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0O O 0 O (Adult Respiratory Distress Syndrome)[Millar et al., Lancet 2(8665), 712
=714 (1989)]0 00000000000 DODeDODO0O0OO0DO0DODODODODODDODOODODOOOOO
00000000000 Od[Ferrai-Baliviera et al., Arch. Surg. 124(12), 1400-1405
(1989)]10
gooooao
OO00acDODDOOO0OO0OCrthritis)D000000O0OO0OOOOOOODODDDODOOOOOOO
go0oooooooobb oo dddo 000D obbboobOod
0000000 [Bertolini et al., Nature 319, 516-518 (1986)0 O Johnson et al., E
ndocrinology 124(3), 1424-1427 (1989)]0 00 0D 0000 OOOOODDOOOOOO
0000000000000 0D00DOO0D000D0DO0OD0DO0ODODO0O0O0OO0OO0O00Dag(n vitro)d
00000000 vivo) DOOOoOoODOooOOooOooDooooDoooooooooooooad
O00O0aOO0OO0Crthritis)D000O0OO0OO0OO0ODOODODOOOOOODOODOODO
oooo0oDoDDODOoOO000O0O0ooooO0oo0DDDODO0D00000a0DO0O0OODDODDODOOODOO
O0O0OO0D (malignancy associated hypercalcemia)dJ 0 0 O O O O [Calci. Tissue Int.
(US) 46(Suppl.)0 S3-10 (1990)]0 000000000 OO0O0OODDOO0OOOOOa OO
OO000DDDOD0O000000O0O0C0ODODDDODOO0O0O0Od [Holler et al., Blood, 75(4)
, 1011-1016 (1990)]10
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ute neurological syndrome)J 0D 0D 0 DO0O0DO0ODODOODODOODODODODODODAO
0o0o0bDo 0000 DDODODO0ODO0D0ODOD0ODODODODU0ODO0DOUOOOOOoOoODoODDODOoDoDbObDDbDDDbDOO
000 [Grau et al., N. Engl. J. Med. 320(24), 1586-1591 (1989)]0
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goooooooob bbb ooooooobooDoboobood
goooooooboobbobob b0 oooboooobiMo
ses et al., 1991, Biotech. 9:630-634; Folkman et al., 1995, N. Engl. J. Med., 33
3:1757-1763; Auerbach et al., 1985, J. Microvasc. Res. 29:401-411; Folkman, 1985
, Advances in Cancer Research, eds. Klein and Weinhouse, Academic Press, New Yor
k, pp- 175-203; Patz, 1982, Am. J. Opthalmol. 94:715-743; Folkman et al., 1983,
Science 221:719-7250 O Folkman and Klagsbrun, 1987, Science 235:442-4470 0 0O O
goooooooob bbb ooooooobooDoboobood
0000000 waltman et al., 1978, Am. J. Ophthal. 85:704-7100 O Gartner et al.
1978, Surv. Ophthal. 22:291-3120 00000000
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OooOO0OD0ODDOO0OO0O00O0O0O0O0OO0O0O0O0OD0ODAOFolkman et al., 1995, N. Engl. J. Med.
, 333:1757-17630
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0000000 O0D00ODODOd (macrophage-induced angiogenesis)D 00 0 0o OO0
