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Formyl peptide receptors (FPR) are integral to inflammatigaletion and are thus attraaitherapeutic
tamets for myocardial ischaemia-reperfusion (I-R) injuBual FPR1/FPR2 agonists potentiallyfeof
FPR1-mediated cardiomyyie preservation together with FPR2 inflammation-limiting actiors irkkstigated
the cardioprotecte potential of two small-molecule FPR agonists on myocardial I-R injunyivo and their
FPR1/FPR2 signalling fingerprinis vitro. Mice subjected to coronary artery occlusion were administered the
pyridazin-3-(2H)-one compound-17b (Cmpd17b), Amgen compound-43 (Cmpd43) or vehicle commencing just
prior to reperfusion. Significant cardioproteetidfects of Cmpd17b (but not Cmpd43) were evident on cardiac
necrosis (infarct size and cardiac troponin | after 24h), circulatingpégtds and neutrophil infiltration (after
48h) and adverse cardiac remodelling (after 7-days reperfusion); Cmpdl7b simiaitjted superior
cardioprotection in isolated cardiomyocytes and cardiac fibrobagtso. Both agonists elicited concentration-
dependent aatition of multiple intracellular signaling pattays, including C# mobilization and
phosphorylation of ERK1/2, Aktl/2/3(Thr308) and Aktl/2/3(Ser474). Statisticaliaion of the signal
transduction established that, relatiio Cmpd43, Cmpd17b exhibited a significant 30-fold biasyafrom
intracellular C&" mobilization. These findings veal ligand-selectie ardioprotection with the dual
FPR1/FPR2 agonist Cmpdl7b bath vitro and in vivo, with significant limitation of cardiac necrosis,
inflammation and remodelling up to 7-days post-I-R. The biased signalling profile of Cmpd17b is a possible
contrituting mechanism to its superior cardioprotection, providingva approach for declopment of small-
molecule FPR pharmacotherapies for myocardial infarction.
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