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Description

[0001] The presentinvention relates to compositions and medicaments for use in preventing unwanted angiogenesis
in @ human or animal. More particularly, the present invention relates to compositions and their use for preventing
unwanted angiogenesis, particularly in angiogenesis dependent or associated diseases, comprising compounds such
as thalidomide and related compounds.

[0002] As used herein, the term "angiogenesis" means the generation of new blood vessels into a tissue or organ.
Under normal physiological conditions, humans or animals only undergo angiogenesis in very specific restricted situ-
ations. For example, angiogenesis is normally observed in wound healing, fetal and embryonal development and for-
mation of the corpus luteum, endometrium and placenta. The control of angiogenesis is a highly regulated system of
angiogenic stimulators and inhibitors. The control of angiogenesis has been found to be altered in certain disease
states and, in many cases, the pathological damage associated with the disease is related to uncontrolled angiogenesis.
[0003] Both controlled and uncontrolled angiogenesis are thought to proceed in a similar manner. Endothelial cells
and pericytes, surrounded by a basement membrane, form capillary blood vessels. Angiogenesis begins with the ero-
sion of the basement membrane by enzymes released by endothelial cells and leukocytes. The endothelial cells, which
line the lumen of blood vessels, then protrude through the basement membrane. Angiogenic stimulants induce the
endothelial cells to migrate through the eroded basement membrane. The migrating cells form a "sprout" off the parent
blood vessel, where the endothelial cells undergo mitosis and proliferate. The endothelial sprouts merge with each
other to form capillary loops, creating the new blood vessel. In the disease state, prevention of angiogenesis could
avert the damage caused by the invasion of the new microvascular system.

[0004] Persistent, unregulated angiogenesis occurs in a multiplicity of disease states, tumor metastasis and abnormal
growth by endothelial cells and supports the pathological damage seen in these conditions. The diverse pathological
states created due to unregulated angiogenesis have been grouped together as angiogenic dependent or angiogenic
associated diseases. Therapies directed at control of the angiogenic processes could lead to the abrogation or miti-
gation of these diseases.

[0005] One example of a disease mediated by angiogenesis is ocular neovascular disease. This disease is charac-
terized by invasion of new blood vessels into the structures of the eye such as the retina or cornea. It is the most
common cause of blindness and is involved in approximately twenty eye diseases. In age-related macular degeneration,
the associated visual problems are caused by an ingrowth of chorioidal capillaries through defects in Bruch's membrane
with proliferation of fibrovascular tissue beneath the retinal pigment epithelium. Angiogenic damage is also associated
with diabetic retinopathy, retinopathy of prematurity, corneal graft rejection, neovascular glaucoma and retrolental fi-
broplasia. Other diseases associated with corneal neovascularization include, but are not limited to, epidemic kerato-
conjunctivitis, Vitamin A deficiency, contact lens overwear, atopic keratitis, superior limbic keratitis, pterygium keratitis
sicca, Sjogren's syndrome, acne rosacea, phylectenulosis, syphilis, Mycobacteria infections, lipid degeneration, chem-
ical burns, bacterial ulcers, fungal ulcers, Herpes simplex infections, Herpes zoster infections, protozoan infections,
Kaposi's sarcoma, Mooren's ulcer, Terrien's marginal degeneration, marginal keratolysis, rheumatoid arthritis, systemic
lupus, polyarteritis, trauma, Wegener's sarcoidosis, scleritis, Stevens-Johnson disease, radial keratotomy, pemphigoid
and corneal graph rejection.

[0006] Diseases associated with retinal/choroidal neovascularization include, but are not limited to, diabetic retinop-
athy, macular degeneration, sickle cell anemia, sarcoid, syphilis, pseudoxanthoma elasticum, Paget's disease, vein
occlusion, artery occlusion, carotid obstructive disease, chronic uveitis/vitritis, mycobacterial infections, Lyme's dis-
ease, systemic lupus erythematosis, retinopathy of prematurity, Eales' disease, Behcet's disease, infections causing
a retinitis or choroiditis, presumed ocular histoplasmosis, Best's disease, myopia, optic pits, Stargardt's disease, pars
planitis, chronic retinal detachment, hyperviscosity syndromes, toxoplasmosis, trauma and post-laser complications.
Other diseases include, but are not limited to, diseases associated with rubeosis (neovascularization of the angle) and
diseases caused by the abnormal proliferation of fibrovascular or fibrous tissue including all forms of proliferative vit-
reoretinopathy.

[0007] Another disease in which angiogenesis is believed to be involved is rheumatoid arthritis. The blood vessels
in the synovial lining of the joints undergo angiogenesis. In addition to forming new vascular networks, the endothelial
cells release factors and reactive oxygen species that lead to pannus growth and cartilage destruction. The factors
involved in angiogenesis may actively contribute to, and help maintain, the chronically inflamed state of rheumatoid
arthritis.

[0008] Factors associated with angiogenesis may also have a role in osteoarthritis. The activation of the chondrocytes
by angiogenic-related factors contributes to the destruction of the joint. At a later stage, the angiogenic factors would
promote new bone formation. Therapeutic intervention that prevents the bone destruction could halt the progress of
the disease and provide relief for persons suffering with arthritis.

[0009] Chronic inflammation may also involve pathological angiogenesis. Such disease states as ulcerative colitis
and Crohn's disease show histological changes with the ingrowth of new blood vessels into the inflamed tissues. Bar-
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tonellosis, a bacterial infection found in South America, can resultin a chronic stage that is characterized by proliferation
of vascular endothelial cells. Another pathological role associated with angiogenesis is found in atherosclerosis. The
plaques formed within the lumen of blood vessels have been shown to have angiogenic stimulatory activity.

[0010] One of the most frequent angiogenic diseases of childhood is the hemangioma. In most cases, the tumors
are benign and regress without intervention. In more severe cases, the tumors progress to large cavernous and infil-
trative forms and create clinical complications. Systemic forms of hemangiomas, the hemangiomatoses, have a high
mortality rate. Therapy-resistant hemangiomas exist that cannot be treated with therapeutics currently in use.

[0011] Angiogenesis is also responsible for damage found in hereditary diseases such as Osler-Weber-Rendu dis-
ease, or hereditary hemorrhagic telangiectasia. This is an inherited disease characterized by multiple small angiomas,
tumors of blood or lymph vessels. The angiomas are found in the skin and mucous membranes, often accompanied
by epistaxis (nosebleeds) or gastrointestinal bleeding and sometimes with pulmonary or hepatic arteriovenous fistula.
[0012] Angiogenesis is prominent in solid tumor formation and metastasis. Angiogenic factors have been found as-
sociated with several solid tumors such as rhabdomyosarcomas, retinoblastoma, Ewing's sarcoma, neuroblastoma,
and osteosarcoma. A tumor cannot expand without a blood supply to provide nutrients and remove cellular wastes.
Tumors in which angiogenesis is important include solid tumors, and benign tumors such as acoustic neuroma, neu-
rofibroma, trachoma and pyogenic granulomas. Prevention of angiogenesis could halt the growth of these tumors and
the resultant damage to the animal due to the presence of the tumor.

[0013] It should be noted that angiogenesis has been associated with blood-borne tumors such as leukemias, any
of various acute or chronic neoplastic diseases of the bone marrow in which unrestrained proliferation of white blood
cells occurs, usually accompanied by anemia, impaired blood clotting, and enlargement of the lymph nodes, liver, and
spleen. Itis believed that angiogenesis plays a role in the abnormalities in the bone marrow that give rise to leukemia-
like tumors.

[0014] Angiogenesis is important in two stages of tumor metastasis. The first stage where angiogenesis stimulation
is important is in the vascularization of the tumor which allows tumor cells to enter the blood stream and to circulate
throughout the body. After the tumor cells have left the primary site, and have settled into the secondary, metastasis
site, angiogenesis must occur before the new tumor can grow and expand. Therefore, prevention of angiogenesis
could lead to the prevention of metastasis of tumors and possibly contain the neoplastic growth at the primary site.
[0015] Knowledge of the role of angiogenesis in the maintenance and metastasis of tumors has led to a prognostic
indicator for breast cancer. The amount of neovascularization found in the primary tumor was determined by counting
the microvessel density in the area of the most intense neovascularization in invasive breast carcinoma. A high level
of microvessel density was found to correlate with tumor recurrence. Control of angiogenesis by therapeutic means
could possibly lead to cessation of the recurrence of the tumors.

[0016] Angiogenesis is also involved in normal physiological processes such as reproduction and wound healing.
Angiogenesis is an important step in ovulation and also in implantation of the blastula after fertilization. Prevention of
angiogenesis could be used to induce amenorrhea, to block ovulation or to prevent implantation by the blastula.
[0017] In wound healing, excessive repair or fibroplasia can be a detrimental side effect of surgical procedures and
may be caused or exacerbated by angiogenesis. Adhesions are a frequent complication of surgery and lead to problems
such as small bowel obstruction.

[0018] Several kinds of compounds have been used to prevent angiogenesis. Taylor et al. have used protamine to
inhibit angiogenesis, see Taylor et al., Nature 297:307 (1982). The toxicity of protamine limits its practical use as a
therapeutic. Folkman et al. have disclosed the use of heparin and steroids to control angiogenesis. See Folkman et
al., Science 221:719 (1983) and U.S. Patent Nos. 5,001,116 and 4,994,443. Steroids, such as tetrahydrocortisol, which
lack gluco and mineral corticoid activity, have been found to be angiogenic inhibitors.

[0019] Other factors found endogenously in animals, such as a 4 kDa glycoprotein from bovine vitreous humor and
a cartilage derived factor, have been used to inhibit angiogenesis. Cellular factors such as interferon inhibit angiogen-
esis. For example, interferon a or human interferon § has been shown to inhibit tumor-induced angiogenesis in mouse
dermis stimulated by human neoplastic cells. Interferon 3 is also a potent inhibitor of angiogenesis induced by allogeneic
spleen cells. See Sidky et al., Cancer Research 47:5155-5161 (1987). Human recombinant a interferon (alpha/A) was
reported to be successfully used in the treatment of pulmonary hemangiomatosis, an angiogenesis-induced disease.
See White et al., New England J. Med. 320:1197-1200 (1989).

