethyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino ]-ben-
zoic acid 2-(2-biphenyl-2-yl-acetylamino)-ethyl ester,
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4-[(4-trifluoromethyl-biphenyl-2-carbonyl)-amino]-ben-
zoic acid 3-naphthalen-1-y1-3-(2,2,2-trifluoroethylear-
bamoyl)-propyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-ben-
zoic acid 3-[2+(2,2,2-trifluoro-ethylcarbamoyl)-naph-
thalen-1-y1]-propyl ester,

4-[(4-trifluoromethyl-biphenyl-2-carbonyl)-amino]-ben-
zoic acid 3,3-diphenyl-3-(2,2,2-trifluoro-ethylcarbam-
oyl)-propyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino|-ben-
zoic acid 3-biphenyl-2-y1-3-(2,2,2-trifluoro-ethylcar-
bamoyl)-propyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-ben-
zoic acid 3-phenyl-3-(2,2,2-trifluoro-ethylcarbamoyl)-
propyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-ben-
zoic acid 2-[8-(2,2,2-trifluoro-ethylcarbamoyl)-naph-
thalen-1-yl]-ethyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-ben-
zoic acid 3-(2,6-dichloro-phenyl)-3-(2,2,2-trifluoro-
ethylcarbamoyl)-propyl ester,

4-[(4-trifluoromethyl-biphenyl-2-carbonyl)-amino]-ben-
zoic acid 3-(2-chloro-phenyl)-3-(2,2,2-trifluoro-cthyl-
carbamoyl)-propyl ester,

2-phenyl-2-(2-{4-[(4"-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-benzoyloxy }-ethyl)-malonic acid diethyl
ester,

2-(2-{3-methyl-4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-benzoyloxy} -ethyl)-2-phenyl-malonic
acid diethyl ester,

2-(2-{2-chloro-4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-benzoyloxy } -ethyl)-2-phenyl-malonic
acid diethyl ester,

2-phenyl-2-{2-[4-(4'-trifluoromethyl-biphenyl-2-carbo-
nyloxyybenzoyloxy]-ethyl}-malonic acid diethyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-ben-
zoic acid  3,3-bis-ethylcarbamoyl-3-phenyl-propyl
ester,

#'-trifluoromethyl-biphenyl-2-carboxylic acid 4-(3,3-bis-
cthylcarbamoyl-3-phenyl-propoxycarbonyl)-2-chloro-
phenyl ester,

4-trifluoromethyl-biphenyl-2-carboxylic acid 4-(3,3-bis-
ethylcarbamoyl-3-phenyl-propoxycarbonyl)-phenyl
ester,

4'-trifluoromethyl-biphenyl-2-carboxylic acid 4-(3,3-bis-
ethylcarbamoyl-3-phenyl-propoxycarbonyl)-2,6-
dichloro-phenyl ester,

2-(2-{3-ethoxycarbonyl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phe-
nyl-malonic acid diethyl ester,

2-(3-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl} -propionyloxym-
ethyl)-2-phenyl-malonic acid diethyl ester,
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3-{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-propionic acid ethylcarbamoyl-phenyl-methyl
ester,

5-(2,2-bis-ethylcarbamoyl-2-phenyl-ethoxycarbonyl-me-
thyl)-2-4-[ (4 -trifluoromethyl-biphenyl-2-carbonyl)-
amino]-benzoic acid benzyl ester,

5-(2,2-bis-cthylcarbamoyl-2-phenyl-ethoxycarbonyl-me-
thyl)-2-4-[ (4 -trifluoromethyl-biphenyl-2-carbonyl)-
amino]-benzoic acid,

5-(2,2-bis-ethylcarbamoyl-2-phenyl-ethoxycarbonyl-me-
thyl)-2-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-benzoic acid ethyl ester,

5-(2,2-bis-ethylcarbamoyl-2-phenyl-ethoxycarbonyl-me-
thyl)-2-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-benzoic acid methyl ester,

2-(2-{3-benzyloxycarbonyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,

2-(2-{3-carboxy-4-[(4-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-(2-{3-isopropoxycarbonyl-4-[(4'-trifluoromethyl-bi-
phenyl-2-carbonyl)-aminoJ-phenyl }-acetoxymethyl)-
2-phenyl-malonic acid diethyl ester,

2-(2-{3-methoxycarbonyl-4-[(4-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,

2-(2-{3-acetylamino-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,

2-(2-{3-methoxycarbonylamino-4-[ (4'-trifluoromethyl-
biphenyl-2-carbonyl)-aminoJ-phenyl }-acetoxym-
ethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-(4-methyl-thiazol-2-yl)-4-[(4"-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino J-phenyl } -acetoxymethyl)-
2-phenyl-malonic acid diethyl ester,

2-phenyl-(2-{6-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-biphenyl-3-yl}-acetoxymethyl)-malonic
acid dicthyl ester,

2-(2-{3-formyl-4-[(4"-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-(2-{3-dimethylaminomethyl-4-[(4'-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino J-phenyl }-acetoxymethyl)-
2-phenyl-malonic acid diethyl ester,

2-(2-{3-(mclhoxy-mclhy}carbamqyl)-4-[{4'-lriﬂunmm-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-isobutyryl-4-[(4-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester, and

2-(2-{3-(1-hydroxy-2-methyl-propyl)-4-[(4'-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino ]-phenyl} -ac-
ctoxymethyl)-2-phenyl-malonic acid diethyl ester.
25. The ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to claim
1, which is selected from the group consisting of
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{4{(4'“trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-phenyl-
ethyl ester,

I3-ethyl-4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-
phenyl-ethyl ester,

{4 (4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2-phenyl-2,2-bis-(2,2,2-trifluoro-
ethylcarbamoyl)-ethyl ester,

[4-[(4'"-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-cyclohexylearbamoyl-2-

phenyl-ethyl ester,

{4 (4'~trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2-phenyl-2,2-bis-phenylcarbam-
oyl-ethyl ester,

14-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2.2-bis-isopropylcaramoyl-2-phe-
nyl-ethyl ester,

4'-trifluoromethyl-biphenyl-2-carboxylic acid 4-[2-phe-
nyl-2,2-bis~(2,2,2-trifluoro-ethylcarbamoyl)-ethoxy-
carbonylmethyl]-phenyl ester,

biphenyl-2-carboxylic acid 4-[2-phenyl-2,2-bis-(2,2,2-tri-
fluoro-ethylcarbamoyl)-ethoxycarbonylmethyl]-phenyl
esler,

{4-[(biphenyl-2-carbonyl)-amino]-phenyl}-acetic  acid
2-phenyl-2,2-bis-(2.2 2-trifluoro-ethylcarbamoyl)-
cthyl ester,

2-phenyl-2-(2-{2-trifluoromethyl-4-[ (4 -trifluoromethyl-
biphenyl-2-carbony])-amino]-phenyl}-acetoxym-
ethyl)-malonic acid diethyl ester,

{4-(4"-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-methylcarbamoyl-2-phe-
nyl-ethyl ester,

#'-trifluoromethyl-biphenyl-2-carboxylic acid 4-(2,2-bis-
ethylcarbamoyl-2-phenyl-ethoxycarbonylmethyl)-phe-
nyl ester,

{4-[(4"-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}acetic acid 2,2-bis-butylcarbamoyl-2-phenyl-
cthyl-ester,

{3-methyl-4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-
phenyl-ethyl ester,

{4 (4"-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-phenyl-
propyl ester,

{4-{(4-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 3-phenyl-3,3-bis-propylcarbam-
oyl-propyl ester,

{4-(biphenyl-2-carbonyl)-amino]-phenyl}-acetic  acid
2,2-bis-ethylcarbamoyl-2-phenyl ethyl ester,

4'-trifluoromethyl-biphenyl-2-carboxylic acid 4-(2,2-bis-
ethylcarbamoyl-2-phenyl-ethoxycarbonylmethyl)-2-
chloro-phenyl ester,

[4-[(4'"-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-isobutylcarbamoyl-2-phe-
nyl ethyl ester,
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{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid  2,2-bis-(3-methyl-butylcarbam-
oyl)-2-phenyl ethyl ester,

{4-[(#'-chloro-biphenyl-2-carbonyl)-amino]-phenyl} -
acelic acid 2,2-bis-ethylcarbamoyl-2-phenyl  ethyl
esler,

{4-[(3',4'-dichloro-biphenyl-2-carbonyl)-amino]-phe-
nyl}-acetic acid 2,2-bis-ethylcarbamoyl)-2-phenyl-
ethyl ester,

