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Identification of the mechanisms and treatment of tubulointerstitial fibrosis via
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Hamasaki, Yoshifumi

2,600,000

sarpogrelate hydrochrolide SG
SG PAI-1

SG L-FABP

mProx PAI-1 SG SG
SG

We investigated whether a selective 5-hydroxytryptamine (5-HT) 2A receptor
antagonist sarpogrelate (SG) suppresses renal fibrosis. Mice fed an adenine-containing diet developed
severe tubulointerstitial fibrosis with renal dysfunction. SG treatment improved these changes
significantly accompanied with increasing peritubular blood flow, decreasing fibrin deposition, and
improvin% inflammatory cells infiltration. Plasminogen activator inhibitor-1 (PAI-1) which is known to
promote fibrosis was suppressed by SG treatment in the kidney. Urinary L-type fatty acid-binding protein
was reduced by SG. In vitro experiments using cultured murine proximal tubular epithelial (mProx) cells
revealed that incubation with TGF-1 and 5-HT increased PAI-1 expression; SG significantly reduced it. The
receptor of SG was expressed both in the kidney and mProx cells. In conclusion, SG reduces renal fibrosis
not only by the antithrombotic effect but also by suppressing PAI-1 in renal tubular epithelial cells.
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