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Abstract

RLBENETCLZUOTODHAT UV RRASWTHICK D EFTERICH T2 EHEHAVER,
ThHaEDE TXEU MR, 12DV THKETL TZ fz(Hypertension 2009, Kidney Int 2010, J
Atheroscler Thromb 2012) 74",

COMFELTIES /LARHNFBESL TWSHEEMIC DWTEHE L £ Clin Invest 2014,
Kidney Int 2015), L AL,

TS/ LAZBCOER7OEAICEL THEEED FREFRIREFTHEIN SV,

AARTE, FTREANVTELTEETHHBELRKELEMABAE R I MNICETIEANY
T7E2FIIALBERHAT)KATSICER U THRETZ1T2 . Tip60/KATSIE ZA$HDNARE(DSB)D1&E
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ITINKONRIATR, EALTITIVR, BRDBRREBLHEEN RO SN,
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ENRMEREICERZYETDNABES LT IEYS / AZKFrESKREIC OV TERFEBEETIL
ZRAVTHRALE, NEARMBRICSEVTE,
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mMENEAEEENKATSKON VANRBREE LK ELZ>TVWEEZEDN S,

BRESEEERICES VT,

KAT5%Z T U 7-DNASE#EEN BEBOFBREICH L TREITRIFSETH Y,
REOEFICIMRENBRININVETHDIEEASNT,

We have investigated a sustained effect of renin-angiotensin system (RAS) inhibitor in life-style
related diseases, including kidney diseases (Hypertension 2009, Kidney Int 2010, J Atheroscler
Thromb 2012). Recently we have reported that epigenetic mechanism may be involved in the
sustained effect of RAS inhibitors (J Clin Invest 2014, Kidney Int 2015). However, little is known
about the cause of epigenetic changes in disease states.

First, we examined a role of podocyte KATS5, a histone acetyltransferase, which acts as DNA
double strand break (DSB) repair factor and also KLF4 interacting protein. We have demonstrated
that podocyte KATS5 is essential for podocyte maintenance and that KAT5-mediated DNA damage
repair is associated with DNA methylation status. Moreover, podocyte KATS is decreased in
diabetic nephropathy. Additionally, we investigated endothelial KATS expression and DNA repair in
diabetic nephropathy, indicating that KAT5-mediated DNA repair in kidney endothelial cells has a
different role on pathophysiology of diabetic nephropathy compared with that in podocytes.
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Epigenetic regulation mediated by histone acetyltransferases in chronic kidney disease (CKD)
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SHARETHEIEEZONT,
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We have investigated a sustained effect of renin—angiotensin system (RAS) inhibitor in life-style related diseases, including kidney
diseases (Hypertension 2009, Kidney Int 2010, J Atheroscler Thromb 2012). Recently we have reported that epigenetic mechanism
may be involved in the sustained effect of RAS inhibitors (J Clin Invest 2014, Kidney Int 2015). However, little is known about the
cause of epigenetic changes in disease states.

First, we examined a role of podocyte KAT5, a histone acetyltransferase, which acts as DNA double strand break (DSB) repair factor
and also KLF4 interacting protein. We have demonstrated that podocyte KATS is essential for podocyte maintenance and that KAT5-
mediated DNA damage repair is associated with DNA methylation status. Moreover, podocyte KAT5 is decreased in diabetic
nephropathy. Additionally, we investigated endothelial KAT5 expression and DNA repair in diabetic nephropathy, indicating that KAT5-
mediated DNA repair in kidney endothelial cells has a different role on pathophysiology of diabetic nephropathy compared with that in
podocytes.
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