{3-methyl-4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2-phenyl-2,2-bis-propyl-
carbamoyl)-ethyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-(2-methoxy-ethylcarbam-
oyl)-2-phenyl-cthyl ester,

{3-isopropyl-4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcarbam-
oyl-phenyl-ethyl ester,

{3-ethyl-4-[(4"-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-
phenyl-propyl ester,

{3-isobutyl-4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-
phenyl-ethyl ester,

{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 2-phenyl-2,2-
bis-propylcarbamoyl-ethyl ester,

{3-methylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcar-
bamoyl-2-phenyl-ethyl ester,

{3-dimethylcarbamoyl-4 - (4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 3,3-bis-ethyl-
carbamoyl-3-phenyl-propyl ester,

{3-benzylcarbamoyl-4-[(4-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcar-
bamoyl-2-phenyl-ethyl ester,

{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 4,4-bis-ethyl-
carbamoyl-4-phenyl-butyl ester,

{3-diethylcarbamoyl-4-[ (4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl} -acetic acid 2,2-bis-ethylcar-
bamoyl-2-phenyl-ethyl ester,

{3-diisopropylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

{3-(isopropyl-methylcarbamoyl)-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl }-acetic acid 2,2-
bis-ethylcarbamoyl-2-phenyl-ethyl ester,

{3-(ethyl-methylcarbamoyl)-4-[(4"-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino]-phenyl}-acetic acid 2,2-
bis-ethylcarbamoyl-2-phenyl-ethyl ester,

{3-(ethyl-methylcarbamoyl)-4-[(4"-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino]-phenyl}-acetic acid 3,3-
bis-ethylcarbamoyl-3-phenyl-propyl ester,

{3-(piperidin-1-carbonyl)-4-[(4"-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,
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{3-(pyrrolidin-1-carbonyl)-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl}acetic acid  2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

{3-(methyl-propylcarbamoyl)-4-[ (4'-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino]-phenyl}-acetic acid 2,2-
bis-ethylcarbamoyl-2-phenyl-ethyl ester,

{3-(methyl-propylcarbamoyl)-4-[ (4"-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino]-phenyl}-acetic acid 3,3-
bis-ethylcarbamoyl-3-phenyl-propyl ester,

{3-hydroxy-4-[(4"-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-
phenyl-ethyl ester,

3-methoxy-4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-

y-4-{( yl-bipheny y
amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-
phenyl-ethyl ester,

{3-methoxy-4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2-phenyl-2,2-bis-propyl-
carbamoyl-ethyl ester,

{3-methoxy-4-[ (4 -trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-
phenyl-propyl ester,

{3-ethoxy-4-[(4"-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-
phenyl-ethyl ester,

{3-ethoxy-4-[(4"-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 3,3-bis-cthylcarbamoyl-3-
phenyl-propyl ester,

{3-isopropoxy-4-[ (4"-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcarbam-
oyl-2-phenyl-ethyl ester,

{3-isopropoxy-4-[ (4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-phenyl}-acetic acid 3,3-bis-cthylcarbam-
oyl-3-phenyl-propyl ester,

{3-propoxy-4-[(4"-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-
phenyl-ethyl ester,

[3-benzyloxy-4-{(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcarbam-
oyl-2-phenyl-ethyl ester,

{3-dimethylamino-4-[(4'-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcar-
bamoyl-2-phenyl-ethyl ester,

{3-piperidin-1-yl-4-[(4"-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetic acid  2,2-bis-ethylcar-
bamoyl-2-phenyl-ethyl ester,

{3-pyrrolidin-1-yl-4-[(4 -trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcar-
bamoyl-2-phenyl-cthyl ester,

13{(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-phenyl-
propyl ester,

{3 (4"-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 3-phenyl-3,3-bis-propylcarbam-
oyl-propyl ester,

[3(4'"-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 3,3-bis-isopropylcarbamoyl-3-phe-
nyl-propyl ester,
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{2-methyl-3-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-
phenyl-propyl ester,

{2-methyl-3-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 4,4-bis-ethylcarbamoyl-4-
phenyl-butyl ester,

{2-methyl-3-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 3-phenyl-3,3-bis-propyl-
carbamoyl-propyl ester,

{2-methoxy-3-[(4"-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-
phenyl-propyl ester,

{2-ethoxy-3-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-
phenyl-propyl ester,

4-[(4-trifluoromethyl-biphenyl-2-carbonyl)-amino]-ben-
zoic acid  3,3-bis-ethylcarbamoyl-3-phenyl-propyl
ester,

4'-trifluoromethyl-biphenyl-2-carboxylic acid 4-(3,3-bis-
ethylcarbamoyl-3-phenyl-propoxycarbonyl)-2-chloro-
phenyl ester,

4'-trifluoromethyl-biphenyl-2-carboxylic acid 4-(3,3-bis-
ethylcarbamoyl-3-phenyl-propoxycarbonyl)-phenyl
ester,

4'-trifluoromethyl-biphenyl-2-carboxylic acid 4-(3,3-bis-
cthylcarbamoyl-3-phenyl-propoxycarbonyl)-2,6-
dichloro-phenyl ester,

5-(2,2-bis-ethylcarbamoyl-2-phenyl-ethoxycarbonyl-me-
thyl)-2-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-benzoic acid benzyl ester,

5-(2,2-bis-ethylcarbamoyl-2-phenyl-ethoxycarbonyl-me-
thyl)-2(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-benzoic acid,

5-(2,2-bis-ethylcarbamoyl-2-phenyl-ethoxycarbonyl-me-
thyl)-2-{(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-benzoic acid ethyl ester, and

5-(2,2-bis-ethylcarbamoyl-2-phenyl-ethoxycarbonyl-me-
thyl)-2-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-benzoic acid methyl ester.
26. The ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to claim
1, which is selected from the group consisting of

2-phenyl-2-{2[4-(4'-trifluoromethyl-biphenyl-2-carbo-
nyloxy)-phenyl]-acetoxymethyl }-malonic acid diethyl
ester,

2-(2-{3-methyl-4-[(4-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-(2-{4-{methyl-(4'"-trifluvoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-phenyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-malonic acid
diethyl ester,

2-phenyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-carbo-
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2-phcnyi-2_-(2-{4—[{4‘-1riﬂuoromcthyl-biphcnyl_—E-carbo-_
nyl)-amino]-phenyl}-acetoxymethyl)-malonic acid
dimethyl ester,

2-cyclopentyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic
acid diethyl ester,

2-phenyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-malonic acid
dicyclohexyl ester,

2-benzyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-phenyl }-acetoxymethyl)-malonic acid
diethyl ester,

2-(2-{2-methyl-4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-cyclohexyl-2-(2-{4-[(4"-trifluoromethyl-biphenyl-2-
carbonyl)-amino ]-phenyl}-acetoxymethyl)-malonic
acid diethyl ester,

2-phenyl-2-(2-{2-trifluoromethyl-4-[ (4 -trifluoromethyl-
biphenyl-2-carbonyl)-aminoJ-phenyl }-acetoxymethyl-
Jmalonic acid diethyl ester,

2-pyridin-2-yl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-
carbonylamino]-phenyl}-acetoxymethyl)-malonic acid
dicthyl ester,

2-pyridin-3-y1-2-(2- {4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic
acid diethyl ester,

2-phenyl-2-(2-{3-trifluoromethyl-4-[(4-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl }-acetoxym-
ethyl)-malonic acid diethyl ester,

2-(2-{4-[(4'-methyl-biphenyl-2-carbonyl)-amino]-phe-
nyl}-acetoxymethyl)-2-phenyl-malonic  acid  diethyl
ester,

2-(2-{4{(4'-methoxy-biphenyl-2-carbonylaminoJ-phe-
nyl t-acetoxymethyl)-2-phenyl-malonic  acid diethyl
ester,

2-phenyl-2-(2- {4-[(3'-trifluoromethyl-biphenyl-2-carbo-
nylamino]-phenyl}-acetoxymethyl)-malonic acid
diethyl ester,

2-(2-{4{isopropyl-(4-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-phenyl }-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-(2-{4-{cyclohexyl-(4"-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethy! ester,

2-phenyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-malonic acid
dipropyl ester,

2-phenyl-2-(2-{4-[(4"-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-phenyl }-acetoxymethyl)-malonic acid
diisobutyl ester,

