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Pathological stress is proposed to favor Fisl-Mfnl binding and suppress
Minl-mediated mitochondrial fusion. CVP-097 was designed to bind Fisl;

CVP-092 was designed to bind Mfnl. CVP-092 and CVP-097 selectively disrupted the Fisl-Mfnl interaction without

affecting the other mitochondrial protein interactions tested.
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Experimental studies confirmed both Fis1-Mfnl complex formation and the CVP-097

specific binding of CVP-092 and CVP-097 to their intended protein targets.

CVP-092 & CVP-097 Specifically Inhibit the Fis1-Mfn1 Interaction H&E(hematoxylin and eosin) staining revealed no treatment-associated
histopathological abnormalities in the heart, livet, or kidney.
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Both CVP-092 and CVP-097 distupted the Fisl-Mfn1 interaction, with CVP-097 3) These findings support the Fis1-Mfnl interface as a candidate therapeutic target; intracellular
producing a larger increase in Kp than CVP-092 (153-fold versus 47-fold, target engagement and in vivo cardioprotective efficacy remain to be established.

respectively).
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