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Basic studies of therapeutic modality for pochystic kidney disease explored by
epigenetic modification of cellular matrix-adhesion proteins
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We studied the mechanism of progression of polycystic kidney disease explored by
the pathological pictures of PCK rat kidneys of 5-week old male, treated with Benzoisofuranone
derivatives for five weeks, and the epigenetic modification of cellular matrix-adhesion protein genes
such as HIF-1, Galectin-3, DNMT1, Mlana, RTL1, Gypsy integrase-1 (Ginl) in frozen PCK kidney tissues. The
pathology of beneficial findings of PCK rat kidney treated, showed stabilization of ductal tubules and
that of peri-ductal capillary without sludging of blood, and minimization of cystic mass growing. The
re5ﬁonse of HIF-1 mRNA expression of frozen kidney was decreased with concomitant increase of DNA
methylation level, which is benefical response of anti-fibrosis of PCK kidney. An increase of mRNA
expression of Mlana, having function of angiogenesis, and a decrease of that of Ginl were observed. Those
findings suggested that an epigenetic modification played a role in the progression of PCK kidneys.
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Regulatory effect of NKOD70 on Hypomethylation of HIF-1,
VHL and Galectin-3 DNA of TGF-betal stimulated
NRK52E renal tubular cells
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Exp 3
from 090ct2012 to 14nov2012 control NKO0O070-treated
5w - 10w #01 #11
Body weight (gram) 411 419
kidney weight Right 2.95 2.83
(gram) Left 3.02 2.83
plasma Cr (mg/dl)/BUN 0.28/20.7 0.28/17.6
from 01nov2012 to 12dec2012 control NKOO070-treated
5w~ 10w #02 #12
Body weight (gram) 405 401
kidney weight Right 2.39 2.59
(gram) Left 2.39 2.44
plasma Cr (mg/dl)/BUN 0.23/17.4 0.25/19.7
from 07jan2013 to 14fev2013 control NKOO070-treated
5w - 10w #03 #13
Body weight (gram) 342 337
kidney weight Right 2.25 4.03
(gram) Left 2.40 3.39
plasma Cr (mg/dl)/BUN 0.23/18.1 0.23/20.2
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Numbers of PCK kidneys treated with Benzoisofuranone NK0070 compounds or vehicle as control
1: control #01 versus 2: NK0O7O treated #11
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Involvement of Celluar matrix proteins in kidneys of PCK rats treated with

NK0070 at 30mg/kg/day versus vehicle for 5 weeks

oo Comparison of mRNA or Epigenetic response
between NK0070 treatment and vechicle
canonical non-canonical Expression of mRNA L::[Ihzj‘;g;\

HIFL T T

Galectin-3 not significant not significant

Miana* T not significant
RTL1* not significant 1
Gypsy Integrase* 1 1

DNMT1 not significant not significant

* indicated as Endogenous retrovirus associted genes
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