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EFFECT OF HEMOGLOBIN VESICLES ON AGONIST-INDUCED
PLATELET ACTIVATION IN VITRO
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Hemoglobin vesiclesd HbV[ a type of liposome-encapsulated hemoglobin LEHO have been re-
cently developed as an artificial oxygen carrier. The efficacy of HbV has been demonstrated in the
transfusion of HbV into rodent models of hemorrhagic shock. It is important to evaluate the compati-
bility of HbV with human blood cells. We examined the effects of HbV on human platelet activation in
vitro by estimating the platelet release reaction and expression of platelet surface activation markers
in the presence or absence of agonists. HbV concentration in the reaction volume was prepared at
200 or 400 . Preincubation of platelet-rich plasmall PRP with HbV had no adverse effects on RAN-
TES or serotonin release from platelets. Preincubation of whole blood with HbV also had no effects
on exposure of P-selectin on platelets. However, binding of PAC-1, a monoclonal antibody that detects
the activation-dependent conformational change of ouif: to platelets, was amplified by preincubation
of whole blood with HbV in the presence of relatively low concentration of ADP. These results sug-
gest that HbV enhances the binding of PAC-1 to platelets. The clinical meaning of this increased
binding of PAC-1 needs to be addressed.
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Fig.1 Effect of HbV on platelet mediator release
Values are meanst SE of five donors. RANTESO Al and serotonin( BO release from
platelets. Open columns are non-stimulated PRP and hatched columns are collagen-
stimulated PRP after incubation with various concentrations of HbV as described in
Materials and Methods. “ p0 0.05, in comparison with controld 00 of HbVO
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Fig. 2 Effect of HbV on expression of platelet surface activation markers
Values are meanst SE of three donors. PAC-10 Aland CD62F0 BOexposure on plate-
lets. Whole blood was incubated with HbV at 00 O circle 200 O squarel] or 400 O tri-
angled Whole blood was then stimulated with or without various concentrations of
ADP as described in Materials and Methods. “p0 0.05, in comparison with control
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Fig. 3 Effect of vesicles on expression of platelet surface activation markers
Values are meanst SE of three donors. PAC-10 Aland CD62F0 BOexposure on plate-
lets. Whole blood was incubated with empty liposomes at 00 O circle( 200 O squarel]
or 400 O triangled Whole blood was then stimulated with or without various concen-
trations of ADP as described in Materials and Methods. “p0 0.05, in comparison with

controld 00 of HbVO
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