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Background

Abacavir increases platelet granule release

ARTs do not alter platelet aggregation in vitro

• Platelets are key drivers of acute cardiovascular (CV) disease
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• Blood from HIV-negative subjects and in-bred mice enable the
impact of ART on platelets to be evaluated directly
• cGMP/NO (nitric oxide) are potent platelet inhibitors

Abacavir enhances platelet aggregation in vivo

• We explore the hypothesis that ABC (a guanosine analogue)
blocks NO-mediated platelet inhibition

Aim
To investigate the comparative pharmacology of ARTs in
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Methods
• Blood was obtained from consenting HIV-negative volunteers

• Platelet aggregation was assessed in a 96 well plate assay allowing

aggregation, whilst TAF and TDF drugs gave responses similar to vehicle
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• Real-time platelet granule released was assessed by flow cytometry
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control. (TAF is susceptible to plasma esterases, therefore experiments were
conducted in esterase-deficient (Ces1-/-) mice)

Conclusions
• Increased CV risk reportedly associated with ABC-based therapies
may be driven, mechanistically, by enhanced platelet granule
secretion and interrupted inhibition of aggregation by NO
• These effects occur independently of HIV infection and other
confounding issues reported in earlier clinical studies
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