0000000000000 0o0Do0o0O0O0o0Doag (Leibovich)d [Nature, 329, 630-632
(Q87)]J0 D00 0Da 00D0O0ODODDODODODODODODODODOOODDOOODODODOOODOO
ooooDDoDoOoOdnvivo)DOOOOODDODODODODODODODODOODODDODDDOOODOo OO
ooo0o0o0oDOo00oO0oO0o0oooooooDoDo0oDoDUoUooOooooooooDoDoOoooOg
oooooao
O00ae0DDO0OO0OO0DO0DO0OOOOOOODODD conditions)D 00D O0OO0OODOOOOOO
0 O [Ching et al., Brit. J. Cancer, (1955) 72, 339-3430 O O Koch, Progress in Me
dicinal Chemistry, 22, 166-242 (19850 0 0 0D0a 000000 OOODDOOOODOO
ooooDoDDoDOoOO000o0oOo0oooo0OooDDDODO0DO00DO0DO0o0ooDoDoDoODoODDoODOoOoDoOog
oooo0oooODO0OO000oO0OoooooO0oO0ODDODO0DO00DU0DO0o0oOoDOoDoODoOooODoODDODOoOOoDOoOg
0oo0o0o00oD0OD00000O0ooo0o0O0oo0o0DOoODO0DO0U0D0DO0DOooooDooDoODoDoOoDOoOOooOg
ooo0ooDoODoO000O0Oo0oooooo0DoDDODOo0O00O00o0ooDoDoDoDoOoDoDoOoDoOooOg
OO00e0ODDOOOODO0DOOODDODOOODODDDODOODODODOODODODODODODDODDOOOOOO
Oo000D0DDO0000000oooOooODODD0ODO0D0U0O0DOoOooooOOoODaO (blood-born tumo
NOOD0D000D0DO0D0OD0O0O0O0DDD0OD0OD0D0D0DO0DO0o0Do0o0o0DoODoDoDOoDO0o0o0Do0DO0oooOaO
0000000000 DO0DbOO0OO0O0O0ODoDODoOO0ODOadd impaired blood clotting)d O
oooO0oDoDoDOoOO0O0o0oU0oO0ooooooooDoOoOoOooO
oooooao
oo0o0oo0DoDDoDOoOO000O0O0o0ooo0o0OooODDoDDODO0DO00DO0DO0o0ooDoDoDoDoODoDoODoOooOog
oooo0oDoDoODO0OO000oO0oo0ooooOoO0DODDODO0DO00DU0O0O0o0DOoDoODoODoDoODDDODOoOOoDOoOog
0oo0o0o00oD0OD00000O0ooo0o0O0oo0o0DOoODO0DO0U0D0DO0DOooooDooDoODoDoOoDOoOOooOg
ooooooooOoOoao
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oooooOoOOoOO000oU0oOoooooOOoO0ODODDODO0DO00DU0DO0O0oOooDoOooDoODDOoDOoOOoDOooOg
0Oo0o000oDD0D0000000oo0o0o0o0o0Do0DDOoODO0D00DU0D00o0oooDooDoODDoDoODOoOooOg
oo0oo0DDoDoDOoOO00o0O0oOo0ooooOooODDDODO0D00DO0DO0o0oooDoDoODoODDoODOoOOoDoOg
ooo0oDoDoOO0OO00o0oOoo0oooooOoODODDDODOoOO0oO0oOoDOoooo
ocooooao
O000Oo OO0O0O0O0ODOOOd (pulmonary inflammatory disease)J 00 OO0 OO0 OO0ODOO
oo0oo0oDoDoODO0OO000O0O00ooOoOoOoO0DDDODO0D00DO0DO0o0OooDoODoOoODoODDOoDOOoDOoOg
000000000 De 00000000 O0DDOO0DOO0ODODODO0OO0DDODDOOOODOOQ
ung fibrosis) 0 0O 0O O 0O O O [Pignet et al., Nature, 344, 245-247 (1990)]0 O O
oo0o0oo0oDoDDODO0O0000O0o0o0Qo0o00o0DDDODO0D000D000O0DO0Do0DDeDOODODOOO
Oo000DDODO0O00000000O00OD0ODODDOO0OO0O0OOOOD [Bissonnette et al., 1