[0020] Other agents which have been used to inhibit angiogenesis include ascorbic acid ethers and related com-
pounds. See Japanese Kokai Tokkyo Koho No. 58-131978. Sulfated polysaccharide DS 4152 also shows angiogenic
inhibition. See Japanese Kokai Tokkyo Koho No. 63-119500. A fungal product, fumagillin, is a potent angiostatic agent
in vitro. The compound is toxic in vivo, but a synthetic derivative, AGM 12470, has been used in vivo to treat collagen
Il arthritis. Fumagillin and O-substituted fumagillin derivatives are disclosed in EPO Publication Nos. 0325199A2 and
0357061A1.

[0021] PCT Application No. WO 92/14455 to Kaplan et al. is directed to a method for controlling abnormal concen-
tration of TNF-a by administering thalidomide or thalidomide derivatives to a patient with toxic concentrations of TNF-a.
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[0022] The above compounds are either topical or injectable therapeutics. Therefore, there are drawbacks to their
use as a general angiogenic inhibitor and lack adequate potency. For example, in prevention of excessive wound
healing, surgery on internal body organs involves incisions in various structures contained within the body cavities.
These wounds are not accessible to local applications of angiogenic inhibitors. Local delivery systems also involve
frequent dressings which are impracticable for internal wounds, and increase the risk of infection or damage to delicate
granulation tissue for surface wounds.

[0023] Thus, a method and composition are needed that are capable of inhibiting angiogenesis and which are easily
administered. A simple and efficacious method of treatment would be through the oral route. If an angiogenic inhibitor
could be given by an oral route, the many kinds of diseases discussed above, and other angiogenic dependent pathol-
ogies, could be treated easily. The optimal dosage could be distributed in a form that the patient could self-administer.
[0024] In accordance with the present invention, compositions and medicaments are provided that can be used in
inhibiting unwanted angiogenesis. These compositions are easily administered by different routes, including orally, and
can be given in dosages that are safe and provide angiogenic inhibition at internal sites. The present invention provides
compositions and medicaments for use in treating mammalian diseases mediated by undesired and uncontrolled an-
giogenesis, these compositions and medicaments comprise an anti-angiogenic compound in a dosage sufficient to
inhibit angiogenesis.

[0025] The present invention also includes angiogenic inhibiting compounds that contain an epoxide group. These
angiogenic inhibiting compounds can be administered to a human or animal alone or with epoxide hydrolase inhibiting
compounds.

[0026] The present invention also includes compositions comprising an anti-angiogenesis compound and an antiin-
flammatory compound. The antiinflammatory compound can be either a steroidal or nonsteroidal antiinflammatory
compound. Nonsteroidal antiinflammatory compounds, called NSAIDs, are preferred.

[0027] The compositions and medicaments according to the invention can be used for treating certain ocular neo-
vascular diseases such as macular degeneration. The compounds which are contemplated as part of the present
invention preferably can be given orally to the patient and thereby halt the progression of the disease. Other disease
that can be treated using the compounds and medicaments of the present invention are diabetic retinopathy, neovas-
cular glaucoma and retrolentral fibroplasia.

[0028] In a first aspect of the invention, there is provided a pharmaceutical composition comprising an amount of
thalidomide and an amount of a nonsteroidal, anti-inflammatory drug (NSAID) selected from the group consisting of
esculetin, phenidone, quercetin, nordihydroguaiaretic acid (NDGA), sulindac sulfone, sulindac sulfide, N-[2-cyclohex-
yloxy-4-nitrophenyllmethane-sulfonamide, methylheptyl imidazole, furegrelate sodium, N,N diethylaminoethyl-
2,2-diphenylvalerate HCL, toradol, salsalate, diflunisal, floctafenine, phenylbutazone, oxyphenbutazone, azapropa-
zone, nabumetone, piroxicam, salicylate, and tenoxicam, in a pharmaceutically acceptable carrier.

[0029] According to a second aspect of the invention, there is provided the use of thalidomide and a nonsteroidal,
anti-inflammatory drug (NSAID) selected from the group consisting of acetaminophen, esculetin, phenidone, quercetin,
ketoprofen, nordihydroguaiaretic acid (NDGA), sulindac, sulindac sulfone, sulindac sulfide, indomethacin, N-[2-cylco-
hexyloxy-4-nitrophenyllmethane-sulfonamide, NS-398 (a cyclooxgenase-2 inhibitor) and cyclooxgenase-1 inhibitors
methylheptyl imidazole, furegrelate sodium, N,N diethylaminoethyl-2,2-diphenylvalerate HCL, thromboxane inhibitors,
toradol, ECASA, salsalate, diflunisal, mefenamic acid, naproaen, floctafenine, meclofenamate, phenylbutazone, oxy-
phenbutazone, diclofenac, etodolac, fenoprofen, flufenamic acid, flurbiprofen, pirprofen, tolmetin, azapropazone, fen-
bufen, nabumetone, oxaprozin, piroxicam, salicylate, and tenoxicam, in the manufacture of a medicament for use in
treating an angiogenesis dependent disease selected from the group consisting of macular degeneration, diabetic
retinopathy, neovascular glaucoma, retrolental fibroplasias, proliferative vitreoretinopathy, solid tumors, blood-borne
tumors, leukaemia, hemangioma, psoriasis, Kaposi's sarcoma, ulcerative colitis, cancer, retinopathy of prematurity,
epidemic keratoconjunctivitis, atopic keratitis, superior limbic keratitis, pterygium keratitis sicca, Sjégren's syndrome,
acne rosacea, phylectenulosis, syphilis, Mycobacteria infections, chemical burns, bacterial ulcers, fungal ulcers,
Mooren's ulcer, Terrien's marginal degeneration, marginal keratolysis, polyarteritis, scleritis, Stevens-Johnson disease,
radial keratotomy, sickle cell anemia, pseudoxanthoma elasticum, pemphigoid, Paget's disease, carotid obstructive
disease, chronic uveitis, chronic vitritis, Lyme's disease, Eales' disease, Behcet's disease, presumed ocular histoplas-
mosis, Best's disease, myopia, optic pits, Stargardt's disease, pars planitis, chronic retinal detachment, hyperviscosity
syndromes, taxoplasmosis, post-laser complications and rubeosis in a human or animal.

[0030] In a fourth aspect of the invention, there is provided the use of thalidomide and ECASA in the manufacture
of a medicament for use in treating an angiogenesis dependent disease selected from the group consisting of macular
degeneration, diabetic retinopathy, neovascular glaucoma, retrolental fibroplasias, proliferative vitreoretinopathy, solid
tumors, blood-borne tumors, leukaemia, hemanigioma, psoriasis, Kaposi's sarcoma, ulcerative colitis, cancer, retinop-
athy of prematurity, epidemic keratoconnjunctivitis, atopic keratitis, superior limbic keratitis, pterygium keratitis sicca,
Sjbégren's syndrome, acne rosacea, phylectenulosis, syphilis, Mycobacteria infections, chemical burns, bacterial ulcers,
fungal ulcers, Mooren's ulcer, Terrien's marginal degeneration, marginal keratolysis, polyarteritis, scleritis, Stevens-
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Johnson disease, radial keratotomy, sickle cell anemia, pseudoxanthoma elasticum, pemphigoid, Paget's disease ca-
rotid obstructive disease, chronic uveitis, chronic vitritis, Lyme's disease, Eales' disease, Behcet's disease, presumed
ocular histoplasmosis, Best's disease, myopia, optic pits, Stargardt's disease, pars planitis, chronic retinal detachment,
hyperviscosity syndromes, taxoplasmosis, post-laser complications and rubeosis in a human or animal.

[0031] Preferred embodiments of the invention in any of its various aspects are as described below or as defined in
the sub-claims.

[0032] Figures 1 through 3 are a listing of representative compounds in the genus represented by the following
general formulas:

B)
1
R, R
Rz =Ry
Ry R/
R,
)
R, U .
QLr
R; Rg—Ry

[0033] Figure 4 is a listing of representative compounds in the genus represented by the following general formula:

0
R22ﬁ—R24
R,{ o

[0034] Figure 5 is a listing of representative compounds in the genus represented by the following general formula:



10

15

20

25

30

35

40

45

50

55

EP 0 963 200 B9 (W1B1)

N

Os O,

‘—X
H

[0035] Figure 6 shows the effect of thalidomide and EM12 on angiogenesis in a rabbit cornea model of angiogenesis.
[0036] Figure 7 shows the effect of thalidomide on the area of corneal vascularization in a rabbit cornea model of
angiogenesis.

[0037] Figure 8 shows the effect of thalidomide, sulindac, or a combination of the two on the inhibition of tumor growth
of V2-carcinoma in New Zealand White female rabbits.