2-(2-{4-{ethyl-(4-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

2-(2-{3-cthyl-4-[(4'"-trifluoromethyl-biphenyl-2-carbo-

nyl)-amino]-phenyl}-acetoxymethyl)-malonic acid nyl)-aminoJ-phenyl }-acetoxymethyl)-2-phenyl-mal-
diisopropyl ester, onic acid diethyl ester,
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2-(2-{3-isopr_opyl-4-[(4'-lriﬁu0mmclhyl-biphcnyl-Z-car-
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethy! ester,

2-(2-{3-isobutyl-4-[(4'-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-(2-{3-chloro-4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-(2-{3-bromo-4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,

2-(2-{3-diethylearbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,

2-(2-{3-diisopropylcarbamoyl-4-[ (4'-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino J-phenyl }-acetoxymethyl)-
2-phenyl-malonic acid diethyl ester,

2-(2-{3-(ethyl-methylcarbamoyl)-4-[ (4'-trifluoro-methyl-
biphenyl-2-carbonyl)-amino]-phenyl }-acetoxym-
ethyl)-2-phenyl-malonic acid diethyl ester,

{3-(pyrroldine-1-carbonyl)-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl}acetic  acid  2,2-bis-
ethylcarbamoyl-2-phenylethyl ester,

2-phenyl-2-(2-{3-(pyrroldine-1-carbonyl)-4-[(4'-trifluo-
romethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
ctoxymethyl)-malonic acid diethyl ester,

2-phenyl-2-(2-{3-(piperidine-1-carbonyl)-4-[(4'-trifluo-
romethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
etoxymethyl)-malonic acid diethyl ester,

2-[2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoro-methyl-bi-
phenyl-2-carbonyl)-amino J-phenyl } -acetoxy)-ethyl]-
2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4 -trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,

2-(2-{4-[(4'-bromo-biphenyl-2-carbonyl)-amino]-3-dim-
ethylcarbamoyl-phenyl}-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,

2-cyclopentyl-2-(2-{3-dimethylcarbamoyl-4-[ (4'-trifluo-
romethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
ctoxymethyl)-malonic acid diethyl ester,

2-cyclohexyl-2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluo-
romethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
etoxymethyl)-malonic acid diethyl ester,

2-(2-{4-[(4-chloro-biphenyl-2-carbonyl)-amino]-3-dim-
ethylcarbamoyl-phenyl}-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,

2-(2-{4-[(4"-acetyl-biphenyl-2-carbonyl)-amino]-3-dim-
ethylcarbamoyl-phenyl}-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,
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2-(2-{4-(4'-cyano-biphenyl-2-carbonyl)-amino]-3-dim-
ethylcarbamoyl-phenyl }-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4-methyl-4'-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(5-methyl-4'-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac-
etoxymethyl)-2-phenyl-malonic acid diethy] ester,

2-[3-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino ]-phenyl} -acetoxy)-propyl ]-
2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(5-methoxy-4'-trifluo-
romethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac-
ctoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{4-[(5-chloro-4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-3-dimethylcarbamoyl-phenyl}-acetoxym-
ethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(6-methyl-4'-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl }-ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl)-2-
phenyl-malonic acid di-2,2,2-trifluoroethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(2'-fluoro-4'-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl }-ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{5-dimethylcarbamoyl-2-fluoro-4-[(4'-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-bromo-5-dimethylcarbamoyl-4-[(4'-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl }-ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-chloro-5-dimethylcarbamoyl-4-[ (4'-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(3'-fluoro-4'-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl } -ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{44(3'-chloro-4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-3-dimethylcarbamoyl-phenyl}-acetoxym-
ethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl)-2-(5-
nitro-pyridin-2-yl)-malonic acid diethyl ester,

2-(5-amino-pyridin-2-y1)-2-(2-{3-dimethylcarbamoyl-4-

[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-phe-
nyl}-acetoxymethyl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
pyridin-2-yl-malonic acid diethyl ester,

2-(2-{3-chloro-5-dimethylcarbamoyl-2-fluoro-4-[ (4'-trif-
luoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
ctoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-bromo-5-dimethylcarbamoyl-2-fluoro-4-[ (4'-trif-
luoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester,
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2-(2-{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino J-phenyl }-acetoxymethyl)-2-o-
tolyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-m-
tolyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino J-phenyl}-acetoxymethyl)-2-p-
tolyl-malonic acid diethyl ester,

2-(3-chloro-phenyl)-2-(2-{3-dimethylcarbamoyl-4-[(4'-
trifluoromethyl-biphenyl-2-carbonylamino]-phenyl }-
acetoxymethyl)-malonic acid diethyl ester,

2-(3-chloro-phenyl)-2-(2-{3-dimethylcarbamoyl-4-[(4'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl } -
acetoxymethyl)-malonic acid diethyl ester,

2-(4-chloro-phenyl)-2-(2-{3-dimethylcarbamoyl-4-[(4'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl } -
acetoxymethyl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4"-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2-
phenyl-succinic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4"-trifluoromethyl-biphe-
nyl-2-carbonyl)-aminoJ-phenyl }-acetoxymethyl)-2-(2-
methoxy-phenyl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4'4-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-
2+(3-methoxy-phenyl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4"-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino ]-phenyl }-acetoxymethyl)-2-(4-
methoxy-phenyl)-malonic acid diethyl ester,

2-(2-{4-(5,4"-bis-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-3-dimethylcarbamoyl-phenyl }-acetoxym-
ethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{4-[(6-chloro-4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-3-dimethylcarbamoyl-phenyl } -acetoxym-
ethyl)-2-phenyl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (6-fluoro-4"-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac-
etoxymethyl)-2-phenyl)-malonic acid diethyl ester,

2-[2-(2-{3-dimethylcarbamoyl-4-[(5-methyl-4'-trifluo-
romethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
etoxy)-ethyl]-2-phenyl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(5-ethoxy-4"-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac-
etoxymethyl)-2-phenyl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(5-isopropoxy-4'-trifluo-
romethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
etoxymethyl)-2-phenyl)-malonic acid diethyl ester,

2-[2-(2-1{4-[(5.4-bis-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-3-dimethylcarbamoyl-phenyl }-acetoxy)-
ethyl]-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (6-methoxy-4'-trifluo-
romethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (3-methyl-4"-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac-
ctoxymethyl)-2-phenyl-malonic acid diethyl ester,
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2-{2-[4-(2,4-bis-trifluoromethyl-benzoylamino)-3-dim-
ethylcarbamoyl-phenylJ-acetoxymethyl}-2-phenyl)-
malonic acid diethyl ester,

2—(2—{3{iimcthy_lcarIJamoyl—4—[{4'—mclhyl—biphcny1—2—
carbonyl)-amino ]-phenyl}-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,

2-{2-[3-dimethylcarbamoyl-4-[(2-ethyl-4-trifluoro-me-
thyl-benzoylaminoyphenyl]-acetoxymethyl}-2-phe-
nyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-ethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-isopropenyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phe-
nyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-isopropyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,

2-{2-[3-dimethylcarbamoyl-4-[(4-trifluoromethyl-biphe-
nyl-2-carbonyloxy)-phenyl]-acetoxymethyl}-2-phe-
nyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl)-2-
thiophen-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl)-2-
thiophen-3-yl-malonic acid diethyl ester,

2-(2-{4-dimethylcarbamoyl-5-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-aminoJ-pyridin-2-yl}-acetoxymethyl)-
2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl)-2-(3-
methyl-thiophen-2-yl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl)-2-(5-
methyl-thiophen-2-yl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-aminoJ-phenyl}-acetoxymethyl>2-
thiazol-2-yl-malonic acid diethyl ester,

2-(2-{3-cthoxy-4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-phenyl }-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-(2-{3-methoxy-4-[(4'-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethy! ester,

2-(2-{3-isopropoxy-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,

2-(2-{3-benzyloxy-4-[(4"-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl }-acetoxymethyl)-2-phenyl-mal-
onic acid diethy! ester,

2-(2-{3-hydroxy-4-[(4'-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-{2-[3-methoxy-4-[(4-trifluoromethyl-biphenyl-2-car-
bonyloxy)-phenyl]-acetoxymethyl}-2-phenyl-malonic
acid diethyl ester,
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2-p}}cny1-2-(2-{3-pipcridin-_l-yl-4-[(4'-1riﬂuor0-melhyi-
biphenyl-2-carbonyl)-amino]-phenyl }-acetoxym-
ethyl)-malonic acid diethyl ester,

2-phenyl-2-(2-{3-pyrrolidin-1-y1-4-[(4'-trifluoro-methyl-
biphenyl-2-carbonyl)-amino]-phenyl }-acetoxym-
ethyl)-malonic acid diethyl ester,

