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The development in vivo siRNA delivery system for the treatment of renal

WFFER - OEE (F130) : 1) smad4-siRNA A TGF-B i F T & M RAIE bR o bRz s
oz B NI4T 5 Z L ZRIE L=, 2) smadd-siRNADantisensedd 5 K ifids & Osensedd 3
R AT LA AN U AR T D22 BV % 5 8 7= stable-smad4-siRNA DR R IR F 5-12 L 0 &
B BT L~ 7 2128\ TR CA & 7esmad4 knock downds K OV B ME LI 2 380 7=, DLk
DFERINEBA~DIREMSIRNAT U XY —3 25 A L L Cstable-sSiRNAD R EFIRAYIE 5- & siRNA
D TORGEPEI & ) AFEIREDM A S DOENAEZ TH D . & 5| Tstable-smad4-siRNAFE &
AREEEGAZ K 0 BB L IIHI RN B 5 & B 2 bz,

e R OME (J£30) : 1) We detected that smad4-siRNA could significantly inhibit the
epithelial mesenchymal transition of HK-2 cells with stimulation of TGF-f; 2) We
intravenously injected modified smad4-siRNA that was added extra bases at 5 prime of antisense strand
and at 3 prime of sense strand to increase its stability in vivo (stable-smad4-siRNA) to renal fibrosis
mice. We detected that stable-smad4-siRNA could significantly knock down smad4 expression in
kidney and inhibit renal fibrosis. These results suggested that the combination of stable-siRNA and the
utilization of acute elimination of intravenously administrated siRNA by kidney is useful as the siRNA
delivery system to kidney, and the systematic stable-smad4-siRNA administration may be a useful
option for renal fibrosis.
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(V) PRME R ER M bR v e L
T TGF-Bo/smad LIRS TH D = L A3k

5 X 31TV 5 (Nat Rev Mol Cel Viol; 7: 131-142,

2006, J Cell Biol; 130: 393-405, 1995),
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(3) smad2-siRNA, smad3-siRNA, smad4-siRNA
% lipofection £ T HK-2 #lifc i transfection L
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in vivo @ R

(5) 9-10 Al Dt C57BL6 ~ 7 A |ZHEfE (250
mg/kg) #HEIFENHLRIEEG (day 0) L HiHE
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(6) & M MMk ~ 7 X 1T stable-siRNA |
250HD-siRNA. Lys-Lys-Arg-Arg-siRNA % &
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in vivo @ SRk
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knock down 23388 H ATz,

(R EF K U HE 813 stable-smad4-siRNA #¢
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(3)IMiZfa 7 T stable-smad4-siRNA #% 5-#E T
control-siRNA ¢ 5-#%. 250HD-smad4-siRNA
B 5 BER LU Lys-Lys-Arg-Arg-smad4-siRNA
HREL e L, BHREOE L (BUN, Cr @
EH) AR STV,

(4) BRI - D Azan etz L 25 BHRRMEL D
i B T 1% stable-smad4-siRNA  # 5 B T
control-siRNA # 5-#f, 250HD-smad4-siRNA
B 5858 L OV Lys-Lys-Arg-Arg-smad4-siRNA
BHREL IR U, A BB LS h R
B BT,

(5) B LMk T stable-smad4-siRNA £ 5-FE T
control-siRNA # 5-#f, 250HD-smad4-siRNA
B HBER L O Lys-Lys-Arg-Arg-smad4-siRNA

5 HBE L el L. TGF-By, snail, PDGF-B,
Adam12 OFI DD BTz,

(6) & HLfk < stable-smad4-siRNA % 5-#f T
control-siRNA # 5-#%. 250HD-smad4-siRNA
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(DMorishita Y, Yoshizawa H, Onishi A,
Watanabe M, Kusano E: Systemic smad4-siRNA
administration prevents interstitial fibrosis
partially by inhibiting the proliferation of
myofibroblasts derived from pericytes in renal
fibrosis mouse. The 45™ Annual Meeting of the
American Society of Nephrology, Oct. 30-Nov. 4,
2012, sandiego, CA, USA
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