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AT, BEEEBHYET VICPPARe 7 T =& G535 2 & T, RERIKE L ORAME 524
HRERT IR L, B h~ORRISHOFTEM & L TCORRRIEEEFEHREZGLEEAMNE
L72, 2011 42BN PPAR o DIEMEALNE AJRIC X D IRME FIE A2 IR T& 5 2 &, 2012 4R|C
X, 7 v b Thyl BRIZEBWTEN PPAR a iEPEILIZ L 0 SRERIKBE R OIRZ NG SND Z & %
B LTz, TV OBFZERR D &  PPAR a i HEALIZ B HIIARE AR TH D Z L BRB STz,

FZERC R OBEE (B530) -

To obtain basic information for clinical utilization of the PPAR«a agonist—utilizing
therapy, we investigated the glomerular and tubular protective effects of PPAR «
activation by using experimental animal model of kidney diseases. In 2011, we published
that treatment of clofibrate, a representative PPAR & agonist, exerts tubular protective
effects against tubular damages caused by proteinuria. In 2012, we also reported that
the maintenance of PPARa activation via PPARa agonist administration attenuated the
disease activity of Thyl glomerulonephritis, a most famous rat model of mesangium
proliferative glomerulonephritis. These results suggest that renal PPAR o activation
exerts glomerular and tubular protective effect in various experimental model of kidney
diseases.
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(1) PPARa RIBIZ XD | SRERIKB I DS RIEK
L ERIEA MU RAOBEMNE S LELT S 2
L (Kamijo Y et al.] Am Soc Nephrol 18:
176-188, 2007)

(2) IEMEAL AV X7 A TIX, PPAR o
DIEVEILIE NF k B RIERREE Ol 24 LT

PIRIEER 285 2 &

(Kono K, Kamijo Y et al. Am J
Physiol-Renal-Physiol 296: F328-F336,
2009)

(3) PPAR o IZJRAME HIRR O NE RABA AT 2 il
L. RERSERRE O VEMERE & 15 7o RN

HEREORBUIVETH A Z & (Kamijo Y et al.

J Am Soc Nephrol 13: 1691-1702, 2002)
(4) REDORRNEBREILITRHEIC
B EN D protein overload nephropathy
\ZFBWN T, PPAR a O RIRIC X IENTER A
B M 2 i RE LA AR 2N IRE I X 2 IR
BERENHET 22 L. £ LRGSR
HRRICBWT, LA LA, TR b=
A PRIENHER L, IRMERENET S Z
L (Kamijo Y et al. J Am Soc Nephrol 18:
3089-3100, 2007) Z##E L T&7,
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AAER - PURIEVEF 200 LIRS PRAERD I HE
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WCEVIREHEERET LA ENAREE R D,
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RERIRIRED R 2R T D720, TR
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(1) PPARa IEMEZALIZOWT, EAE A
VM7~ immunoblot 3%, real-time PCR &% W
72 mRNA DIEHZEAV. (PPAR o e OV DFERYE
f5HE) . PPRE (PPAR %4 DNA #BA7) EAH L~
A4 7 a7 L— k& HAWZELISA 12 X % PPAR
o DERGIEMERE 72 & ORAIEIC L0 G
L7,

(2) RIEIIERKE S LTiX, FEICNFeB &
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EB X N real-time PCR ¥EIZ THEMT L 7=,
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BEE(L~—H —F L OVDNA iRfb~— 11—
WKL T, BB E AR AR LA T
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F 7=, NADPH oxidase * igfb 2 b L AVHERE
FREOFRBIZ DUV T immunoblot EB LY
real-time PCR {&IZ CTHER L 7=,

(5) 7A&R b= RAZIT DOV TIEX, TUNEL
QB2 TT R b — v A0 HBL oA 1
ZREt L=, £7-. Bel-2 family EHED
FEHEALIZ- DOV T immunoblot 5. real—time
PCR{EIZ THEFR L 7=,

(6) RIEZAITHOWTIE, RIEHFIZTE D
A 2 AR R LSRR L T,
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2011 FE2IL, PPARa fEBVECH D707 ¢ 7
7 — h ORAE BEMENE IOV TR
L 7= (Takahashi K et al. Toxicol Appl
Pharmacol, 252:237-49, 2011),
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ZOX ORI, thoFEEO T 4 7T — b
THRO BN Z &, F72 PPARa B TXK
HY U XA TEIRPBOLNRN-TZT L
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WTHGE L 72 (Hashimoto K et al. PPAR Res,
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PLEDFERNG, AV X0 AHETEMER £
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PPAR @ DFEBUE T 2B & SRERIKN D PPAR o
BIEMHALSED Z AR L,
MWEDOEWALETIL, PPARa 1EM(LIZ TkBa @
BB T S NF-« B RIS 2804 5 Al e
PEDRRENTWADN, L Thyl BERIZEBWNT
% PPAR o DIEMALDN NF- « B R 8% 2 47k LS4
ERIRINIE 2 880 2 AlBEE N & 2 Bz,
Z OFEFIX PPARa DIEMAL &2 L7 R ERIR
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(DHashimoto K, Kamijo Y et al. PPAR «
activation protects against anti-Thyl
nephritis by suppressing glomerular NF-—
k B signaling. PPAR Res.1-11, 2012, & i
HY,

doi: 10.1155/2012/9760809.

@Kamijo Y et al. Pharmacological and
toxicological advances in PPAR-Related
medicines. PPAR Res. 1-2, 2012, #&FHid V.,
doi: 10.1155/2012/940964.

(® Takahashi K, Kamijo Y et al.
Pretreatment by low—dose fibrates
protects against acute free fatty
acid—induced renal tubule toxicity by
counteracting PPAR o deterioration.
Toxicol Appl Pharmacol. 252:237-49, 2011,
HitdH D,

doi: 10.1016/j. taap. 2011. 02. 012.
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(DHashimoto K, Kamijo Y et al. PPAR «
activation improves glomerular injury
caused by anti-Thyl nephritis through
suppression of NF- k B signaling. ASN
Kidney Week 2012.11.2, San Diego, CA.
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