2-(2-{3-dimethylamino-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phe-
nyl-malonic acid diethyl ester,

2-(2-{3-morpholin-4-yl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phe-
nyl-malonic acid diethyl ester,

2-(2-{3-dicthylamino-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl} -acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,

2-[2-(2-{2-methyl-3-[(4'-trifluoromethyl-biphenyl-2-car-
bonyl)-aminoJ-phenyl}-acetoxy)-ethyl]-2-phenyl-mal-
onic acid diethyl ester,

2-phenyl-2-(2-{3-[(4"-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-malonic acid
diethyl ester,

2—phcny1—2—[;—(2—{3~[(4‘—lriﬂuoromethyl—biphcny_l—Z—car_—
bonyl)-amino]-phenyl}-acetoxy)-ethyl]-malonic  acid
diethyl ester,

2-[2-(2-{4-methyl-3-[(4'-trifluoromethyl-biphenyl-2-car-
bonyl)-amino ]-phenyl }-acetoxy)-ethyl]-2-phenyl-mal-
onic acid diethyl ester,

2-[2-(2-{2-methyl-5-[(4'-trifluoromethyl-biphenyl-2-car-
bonylamino]-phenyl}-acetoxy)-ethyl]-2-phenyl-mal-
onic acid diethyl ester,

2-[2-(2-{2-methoxy-3-[(4"-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl} -acetoxy)-ethyl]-2-phenyl-
malonic acid diethyl ester,

2-[2-(2-{2-ethoxy-3-[(4-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-phenyl-mal-
onic acid diethyl ester,

2-[2-(2-{2-isopropoxy-3-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-phenyl-
malonic acid diethyl ester,

2-[2+(2-{2-methoxycarbonyl-3-[(4"-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino]-phenyl }-acetoxy)-ethyl]-
2-phenyl-malonic acid diethyl ester,

2-[2-(2-{2-ethoxy-5-methyl-3-{ (4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl }-acetoxy)-ethyl]-2-
phenyl-malonic acid diethyl ester,

2-phenyl-2-(2- {4-[(4'-trifluoromet hyl-biphenyl-2-carbo-
nyl)-amino]-benzoyloxy } -ethyl]-malonic acid diethyl
ester,

2-(2-{3-methyl-4-[(4-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-benzoyloxy }-ethyl)-2-phenyl-malonic
acid diethyl ester,

2-(2-{2-chloro-4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-benzoyloxy } -ethyl)-2-phenyl-malonic
acid diethyl ester,

2-phenyl-2-{2-{4-(4"-trifluoromethyl-biphenyl-2-carbo-
nyloxy)-benzoyloxy]-ethyl}-malonic acid diethyl ester,

208 of

Apr. 7, 2005

2-(2-{3-cthoxycarbonyl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phe-
nyl-malonic acid diethyl ester,

2-(3-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl} -propionyloxym-
ethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-benzyloxycarbony-4-[ (4 -trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,

2-(2-{3-carboxy-4-[(4-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-(2-{3-isopropoxycarbonyl-4-[(4'-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl)-
2-phenyl-malonic acid diethyl ester,

2-(2-{3-methoxycarbonyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,

2-(2-{3-acetylamino-4-[(4"-trifluoromethyl-biphenyl-2-
carbonyl)-amino |-phenyl)-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,

2-(2-{3-methoxycarbonylamino-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl }-acetoxym-
ethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-(4-methyl-thiazol-2-y1)-4-[(4-trifluoro-methyl-
biphenyl-2-carbonyl)-aminoJ-phenyl }-acetoxym-
ethyl)-2-phenyl-malonic acid diethyl ester,

2-phenyl-2-(2-{6-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-biphenyl-3-y1}-acetoxymethyl)-malonic
acid diethyl ester,

2-(2-{3-formyl-4-[(4"-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-(2-{3-dimethylaminomethyl-4-[(4'-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino ]-phenyl} -acetoxymethyl)-
2-phenyl-malonic acid diethyl ester,

2-(2-{3-(methoxy-methylcarbamoyl)-4-[ (4'-trifluoro-me-
thyl-biphenyl-2-carbonyl)-amino]-phenyl} -acetoxym-
cthyl)-2-phenyl-malonic acid dicthyl ester,

2-(2-{3-isobutyryl-4-[(4"-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester, and

2-(2-{3-(1-hydroxy-2-methyl-propyl)-4-[(4'-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl }-ac-
ctoxymethyl)-2-phenyl-malonic acid diethyl ester.
27. The ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to claim
1, which is selected from the group consisting of

[4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-phenyl-
ethyl ester,

{3-ethyl-4-[(4-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-
phenyl-ethyl ester,

[4-[(4'"-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2-phenyl-2,2-bis~(2,2,2-trifluoro-
ethylcarbamoyl)-ethyl ester,
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{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-cyclohexylcarbamoyl-2-
phenyl-ethyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2-phenyl-2,2-bis-phenylcarbam-
oyl-ethyl ester,

{4-[(4-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-isopropylearbamoyl-2-phe-
nyl-ethyl ester,

{4-[(biphenyl-2-carbonyl)-amino}-phenyl}-acetic  acid
2-phenyl-2,2-bis-(2,2 2-trifluoro-ethylcarbamoyl)-

ethyl ester,

2-phenyl-2-(2-{2-trifluoromethyl-4- (4'-trifluoro-methyl-
biphenyl-2-carbonyl)-amino]-phenyl }-acetoxym-
ethyl)-malonic acid diethyl ester,

{4-[(4-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-methylcarbamoyl-2-phe-
nyl-ethyl ester,

{4-[(4-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2.2-bis-butylcarbamoyl-2-phenyl-
ethyl ester,

{3-methyl-4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2,2-bis-ethyl-carbamoyl-2-
phenyl-ethyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino |-
ifl hyl-biphenyl-2-carbonyl i
phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-phenyl-
propyl-ester,

{4-[(4-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 3-phenyl-3,3-bis-propyl-carbam-
oyl-propyl ester,

{4-[(biphenyl-2-carbonyl)-amino]-phenyl} -acetic  acid

2,2-bis-ethylearbamoyl-2-phenyl-ethyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-isobutylcarbamoyl-2-phe-
nyl-ethyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-(3-methyl-butylcarbam-
oyl)-2-phenyl-ethyl ester,

{4-[(4'-chloro-biphenyl-2-carbonyl)-amino]-phenyl} -
acetic  acid  2,2-bis-ethylcarbamoyl-2-phenyl-ethyl
esler,

{4-[(3',4'-dichloro-biphenyl-2-carbonyl)-amino]-phe-
nyl}-acetic acid  2,2-bis-ethylcarbamoyl-2-phenyl-
ethyl ester,

{3-methyl-4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2-phenyl-2,2-bis-propyl-
carbamoyl-ethyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-(2-methoxy-ethylcarbam-
oyl)-2-phenyl-ethyl ester,

{3-isopropyl-4-[(4-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcarbam-
oyl-2-phenyl-ethyl ester,

{3-ethyl-4{(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 3,3-bis-ethyl-carbamoyl-3-
phenyl-propyl ester,
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{3-isobutyl-4-[(4"-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2,2-bis-ethyl-carbamoyl-2-
phenyl-ethyl ester,

{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 2-phenyl-2,2-
bis-propylcarbamoyl-ethyl ester,

{3-methylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcar-
bamoyl-2-phenyl-ethyl ester,

{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 3,3-bis-ethyl-
carbamoyl-3-phenyl-propyl ester,

{3-benzylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcar-
bamoyl-2-phenyl-cthyl ester,

{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 4,4-bis-ethyl-
carbamoyl-4-phenyl-butyl ester,

{3-diethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-cthylcar-
bamoyl-2-phenyl-cthyl ester,

{3-diisopropylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
cthylcarbamoyl-2-phenyl-ethyl ester,

{3-(isopropyl-methylcarbamoyl-4-[ (4"-trifluoro-methyl-
biphenyl-2-carbonyl)-amino]-phenyl }-acetic acid 2,2-
bis-ethylcarbamoyl-2-phenyl-ethyl ester,

{3-(ethyl-methylcarbamoyl-4-[(4'~trifluoromethyl-biphe-
nyl-2-carbonyl)-amino-phenyl} -acetic acid 3,3-bis-
ethylcarbamoyl-3-phenyvl-propyl ester,

{3-(piperidine-1-carbonyl)-4-[ (4 -trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl} -acetic acid  2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