[0038] The present invention includes compositions and medicaments for use in the treatment of diseases that are
mediated by angiogenesis. One embodiment of the present invention is the use of thalidomide or the metabolites of
thalidomide as disclosed herein to inhibit unwanted angiogenesis. The present invention also includes compounds
which cause dysmelia in the developing fetus and have anti-angiogenic activity. The present invention comprises the
use of these compositions and medicaments for use in treating undesired angiogenesis in a human or animal. Such
compositions and medicaments comprise an effective amount of a teratogenic compound that is anti-angiogenic.
[0039] Compounds that can be used in accordance with the present invention include compounds included in the
following general formulae. Examples of compounds that have anti-angiogenic properties having one of the following
three formulae (A), (B), or (C):

[0040] In the above formulae, A), B), and C), Ry, R,, R3 and R, can be selected from: -H; -OH; =0, straight and
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branched chain alkanes, alkenes, alkynes; cyclic alkanes, alkenes, and alkyties; combinations of cyclic and acyclic
alkanes, alkenes, and alkynes; alcohol, aldehyde, ketone, carboxylic acids, esters, or ether moieties in combination

with acyclic, cyclic, or combination acyclic/cyclic moieties; aza; amino; -XO,, or -O-XO,,, where X=N and n=2; X=S and
n=2 or 3; or X=P and n=1-3; and halogens; Rs, Rg, R;, and Rg are each independently selected from:

-C-Ryp -N-Ry;

or -O- where Y is optional and is the same as defined above for Ry; and R, is the same as defined above for R4, or
when Y is absent, Ryq is =O; and Rg is a moiety having formula D), E), F), G) or H):

D) . . F)

) Ri2—Ri3
R R \R
- n"""||'2 ) -R“'\ ‘N4
Rl‘4_R1 3 . RI G_Rl 5

B | G)

R sRi Ry
BN

where each of Ry4 - R47 is independently the same as defined above for Rg;

H) :

Rig
'."?“ng
} " Ryg

where Rqg, Rqg and Ry, are, independently selected from
-H, CH,.

9 Q '

. . | ’
~C- OH, —C-NH, ~ (CH);~ C-OH, or ~(CHy), = C~NH,,

and n=1 to 4.
[0041] Accordingly, another aspect of the present invention features inhibiting angiogenesis in a mammal by admin-
istering a therapeutic composition comprising one of the above-described compounds in a dosage sufficient to inhibit
angiogenesis.
[0042] In preferred embodiments, the compound has formula B), where Rs and Rg are selected from the group
consisting of:
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—CH, , —CHOH, and>(I)

and Rq has formula F) or H); and R4 and R4 are selected from the group consisting of:

»CH,, )CHOH, or

—C—;
1]
0o

and Ry5 and is -O- or

l}zl
-N-,

where R, is -H, -CHs, or -OH. Specific preferred compounds according to this aspect of the present invention include
thalidomide, its precursors, metabolites and analogs. Particular analogs include EM-12, N-phthaloyl-DL-glutamic acid
(PGA) or N-phthaloyl-DL-glutamine anhydride. Examples of compounds that are members of this genus are listed in
Figures 1 through 3. It is to be understood that the compounds included as part of the present invention are not to be
limited to those compounds shown in Figures 1 through 3 and include all other compounds that are members of the
genus described by the general formulas herein.

[0043] Compounds of the following formula that have anti-angiogenic properties:

where R,, and Ry are (independently), -H, -F, -Cl, -Br, -I, -CHj3, or -CH, -CH3; and Ry, is -H, -CH3, or -CH, -CHs.
[0044] The present invention also features inhibiting angiogenesis in a mammal by administering a compound ac-
cording to the above formulae in a dosage sufficient to inhibit angiogenesis. Examples of specific compounds that are
members of this genus are listed in Figure 4.

[0045] Angiogenesis inhibition hydrolysis products of thalidomide having the following general formula can be used
in practicing the present invention:

05 ~OH,

where X is Rg as defined above, or X is



10

15

20

25

30

35

40

45

50

55

EP 0 963 200 B9 (W1B1)

il il
R2 S'C_C—(CHZ)D ’C—Rz 6

and R, and R,g are, independently, -OH, -H, or NH,, and n=1 through 4. Examples of such compounds are shown in
Figure 5.
[0046] Angiogenesis inhibition compounds having the following general formula can be used in practicing the present

invention:
@
R’ o o) I}" m
N
o) l"l o) N '
. /s ’
R and X

wherein R is selected from the group consisting of hydrogen, alkyl radicals of 1 to 6 carbon atoms, the phenyl radical,
and the benzyl radical; wherein R' is selected from the group consisting of the phthalimido radical and the succinimido
radical; wherein X is CH, or C=0; and wherein R" is H, -CH,CH3, -C¢Hs, -CH,CgHs, -CH,CH=CH,, or

H,—N 0
\/

and hydrolysis products of the compounds wherein R" is H and the piperidino ring or both the piperidino and the imido
ring are hydrolyzed.

[0047] Another set of compounds that are considered part of the present invention are the epoxides of thalidomide,
EM-12 and EM-138. Representative epoxide compounds are shown as follows:

o)
o ﬁ il
C\
C q /N o
4 AN
3 o) _
Epoxides of thalidomide
o)
o o il

- P4

Epoxides of EM 12

:l:
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o) 0O
i o -
o Q C~on i ~OH
C, W
N
Cc=0 ) C‘3=
(|)H OH

Epoxides of EM 138

[0048] It should be understood that the epoxide can be attached at the 6,1 site on the benzene ring, the 1,2 site, the
2,3 site 3,4 or the 4,5 site. All of these compounds are contemplated as part of the present invention.
[0049] The epoxides of the thalidomide, EM-12, and EM-138 can be hydrolyzed to the following compounds:

@)
o

I I
HO C HO C,
N o N o)
¢’ N HO c’ N
I \
& o ¥ 0 O H

Q=0

HO N

(0]
R —OH
N
_ OH
O .

[0050] Itis to be understood that the hydroxyl group can be on carbons 1, 2, 3, 4, 5 and 6 of the benzene ring. Also
contemplated as part of the present invention are dihydroxyl compounds wherein the two hydroxyl groups are located
bis to each other on carbons 1, 2, 3, 5 and 6 of the above compounds. The epoxides, the hydrolysis products of the
epoxides, and the hydrolysis products of the thalidomide are all contemplated to be part of the present invention.

[0051] It is known that epoxides are hydrolized by a group of enzymes known as epoxide hydrolases. There is a
class of compounds which are epoxide hydrolase inhibitors. Examples of these compounds are valpromide (2-pro-
pylpentanamide) and valproic acid (2-propylpentanoic acid). Because epoxides are important angiogenesis inhibitors,
it is contemplated as part of the present invention, compositions comprising any of the angiogenesis inhibitors com-
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pounds recited herein in combination with epoxide hydrolase inhibitors. The epoxide hydrolase inhibitors can be ad-
ministered to a human or animal together or sequentially. The epoxide group appears to be an important substituent
common to several angiogenesis inhibitors. The use of epoxide hydrolase inhibitors to potentiate the activity of any
angiogenesis inhibitor containing an epoxide is contemplated as part of the presentinvention. For example, the epoxide
hydrolase inhibitors can be administered with the following epoxide-containing anti-angiogenesis compounds: AGM
1470, Eponimycin, microbial metabolites of Scolecobasidium arenarium designated /2015, fr/111142 and fr/18487.
See Oikawa, Biochem Biophys. Res. Comm, Vol. 81:1070 (1971) and Otsuka, J. Microbial. Biotech., Vol 1:163 (1991).
[0052] Itis contemplated as an embodiment of the present invention the use of the epoxide containing angiogenesis
inhibitors with or without epoxide hydrolase inhibitors in compositions and in the manufacture of a medicament for use
in treating diseases mediated by elevated or toxic levels of TNF-a. TNF-a has been recognized as manifesting a dose
dependent toxicity. If present at low levels for a long period of time, TNF-a can result in cachexia. Cachexia is a general
weight loss and wasting occurring in the course of some chronic diseases such as cancer, opportunistic infections of
AIDS, inflammatory diseases, parasitic diseases, tuberculosis, and high dose IL-2 therapy. The epoxide containing
angiogenesis inhibitors, with or without epoxide hydrolase inhibitors, are also effective in treating diseases such as
septic shock, leprosy and graph vs. host disease.

[0053] Other embodiments are within the present invention. For example, other dysmelia-causing compounds can
be used according to the present invention, e.g. 4-methylphthalic acid, pyridoxine, vasopressin, acetazolamide, or a
compound having the following formula (where R= H, -OH, or -CHs):

o \ (0
R

[0054] Other compounds which are teratogens, such as valproic acid (2-propylpentanoic acid), the retinoids, such
as cis-retinoic acid, and rifampin may also be used in accordance with the invention.

[0055] In summary, the preferred compounds are thalidomide, as well as analogs, hydrolysis products, metabolites
and precursors of thalidomide that are teratogenic, and, more specifically, that cause dysmelia. However, it is to be
understood that it is not necessary for a compound to have both teratogenic activity and angiogenesis inhibiting activity
to be considered part of the present invention. Dysmelia-causing compounds can be identified by the general proce-
dures of Helm, Arzneimittle-forschung, 31(i/6):941-949 (1981), in which rabbit pups are examined after exposure to
the compound in utero. The compounds can generally be purchased, e.g., from Andrulis Pharmaceuticals, Beltsville,
MD, or synthesized according to known procedures. It is to be understood that the compounds of the present invention
can exist as enantiomers and that the racemic mixture of enantiomers or the isolated enantiomers are all considered
as within the scope of the present invention.

[0056] Many of the compounds that are contemplated as part of the present invention can be enriched in optically
active enantiomers of the compounds specified above. Specifically, Blaschke has reported that the S enanantiomers
may be disproportionately responsible for the dysmelia-producing effect of these compounds. See, generally Blaschke,
Arzneimittelforschung 29:1640-1642 (1979). The above described articles generally describe procedures to obtain
optically active preparations of the compounds of interest. See, e.g. Shealy et al., Chem. Indus. 1030 (1965); and
Casini et al., Farmaco Ed. Sci. 19:563 (1964).