nflammation 13(3), 329-339 (1989)]U 0D 0 000D DODODOO0ODODODOODOODODOOO
oo0o0o0DoDDoDOoOO000O0O0o0o0o0o0o0o0DDDODO0D000O00o0o0Do0Do0Do0DoODDDe O0O0OO0
OO0O00OD0ODOO0O00O00O00 [Baughman et al., J. Lab. Clin. Med. 115(1), 36-42 (19
90)10
oooooao
OO00aD0ODOO0OO0OOOC@eperfusion)D 00000000 OOCOODDOOOOOOO((re
perfusion injury)D 0 00000000 QOCO0OD0OO0OO0OO0OO0OOOOOODOOODODAO [Vedder
et al_., PNAS 87, 2643-2646 (1990)]0 0 0 0o 000 O00ODDOODOODDODODODOOODO

000000000 (pro-coagulant activity)D O OO DO ODO0OODO0OOO0OODODODOODOAO
OO000D0DDODO0O0000O0O0O00O0O (thrombomodulin) DO OO OOOODDOOOOOO
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0000000 00d0O0 [Duh et al., Proc. Nat. Acad. Sci. 86, 5974-5978 (1989); P
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142, 431-438 (1989); Poll et al., AIDS Res

70 (1990); Clouse et al., J.
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00000000 oooogaopro-inflammatory)D 0D OO0 O OO
00000 (intercellular adhesion molecule)D OO0 OO0 O0O0O
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3H, CHz), 3.73 (s, 3H, CH3), 4.01 (q, J = 6.9 Hz, 2H, CH,), 4.11 (dd, J = 4.3, 1
4.3 Hz, 1H, CHH), 4.37 (dd, J = 10.7, 14.3 Hz, 1H, CHH), 5.76 (dd, J = 4.1, 10.3
Hz, 1H, NCH), 6.91-6.92 (m, 2H, Ar), 7.08 (s, 1H, Ar), 7.23 (d, J = 7.7 Hz, 1H,
Ar), 7.45 (d, J = 7.8 Hz, 1H, Ar), 11.47 (s, 1H, NH), 11.87 (s, 1H, NH);O 13C N
MR (DMSO-d6) & 14.64, 41.01, 47.07, 53.14, 55.46, 63.83, 110.41, 111.78, 112.00
, 112.37 116.72, 119.67, 122.79, 125.76, 129.96, 136.29, 147.81, 148.80, 155.86,
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6.92-6.96 (m, 1H, Ar), 7.03-7.07 (m, 1H, Ar), 7.15 (d, J = 1.7 Hz, 1H, Ar), 8.2
3 (d, J = 8.4 Hz, 1H, Ar), 8.53 (d, J = 8.4 Hz, 1H, Ar), 9.14 (d, J = 1.7 Hz, 1H
, Ar), 9.22 (d, J = 1.7 Hz, 1H, Ar);O0 *3C NMR (DMSO-d6) & 14.63, 41.05, 47.49,
53.07, 55.47, 63.81, 111.73, 112.41, 119.80, 122.66, 126.93, 129.48, 134.08, 137
.06, 137.25, 145.02, 147.87, 147.93, 148.87, 148.96, 165.37, 167.050 O 5,0 5,0 5
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(s, 3H, CHy), 3.75 (dd, J = 4.4, 14.3 Hz, 1H, CHH), 3.86 (s, 3H, CH3), 4.12 (q,
J = 7.1 Hz, 2H, CH,), 4.57 (dd, J = 10.4, 14.3 Hz, 1H, CHH), 5.89 (dd, J = 4.4,
10.3 Hz, 1H, NCH), 6.84-6.88 (m, 1H, Ar), 7.11-7.15 (m, 2H, Ar), 7.48 (d, J = 7
.2 Hz, 1H, Ar), 7.65 (t, J = 7.4 Hz, 1H, Ar), 8.76 (d, J = 8.5 Hz, 1H, Ar), 9.69
(s, 1H, NH);O *3C NMR (CDCI3) & 8.71, 14.62, 16.16, 41.58, 48.59, 54.60, 55.89
, 64.50, 111.49, 112.44, 114.83, 117.91, 120.26, 124.99, 129.27, 130.99, 136.02,
137.77, 148.63, 149.76, 167.49, 169.52, 172.790 0 ,,0 ,x0 ,0 ,0 00000 0 O
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= 10.5, 14.3 Hz, 1H, CHH), 5.89 (dd, J = 4.5, 10.3 Hz, 1H, NCH), 6.84-6.88 (m,
1H, Ar), 7.11-7.15 (m, 2H, Ar), 7.57 (d, J = 7.2 Hz, 1H, Ar), 7.70 (t, J = 7.6 H
z, 1H, Ar), 8.77 (d, J = 8.3 Hz, 1H, Ar), 10.53 (s, 1H, NH);O *3C NMR (CDCl3) &
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14.60, 41.52, 42.67, 48.72, 54.51, 55.88, 64.48, 111.46, 112.44, 116.37, 119.06
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, 1H, CHH), 3.86 (s, 3H, CHg), 4.11 (g, J = 7.0 Hz, 2H, CH,), 4.56 (dd, J = 10.2
, 14.2 Hz, 1H, CHH), 5.89 (dd, J = 4.6, 10.2 Hz, 1H, NCH), 6.82-6.85 (m, 1H, Ar)
, 7.12-7.15 (m, 2H, Ar), 7.52 (d, J
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88, 148.55, 149.68, 167.64, 168.83, 172.410 0 .,

goaano

O

O

O

O

O

(]
O
O
O
O
O
O
(]
O
O
O

O

O

|

0

gbooooao

O

O

O

O

O

O

O

O

O

O

O

O

O
U

0

g
u

O

O
U

O

7.2 Hz, 1H, Ar), 7.67 (t, J = 7.5 Hz, 1H,

gbooooboobooboobooooooonod
ugboooogod

O O
O O
O O
O O
O O
O O
O O
O O
O O
O O
O O
O O
O O
O O
O O
O O
O O
O O
O O
O O
O O

OO0 ooooogogog
OO0 ooooogogog
OO0 ooooogoQgog
oo oooooogoogo-g
OO0 ooooogogog
OO0 oooooogogog
OO0 ooooogoQgoQg
OO0 ooooogogog
OO0 ooooogogog
OO0 ooooogoQgog
Ooooooooogogog
OO0 oooooggog
OO0 ooooogoQgog
oo oooooogoQgo-g
OO0 oooooggog
Ooooooogogogooao
OO0 oooooogoQgog
OoooooooogoQgoog
OO0 ooooogogog
OO0 ooooogoQgog
oo oooooogooQgo-g

