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WFER R OME (Fus0) : BMP4 28 Smadl OIEMAL A EHEHI#E L, BIEETT L TIEA Y ¥ o
LFEE ARV BMP4 & U gk Smadl DR ELAZFR D 72, BMP4 O35 transgenic mice
TIX, 8% BMP4 O3 8L & EVRERIRIEWIE 2789 72, BMP4(+/-) mice TIZA ML hY
VAT K DAY XY DFEITUFE L T, S DITHERE~ U A2 BMP4 O Wik z & G-
L. MR ZOSE L Y ViE{k Smadl ORBUR T 27O, AFZE Tk BMP4/Smadl 2D
FERFFPVERHE D RIEERICBIT 2 BT EZH LN LT,

MR OMEEE (3£30) : BMP4 directly regulated Smad1 signaling in vitro. Both BMP4 and
phosphorylated Smadl were expressed in association with mesangial matrix hyperplasia in
diabetic kidney. BMP4 knock-in transgenic mice showed typical mesangial matrix increase
as well as BMP4 expression after induction by tamoxifen. On the other hand, BMP4
knock-out (BMP4(+/-)) mice showed amelioration of glomerular matrix hyperplasia induced
by streptozotocin. Furthermore, neutralizing antibody for BMP4 normalized glomerular
matrix hyperplasia and phosphorylated Smadl expression in glomeruli of diabetic mice.
These results suggest that BMP4/Smad1 signaling plays the critical pathogenetic role for
diabetic nephropathy.
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