Inhibition of PARP-1 Attenuates Rat Renal Ischemia Reperfusion Injury
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PARP-1 inhibitor, Cmpd A reduces PAR levels (A), and boosts NAD™ (B) in human PTCs References: 'EI-Hamoly et al., Mol. Med. 2014.; °Zheng et al., Am J Physiolo Renal Physiol 2005.; 3Basile

translating to increased basal and maximal respiration (C). hTERT RPTECs are treated (\,0@ & 0)\@ 0)\@ Q\@ Q\@ 0)\@ \\Qp & 0)\@ 0)\@ 0)\\& 0)\@ 0)\@ et al.,, Am J Physiol Renal Physiol. 2008.
with Cmpd A for 24 hours then analyzed from total NAD* and PAR by ELISA, and % \/@ %@ \/@ %® %® & Q (b@ Q (9@ (9@
oxygen consumption using Seahorse. Importantly, in HK2 cells challenged with a sub- \} Q- A 07 o > A

lethal dose of cisplatin, which reduces NAD™, Cmpd A is able to fully rescue the CDDP- At 24 hours, (after just two IV doses), Cmpd A dose-dependently reduces plasma biomarkers of 2 2
mediated NAD* loss (D). acute kidney injury (G), translating to a restoration of renal function (H). As injury resolves at 48 aStellaS ‘ l . | o r| ge

hours, Cmpd A sustains reduction of AKI biomarkers and maintains renal function.
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