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Mechanisms of Platelet Adhesion to Various Matrices and Endothelial Cells--- Comparison of the Relative Activities of RGD-Peptides and Anti-beta
3 Integrin Monoclonal Antibodies (III)
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Abciximab (20 .mu.g/ml) at inhibiting the thrombin-activated platelets adhesion to collagen type IV. However, both triflavin and Abciximab show
the similar activity at inhibiting the thrombin-activated platelets adhesion to fibrinogen. On the other hand, in this study, we also present the results
of MMP-9 in platelet activation. Activated MMP-9 concentration-dependently (15-90 ng/ml) inhibited platelet aggregation stimulated by agonists.
Activated MMP-9 (21 and 90 ng/ml) inhibited phosphoinositide breakdown, intracellular Ca+2 mobilization, and thromboxane A2 formation in
human platelets stimulated by collagen (1 .mu.g/ml). In addition, activated MMP-9 (21 and 90 ng/ml) significantly increased the formation of nitric
oxide/cyclic GMP. On the other hand, the extracellular matrix influences the cellular spreading of vascular smooth muscle cells (VSMCs ) via
integrin receptors. We know that VSMCs binding to fibronectin activates the protein kinase C (PKC) pathway, causes differential intracellular PKC
isoform translocation, and mediates cell spreading. In this year, VSMCs binding to poly-L-lysine was used as control. We used commercial GRGDS
peptides and RGES peptides to prove that the PKCa distribution and VSMCs spreading is mediated by integrin activation. Intracellular distribution
of PKC isoforms was measured by confocal microscopy. VSMCs binding to fibronectin induced focal adhesion and cell spreading 5 within 30
minutes. Fibronectin induced a PKC isoform translocation to the cell nucleus and to focal adhesions within 30 minutes. In our previous report,
triflavin could specifically bind on platelet GP IIb/IIla receptor. It was a strong and specific disintegrin. Preincubated VSMCs with triflavin, and then
measured the PKC distribution by confocal microscope. We observed triflavin inhibit the distribution of the PKC isofroms in VSMC:s. It also

inhibited the spreading of VSMCs. We compared triflavin with Abciximab, and found that triflavin was stronger than Abciximab in this reaction.