[0057] In another embodiment, antiinflammatory compounds, either alone or in combination with other angiogenesis
inhibiting compounds, such as those described above can be used in composition and in the manufacture of a medi-
cament for use in inhibiting angiogenesis or treating angiogenesis. These antiinflammatory compounds may be either
steroids or nonsteroidal antiinflammatory drugs (NSAIDs). Examples of steroids which may be used in the invention
include, but are not limited to, cortisone, cortisol, corticosterone, hydrocortisone, hydrocortisol, prednisone, prednisolo-
ne, dexamethasone, beclomethasone, betamethasone, mometasone, mometasone furoate, budesonide, triamcinolo-
ne acetonide, and fluticasone. Preferred steroids are prednisone, hydrocortisone, cortisol, dexamethasone, betame-
thasone, and beclomethasone. Especially preferred steroids are hydrocortisone, dexamethasone, and betamethasone.
[0058] Examples of NSAIDs which may be used in the invention include, but are not limited to, aspirin, acetomi-
nophen, ibuprofen, esculetin, phenidone, quercetin, ketoprofen, nordihydroguaiaretic acid (NDGA), sulindac, sulindac
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sulfone, sulindac sulfide, indomethacin, NS-398 (a cyclooxygenase-2 inhibitor), cyclooxygenase-1 inhibitors, methyl-
heptyl imidazole, furegrelate sodium, SKF525AHCL, thromboxane inhibitors, toradol, ECASA, salsalate, diflunisal,
mefenamic acid, naproxen, naproxen sodium, floctafenine, meclofenamate, phenylbutazone, oxyphenbutazone, di-
clofenac, etodolac, fenoprofen, flufenamic acid, flurbiprofen, pirprofen, tolmetin, apazone, fenbufen, nabumetone, ox-
aprozin, piroxicam, salicylate, and tenoxicam. Preferred NSAIDs are sulindac, sulindac sulfone, sulindac sulfide, in-
domethacin, NS-398, methylheptyl imidazole, furegrelate sodium, and SKF525AHCL. Especially preferred NSAIDs
are indoniethacin and sulindac.

[0059] Sulindac, which includes (Z)-5-Fluoro-2-methyl-1-[[4-(methyl-sulfinyl)phenyl] methylene]-1H-indene-3-acetic
acid, or cis-5-fluoro-2-methyl-1-[p-(methylsulfinyl)benzylidene]indene-3-acetic acid, has the following structure:

P

CH,S

Such compounds can be used to treat angiogenesis dependent diseases. Such compounds can be used alone or in
combination with other angiogenesis inhibiting compounds to treat angiogenesis dependent diseases, such as cancer.
[0060] The compounds described above can be provided as pharmaceutically acceptable formulations using formu-
lation methods known to those of ordinary skill in the art. These formulations can be administered by standard routes.
In general, the combinations may be administered by the topical, transdermal, oral, rectal or parenteral (e.g., intrave-
nous, subcutaneous or intramuscular) route. In addition, the combinations may be incorporated into biodegradable
polymers allowing for sustained release of the compound, the polymers being implanted in the vicinity of where drug
delivery is desired, for example, at the site of a tumor. The biodegradable polymers and their use are described, for
example, in detail in Brem et al., J. Neurosurg. 74:441-446 (1991).

[0061] The dosage of the compound will depend on the condition being treated, the particular compound, and other
clinical factors such as weight and condition of the human or animal and the route of administration of the compound.
It is to be understood that the present invention has application for both human and veterinary use. For oral adminis-
tration to humans, a dosage of between approximately 0.1 to 300 mg/kg/day, preferably between approximately 0.5
and 50 mg/kg/day, and most preferably between approximately 1 to 10 mg/kg/day, is generally sufficient.

[0062] The formulations include those suitable for oral, rectal, ophthalmic, (including intravitreal or intracameral)
nasal, topical (including buccal and sublingual), vaginal or parenteral (including subcutaneous, intramuscular, intrave-
nous, intradermal, intratracheal, and epidural) administration. The formulations may conveniently be presented in unit
dosage form and may be prepared by conventional pharmaceutical techniques. Such techniques include the step of
bringing into association the active ingredient and the pharmaceutical carrier(s) or excipient(s). In general, the formu-
lations are prepared by uniformly and intimately bringing into association the active ingredient with liquid carriers or
finely divided solid carriers or both, and then, if necessary, shaping the product.

[0063] Formulations of the present invention suitable for oral administration may be presented as discrete units such
as capsules, cachets or tablets each containing a predetermined amount of the active ingredient; as a powder or
granules; as a solution or a suspension in an aqueous liquid or a non-aqueous liquid; or as an oil-in-water liquid emulsion
or a water-in-oil emulsion and as a bolus, etc.

[0064] A tablet may be made by compression or molding, optionally with one or more accessory ingredients. Com-
pressed tablets may be prepared by compressing, in a suitable machine, the active ingredient in a free-flowing form
such as a powder or granules, optionally mixed with a binder, lubricant, inert diluent, preservative, surface active or
dispersing agent. Molded tablets may be made by molding, in a suitable machine, a mixture of the powdered compound
moistened with an inert liquid diluent. The tablets may be optionally coated or scored and may be formulated so as to
provide a slow or controlled release of the active ingredient therein.

[0065] Formulations suitable for topical administration in the mouth include lozenges comprising the ingredients in
a flavored basis, usually sucrose and acacia or tragacanth; pastilles comprising the active ingredient in an inert basis
such as gelatin and glycerin, or sucrose and acacia; and mouthwashes comprising the ingredient to be administered
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in a suitable liquid carrier.

[0066] Formulations suitable for topical administration to the skin may be presented as ointments, creams, gels and
pastes comprising the ingredient to be administered in a pharmaceutical acceptable carrier. A preferred topical delivery
system is a transdermal patch containing the ingredient to be administered.

[0067] Formulations for rectal administration may be presented as a suppository with a suitable base comprising,
for example, cocoa butter or a salicylate.

[0068] Formulations suitable for nasal administration, wherein the carrier is a solid, include a coarse powder having
a particle size, for example, in the range of 20 to 500 microns which is administered in the manner in which snuff is
administered, i.e., by rapid inhalation through the nasal passage from a container of the powder held close up to the
nose. Suitable formulations, wherein the carrier is a liquid, for administration, as for example, a nasal spray or as nasal
drops, include aqueous or oily solutions of the active ingredient.

[0069] Formulations suitable for vaginal administration may be presented as pessaries, tamports, creams, gels,
pastes, foams or spray formulations containing in addition to the active ingredient such carriers as are known in the
art to be appropriate.

[0070] Formulations suitable for parenteral administration include aqueous and non-aqueous sterile injection solu-
tions which may contain anti-oxidants, buffers, bacteriostats and solutes which render the formulation isotonic with the
blood of the intended recipient; and aqueous and non-aqueous sterile suspensions which may include suspending
agents and thickening agents. The formulations may be presented in unit-dose or multi-dose containers, for example,
sealed ampules and vials, and may be stored in freeze-dried (lyophilized) conditions requiring only the addition of the
sterile liquid carrier, for example, water for injections, immediately, prior to use. Extemporaneous injection solutions
and suspensions may be prepared from sterile powders, granules and tablets of the kind previously described.
[0071] Preferred unit dosage formulations are those containing a daily dose or unit, daily sub-dose, as herein above
recited, or an appropriate fraction thereof, of the administered ingredient.

[0072] It should be understood that in addition to the ingredients, particularly mentioned above, the formulations of
the present invention may include other agents conventional in the art having regard to the type of formulation in
question, for example, those suitable for oral administration may include flavoring agents.

[0073] Diseases associated with corneal neovascularization that can be treated using the compositions and medi-
caments of the present invention include but are not limited to, diabetic retinopathy, retinopathy of prematurity, corneal
graft rejection, neovascular glaucoma and retrolental fibroplasia, epidemic keratoconjunctivitis, Vitamin A deficiency,
contact lens overwear, atopic keratitis, superior limbic keratitis, pterygium keratitis sicca, Sjogten's syndrome, acne
rosacea, phylectenulosis, syphilis, Mycobacteria infections, lipid degeneration, chemical burns, bacterial ulcers, fungal
ulcers, Herpes simplex infections, Herpes zoster infections, protozoan infections, Kaposi's sarcoma, Mooren's ulcer,
Terrien's marginal degeneration, marginal keratolysis, trauma, rheumatoid arthritis, systemic lupus, polyarteritis, We-
gener's sarcoidosis, scleritis, Stevens-Johnson disease, radial keratotomy, pemphigoid and corneal graph rejection.
[0074] Diseases associated with retinal/choroidal neovascularization that can be treated using the compositions and
medicaments of the present invention include, but are not limited to, diabetic retinopathy, macular degeneration, sickle
cell anemia, sarcoid, syphilis, pseudoxanthoma elasticum, Paget's disease, vein occlusion, artery occlusion, carotid
obstructive disease, chronic uveitis/vitritis, mycobacterial infections, Lyme's disease, systemic lupus erythematosis,
retinopathy of prematurity, Eales' disease, Behcet's disease, infections causing a retinitis or choroiditis, presumed
ocular histoplasmosis, Best's disease, myopia, optic pits, Stargardt's disease, pars planitis, chronic retinal detachment,
hyperviscosity syndromes, toxoplasmosis, trauma and post-laser complications. Other diseases include, but are not
limited to, diseases associated with rubeosis (neovascularization of the angle) and diseases caused by the abnormal
proliferation of fibrovascular or fibrous tissue including all forms of proliferative vitreoretinopathy, whether or not asso-
ciated with diabetes.

[0075] Diseases associated with chronic inflammation can be treated by the compositions and medicaments of the
present invention. Diseases with symptoms of chronic inflammation include inflammatory bowel diseases such as
Crohn's disease and ulcerative colitis, psoriasis, sarcoidosis and rheumatoid arthritis. Angiogenesis is a key element
that these chronic inflammatory diseases have in common. The chronic inflammation depends on continuous formation
of capillary sprouts to maintain an influx of inflammatory cells. The influx and presence of the inflammatory cells produce
granulomas and, thus, maintain the chronic inflammatory state. Inhibition of angiogenesis by the compositions and
methods of the present invention would prevent the formation of the granulomas and alleviate the disease.

[0076] The compositions and medicaments of the present invention can be used to treat patients with inflammatory
bowel diseases such as Crohn's disease and ulcerative colitis. Both Crohn's disease and ulcerative colitis are charac-
terized by chronic inflammation and angiogenesis at various sites in the gastrointestinal tract. Crohn's disease is char-
acterized by chronic granulomatous inflammation throughout the gastrointestinal tract consisting of new capillary
sprouts surrounded by a cylinder of inflammatory cells. Prevention of angiogenesis by the compositions and methods
of the present invention inhibits the formation of the sprouts and prevents the formation of granulomas.