{3-(pyrrolidine-1-carbonyl)-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl} -acetic acid 2,2-bis-
cthylcarbamoyl-2-phenyl-ethyl ester,

{3-(methyl-propylcarbamoyl)-4-[(4'-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino]-phenyl} -acetic  acid  2,2-
bis-ethylcarbamoyl-2-phenyl-ethyl ester,

{3-(methyl-propylearbamoyl)-4-[ (4 -trifluoromethyl-bi-
phenyl-2-carbonyl)-amino J-phenyl} -acetic  acid 3,3-
bis-ethylcarbamoyl-3-phenyl-propyl ester,

{3-hydroxy-4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-
phenyl-ethyl ester,

{3-methoxy-4-[(4-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-
phenyl-cthyl ester,

3-methoxy-4-[(4"-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2-phenyl-2,2-bis-propyl-
carbamoyl-ethyl ester,

{3-methoxy-4-[ (4-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-
phenyl-propyl ester,

[3-ethoxy-4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino|-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-
phenyl-ethyl ester,
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{3-ethoxy-4-(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-
phenyl-propyl ester,

{3-isopropoxy-4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcarbam-
oyl-2-phenyl-ethyl ester,

{3-isopropoxy-4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetic acid 3,3-bis-ethylcarbam-
oyl-3-phenyl-propyl ester,

{3-propoxy-4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-

phenyl-ethyl ester,

{3-benzyloxy-4-[(4"-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetic acid 2,2-bis-e¢thylcarbam-
oyl-2-phenyl-ethyl ester,

{3-dimethylamino-4-[(4"-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcar-
bamoyl-2-phenyl-ethyl ester,

{3-piperidin-1-yl-4-[ (4'-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcar-
bamoyl-2-phenyl-ethyl ester,

{3-pyrrolidin-1-yl-4-[(4"-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcar-
bamoyl-2-phenyl-ethyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino ]-ben-
zoic acid  3,3-bis-cthylcarbamoyl-3-phenyl-propyl
esler,

5-(2,2-bis-ethylcarbamoyl-2-phenyl-ethoxycarbonyl-me-
thyl 2-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-benzoic acid benzyl ester,

5-(2,2-bis-ethylcarbamoyl-2-phenyl-ethoxycarbonyl-me-
thyl)-2(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-benzoic acid,

5-(2,2-bis-ethylcarbamoyl-2-phenyl-ethoxycarbonyl-me-
thyl)-2-{(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-benzoic acid ethyl ester, and

5-(2,2-bis-ethylcarbamoyl-2-phenyl-ethoxycarbonyl-me-
thyl)-2-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-benzoic acid methyl ester.
28. The ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to claim
1, which is selected from the group consisting of

2-(2-{3-methyl-4-[(4"-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl-2-phenyl-malonic
acid diethyl ester,

2-(2-{4-{methyl-(4"-trifluvoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-phenyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-malonic acid
diethyl ester,

2-phenyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-malonic acid
diisopropyl ester,

2-phenyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-carbo-
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2-cyclopentyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic
acid diethyl ester,

2-phenyl-2-(2-{4-[(4"-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-phenyl }-acetoxymethyl)-malonic acid
dicyclohexyl ester,

2-benzyl-2-(2-{4-[(4"-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-malonic acid
dicthyl ester,

2-(2-{2-methyl-4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-phenyl }-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-cyclohexyl-2-(2-{4-[(4"-trifluoromethyl-biphenyl-2-
carbonyl)-amino |-phenyl}-acetoxymethyl)-malonic
acid diethyl ester,

2-phenyl-2-(2-{2-trifluoromethyl-4-[(4'-trifluoro-methyl-
biphenyl-2-carbonyl)-amino]-phenyl }-acetoxym-
ethyl)-malonic acid diethyl ester,

2-pyridin-2-y1-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic
acid diethyl ester,

2-pyridin-3-yl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic
acid diethyl ester,

2-phenyl-2-(2-{3-trifluoromethyl-4-[(4'-trifluoro-methyl-
biphenyl-2-carbonyl)-amino]-phenyl }-acetoxym-
ethyl)-malonic acid diethyl ester,

2-(2-{4-{(4"-methyl-biphenyl-2-carbonyl)-amino]-phe-
nyl p-acetoxymethyl)-2-phenyl-malonic  acid diethyl
ester,

2-(2-{4{(4'-methoxy-biphenyl-2-carbonyl)-amino]-phe-
nyl}-acetoxymethyl)-2-phenyl-malonic  acid  diethyl
ester,

2-phenyl-2-(2-{4-[(3"-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-malonic acid
dicthyl ester,

2-(2-{4-[isopropyl-(4"-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-(2-{4{cyclohexyl-(4"-trifluoromethyl-biphenyl-2-car-
bonylamino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-phenyl-2-(2-{4-[( 4‘~lriHuommcthykhiphcnyl; 2-carbo-
nyl)-aminoJ-phenyl}-acetoxymethyl)-malonic acid
dipropyl ester,

2-phenyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-malonic acid
diisobutyl ester,

2-(2-{4-{ethyl-(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

2-(2-{3-ethyl-4-(4'"-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-(2-{3-isopropyl-4-(4'-trifluoromethyl-biphenyl-2-car-

nyl[amino]-phenyl}-acetoxymethyl)-malonic acid bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
dimethyl ester, onic acid diethyl ester,
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2-(2-{3-isobutyl-4-(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethy! ester,

2-(2-{3-chloro-4-(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-(2-{3-bromo-4-[(4"-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-(2-{3-methylcarbamoyl-4-[(4-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,

2-(2-{3-diethylcarbamoyl-4-[(4-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,

2-(2-{3-diisopropylcarbamoyl-4-[(4'-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino ]-phenyl }-acetoxymethyl)-
2-phenyl-malonic acid diethyl ester,

2-(2-{3-(ethyl-methylcarbamoyl)-4-[ (4 -trifluoro-methyl-
biphenyl-2-carbonyl)-aminoJ-phenyl }-acetoxym-
¢thyl)-2-phenyl-malonic acid diethyl ester,

{3-(ethyl-methylcarbamoyl)-4-[(4"-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino J-phenyl }-acetic  acid  2,2-
bis-cthylcarbamoyl-2-phenyl-ethyl ester,

{3-(pyrrolidine-1-carbonyl)-4-[(4"-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

2-phenyl-2-(2-{3-(pyrrolidine-1-carbonyl), -[(4'-trifluo-
romethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
ctoxymethyl)-malonic acid diethyl ester,

2-phenyl-2-(2-{3-(piperidine-1-carbonyl),[ (4 -trifluo-
romethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
etoxymethyl)-malonic acid diethyl ester,

2-[2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino J-phenyl } -acetoxy)-ethyl]-
2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-fluoro-biphenyl-2-car-
bonyl)-aminoJ-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-(2-{4-[(4'-bromo-biphenyl-2-carbonyl)-amino]}-3-
dimethylcarbamoyl-phenyl}-acetoxymethyl)-2-phe-
nyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2-
phenyl-malonic acid dimethyl ester,

2-cyclopentyl-2-(2-{3-dimethylcarbamoyl-4-[ (4'-trifluo-
romethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
ctoxymethyl)-malonic acid diethyl ester,

2-cyclohexyl-2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluo-
romethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
etoxymethyl)-malonic acid diethyl ester,

2-(2-{4-[(4"-chloro-biphenyl-2-carbonylfamino]-3-dim-
ethylcarbamoyl-phenyl}-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,

2-(2-{4-[(4"-acetyl-biphenyl-2-carbonyl)-amino]-3-dim-
ethylcarbamoyl-phenyl}-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,
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2-(2-{4-(4'-cyano-biphenyl-2-carbonyl)-amino]-3-dim-
ethylcarbamoyl-phenyl }-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4-methyl-4'-trifluoro-
methyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(5-methyl-4'-trifluoro-
methyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
etoxymethyl)-2-phenyl-malonic acid diethy] ester,

2-[3-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino ]-phenyl} -acetoxy)-propyl ]-
2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(5-methoxy-4'-trifluo-
romethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac-
ctoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{4-[(5-chloro-4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-3-dimethylcarbamoyl-phenyl}-acetoxym-
ethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(6-methyl-4'-trifluoro-
methyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl)-2-
phenyl-malonic acid 2,2,2-trifluoroethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(2'-fluoro-4'-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl }-ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{5-dimethylcarbamoyl-2-fluoro-4-[(4'-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-bromo-5-dimethylcarbamoyl-4-[(2'-fluoro-4'-tri-
fluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl} -
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-chloro-5-dimethylcarbamoyl-4-[ (4'-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(3'-fluoro-4'-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl } -ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{44(3'-chloro-4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-3-dimethylcarbamoyl-phenyl}-acetoxym-
ethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl)-2-(5-
nitro-pyridin-2-yl)-malonic acid diethyl ester,

