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Mechanism of Platelet Activation Induced by Cyclic
Peptide, Ro09-0198

Se Young Choung
College of Pharmacy, Kyung Hee University Seoul, 130-701, Korvea

Abstract—R009-0198, a cyclic peptide isolated from culture filtrates of Streptoverticillium griseove-
rtictllatum, induced platelet aggregation and serotonin release simultaneously. LDH release was
not observed. Addition of peptide to rat platelet, loaded with Ca?' chelator quin-2, caused imme-
diate rise in cytosolic free Ca?*. Liposomal membrane containing phosphatidylethanolamine was
damaged by peptide and released “Ca dose dependently.

Keywords[ JR009-0198, platelet aggregation, serotonin release, quin-2, Ca*', phosphatidylethanola-

mine, liposome.
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Fig. 1—Rat platelets activation by Ro09-1098. 5X 10
rat platelets were incubated with 107* M Ro09-
0198 at 37¢C.
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Table I—Ro009-0198 induced platelets activation from various animal species.

R009-0198 10°M 5X10°¢M 10°¢M Control
Species
serotonin release 57% 15% 3% 2%
Rat relative light transmittance 85% 40% 20% -
lag time 5 min 7 min 7 min -
serotonin release 61% 30% 12% 2%
Mouse relative light transmittance 74% 45% 30% -
lag time 5 min 7 min 8 min -
serotonin release 39% 17% 2% 2%
Rabbit relative light transmittance 60% 40% 15% -
lag time 7 min 8 min 10 min -
serotonin release 17% 9% 3% 4%
Human relative light transmittance 40% 20% 3% -
lag time 1 min 1 min 3 min -
5X10® platelets from various animal species were incubated with Ro09-0198 at 37C.
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Fig. 2—Ca** uptake of rat platelets induced by Ro09-
0198. Response of quin-2 loaded rat platelets
to addition of Ro09-1098(10 uM) was calcula-
ted from the ratio F/Fy..
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Fig. 3—Ca®" uptake of rat platelets induced by Ro09-
0198(dose response).
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Fig. 4—Release of ¥*Ca from liposomes induced by Ro
09-1098. Liposomes composed of egg-yolk
phosphatidylcholine, egg-yolk phosphatidyle-
thanolamine, dicetylphosphate and cholesterol
(molar ratio, 0.75 1 0.25 : 0.1 : 1.0) were swol-
len in 0.3 M glucose containing *Ca.
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