[0077] Crohn's disease occurs as a chronic transmural inflammatory disease that most commonly affects the distal
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ileum and colon but may also occur in any part of the gastrointestinal tract from the mouth to the anus and perianal
area. Patients with Crohn's disease generally have chronic diarrhea associated with abdominal pain, fever, anorexia,
weight loss and abdominal swelling. Ulcerative colitis is also a chronic, nonspecific, inflammatory and ulcerative disease
arising in the colonic mucosa and is characterized by the presence of bloody diarrhea.

[0078] The inflammatory bowel diseases also show extraintestinal manifestations such as skin lesions. Such lesions
are characterized by inflammation and angiogenesis and can occur at many sites other than the gastrointestinal tract.
The compositions and medicaments of the present invention are also capable of treating these lesions by preventing
the angiogenesis, thus, reducing the influx of inflammatory cells and the lesion formation.

[0079] Sarcoidosis is another chronic inflammatory disease that is characterized as a multisystem granulomatous
disorder. The granulomas of this disease may form anywhere in the body, and, thus, the symptoms depend on the site
of the granulomas and whether the disease active. The granulomas are created by the angiogenic capillary sprouts
providing a constant supply of inflammatory cells.

[0080] The compositions and medicaments of the presentinvention can also treat the chronic inflammatory conditions
associated with psoriasis. Psoriasis, a skin disease, is another chronic and recurrent disease that is characterized by
papules and plaques of various sizes. Prevention of the formation of the new blood vessels necessary to maintain the
characteristic lesions leads to relief from the symptoms.

[0081] Another disease which can be treating using the compositions and medicaments of the present invention is
rheumatoid arthritis. Rheumatoid arthritis is a chronic inflammatory disease characterized by nonspecific inflammation
of the peripheral joints. It is believed that the blood vessels in the synovial lining of the joints undergo angiogenesis.
In addition to forming new vascular networks, the endothelial cells release factors and reactive oxygen species that
lead tp pannus growth and cartilage destruction. The factors involved in angiogenesis may actively contribute to, and
help maintain, the chronically inflamed state of rheumatoid arthritis.

[0082] Other diseases that can be treated using the compositions and medicaments of the present invention are
hemangiomas, Osler-Weber-Rendu disease, or hereditary hemorrhagic telangiectasia, solid or blood borne tumors
and acquired immune deficiency syndrome.

[0083] The compositions and medicaments of the present invention invention include angiogenesis inhibiting com-
pounds and antiinflammatory compounds, such as steroids or nonsteroidal antiinflammatory drugs (NSAIDs). The
compositions of the present invention include the combination of angiogenesis inhibiting compounds, such as thalid-
omide or thalidomide-like analogs or AMG-1470, EM-12 or EM-138 with antiinflammatory compounds, such as steroids
or nonsteroidal antiinflammatory drugs (NSAIDs). The compositions and medicaments of the present invention also
include antiinflammatory compounds alone. These compositions can be used to treat angiogenesis dependent diseas-
es.

[0084] For example, it has been found that indomethacin (5 mg/kg) inhibits bFGF induced angiogenesis by 59% and
VEGF induced angiogenesis by 61%. Similarly, sulindac (25 mg/kg) has been found to inhibit bFGF induced angio-
genesis by 50% and VEGF induced angiogenesis by 55%. Sulindac is metabolized in vivo to two metabolites: sulindac
sulfide and sulindac sulfone. Sulindac sulfide actively inhibits prostaglandin synthesis, while sulindac sulfone does not;
however, both were found to be inhibitors of angiogenesis. Sulindac sulfide was found to inhibit bFGF induced neo-
vascularization by 34%, and sulindac sulfone exhibited 31% inhibition.

[0085] Other NSAIDs have also been found to inhibit angiogenesis associated neovascularization. For example,
carbomethylheptyl imidazole and furegrelate sodium, both thromboxane inhibitors, inhibit bF GF induced neovascular-
ization 32% and 22%, respectively. Another thromboxane inhibitor, SKF525AHCL, which promotes prostaglandin pro-
duction, was found to inhibit bFGF induced neovascularization by 25%. The specific cyclooxygenase-2 inhibitor NS-
398 also inhibited bFGF induced neovascularization by 25%.

[0086] When sulindacis combined with thalidomide, there is an additive effect in the inhibition of angiogenesis. When
sulindac is combined with other angiogenesis inhibiting compounds, such as AMG 1470, EM-12 or EM-138, there is
an additive effect in the inhibition of angiogenesis. Angiogenesis in the eye, in the assay described in Example 2, is
produced by the presence of bFGF (basic fibroblastic growth factor) and VEGF (vascular endothelial cell growth factor).
Inhibition of such angiogenesis was shown with the NSAIDs, steroids, thalidomide, or the combination of thalidomide
and an NSAID, sulindac.

AGENT DOSE bFGF1 VEGF2
Aspirin 100 mg/kg 8 -
Acetaminophen 100 mg/kg 0 0

1% Inhibition of bFGF induced angiogenesis
29, Inhibition of VEGF induced angiogenesis
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(continued)

AGENT DOSE bFGF VEGF?2
Ibuprofen 20 mg/kg 7 11
Hydrocortisone 20 mg/kg 50 40
Sulindac 25 mg/kg 52 54
Thalidomide 200 mg/kg 42 44
Thalidomide + Sulindac | 200 mg/kg (thal) + 25 mg/kg (sulindac) 65 74
AGM 1470 30 mg/kg qod 48
AGM 1470 + Sulindac 30 mg/kg qod (AGM) + 25 mg/kg (sulindac) 70

1% Inhibition of bFGF induced angiogenesis
29, Inhibition of VEGF induced angiogenesis

[0087] The inhibition of VEGF by 74% demonstrates the additive effect when thalidomide and sulindac are combined.
The data for hydrocortisone, sulindac, thalidomide and thalidomide + sulindac differ significantly from the controls (p<
0.0001). Studies with the composition comprising thalidomide and sulindac on V2 carcinoma in rabbits has demon-
strated a T/C (treated to control ratio) of 0.32 after 18 days of oral treatment with thalidomide 200 mg/kg combined
with 25 mg/kg sulindac.

[0088] An additive effect is also seen in the combination of nonsteriodal antiinflammatory drugs and other angiogen-
esis inhibiting compounds such as the combination of sulindac and AMG-1470. AGM-1470 is a known angiogenesis
inhibiting compound as shown in Brem et al. Minimal drug resistance occurs after prolonged antiangiogenic therapy
with AGM-1470, Surgical Forum 45 (0), 1994, pp 674-677, herein incorporated by reference. As shown in the above
chart, sulindac plus AGM-1470 shows a greater inhibitory effect upon angiogenesis than does either compound alone.
[0089] This invention is further illustrated by the following examples, which are not to be construed in any way as
imposing limitations upon the scope thereof. On the contrary, it is to be clearly understood that resort may be had to
various other embodiments, modifications, and equivalents thereof which, after reading the description herein, may
suggest themselves to those skilled in the art without departing from the spirit of the present invention and/or the scope
of the appended claims.

Example |

[0090] The chick embryo chorioallantoic membrane assay described by Crum et al., Science 230:1375 et seq. (1985),
is used to identify compounds that do not require further metabolic conversion. See also, U.S. Patent 5,001,116, hereby
incorporated by reference, which describes the CAM assay at col. 7 of the patent. Briefly, fertilized chick embryos were
removed from their shell on day 3 or 4, and a methylcellulose disc containing the compound was implanted on the
chorioallantoic membrane. The embryos were examined 48 hours later and, if a clear avascular zone appeared around
the methylcellulose disc, the diameter of that zone was measured.

Example Il
Rabbit cornea angiogenesis assay

[0091] Pellets for implantation into rabbit corneas were made by mixing 110 ul of saline containing 12 ug of recom-
binant bFGF (Takeda Pharmaceuticals-Japan) with 40 mg of sucralfate (Bukh Meditec-Denmark); this suspension was
added to 80 pl of 12% hydron (Interferon Sciences) in ethanol. 10 ul aliquots of this mixture was then pipetted onto
Teflon pegs and allowed to dry producing approximately 17 pellets. A pellet was implanted into corneal micropockets
of each eye of an anesthetized female New Zealand white rabbit, 2mm from the limbus followed by topical application
of erythromycin ointment onto the surface of the cornea. The animals were fed daily from 2 days post-implantation by
gastric lavage with either drug suspended in 0.5% carboxymethyl cellulose or 0.5% carboxymethyl cellulose alone.
Thalidomide was purchased from Andrulus Pharmaceutical (Maryland) and the EM-12 and Supidimide were kindly
provided by Grunenthal GMBH (Germany). The animals were examined with a slit lamp every other day in a masked
manner by the same corneal specialist. The area of corneal neovascularization was determined by measuring with a
reticule the vessel length (L) from the limbus and the number of clock hours (C) of limbus involved. A formula was used
to determine the area of a circular band segment: C/12 * 3.1416 [r2-(r-L)2] where r=6 mm the measured radius of the
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rabbit cornea. Various mathematical models were utilized to determine the amount of vascularized cornea, and this
formula was found to provide the most accurate approximation of the area of the band of neovascularization that grows
towards the pellet.

[0092] Itisimportant to note that the rabbit cornea assay is preferable because it will generally recognize compounds
that are inactive per se but are metabolized to yield active compounds. Thalidomide related compounds, as shown
below in Example 1ll, are known to be teratogens and are candidates for use in the present invention.