2-(5-amino-pyridin-2-yl ~ 2-(2-{3-dimethylcarbamoyl-4-

[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-phe-
nyl}-acetoxymethyl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl 2-py-
ridin-2-yl-malonic acid diethyl ester,

2-(2-{3-chloro-5-dimethylcarbamoyl-2-fluoro-4-[ (4'-trif-
luoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
ctoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-bromo-5-dimethylcarbamoyl-2-fluoro-4-[ (4'-trif-
luoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester,
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2-(2-{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino J-phenyl }-acetoxymethyl)-2-o-
tolyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-m-
tolyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino J-phenyl}-acetoxymethyl)-2-p-
tolyl-malonic acid diethyl ester,

2-(2-chloro-phenyl)-2-(2-{3-dimethylcarbamoyl-4-[(4'-
trifluoromethyl-biphenyl-2-carbonyl)-aminoJ-phenyl } -
acetoxymethyl)malonic acid diethyl ester,

2-(3-chloro-phenyl)-2-(2-{3-dimethylcarbamoyl-4-[(4'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl } -
acetoxymethyl malonic acid diethyl ester,

2-(4-chloro-phenyl)-2-(2-{3-dimethylcarbamoyl-4-[(4'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl } -
acetoxymethyl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4"-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2-
phenyl-succinic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4"-trifluoromethyl-biphe-
nyl-2-carbonyl)-aminoJ-phenyl }-acetoxymethyl)-2-(2-
methoxy-phenyl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4 -trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2-(3-
methoxy-phenyl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4"-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino ]-phenyl }-acetoxymethyl)-2-(4-
methoxy-phenyl)-malonic acid diethyl ester,

2-(2-{4-(5,4"-bis-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-3-dimethylcarbamoyl-phenyl }-acetoxym-
ethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{4-[(6-chloro-4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-3-dimethylcarbamoyl-phenyl } -acetoxym-
ethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (6-fluoro-4"-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-[2-(2-{3-dimethylcarbamoyl-4-[(5-methyl-4'-trifluo-
romethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
etoxy)-ethyl]-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(5-ethoxy-4"-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(5-isopropoxy-4'-trifluo-
romethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-[2-(2-{4-(5,4"-bis-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-3-dimethylcarbamoyl-phenyl }-acetoxy)-
ethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-(6-methoxy-4'-trifluoro-
methyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
etoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-(3-methyl-4'-trifluoro-me-
thyl-biphenyl-2-carbonyl)-amino]-phenyl}-acetoxym-
ethyl)-2-phenyl-malonic acid diethyl ester,
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2-{2-{4-(2 4-bis-trifluoromethyl-benzoylamino)-3-dim-
ethylcarbamoyl-phenylJ-acetoxymethyl}-2-phenyl-
malonic acid diethyl ester,

2—(2—{3{iimcthy_lcarIJamoyl—4—[{4'—mclhyl—biphcny1—2—
carbonyl)-amino ]-phenyl}-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,

2-{2-[3-dimethylcarbamoyl-4-(2-ethyl-4-trifluoro-me-
thyl-benzoylamino)-phenyl]-acetoxymethyl} 2-phenyl-
malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-ethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-isopropenyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phe-
nyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-isopropyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
thiophen-2-yl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl)-2-
thiophen-3-yl-malonic acid diethyl ester,

2-(2-{4-dimethylcarbamoyl-5-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-aminoJ-pyridin-2-yl}-acetoxym-
ethyl),-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl)-2-(3-
methyl-thiophen-2-yl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl)-2-(5-
methyl-thiophen-2-yl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino J-phenyl} -acetoxymethyl)-2-
thiazol-2-yl-malonic acid diethyl ester,

2-(2-{3-¢thoxy-4-[(4"-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-phenyl }-acetoxymethyl),-phenyl-malonic
acid diethyl ester,

2-(2-{3-methoxy-4-[(4'-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-(2-{3-isopropoxy-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,

2-(2-{3-benzyloxy-4-[(4-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-(2-{3-hydroxy-4-[(4"-trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl }-acetoxymethyl)-2-phenyl-mal-
onic acid diethy! ester,

2-phenyl-2-(2-{3-piperidin-1-yl-4-[ (4'-trifluoro-methyl-
biphenyl-2-carbonyl)-amino]-phenyl }-acetoxym-
ethyl)-malonic acid diethyl ester,

2-phenyl-2-(2- {3~pyrmlid1’n_— 1-y1-4-[(4'-trifluoro-methyl-
biphenyl-2-carbonyl)-amino]-phenyl }acetoxymethyl)-
malonic acid diethyl ester,
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2-(2-{3-dimethylamino-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phe-
nyl-malonic acid diethyl ester,

2-(2-{3-morpholin-4-yl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phe-
nyl-malonic acid diethyl ester,

2-(2-{3-diethylamino-4-[(4 -trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl} -acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,

2-(2-{2-chloro-4-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-benzoyloxy } -ethyl)-2-phenyl-malonic
acid diethyl ester,

2-(2-{3-ethoxycarbonyl-4-[(4"-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phe-
nyl-malonic acid diethyl ester,

2-(3-{3-dimethylcarbamoyl-4-[ (4"-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl }-propionyloxym-
cthyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-benzyloxycarbonyl-4-[(4 -trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,

2-(2-{3-carboxy-4-[(4'-trifluoromethyl-biphenyl-2-car-
bonyl)-aminoJ-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester,

2-(2-{3-isopropoxycarbonyl-4-[(4'-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-
2-phenyl-malonic acid diethyl ester,

2-(2-{3-methoxycarbonyl-4-[(4-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl }-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,

2-(2-{3-acetylamino-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,

2-(2-{3-methoxycarbonylamino-4-[ (4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl }-acetoxym-
ethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-(4-methyl-thiazol-2-y1)-4-[ (4'-trifluoro-methyl-
biphenyl-2-carbonyl)-amino]-phenyl }-acetoxym-
ethyl)-2-phenyl-malonic acid diethyl ester,

2-phenyl-2-(2-{6-[(4"-trifluoromethyl-biphenyl-2-carbo-
nyl)-amino]-biphenyl-3-yl}-acetoxymethyl)-malonic
acid diethyl ester,

2-(2-{3-formyl-[(4'-trifluoromethyl-biphenyl-2-carbo-
nyl)-aminoJ-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethy! ester,

2-(2-{3-dimethylaminomethyl-4-[(4'-trifluoromethyl-bi-
phenyl-2-carbonyl)-amino]-phenyl } -acetoxymethyl)-
2-phenyl-malonic acid diethyl ester,

2-(2-{3«(methoxy-methylcarbamoyl)-4-[ (4 -trifluoro-me-
thyl-biphenyl-2-carbonyl)-amino]-phenyl} -acetoxym-
ethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-isobutyryl-4-[(4'~trifluoromethyl-biphenyl-2-car-
bonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-mal-
onic acid diethyl ester, and

2-(2-{3-(1-hydroxy-2-methyl-propyl),-[(4'-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac-
ctoxymethyl)-2-phenyl-malonic acid diethyl ester.
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29. The ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to claim
1, which is selected from the group consisting of

4'-trifluoromethyl-biphenyl-2-carboxylic acid 4-[2-phe-
nyl-2,2-bis-(2,2,2-trifluoro-ethylcarbamoyl)-cthoxy-
carbonylmethyl]-phenyl ester,

biphenyl-2-carboxylic acid 4 2-phenyl-2,2-bis-(2,2,2-tri-
fuoro-ethylcarbamoyl)-ethoxycarbonylmethyl]-phenyl
ester,

#'-triflnoromethyl-biphenyl-2-carboxylic acid 4-(2,2-bis-
ethylcarbamoyl-2-phenyl-ethoxycarbonylmethyl)-phe-
nyl ester,

4'-rifluoromethyl-biphenyl-2-carboxylic acid 4-(2,2-bis-
ethylcarbamoyl-2-phenyl-ethoxycarbonylmethyl)-2-
chloro-phenyl ester,

4'-trifluoromethyl-biphenyl-2-carboxylic acid 4-(3,3-bis-
ethylcarbamoyl-3-phenyl-propoxycarbonylmethyl)-2-
chloro-phenyl ester,

4'-trifluoromethyl-biphenyl-2-carboxylic acid 4-(3,3-bis-
ethylcarbamoyl-3-phenyl-propoxycarbonyl)-phenyl
ester, and

#'-trifluoromethyl-biphenyl-2-carboxylic acid 4-(3,3-bis-
ethylcarbamoyl-3-phenyl-propoxycarbonyl)-2,6-
dichloro-phenyl ester.

