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Table 100 Diseases characterized or caused by abnormal or excessive angiogenesis

00O Organ

0000000000000 Disease in mice or humans

Numerous organs
Blood vessels

Cancer, Infectious diseases, Autoimmune disorders
Vascular malformations, Di George syndrome, Atherosclerosis, Transplant arteriopathy

Adipose tissue Obesity

Skin Psoriasis, Warts, Allergic dermatitis, Scar keloids, Pyogenic granulomas, Kaposi sarcoma
Eye Diabetic retinopathy, Retinopathy of prematurity

Lung Primary pulmonary hypertension

Intestines Inflammatory bowel disease, Ascites, Peritoneal adhesions

Reproductive system Endometriosis, Uterine bleeding, Ovarian cysts

Bone, Joints Arthritis, Synovitis, Osteomyelitis
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Table 200 Diseases characterized or caused by insufficient angiogenesis or vessel regression

00O Organ

00000000000 O0O Disease in mice or humans

Blood vessels
Nervous system
Gastrointestinal

Atherosclerosis, Hypertension, Diabetes, Restenosis
Alzheimer disease, Amyotrophic lateral sclerosis, Diabetic neuropathy, Stroke
Gastric or oral ulcerations, Crohn disease

Skin Hair loss, Skin purpura, Telangiectasia

Reproductive system Pre-eclampsia, Menorrhagia

Lung Neonatal respiratory distress, Pulmonary fibrosis, Emphysema
Kidney Nephropathy

Bone Osteoporosis, Impaired bone fracture healing
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Table 300 Antiangiogenic drugs in clinical cancer trials

0 Drug 00 Company O0O00O0gd Action (s) (Phase 1I/111)
Avastin Genentech Blocks VEGF activity

BMS-275291 Bristol-Myers Squibb Metalloproteinase inhibitor

Celecoxib Pharmacia/Pfizer Inhibits angiogenic growth factor production?
Endostatin EntreMed Integrin inhibitor, Other actions

Erbitux ImClone Systems Inihibits EGF receptor

Interferon- « Hoffmann-La Roche

Neovastat Aeterna Laboratories
PTK787 Abbott Laboratories
SU5416 Sugen

SU6668 Sugen

Thalidomide Celgene

ZD6474 AstraZeneca

Inihibits FGF production

Inhibits VEGF and metalloproteinases, Promotes apoptosis
Inhibits VEGF and other receptors

Inhibits VEGF

Blocks VEGF and PDGF receptors

Unknown

Blocks VEGF and EGF receptors
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Table 401 Gene therapy for occulsive arterial diseases

Therapeutic agent Disease target n Results

Adenovirus-FGF-4 CHD 79 Positive

Adenovirus-VEGFies PAOD 54 Positive

Plasmid/liposome VEGF16s

Adenovirus-VEGFises CHD 103 Positive (adenovirus group only)
Plasmid/liposome VEGFiss

Adenovirus VEGF121 CHD 67 Positive

Adenovirus VEGF121 PAOD 105 Negative

Plasmid VEGFuiss CHD 74 Negative

Plasmid HGF PAOD 22 Positive

CHD: coronary heart disease, PAOD: peripheral vascular disease
Yl&-HerttualaSet a. Nat Med, 2003, 9: 694-701. 0 O OO OO
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Vascular Medicinein 21% Century
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In thisarticle, recent advances in angiogenesis research have been reviewed. Antiangiogenic factorsin the treatment
of cancers have extensively reviewed with emphasis on clinical research and application to patients. The treatment of
occulusive arterial disorders such as peripheral arterial occlusion and coronary artery diseases leading to myocardial
infarction involves infusing endothelial precursor cellsin either bone marrow or peripheral blood. Recent progressin the
above-mentioned treatment was also extensively reviewed in this article. Plus, ongoing studies on the combination of
gene therapy and regenerative medicine for occlusive arterial disorders were introduced. This review places a high
priority on vascular medicinein 21% century. (J. Jpn. Call. Angiol., 2004, 44: 47-51)
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