Example Il

Inhibition of bFGF induced corneal neovascularization by thalidomide and related analog expressed as percent of
median control on day 8

[0093] Pellets containing bFGF and sucralfate were implanted into micropockets of both corneas of rabbits according
to Example II. Vessel ingrowth into clear cornea from the limbus was first noted on day 2 and treatments (200 mg/kg
orally) were begun on this day. The area of corneal neovascularization was measured from day 4 through day 12. Day
8 measurements were used for comparison between groups. No regression of vessels and near maximal neovascu-
larization was seen at this time point. Statistical analysis was performed with ANOVA with ranked data to account for
interexperimental variation and to guard against a non-normal distribution of data (i.e. outliers) by utilizing a nonpara-
metric method.

[0094] The compounds tested were as follows:

Q

I

C\
N 0

c N

I \

O O H

thalidomide

Q

I

C\
N 0
/

ﬁ o)
o O

phthaloyl glutamic anhydride (PGA)

16



10

15

20

25

30

35

40

45

50

55

EP 0 963 200 B9 (W1B1)

0O
]
C
\
N O
SO, N,
0 H
supidimide.

[0095] Treatmentwith a dose of (200 mg/kg) of thalidomide resulted in an inhibition of the area of vascularized cornea
that ranged from 30-51 % in three experiments with a median inhibition of 36% (Figure 6) (n=30 eyes, p=0.0001, 2
way ANOVA with ranked data). The inhibition of angiogenesis by thalidomide was seen after only two doses (Figure
7). The rabbits did not demonstrate obvious sedation and there were no signs of toxicity or weight loss. The teratogenic
analog EM-12, which shares the other properties of thalidomide was also inhibitory, with a median inhibition of 42%
(n=10 eyes, p=0.002, 1-way ANOVA with ranked data). Supidimide, a nonteratogenic analog of thalidomide that retains
the sedative properties of thalidomide, exhibited no activity (area 107% of control, n=10 eyes, not statistically different
from control). Other analogs, PGA and PG acid displayed weaker inhibitory effects than thalidomide (data not shown).
The density of vessel ingrowth in thalidomide-treated animals was also markedly reduced.

Example IV

EM-12 in rabbit cornea assay

[0096] EM-12 was tested in the rabbit cornea assay described in Example Il at 100 mg/kg/day and showed 21%
inhibition, and at 200 mg/kg/day the assay showed 43% inhibition.

Example V
Phthaloyl glutamic acid in CAM

[0097] Phthaloyl glutamic acid was tested in the above described CAM assay and exhibit an avascular zone with a
mild scar.

Example VI
Phthaloyl glutamic acid in rabbit cornea assay

[0098] Phthaloyl glutamic acid described above at 200 mg/kg and exhibited 29% inhibition of angiogenesis.
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Example VII
Phthaloyl glutamic anhydride in CAM assay
[0099] Phthaloyl glutamic anhydride was test in the CAM assay described above and exhibited an avascular zone.
Example VIII
Treatment of Crohn's Disease

[0100] A 32 year old female patient with Crohn's disease was treated using the methods of the present invention.
The patient exhibited the characteristic symptoms of Crohn's disease, i.e., severe gastrointestinal involvement (includ-
ing diarrhea and cramping) and a large skin lesion on the lower leg. Thalidomide was orally administered to her at a
dosage of 100 mg twice a day. After treatment was continued for one week, the gastrointestinal symptoms, including
the diarrhea and cramping, were lessened and the skin lesion resolved.

Example I1X
Corneal Micropocket Assay

[0101] Six to eight week old C57B16 male mice were obtained from Jackson Laboratories, MA. The mice were
anesthetized, and 0.4 x 0.4 mm pockets were made in the stroma of the mouse cornea adjacent to the limbus. Pellets
containing 80 ng of either bFGF or VEGF were implanted in the pellets. The pellets containing bFGF were implanted
1.0-1.2 mm from the limbal vessels, while the pellets containing VEGF were implanted 0.5-0.7 mm from the limbal
vessels. Erythromycin was then topically applied.

[0102] The mice were then treated with varying doses of antiinflammatory drugs as shown in the table below. The
vascular response to the pellets was measured by maximal vessel length and number of clock hours of neovascular-
ization 5 days after implantation of the bFGF pellets and 6 days after implantation of the VEGF pellets. The area of
corneal neovascularization was calculated using the following formula which best approximated the area of neovas-
cularization: Area (mm?2) = [r x clock hours x length (mm) x 0.2(mm)]. The results are shown in the following table.

AGENT DOSE bFGF1 VEGF? n p-value
Acetaminophen 100 mg/kg 0 - 8 ns
Aspirin 10-160 mg/kg 0-11 - 8 ns
NDGA 25 mg/kg 30 - 8 ns
Esculetin 200 mg/kg 15 - 8 .02
Phenidone 100 mg/kg 17 - 8 <.01
Quercetin 300 mg/kg 18 - 8 <.01
Ibuprofen 25 mg/kg 6 8 23/8 ns/ns
Ketoprofen 80 mg/kg 30 41 8/8 <.01
Indomethacin 5 mg/kg 59 61 15/21 | <.01/<.01
Sulindac 25 mg/kg 50 55 15/15 | <.01/<.01

1% Inhibition of bFGF induced angiogenesis
29, Inhibition of VEGF induced angiogenesis

Inhibitory effect is expressed in percentage representing the area of corneal neovascularization by either bFGF or
VEGF compared to controls (n= 8/experiment) of the experiments in which that particular drug was tested. N= the
number of eyes that were tested and drugs were given once daily either sc, ip or oral as described.

Example X

[0103] Six to eight week old C57B16 male mice were obtained from Jackson Laboratories, MA. The mice were
anesthetized, and 0.4 x 0.4 mm pockets were made in the stroma of the mouse cornea adjacent to the limbus. Pellets
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containing 80 ng of either bFGF or VEGF were implanted. The pellets containing bFGF were implanted 1.0-1.2 mm
from the limbal vessels, while the pellets containing VEGF were implanted 0.5-0.7 mm from the limbal vessels. Eryth-
romycin was then topically applied.

[0104] The mice were then treated with thalidomide, indomethacin, sulindac, or combinations of thalidomide with
either indomethacin or sulindac. The vascular response to the pellets was measured by maximal vessel length and
number of clock hours of neovascularization 5 days after implantation of the bFGF pellets and 6 days after implantation
of the VEGF pellets. The area of corneal neovascularization was calculated using the following formula which best
approximates the area of neovascularization: Area (mm?2) = [r x clock hours x length (mm) x 0.2(mm)]. The results are
shown in the following table.

AGENT DOSE bFGF1 VEGF2 n
Thalidomide 200 mg/kg 41 40 31/39
Indomethacin 5 mg/kg 59 61 15/21
Sulindac 25 mg/kg 50 55 15/15
Thalidomide + Indomethacin 200 mg/kg +5 mg/kg 67 61 15/21
Thalidomide + Sulindac 200 mg/kg + 25 mg/kg 633 743 15/16

1% Inhibition of bFGF induced angiogenesis
29, Inhibition of VEGF induced angiogenesis
3Inhibitory effect is significantly different from either agent alone (p<.01, tested by ANOVA)

Inhibitory effect is expressed in percentage representing the area of corneal neovascularization by either bFGF or
VEGF compared to controls (n= 8/experiment) of the experiments in which that particular drug was tested. N= the
number of eyes that were tested and drugs were given once daily either sc, ip or oral as described.

Example XI

[0105] Six to eight week old C57B 16 male mice, obtained from Jackson Laboratories, MA, were anesthetized, and
0.4 x 0.4 mm pockets were made in the stroma of the mouse cornea adjacent to the limbus. Pellets containing 80 ng
of bFGF were implanted 1.0-1.2 mm from the limbal vessels. Erythromycin was then topically applied.

[0106] The mice were then treated with sulindac, or one of the sulindac derivatives, sulindac sulfone or sulindac
sulfide. The vascular response to the pellets was measured by maximal vessel length and number of clock hours of
neovascularization 5 days afterimplantation of the bFGF pellets. The area of corneal neovascularization was calculated
using the following formula which best approximates the area of neovascularization: Area (mm?2) = [r x clock hours x
length (mm) x 0.2(mm)]. The results are shown in the following table.

AGENT DOSE - % inhibition n
Sulindac 25 mg/kg 50 15
Sulindac sulfide 25 mg/kg 31 - 8

50 mg/kg 34 8
Sulindac sulfone 25 mg/kg 31 16

Inhibitory effect is expressed in percentage representing the area of corneal neovascularization by bFGF compared
to controls (n= 8/experiment. N= the number of eyes that were tested and drugs were given once daily either sc, ip or
oral as described.
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Example XII
Tumor Assay

[0107] New Zealand White female rabbits, weighing approximately 1.5 kg, obtained from Charles River, MA, were
used for propagating the V2-carcinoma. This tumor originates from a Shope virus-induced papilloma. Small 0.5 x 0.5
cm pieces were implanted intramuscularly in the right thigh. Treatment with 200 mg/kg/day thalidomide (n = 14), 60
mg/kg/day sulindac (n = 5), or a combination of thalidomide and sulindac (n = 10) was started at day 10 after tumor
implantation, when the mean volume of the tumor was 6 cm3. The control animals (n = 13) were treated with methyl-
cellulose. The rabbits were sacrificed 17 days after the start of treatment when mean volume of the control tumors was
100 cm3. The results of this experiment (Figure 8) show that the combination of thalidomide and sulindac is more
effective in reducing the size of V2-carcinoma tumors than either thalidomide or sulindac alone. The combination of
thalidomide and sulindac inhibited tumor growth by 75% and was significantly different (p<0.05) from either agent alone
or the control group. Oral treatment with sulindac or thalidomide inhibited tumor growth by, respectively, 35% (n = 5,
p<0.01) and 55% (n = 14, p<0.01). The data were collected in 3 separate experiments and each bar represents the
standard error of the mean.