30. The ester compound or a prodrug thereol, or a

pharmaceutically acceptable salt of either according to claim
1, which is selected from the group consisting of

2-phenyl-2-{2{4-(4'-trifluoromethyl-biphenyl-2-carbo-
nyloxy)-phenyl]-acetoxymethyl }-malonic acid diethyl
ester,

2-{2-[3-dimethylcarbamoyl-4-(4'-trifluoromethyl-biphe-
nyl-2-carbonyloxy)-phenyl]-acetoxymethyl}-2-phe-
nyl-malonic acid diethyl ester,

2-{2-[3-methoxy-4-(4'-trifluoromethyl-biphenyl-2-carbo-
nyloxy)-phenyl]-acetoxymethyl}-2-phenyl  malonic
acid diethyl ester, and

4-[(4-trifluoromethyl-biphenyl-2-carbonyl)-amino]-ben-
zoic acid 3-[2+(2,2,2-trifluoro-ethylcarbamoyl)-naph-
thalen-1-yl]-propyl ester.
31. The ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to claim
1, which is selected from the group consisting of

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl)-2-
isopropyl-malonic acid diethyl ester,

2-sec-butyl-2-(2-{3-dimethylcarbamoyl-4-[ (4"-trifluo-
romethyl-biphenyl-2-carbonyl)-amino]-phenyl}-ac-
etoxymethyl)-2-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl} -acetoxymethyl)-2-
isobutyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
propyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino J-phenyl} -acetoxymethyl)-2-
ethyl-malonic acid diethyl ester,
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2-butyl-2~(2-{3-dimethylcarbamoyl-4-[(4'-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac-
etoxymethyl)-malonic acid diethyl ester,

2-allyl-2-(2-{3-dimethylcarbamoyl-4-[ (4'-trifluorom-
ethyl-biphenyl-2-carbonyl)-amino]-phenyl} -ac-
etoxymethyl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino]-phenyl }-acetoxy)-2,2-bis-
ethoxycarbonyl-propionic acid ethyl ester, and

2-(2-{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphe-
nyl-2-carbonyl)-amino J-phenyl}-acetoxymethyl)-2-(1-
methyl-butyl)-malonic acid diethyl ester.

32. A pharmaceutical composition, which comprises the
ester compound or a prodrug thereof, or a pharmaceutically
acceptable salt of cither according to claim 1 and a phar-
maceutically acceptable carrier.

33. An MTP (microsomal triglyceride transfer protein)
inhibitor, which comprises the ester compound or a prodrug
thereof, or a pharmaceutically acceptable salt of either
according to claim 1 as an active ingredient.

34. An agent for the treatment or prophylaxis of hyper-
lipidemia, which comprises the ester compound or a prodrug
thereof, or a pharmaceutically acceptable salt of either
according to claim 1 as an active ingredient.

35. An agent for the treatment or prophylaxis of arterio-
sclerosis, which comprises the ester compound or a prodrug
thereof, or a pharmaceutically acceptable salt of either
according to claim 1 as an active ingredient.

36. An agent for the treatment or prophylaxis of coronary
artery diseases, which comprises the ester compound or a
prodrug thereof, or a pharmaceutically acceptable salt of
either according to claim 1 as an active ingredient.

37. An agent for the treatment or prophylaxis of obesity,
which comprises the ester compound or a prodrug thereof,
or a pharmaceutically acceptable salt of either according to
claim 1 as an active ingredient.

38. An agent for the treatment or prophylaxis of diabetes,
which comprises the ester compound or a prodrug thereof,
or a pharmaceutically acceptable salt of either according to
claim 1 as an active ingredient.

39. An agent for the treatment or prophylaxis of hyper-
tension, which comprises the ester compound or a prodrug
thereof, or a pharmaceutically acceptable salt of either
according 1o claim 1 as an active ingredient.

40. An agent for the treatment or prophylaxis of hyper-
lipidemia, arteriosclerosis, coronary artery diseases, obesity,
diabetes or hypertension, which comprises MTP inhibitor
selectively inhibiting MTP (microsomal triglyceride transfer
protein) in the small intestine and a pharmaceutically accept-
able carrier.

41. The agent for the treatment or prophylaxis according
to claim 40, wherein the MTP inhibitor does not substan-
tially inhibit MTP in the liver but substantially inhibits only
MTP in the small intestine.

42. The agent for the treatment or prophylaxis according
to claim 41, whercin after the administered MTP inhibitor
inhibits MTP in the small intestine, it is metabolized in the
small intestine, blood and liver to the amount at which the
remaining MTP inhibitor in the liver does not substantially
inhibit the MTP in the liver.

43. The agent for the treatment or prophylaxis according
o claim 42, wherein the remaining MTP inhibitor in the

liver is metabolized to the state where TG-releasing activity
of the liver is kept at the level of about 80% or more of the
normal level.

44. The agent for the treatment or prophylaxis according
to claim 40, wherein the MTP inhibitor is a compound
having at least one ester bond.

45. The agent for the treatment or prophylaxis according
to claim 44, wherein after the compound having at least one
ester bond exerts MTP inhibitory activity, the ester moiety of
the compound is metabolized in blood to become an inactive
substance.

46. The agent for the treatment or prophylaxis according
to claim 40, wherein the MTP inhibitor is the ester com-
pound or a prodrug thereof, or a pharmaceutically acceptable
salt of either according to claim 1.

47. A method for the treatment or prophylaxis of hyper-
lipidemia, arteriosclerosis, coronary artery diseases, obesity,
diabetes or hypertension, which comprises administering a
compound selectively inhibiting MTP (microsomal triglyc-
eride transfer protein) in the small intestine.

48. The method according to claim 47, wherein after the
compound inhibits MTP in the small intestine, it is metabo-
lized in the small intestine, blood and liver to the amount at
which remaining said compound in the liver does not
substantially inhibit MTP in the liver.

49. The method according to claim 47, wherein the
remaining compound in the liver is metabolized to the state
where TG-releasing activity of the liver is kept at the level
of about 80% or more of the normal level.

50. The method according to claim 47, wherein the
compound has at least one ester bond.

51. The method according to claim 50, wherein after the
compound having at least one ester bond exerts MTP
inhibitory activity, the ester moiety of the compound is
metabolized in blood to become an inactive substance.

52. The method according to claim 47, wherein the
compound is the ester compound or a prodrug thercof, or a
pharmaceutically acceptable salt of either according to claim
1.

53. The agent for the treatment or prophylaxis according
1o claim 40, wherein the agent is an agent for the treatment
or prophylaxis of hyperlipidemia which is used in combi-
nation with other antihyperlipidemic drug(s).

54. The agent for the treatment or prophylaxis according
to claim 53, wherein other antihyperlipidemic drug is a
statin-type drug.

55. The agent for the treatment or prophylaxis according
to claim 54, wherein the statin-lype drug is one or more
drug(s) selected from the group consisting of lovastatin,
simvastatin, pravastatin, fluvastatin, atorvastatin and ceriv-
astatin,

56. The agent for the treatment or prophylaxis according
to claim 40, wherein the agent is an agent for the treatment
or prophylaxis of obesity which is used in combination with
other anti-obesity drug(s).

57. The agent for the treatment or prophylaxis according
1o claim 56, wherein other anti-obesity drug is mazindol
or/and orlistat.

58. The agent for the treatment or prophylaxis according
to claim 40, wherein the agent is an agent for the treatment
or prophylaxis of diabetes which is used in combination with
other anti-diabetic drug(s).

59. The agent for the treatment or prophylaxis according
1o claim 58, wherein other anti-diabetic drug is one or more
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drug(s) selected from the group consisting of insulin prepa-
rations, sulfonylurea drugs, insulin secretagogues, sulfona-
mide drugs, biguanide drugs, a-glucosidase inhibitors and
insulin resistance-improving drugs.

60. The agent for the treatment or prophylaxis according
1o claim 59, wherein other anti-diabetic drug is one or more
drug(s) selected from the group consisting of insulin, glib-
enclamide, tolbutamide, glyclopyramide, acetohexamide,
glimepiride, tolazamide, gliclazide, nateglinide, glybuzole,
mefformin hydrochloride, buformin hydrochloride, boglib-
ose, acarbose and pioglitazone hydrochloride.

