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Mechanism involved in the antiplatelet effect of gabapentin
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Gabapentin (Neurontin),in clinical use since 1993,is a novel antiepileptic drug. It is
used clinically to reduce seizure frequency in patients with epilepsy. But the
mechanism of action is not fully understood. Although its exact mechanism of action
has yet to be determined, gabapentin is likely to have multiple effects. Nonepileptic
use of gabapentin now accounts for roughly 40% of all reports on gabapentin. It has
been previously speculated that gabapentin modulates the release of serotonin from
blood platelets. But whether there is antiplatelet effect of gabapentin needs to be
determined.

In vitro study, gabapentin indeed inhibits the human platelet aggregation induced by
various platelet inducers, such as collagen - ADP and arachidonic acid. Gabapentin
also inhibits collagen-induced inositol monophosphate formation and inhibits
collange-induced thromboxane A2 formation and intracellular Ca2+ mobilization.



On account of these results, we speculate that the mechanism involved in signal
transductions of platelet aggregation by gabapentin may be as the following:
gabapentin may modulate the phosphoinositol breakdown pathway and thromboxane
A2 formation pathway. Then may induce alteration in intracellular Ca2+ mobilization
and reduce intracellular Ca2+ concentration and finally it may inhibit platelet
activation.
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