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EDITORIAL COMMENT

More Evidence for Non-P2Y12-Mediated
Effects of Ticagrelor*
Udaya S. Tantry, PHD,a Young-Hoon Jeong, MD, PHD,b Paul A. Gurbel, MDa
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F I G U R E 1 The P2Y 12 - and Non–P2Y 12 -Mediated Effects of Ticagrelor

The pivotal role of P2Y12 in amplifying platelet activation translates to powerful inhibition of thrombosis. Myocardial ischemia-reperfusion
releases adenosine triphosphate that is ultimately converted to adenosine. By inhibiting ENT1, ticagrelor increases endogenous
adenosine levels. Beyond effects on myocardium, adenosine also inﬂuences neutrophil and endothelial cell function including attenuation of
inﬂammation, improvement in reactive hyperemia index, increase in human endothelial cell numbers and migration. Both P2Y12- mediated
and non-P2Y12–mediated effects of ticagrelor appear to play a role in reducing rates of myocardial infarction and cardiovascular death.
ADP ¼ adenosine diphosphate; ATP ¼ adenosine triphosphate; COX ¼ cyclooxygenase; CD39 ¼ ectonucleoside triphosphate
diphosphohydrolase-1; CD73 ¼ ecto-50 -nucleotidase; CV ¼ cardiovascular; ENT1 ¼ equilibrative nucleoside transporter-1; EPC ¼ endothelial
progenitor cell; G ¼ glycoprotein; MI ¼ myocardial infarction; PGE2 ¼ prostaglandin E2. Modiﬁed with permission from Gurbel et al. (3).
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studies suggest that the optimal dose of ticagrelor in
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