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Development of a method to suppress the severity of chronic kidney disease
through elucidation of mechanism of transition from acute kidney injury
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In AKI due to ischemia or urinary tract obstruction, renal tubular
epithelial cells are damaged, resulting in the appearance of cell cycle arrested cells, which may
acquire profibrotic traits and cause the onset and progression of renal fibrosis. These G2/M-phase
resting cells were induced by renal tubular injury, and the number and survival period increased
according to the degree of injury. Suppression of this cell-targeted profibrotic trait is expected
to be developed into an anti-CKD therapy.



AKI

CKD AKI CKD AKI
AKI AKI
AKI
G2/M Twistl
Snaill
Cre-loxP /9GT glutamyltranspeptidase -Cre
whole CCN2  knock-down IRI
wild-type AK1 CKD
AKI
CCN2 CKD
AKI AKI  CKD
AKI
Fucci2aR
Cre-loxP GT-Cre
AKI CCN2
AKI  CKD
Fucci2aR GT.Cre
GT.Cre;Fucci2aR™* G1/S mCherry 560nm
610/20nm S/G2/M mVenus 488nm
525/50nm
uuo IRI
CUBIC

mVenus mCherry
CCN2 KIM-1 Spaill pHH3

eVenus

AK1



FACS fluorescence-activated cell sorting

RNA CCN2 TGF-bl Snaill Fibronectin Collagen
Type 1
RNA
Fucci2aR gGT.Cre
gGT.Cre;Fucci2aRTg/+ G1/S mCherry S/G2/M mVenus
uuo
IRI)
3 mVenus G2/M
uuo mVenus
IRI 7 mVenus
()

3HHE THH 14H B
IRI 3 @ ) 14 mCherry
( ) G1/s mVenus S/G2/M
uuo IRI
mVenus
mVenous 3
mVenous pHH3
G2/M mVenous
3
mVenous

mVenous



1 1
Amano H, Inoue T, Kusano T, Okada H 2582
Analysis of the Function of CCN2 in Tubular Epithelium Cells with a Focus on Renal Fibrogenesis 2023
Methods Mol Biol 411-426

DOl
10.1007/978-1-0716-2744-0_28

CCN2/CTGF integrin/FAK

64

2021

Fukaya D, Inoue T, Amano H, Okada H

CCN2 / CTGF causes progression of renal fibrosis throughthe integrin / FAK signal pathway

The 2021 Annual Meeting of the American Society of Nephrology

2021

(Inoue Tsutomu)

(30406475)

(32409)







