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Ameriolation of progression of polycystic kidney disease by stabilization of
renal vessel disorders and exploration of endogenous retrovirus responses in
macrophages

Ishibashi, Michio
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Using PCK rat model and the novel isobenzofuranone compound, NKOO70, for 15
weeks administration, the morphological findings of PCK kidneys demonstrated the amelioration of
narrowing and dilatation of descending vasa recta (DVR) between the outer medulla and the base of
papilla, in which narrowing and dilatation of DVR were minimized and NG2 of pericyte marker was
stained keeping around DVR. Furthermore, the lesions of glomerular capillary lumen of juxtamedullary
glomeruli such as dilatation and hyalinosis was also ameliorated. Mlana of Gag genes of endogenous
retrovirus, in addition to TET enzyme and HIF-1, of NKOO70-treated PCK rat kidneys were studies.

polycystic kidney pericyte Gag HIF



(Endogenous Retrovirus ERV
( GR Young, et al. Bioassay 2013; 35: 794) LTR
(long-terminal repeat) ERV LTR in silico
ERV-K LTR
(M Maighera, Douville RN.Endogenous retrovirus-K promoter: a landing strip for

inflammatory transcriptic factors? Retrovirology 2013;10:16)

CD3+CD4 HERV-E LTR
Nakkuntod J, Human Genetics 2013;58: 241
“junk” genes
ERV
Perron H, Mult Scler 2012; 18: 1721 in vitro
NRK52E LTR-ERV
Gag Syncytin-2 MRNA
LTR-ERV
LTR Endogenous Retrovirus
PCK
:Galectin-3
HIF-1 LTR-ERV Gag :RTL1, Mlana
PCK DNA
TET, Ten-eleven translocation LTR-ERV mMRNA
LTR-ERV
PCK NKO0070 30mg/kg/day
5 - n=3
5 -
n=3
NR8383
Galectin-3 HIF-1
LTR-ERV  Gag ;RTL1, Mlana mRNA DNA
(TETenzymes) mRNA
PCK DNA
MRNA
PCK
Pericyte NG2 (ABIN758501, Antibodies)

CDh31



NKO0070
PCK
(Descending Vasa Recta, DVR) HE PAS

NKO0070
outer medulla DVR
PCK
DVR NKO0070
DVR
NKO0070
DVR
pericytes( )
NG2 CD31
LTR-ERV - Gag Mlana PCK
PCK Mlana mRNA
NKO0070 Mlana mRNA
NKO0070 NKO0070

HIF-1 MRNA

TET1 TET3 imprinted genes

J Kang et al, PNAS USA2015; 112:4236 NKO0070 PCK
TET1 TET3 LTR-ERV - Gag Mlana
PCK DVR
LTR-ERV - Gag Mlana NKO0070
HIF-1 pericyte NG2 TET
CD31 DVR

NG2 PCK



¢y

Nagao Shizuko

8 20183527

)

Higashihara Eiji

8 00092312

2019

6

2018

21

10

20

pericyte



@