Claims

1. A pharmaceutical composition comprising an amount of thalidomide and an amount of a nonsteroidal, anti-inflam-
matory drug (NSAID) selected from the group consisting of esculetin, phenidone, quercetin, nordihydroguaiaretic
acid (NDGA), sulindac sulfone, sulindac sulfide, N-[2-cyclohexyloxy-4-nitrophenyllmethane-sulfonamide, methyl-
heptyl imidazole, furegrelate sodium, N,N diethylaminoethyl-2,2-diphenylvalerate HCL, toradol, salsalate, diflunis-
al, floctafenine, phenylbutazone, oxyphenbutazone, azapropazone, nabumetone, piroxicam, salicylate, and ten-
oxicam, in a pharmaceutically acceptable carrier.

2. A pharmaceutical composition as claimed in claim 1, wherein said nonsteroidal, anti-inflammatory drug (NSAID)
is sulindac sulfone or sulindac sulfide.

3. Useofthalidomide and a nonsteroidal, anti-inflammatory drug (NSAID) selected from the group consisting of aceta-
minophen, esculetin, phenidone, quercetin, ketoprofen, nordihydroguaiaretic acid (NDGA), sulindac, sulindac sul-
fone, sulindac sulfide, indomethacin, N-[2-cylcohexyloxy-4-nitrophenyllmethane-sulfonamide, NS-398 (a cycloox-
genase-2 inhibitor) and cyclooxgenase-1 inhibitors methylheptyl imidazole, furegrelate sodium, N,N diethylami-
noethyl-2,2-diphenylvalerate HCL, thromboxane inhibitors, toradol, ECASA, salsalate, diflunisal, mefenamic acid,
naproxen, floctafenine, meclofenamate, phenylbutazone, oxyphenbutazone, diclofenac, etodolac, fenoprofen,
flufenamic acid, flurbiprofen, pirprofen, tolmetin, azapropazone, fenbufen, nabumetone, oxaprozin, piroxicam, sal-
icylate, and tenoxicam, in the manufacture of a medicament for use in treating an angiogenesis dependent disease
selected from the group consisting of macular degeneration, diabetic retinopathy, neovascular glaucoma, retro-
lental fibroplasias, proliferative vitreoretinopathy, solid tumors, blood-borne tumors, leukaemia, hemangioma, pso-
riasis, Kaposi's sarcoma, ulcerative colitis, cancer, retinopathy of prematurity, epidemic keratoconjunctivitis, atopic
keratitis, superior limbic keratitis, pterygium keratitis sicca, Sjoégren's syndrome, acne rosacea, phylectenulosis,
syphilis, Mycobacteria infections, chemical burns, bacterial ulcers, fungal ulcers, Mooren's ulcer, Terrien's marginal
degeneration, marginal keratolysis, polyarteritis, scleritis, Stevens-Johnson disease, radial keratotomy, sickle cell
anemia, pseudoxanthoma elasticum, pemphigoid, Paget's disease, carotid obstructive disease, chronic uveitis,
chronic vitritis, Lyme's disease, Eales' disease, Behcet's disease, presumed ocular histoplasmosis, Best's disease,
myopia, optic pits, Stargardt's disease, pars planitis, chronic retinal detachment, hyperviscosity syndromes, taxo-
plasmosis, post-laser complications and rubeosis in a human or animal.

4. Use of thalidomide and ECASA in the manufacture of a medicament for use in treating an angiogenesis dependent
disease selected from the group consisting of macular degeneration, diabetic retinopathy, neovascular glaucoma,
retrolental fibroplasias, proliferative vitreoretinopathy, solid tumors, blood-borne tumors, leukaemia, hemanigioma,
psoriasis, Kaposi's sarcoma, ulcerative colitis, cancer, retinopathy of prematurity, epidemic keratoconnjunctivitis,
atopic keratitis, superior limbic keratitis, pterygium keratitis sicca, Sjégren's syndrome, acne rosacea, phylectenu-
losis, syphilis, Mycobacteria infections, chemical burns, bacterial ulcers, fungal ulcers, Mooren's ulcer, Terrien's
marginal degeneration, marginal keratolysis, polyarteritis, scleritis, Stevens-Johnson disease, radial keratotomy,
sickle cell anemia, pseudoxanthoma elasticum, pemphigoid, Paget's disease carotid obstructive disease, chronic
uveitis, chronic vitritis, Lyme's disease, Eales' disease, Behcet's disease, presumed ocular histoplasmosis, Best's
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disease, myopia, optic pits, Stargardt's disease, pars planitis, chronic retinal detachment, hyperviscosity syn-
dromes, taxoplasmosis, post-laser complications and rubeosis in a human or animal.

5. A use according to claim 3 or claim 4 wherein the amount of thalidomide used in said treatment is between 0.1
and 300 mg/kg/day.

6. A use according to claim 3 or 4 wherein the amount of thalidomide used in said treatment is between 0.5 and 50
mg/kg/day.

7. A use according to claim 3 or claim 4 wherein the amount of thalidomide used in said treatment is between 1 and
10 mg/kg/day.

8. A use according to claim 3 or claim 4 wherein said composition is administered orally, rectally, ophthalmically,
nasally, topically, vaginally or parenterally.

9. A use according to claim 8 wherein said oral administration is by capsule, cachet, tablet, lozenge, mouthwash or
pastille.

10. A use according to claim 8 wherein said topical administration is by ointment, cream, gel, paste, or transdermal
patch.

11. A use according to claim 3 or claim 4 wherein said composition is administered by sustained release.

12. A use according to claim 8 wherein said parenteral administration is subcutaneous, intramuscular, intravenous,
intradermal, intratracheal, or epidural.

Patentanspriiche

1. Pharmazeutische Zusammensetzung umfassend eine Menge Thalidomid und eine Menge eines nichtsteroidalen,
antiinflammatorisch wirkenden Medikaments (NSAIM) ausgewahlt aus der Gruppe bestehend aus Esculetin,
Phenidon, Quercetin, Nordihydroguaiaretsdure (NDGA), Sulindacsulfon, Sulindacsulfid, N-[2-cyclohexyloxy-4-ni-
trophenyllmethansulfonamid, Methylheptylimidazol, Furegrelat-Natrium, N,N-Diethylaminoethyl-2,2-diphenylvale-
rat-HCL, Toradol, Salsalat, Diflunisal, Floctafenin, Phenylbutazon, Oxyphenbutazon, Azapropazon, Nabumeton,
Piroxicam, Salicylat und Tenoxicam in einem pharmazeutisch akzeptablen Trager.

2. Pharmazeutische Zusammensetzung nach Anspruch 1, wobei das nichtsteroidale, antiinflammatorisch wirkende
Medikament (NSAIM) Sulindacsulfon oder Sulindacsulfid ist.

3. Verwendung von Thalidomid und einem nichtsteroidalen, antiinflammatorisch wirkenden Medikament (NSAIM)

ausgewahlt aus der Gruppe bestehend aus Acetaminophen, Esculetin, Phenidon, Quercetin, Ketoprofen, Nordi-
hydroguaiaretsdure (NDGA), Sulindac, Sulindacsulfon, Sulindacsulfid, Indomethacin, N-[2-Cyclohexyloxy-4-nitro-
phenylmethansulfonamid, NS-398 (einem Cyclooxygenase-2-Inhibitor) und Cyclooxygenase-1-Inbibitoren Me-
thylheptylimidazol, Furegrelat-Natrium, N,N-Diethylaminoethyl-2,2-diphenylvalerat-HC1, Thromboxaninhibitoren,
Toradol, ECASA, Salsalat, Diflunisal, Mefenaminsaure, Naproxen, Floctafenin, Meclofenamat, Phenylbutazon,
Oxyphenbutazon, Diclofenac, Etodolac, Fenoprofen, Flufenaminsaure, Flurbiprofen, Pirprofen, Tolmetin, Azapro-
pazon, Fenbufen, Nabumeton, Oxaprozin, Piroxicam, Salicylat und Tenoxicam bei der Herstellung eines Medika-
ments zur Verwendung bei der Behandlung einer Angiogenese-abhangigen Krankheit ausgewahlt aus der Gruppe
bestehend aus Makuladegeneration, diabetischer Retinopathie, Neovaskularisationsglaukom, retrolentaler Fibro-
plasie, Retinopathia diabetica haemorrhagica proliferans, festen Tumoren, hdmatogenen Tumoren, Leukdmie,
Hamangiom, Schuppenflechte, Karposi-Sarkom, Colitis ulcerosa, Krebs, retrolentaler Fibroplasie, epidemischer
Keratokonjunktivitis, atopischer Hornhautentziindung, oberer limbischer Keratitis, Pterygium keratitis sicca, Sjo-
gren-Syndrom, Akne roseacea, Phylectenulosis, Syphilis, Mykobakterieninfectionen, chemischen Verbrennungen,
bakteriellen Geschwiren, Pilzgeschwiiren, Mooren-Ulkus, Terrienschen Marginaldystrophie, Marginalkeratolyse,
Polyarthritis, Lederhautentziindung, Stevens-Johnson-Syndrom, Radialkeratotomie, Sichelzellenandmie, Pseu-
doxanthoma elasticum, Pemphigoid, Paget-Krebs, Karotisstenose, chronischer Uvaentziindung, chronischer Vi-
tritis, Lyme-Krankheit, Eales-Krankheit, Behcet-Krankheit, angenommener okularer Histoplasmose, Best-Krank-
heit, Kurzsichtigkeit, Augentrichtern, Stargardt-Syndrom, Pars planitis, chronischer Netzhautablésung, Hypervis-
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kositatssyndromen, Taxoplasmose, Postlaserkomplikationen und Rubeosis bei einem Menschen oder Tier.

