Online publication July 14, 2006

e[J00e

0000000 Update

guododot VEGF

cobooboooobooon

Joooobob0oooodboOrokmanD OO0 0DO0ODOOODOODOOODOODDOOODO
gooooobooboooboobooooboobooooboobooooboobDoooboobooo
0 vascular endothelial growth factor: VEGFLO O OO0 OO0 00000 OIsnerd OVEGFO DO OO OO
gl UUUUgd

0 J Jpn Coll Angiol, 2006, 46: 289-295(]

Key words: angiogenesis, vascular endothelial growth factor (VEGF), gene therapy

ooog

goodoobbooooobobbooooooooog
0000o0ooO0oOoU0oooOoUoooooOoUoooo
o0o0o0ooooO0ooooooOoooooooUooo
0000o0ooO0oOoU0oooOoUoooooOoUoooo
godboboboooboboboooobboooooog
godboboboooboboboooobboooooog
goodobobooooobobboooooooog
00o00oUo0oooOo0oooooooooooooo
0000o0ooO0oOoU0oooOoUoooooOoUoooo
00o00ooooOooUooooOooooooooooo
goodobobbooooobobbbooooobobooo
0 O O [ therapeutic angiogenesis(0 0 0 0 OO0 00O O
gooboboboooboboboooboboooooog
00o00ooooO0oOoooooOoooooooOoooo
FolkmanD ™0 000000000 DO0OOODOODOOO
00o00oo0ooO0oo0oooOooooooOooooo
gooboboboooboboboooboboooooog
Jgo0o0o0bOO0bOOooDOoooobobiesod oo
godobooboobbooboboobooooboog
0 vascular endothelial growth factor: VEGFL 0 0 0 0O O
O0000ooOoOosoo0oooooooooo
OO0OIsner0*0VEGFO O D ODOODODOODODOOO
godboboboooboboboooobobboooooog

gbz20000000000000D000VEGFDO
oooooooooooooooboboooooooo
ooooooooooooo

VEGFO OO OO

OVEGFOOOOOOOoOoooooooooood
oooooooooooooooboboooooooo
ooooooooz200o0o0o0o0000cbo0o0o0ooo
OVvEGFOOOOOOOOOoOooooooooooo
gobooooooobooooobooooobdVEGE
oooooooooooooooboboooooooo
oooooooooooooooboboooooooo
oooooooooboooooo

UOVEGF-AUOOOOO0OO0O0O0O0o0Ob00o0ooog
gooooooobooo0oo012101es01890 000
oobo0ooooooodooooOOdVEGResD OO0
ooooooooooboooooooooooobood
Oo0O0o00booO0001BkbaD O OOooOOO-1
ooouooOO0veEGFR2ODOOOOOOOOOOOO
obooo0o0ooooooObO0000VEGResD O OOO
gobooooooooooooboOoOoO0nVEGF-A
ooooooooobooooooooooooodg
VEGF-AU O OOOOOooooooooooooon
OO000OGenentechD 0 O0O0O0OO0O0DOOOVEGF-ADDO
DAvastin® 00 0000000000000O0O00OO

oooooooooo

THE JOURNAL of JAPANESE COLLEGE of ANGIOLOGY Vol. 46, 2006

20060 6 0 60010

289



oooo0O0 VEGF

PIGF
VEGF-B VEGF A

VEGF-C
VEGF-D

1><l\.L/l

Membrane

VEGFR-1 VEGFR-2 VEGFR-3 Figure 10 Vascular endothelial growth
(Fit-1) (KDR/Flk-1) (Fit-4) factor (VEGF) families and their receptors.
VEGFR-1 (Flt-1), VEGFR-2 (KDR/Flk-
1), VEGFR-3 (Flt-4), and neuropirin-1
have been identified as receptors of VEGF
l l families. These receptors are involved in
v angiogenesis, lymphangiogenesis, and
Vasculogenesis Lymphangiogenesis vascular permeability respectively.
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Figure 200 Therapeutic effects of combined cell and gene therapy.

Nude rats were subjected to M1 and were randomly divided into 4 groups. The combo therapy group (A) received 1x10*
human CD34 cells and 50 wg phVEGF-2 resuspended with 100 uL of saline. The cell therapy group (B) received 1x10*
CD34* cells and 50 ug empty plasmid. The gene therapy group (C) received 1x10* CD34- cells and 50 ug phVEGF-2.
The control group (D) received 1x10* CD34- cells and 50 wg empty plasmid. The ratio of percent fibrosis area to the
entire LV area was significantly lower in rats in the combo therapy group than in the other three groups (combo vs. cell
vs. gene vs. control, 19.9 + 6 vs. 27.9 + 3.9 vs. 27.2 £ 2vs. 30.1 £ 5.4 O, #: p < 0.01 vs. combo group).

Modified from reference 20.
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Angiogenic Cytokine: VEGF
Satoshi Shintani and Toyoaki Murohara
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The concept of angiogenesis was borne out of observations made by Folkman and colleagues regarding the enhanced
vascularity of tumors. Thereafter, vascular endothelial growth factor (VEGF) families have been identified as angiogenic
cytokines by more than oneinstitute. In addition, Isner and colleagues have reported the safety and efficacy data of gene
therapy using naked VEGF plasmid DNA for patients with severe ischemic limb who are not optimal candidates for
surgical nor percutaneous revascularization. By these novel and intriguing reports, studies of VEGF were spreading
rapidly in the cardiovascular field. (3 Jpn Coll Angiol, 2006, 46: 289-295)
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