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Figure 10 Structure of HGF protain.

Based on Morishita R, Nakamura S, Hayashi S et al:
Contribution of a vascular modulator, hepatocyte
growth factor (HGF), to the pathogenesis of cardio-
vascular disease. J Atheroscler Thromb, 1998, 4:
128-134, and Conway K, Price P, Harding KG et al:
The molecular and clinical impact of hepatocyte
growth factor, its receptor, activators, and inhibitors
in wound healing. Wound Repair Regen, 2006, 14:
2-10.
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Figure 20 Structure and functions of HGF receptor c-Met.
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Figure 30 Intramuscular injection of naked plasmid DNA.
Low transfection efficiency of naked plasmid will be compensated by paracrine effects of

secreted HGF gene product.
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Figure 40 Changes in serum HGF protein.
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Table 100 Changes in efficacy ratio on TREAT-HGF/stagel, 2

2 months 6 months 12 months 24 months
ABI 11/17 12/15 10/13 10/13
(Elevation > 0.1) (65%) (80%) (77%) (77%)
Pain (VAS) 8/13 9/10 717 717
(Reduction > 2 cm) (62%) (90%) (100%) (100%)
Ulcer size 7/11 8/10 8/9 8/9
(Reduction > 25%) (64%) (80%) (89%) (89%)

VAS: visual analogue scale
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Progress and Prospects of Therapeutic Angiogenesis Using HGF Plasmid Gene
Therapy for Peripheral Arterial Disease
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Ass therapeutic angiogenesis gene therapy has emerged as a promising strategy for the treatment of PAD, our re-
search revealed that HGF has the potent angiogenic activity in animal studies. Thus, we planned a prospective open-
labeled trial of gene therapy in 22 patients with PAD by intramuscular injection of HGF. In addition, a randomized
placebo-controlled phase |1 trial was conducted in USA, and 104 patients with critical limb ischemia were randomized
and received HGF plasmid or placebo. Some results of these two trials were favorable and encouraging. A randomized

placebo-controlled phase 111 tria is currently underway in Japan.
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