Verwendung von Thalidomid und ECASA bei der Herstellung eines Medikaments zur Verwendung bei der Be-
handlung einer Angiogenese-abhangigen Krankheit ausgewahlt aus der Gruppe bestehend aus Makuladegene-
ration, diabetischer Retinopathie, Neovaskularisationsglaukom, retrolentaler Fibroplasie, Retinopathia diabetica
haemorrhagica proliferans, festen Tumoren, hdmatogenen Tumoren, Leukamie, Hdmangiom, Schuppenflechte,
Karposi-Sarkom, Colitis ulcerosa, Krebs, retrolentaler Fibroplasie, epidemischer Keratokonjunktivitis, atopischer
Hornhautentziindung, oberer limbischer Keratitis, Pterygium keratitis sicca, Sjogren-Syndrom, Akne roseacea,
Phylectenulosis, Syphilis, Mykobakterieninfektionen, chemischen Verbrennungen, bakteriellen Geschwiren, Pilz-
geschwiiren, Mooren-Ulkus, Terrienscher Marginaldystrophie, Marginalkeratolyse, Polyarthritis, Lederhautentziin-
dung, Stevens-Johnson-Syndrom, Radialkeratotomie, Sichelzellenanamie, Pseudoxanthoma elasticum, Pemphi-
goid, Paget-Krebs, Karotisstenose, chronischer Uvaentziindung, chronischer Vitritis, Lyme-Krankheit, Eales-
Krankheit, Behcet-Krankheit, angenommener okularer Histoplasmose, Best-Krankheit, Kurzsichtigkeit, Augen-
trichtern, Stargardt-Syndrom, Pars planitis, chronischer Netzhautablésung, Hyperviskositatssyndrom, Taxoplas-
mose, Postlaserkomplikationen und Rubeosis bei einem Menschen oder Tier.

Verwendung nach Anspruch 3 oder Anspruch 4, wobei die Menge an bei dieser Behandlung verwendetem Thali-
domid zwischen 0,1 und 300 mg/kg/Tag liegt.

Verwendung nach Anspruch 3 oder 4, wobei die Menge an bei dieser Behandlung verwendetem Thalidomid zwi-
schen 0,5 und 50 mg/kg/Tag liegt.

Verwendung nach Anspruch 3 oder Anspruch 4, wobei die Menge an bei dieser Behandlung verwendetem Thali-
domid zwischen 1 und 10 mg/kg/Tag liegt.

Verwendung nach Anspruch 3 oder Anspruch 4, wobei die Zusammensetzung oral, rektal, ophthalmisch, nasal,
topisch, vaginal oder parenteral verabreicht wird.

Verwendung nach Anspruch 8, wobei die orale Verabreichung durch eine Kapsel, Obladenkapsel, Tablette, Pastille,
Mundwasser oder einen Trochiskus erfolgt.

Verwendung nach Anspruch 8, wobei die topische Verabreichung durch eine Salbe, Creme, ein Gel, eine Paste
oder ein transdermales Pflaster erfolgt.

Verwendung nach Anspruch 3 oder Anspruch 4, wobei die Zusammensetzung unter nachhaltiger Wirkung verab-
reicht wird.

Verwendung nach Anspruch 8, wobei die parenterale Verabreichung subkutan, intramuskular, intravends, intra-
dermal, intratracheal oder epidural erfolgt.

Revendications

Composition pharmaceutique comprenant une quantité de thalidomide et une quantité d'un médicament anti in-
flammatoire, non stéroidien (NSAID), sélectionné parmi le groupe constitué de I'esculétine, de la phénidone, de
la quercétine, de I'acide nordihydroguaiarétique (NDGA), du sulfone de sulindac, du sulfure de sulindac, du sul-
fonamide de N-[2-cyclohexyloxy-4-nitrophényl)méthane, du méthylheptylimidazole, du furégrelate sodique, du N,
N-diéthylaminoéthyl-2,2-diphénylvalerate HCL, du toradol, du salsalate, du diflunisal, de la floctafénine, du phé-
nylbutazone, de I'oxyphenbutazone, de I'azapropazone, de la nabumétone, du piroxicame, du salicylate, et du
ténoxicame, dans un excipient acceptable du point de vue pharmaceutique.

Composition pharmaceutique selon la revendication 1, dans lequel ledit médicament anti inflammatoire non sté-
roidien (NSAID) est le sulfone de sulindac ou le sulfure de sulindac.

Utilisation de la thalidomide et d'un médicament anti inflammatoire non stéroidien (NSAID), sélectionné parmi le
groupe constitué de I'acétaminophéne, de I'esculétine, de la phénidone, de la quercétine, du kétoproféne, de I'acide
nordihydroguaiarétique (NDGA), du sulindac, du sulfone de sulindac, du sulfure de sulindac, de lindométhacine,
du sulfonamide de N-[2-cyclohexyloxy-4-nitrophényllméthane, du NS-398 (un agent inhibiteur de la cyclooxgéna-
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se-2) et des agents inhibiteurs de la cyclooxgénase-1, du méthylheptylimidazole, du furégrelate sodique, du N,N-
diéthylaminoéthyl-2,2-diphénylvalérate HCL, des agents inhibiteurs de la thromboxane, du toradol, du ECASA, du
salsalate, du diflunisal, de I'acide méfénamique, du naproxéne, de la floctafénine, du méclofénamate, de la phé-
nylbutazone, de I'oxyphenbutazone, du diclofénac, de I'étodolac, du fénoproféne, de I'acide flufénamique, du flur-
biproféne, du pirproféne, de la tolmétine, de I'azapropazone, du fenbuféne, du nabumétone, de I'oxaprozine, du
piroxicame, du salicylate, et du ténoxicame, dans la fabrication d'un médicament pour utilisation dans le traitement
d'une maladie dépendante de I'angiogenése, sélectionnée parmi le groupe constitué de la dégénérescence ma-
culaire, de la rétinopathie diabétique, du glaucome néovasculaire, de la fibroplasie rétrolentale, de la vitréorétino-
pathie proliférative, des tumeurs solides, des tumeurs issues du sang, de la leucémie, de I'hnémangiome, du pso-
riasis, du sarcome de Kaposi, de la colite ulcérative, du cancer, de la rétinopathie des prématurés, de la kérato
conjonctivite épidémique, de la kératite atopique, de la kératite limbaire supérieure, de la maladie pterygium ke-
ratitis sicca, du syndrome de Sjégrens, de I'acné rosacée, de la phylecténulose, de la syphilis, des infections
Mycobacteria, des brilures chimiques, des ulcéres bactériennes, des ulcéres fongiques, de l'ulcére de Mooren,
de la dégénérescence marginale de Terrien, de la kératolyse marginale, de la polyartérite, de la sclérite, de la
maladie Stevens-Johnson, de la kératotomie radiale, de la drépanocytose, de la maladie pseudoxanthoma elas-
ticum, de la maladie pemphigoide, de la maladie de Paget, de la maladie d'obstruction de la carotide, de l'uvéite
chronique, de la vitrite chronique, de la maladie de Lyme, de la maladie d'Eales, de la maladie de Behcet, de
I'histoplasmose oculaire présumée, de la maladie de Best, de la myopie, des piqlres optiques, de la maladie de
Stargardt, de la maladie pars planitis, du détachement rétinien chronique, des syndromes d'hyperviscosité, de la
taxoplasmose, des complications post-laser et de la rubéose chez un homme ou un femme ou un animal.

Utilisation de la thalidomide et du ECASA dans la fabrication d'un médicament pour utilisation dans le traitement
d'une maladie dépendant de I'angiogenese, sélectionné parmi le groupe constitué de la dégénérescence macu-
laire, de la rétinopathie diabétique, du glaucome néovasculaire, de la fibroplasie rétrolentale, de la vitréorétinopa-
thie proliférative, des tumeurs solides, des tumeurs issues du sang, de la leucémie, de I'hémangiome, du psoriasis,
du sarcome de Kaposi, de la colite ulcérative, du cancer, de la rétinopathie des prématurés, de la kérato conjonc-
tivite épidémique, de la kératite atopique, de la kératite limbique supérieure, de la maladie pterygium keratitis sicca,
du syndrome de Sjogrens, de I'acné rosacée, de la phylecténulose, de la syphilis, des infections Mycobacteria,
des brilures chimiques, des ulcéres bactériennes, des ulcéres fongiques, de l'ulcére de Mooren, de la dégéné-
rescence marginale de Terrien, de la kératolyse marginale, de la polyartérite, de la sclérite, de la maladie Stevens-
Johnson, de la kératotomie radiale, de la drépanocytose, de la maladie pseudoanthoma elasticum, de la maladie
pemphigoide, de la maladie de Paget, de la maladie d'obstruction de la carotide, l'uvéite chronique, de la vitrite
chronique, de la maladie de Lyme, de la maladie d'Eales, de la maladie de Behcet, de I'histoplasmose oculaire
présumée, de la maladie de Best, de la myopie, des piqlres optiques, de la maladie de Stargardt, de la maladie
pars planitis, du détachement rétinien chronique, des syndromes d'hyperviscosité, de la taxoplasmose, des com-
plications post-laser et de la rubéose chez un homme ou un femme ou un animal.

Utilisation selon la revendication 3 ou la revendication 4, dans laquelle la quantité de thalidomide utilisée dans
ledit traitement est compris entre 0,1 et 300 mg/kg/jour.

Utilisation selon la revendication 3 ou la revendication 4, dans laquelle la quantité de thalidomide utilisée dans
ledit traitement est compris entre 0,5 et 50 mg/kg/jour.

Utilisation selon la revendication 3 ou la revendication 4, dans laquelle la quantité de thalidomide utilisée dans
ledit traitement est compris entre 1 et 10 mg/kg/jour.

Utilisation selon la revendication 3 ou la revendication 4, dans laquelle ladite composition est administrée par voie
orale, rectale, ophtalmologique, nasale, topique, vaginale ou parentérale.

Utilisation selon la revendication 8, dans laquelle ladite administration orale se fait par capsule, cachet, comprimé,
losange, ringage buccal ou pastille.

Utilisation selon la revendication 8, dans laquelle ladite administration topique se fait par onguent, créme, gel, pate
ou patch transdermique.

Utilisation selon la revendication 3 ou la revendication 4, dans laquelle ladite composition est administrée par
I'intermédiaire d'une libération soutenue.
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12. Utilisation selon la revendication 8, dans laquelle ladite administration parentérale est sous-cutanée, intramuscu-
laire, intraveineuse, intradermique, intratrachéenne ou épidurale.
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