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Major target of anti-cancer therapy is VEGF, but its therapeutic approach gave
several issues such as a switching to other angiogenic factors from VEGF, and causes vessel disorder in
other normal tissue. Vasohibin-1 (VASH1) is a VEGF- or FGF2-inducible anti-angiogenic factor that plays a
role of negative feedback regulator on angiogenesis by broad angiogenic factors. VASH1 potently induces
increase in detyrosination of a -tubulin in endothelial cells (ECs). This study revealed that VASH1
simultaneously induced Glu-tubulin increment, inhibition of VEGF-signaling, VEGF-inducible ECs migration
and network formation. Co-expression of TTL (tubulin tyrosine ligase), normalized the level of
Glu-tubulin, and abrogated the VASH1-induced suppression both of VEGF-signaling and VEGF-induced
angiogenesis. Thus, | propose that VASH1 induces inhibition of VEGF-signaling and angiogenesis through
the bias of a tubulin tyrosination/detyrosinatin cycle.
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