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Introduction

Adenosine monophosphate activated protein kinase (AMPK) activation has been suggested to be a
prominent target for the treatment of diabetes/metabolic syndrome. In experimental animal models of
diabetes, the direct AMPK activator PXL770 improves glycemic control and plasma lipids. However,

whether these benefits of PXL770 are associated with improvements in diabetes-related cardiac and
renal dysfunction is unknown. Thus, we used ZSF-1 rats, a model of cardio-renal syndrome, to
investigate whether PXL770 exhibits protective effects on cardiac remodeling and function as well as

on renal function.
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LSF-1 rats were either treated with vehicle or with the AMPK activator PXL770 (150 mg/kg per os, twice a day) for 90 days beginning at

the age of 12 weeks. Cardiac remodeling/function, i.e. cardiac out
fractional shortening were evaluated after 8 and 90 days by echocarc
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At Day 8 and Day 90, albuminuria as well as UACR were significantly
increased in untreated ZSF-1 rats. Albuminuria was only significantly
decreased at day 90 in PXL770 treated rats. After 8-day and 90-

treatment with PXL770, UACR was significantly decreased.
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At Day 8 and at Day 90, urinary volume as well as water intake were
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Maximum exercise capacity was significantly decreased
in ZSF-1 rats at day 8 and 90. PXL/70 improved this

significantly increased in untreated ZSF-1. Only at Day 90, urinary volume

and water intake were significantly decreased in PXL770 treated rats.

parameter without reaching statistical significance.

In ZSF1 rats, a model of diabetes related cardio-renal syndrome, long-term treatment with the direct AMPK activator PXL770 improves both LV diastolic and renal functions. These benefits were
associated with reductions in ZSF-1 increased cardiac and renal weights. Whether PXL770, which is currently in clinical development for NASH, exerts similar effects in patients suffering from diabetic

cardiomyopathy and/or nephropathy remains to be confirmed.