00000000 o0ooooooDoooooog
O (2-N,N-dimethylamino-N-[2-[1-(3-ethoxy-4

-methoxyphenyl)-2-methylsulfonylethyl]-1,3-dioxoisoindolin-4-yl]acetamide hydrog
enchloride)l 0 0000000000000 0000000000O0O0O0OH NMR (DM
S0-d6) & 1.33 (t, J = 6.9 Hz, 3H, CHgy), 2.87 (s, 6H, 2CH3), 3.03 (s, 3H, CHy),

3.74 (s, 3H, CH3), 4.02 (q, J = 7.0 Hz, 2H, CH,), 4.16 (dd, J = 4.2, 14.3 Hz, 1H

10

20

30

40

50



(23)
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4.2, 10.4 Hz, 1H, NCH), 6.92-6.99 (m, 2H, Ar), 7.08 (s, 1H, Ar), 7.69 (d, J = 7
.3 Hz, 1H, Ar), 7.88 (t, J = 7.7 Hz, 1H, Ar), 8.21-8.27 (m, 1H, Ar), 10.29 (s, 1
H, HCI), 10.64 (s, 1H, NH);O 3C NMR (DMSO-d6) & 14.65, 41.04, 43.36, 47.23, 52
.86, 55.51, 58.09, 63.86, 111.79, 112.39, 119.22, 119.68, 127.78, 127.99, 129.42
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H), 3.87 (s, 3H, CHy), 4.13 (g, J = 6.9 Hz, 2H, CH,), 4.59 (dd, J = 10.9, 14.3 H
z, 1H, CHH), 5.90 (dd, J = 4.2, 10.9 Hz, 1H, NCH), 6.86 (d, J = 8.3 Hz, 1H, Ar),
7.11-7.15 (m, 2H, Ar), 7.66 (d, J = 7.2 Hz, 1H, Ar), 7.77 (t, J = 7.5 Hz, 1H, A

r), 8.70 (d, J = 8.4 Hz, 1H, Ar), 10.39 (s, 1H, NH);
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34 (dd, J = 10.6, 14.3 Hz, 1H, CHH), 5.78 (dd, J = 4.3, 10.3 Hz, 1H, NCH), 6.91-
6.99 (m, 2H, Ar), 7.72 (d, J = 7.1 Hz, 1H< Ar), 7.87 (d, J = 7.5 Hz, 1H, Ar), 8.
14 (m, 1H, Ar), 10.4 (brs, 1H, HCI), 10.71 (s, 1H, NH);O *3C NMR (DMSO-d6) & 13
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, CHg), 3.74 (s, 3H, CHy), 4.02 (q, J = 7.0 Hz, 2H, CH,), 4.16 (dd, J = 4.2, 14.
3 Hz, 1H, CHH), 4.25 (brs, 2H, CH,), 4.34 (dd, J = 10.8, 14.4 Hz, 1H, CHH), 5.79

(dd, J = 4.2, 10.4 Hz, 1H, NCH), 6.92-6.99 (m, 2H, Ar), 7.08 (s, 1H, Ar), 7.69
(d, J = 7.3 Hz, 1H, Ar), 7.88 (t, J = 7.7 Hz, 1H, Ar), 8.21-8.27 (m, 1H, Ar), 10
.29 (s, 1H, HCI), 10.64 (s, 1H, NH);O 13C NMR (DMSO-d6) & 14.65, 41.04, 43.36,
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4H, CH,, CH,), 4.59 (dd, J = 11, 14 Hz, 1H, CHH),5.89 (dd, J = 4.2, 11 Hz, 1H, N
CH), 6.50-6.52 (m, 1H, Ar), 6.83 (d, J = 8 Hz, 1H, Ar), 7.08-7.14 (m, 3H, Ar), 7
.47 (brs, 1H, Ar), 7.63-7.67 (m, 1H, Ar), 7.75-7.83 (m, 2H, Ar), 12.46 (brs, 1H,
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