61. The agent for the treatment or prophylaxis according
to claim 40, wherein the agent is an agent for the treatment
or prophylaxis of hypertension which is used in combination
with other anti-hypertension drug(s).

62. The agent for the treatment or prophylaxis according
to claim 61, wherein other anti-hypertension drug is one or
more drug(s) selected from the group consisting of loop
diuretics, angiotensin converting enzyme inhibitors, angio-
tensin II receptor antagonists, calcium antagonists, 3-block-
ers, a,fi-blockers and a-blockers.

63. The agent for the treatment or prophylaxis according
to claim 62, wherein other anti-hypertension drug is one or
more drug(s) selected from the group consisting of furo-
semide delayed release, captopril, captopril delayed release,
enalapril maleate, alacepril, delapril hydrochloride, silaza-
pril, lisinopril, benazepril hydrochloride, imidapril hydro-
chloride, temocapril hydrochloride, quinapril hydrochloride,
trandolapril, perindopril erbumine, losartan potassium, can-
desartan cilexetil, nicardipine hydrochloride, nicardipine
hydrochloride delayed release, nilvadipine, nifedipine, nife-
dipine delayed release, benidipine hydrochloride, diltiazem
hydrochloride, diltiazem hydrochloride delayed release,
nisoldipine, nitrendipine, manidipine hydrochloride, bami-
dipine hydrochloride, efonidipine hydrochloride, amlo-
dipine besylate, felodipine, cilnidipine, aranidipine, propra-
nolol hydrochloride, propranolol hydrochloride delayed
release, pindolol, pindolol delaved release, indenolol hydro-
chloride, carteolol hydrochloride, carteolol hydrochloride
delayed release, bunitrolol hydrochloride, bunitrolol hydro-
chloride delayed release, atenolol, asebutolol hydrochloride,
metoprolol tartrate, metoprolol tartrate delayed release,
nipradilol, penbutolol sulfate, tilisolol hydrochloride,
carvedilol, bisoprolol fumarate, betaxolol hydrochloride,
celiprolol hydrochloride, bopindolol malonate, bevantolol
hydrochloride, labetalol hydrochloride, arotinolol hydro-
chloride, amosulalol hydrochloride, prazosin hydrochloride,
terazosin hydrochloride, doxazosin mesylate, bunazocin
hydrochloride, bunazocin hydrochloride delayed release,
urapidil and phentolamine mesylate.

64. Use of the agent for the treatment or prophylaxis
according to claim 34 and other antihyperlipidemic drug(s)
for the treatment or prophylaxis of hyperlipidemia.

65. The use according to claim 64, wherein other antihy-
perlipidemic drug is a statin-type drug.

66. The use according to claim 64, wherein the statin-type
drug is one or more drug(s) selected from the group con-
sisting of lovastatin, simvastatin, pravastatin, fluvastatin,
atorvastatin and cerivastatin.

67. Use of the agent for the treatment or prophylaxis
according to claim 34 and other anti-obesity drug(s) for the
treatment or prophylaxis of obesity.

68. The use according to claim 67, wherein other anti-
obesity drug is mazindol or/and orlistat.
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69. Use of the agent for the treatment or prophylaxis
according to claim 34 and other anti-diabetic drug(s) for the
treatment or prophylaxis of diabetes.

70. The use according to claim 69, wherein other anti-
diabetic drugs are one or more drug(s) selected from the
group consisting of insulin preparations, sulfonylurea drugs,
insulin secretagogues, sulfonamide drugs, biguanide drugs,
a-glucosidase inhibitors and insulin resistance improving
drugs.

71. The use according to claim 70, wherein other anti-
diabetic drug is one or more drug(s) selected from the group
consisting of insulin, glibenclamide, tolbutamide, glyclopy-
ramide, acetohexamide, glimepiride, tolazamide, gliclazide,
nateglinide, glybuzole, mefformin hydrochloride, buformin
hydrochloride, boglibose, acarbose and pioglitazone hydro-
chloride.

72. Use of the agent for the treatment or prophylaxis
according to claim 34 and other anti-hypertension drug(s)
for the treatment or prophylaxis of hypertension.

73. The use according to claim 72, wherein other anti-
hypertension drug is one or more drug(s) selected from the
group consisting of loop diuretics, angiotension converting
enzyme inhibitors, angiotension II receptor antagonists, cal-
cium antagonists, beta-blockers, alpha/beta blockers and
alpha blockers.

74. The use according to claim 73, wherein other anti-
hypertension drug is one or more drug(s) selected from the
group consisting of furosemide delayed release, captopril,
captopril delayed release, enalapril maleate, alacepril, dela-
pril hydrochloride, silazapril, lisinopril, benazepril hydro-
chloride, imidapril hydrochloride, temocapril hydrochloride,
quinapril hydrochloride, trandolapril, perindopril erbumine,
losartan potassium, candesartan cilexetil, nicardipine hydro-
chloride, nicardipine hydrochloride delayed release, nilva-
dipine, nifedipine, nifedipine delayed release, benidipine
hydrochloride, diltiazem hydrochloride, diltiazem hydro-
chloride delayed release, nisoldipine, nitrendipine, manid-
ipine hydrochloride, bamidipine hydrochloride, efonidipine
hydrochloride, amlodipine besylate, felodipine, cilnidipine,
aranidipine, propranolol hydrochloride, propranolol hydro-
chloride delayed release, pindolol, pindolol delayed release,
indenolol hydrochloride, carteolol hydrochloride, carteolol
hydrochloride delayed release, bunitrolol hydrochloride,
bunitrolol hydrochloride delayed release, atenolol, asebu-
tolol hydrochloride, metoprolol tartrate, metoprolol tartrate
delayed release, nipradilol, penbutolol sulfate, tilisolol
hydrochloride, carvedilol, bisoprolol fumarate, betaxolol
hydrochloride, celiprolol hydrochloride, bopindolol mal-
onate, bevantolol hydrochloride, labetalol hydrochloride,
arotinolol hydrochloride, amosulalol hydrochloride, pra-
zosin hydrochloride, terazosin hydrochloride, doxazosin
mesylate, bunazocin hydrochloride, bunazocin hydrochlo-
ride delayed release, urapidil and phentolamine mesylate.

75. A pharmaceutical composition comprising an effective
amount of the ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to claim
1, a pharmaceutically acceptable, appropriate amount of
ethanol and propylene glycol fatty acid ester.

76. The pharmaceutical composition according to claim
75, which comprises 25 to 35% by weight of ethanol and 65
1o 75% by weight of propylene glycol fatty acid ester.

77. A capsule formulation comprising the pharmaceutical
composition according to claim 75.
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78. The capsule formulation according to claim 77,
wherein the capsule formulation is a hard capsule or soft
capsule.

79. A biphenyl compound represented by the formula
(100)

(100)
RZ\ N 0
| RY ; 50

(CH)Y, 0—R

Z X ’ I

7 NN
H
9
R
wherein

R" is hydrogen, C,-C, alkyl, halogen, halo C,-C, alkyl or
C,-C, alkoxy;

R*" is hydrogen, C,-C, alkyl, halogen, halo C,-Cj alkyl or
C,-C, alkenyl;

R*" is —CON(R™*)(R'2*) wherein R'' and R*** are each
independently hydrogen, C,-C, alkyl, optionally sub-
stituted C,-C,, aryl, optionally substituted C,-C,,

aralkyl, C,-C, alkoxy, or R"* and R'** may be taken
together with the nitrogen to which they are attached to

form
N O
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(in which p is an integer of 0 to 2);
R* is hydrogen, halogen, C,-C, alkyl or halo C,-C, alkyl;

R*® is hydrogen, C,-C, alkyl, optionally substituted
C-C,, aryl or optionally substituted C,-C,4 aralkyl;
and

la is an integer of 1 to 3,

or a prodrug thereof, or a pharmaceutically acceptable salt
of either.

80. The biphenyl compound according to claim 79,
wherein

R" is hydrogen,
R*" is halo C,-Cj alkyl,

R?" is —CON(R')(R'*") wherein R**® and R**" are each
independently hydrogen or C,-Cgalkyl, or R and
R' may be taken together Wllh the nitrogen to which
they are attached to form

—N ())p

(in which p is an integer of 0 to 2),
R" is hydrogen, and
R*" is hydrogen or C,-C, alkyl,

or a prodrug thereof, or a pharmaceutically acceptable salt
of either.
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