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Cyclosporine 2} BiQIEF QIHo| WHZIMZOIML BISA AaZo| YMnlel BAMD BN
HaFel wyol Mz I Boto ojxle A

SIS R )G Wetaa, Pelgnys
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H Aol @t A cyclosporine(CsA)E F7)3F Faigtol mrel Agol M b} Meste Al7Ae AH3
o st Ach olst Ze A ML HES) WY FAolu B Alole]l Z8o] Ao)H dojubig,
CsA & Foistd 71del gyolut Bajol Wss SddoEs o] Rufn ok #8444 F(reactive oxygen
species; ROS)E MES] 7149 Fo| g v, CsA o] jFHXolA ROS & FMANZY 4 Qb= B3
7b dont opzl e faatx grh. weby dRER CsA o] ROS o WA Ago) A FoUstn CsA of o
EAE ROS 7t A EAM HES s 2Hof oW Y VAL A ZAlSnA £ ATE Aok
Y4 o] 7oiAlol o) A Wtd Ate) FRPHEN CsA & A GE FEZ(0,2,4, 8y gml) FAFIL,
EOE 4qugm o FTEZ CA & FIE MEFo] G482 N-acetyleysteine(NAC)E o] $a) 8t} Flow
cytometry 2 ROS 9| 24& §95}9 3, Collagen 111, MMP2, TIMP2, MT1-MMP ] m-RNA 2] %8-& RT-PCR 2 H]
R o, zymogram 22 MMP2 o) BHEE ST A : 4YP HESAAH AEgoE Wit e
Y flow cytometry o4 CsA ¥ A ROS R4 & HAsA} CA FEZ7bo) ope} AX F40] Fasdcs
NAC 9 ¥ol2 HE F2o gart 885t MMP2, TIMP2, MTI-MMP, Collagen 11l o] th@ RT-PCR 4ol M &
FHFEY NAC Fdo e w7} gl o, zymogram 4ol MMP2 o A EE CsA FE7F 271go} uhal
#ASAD ol A NAC of 98 ABHE g AL & AYCH HE : ol 4o Azlo] o8] CsA FAZ
ROS 7} #43io], ojuf 24% ROS 7} HES F4¢ ZAA7E ddog H88H8 Hoz W, gety
CsA 7] Fojo] W& AbFAl A5l & 71802 ROS7} BAZ 21§ ez Azdch
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MYCOPHENOLATE MOFETIL PROTECTS AGAINST RENAL
ISCHEMIA/REPERFUSION INJURY BY INHIBITING
OSTEOPONTIN AND ICAM-1 EXPRESSION

SH Lee, BS Kim, CW Yang, KB Choi’, Y-S Kim, YS Chang, L Chan, BK Bang,
Department of internal medicine, The Catholic University, Ewha University of Korea’, Seoul, Korea

Mycophenolate mofetil (MMF), the morpholincethyl ester of mycophenolic acid. inhibits de novo purine synthesis
which results in decreased mannosylation of adhesion molecule, some of which play important roles in:
ischemia/reperfusion (V/R) injury. It has been successfully used in the prevention of renal allograft rejection. Recently'
MMF has’ also been shown to attenuate I/R injury in an experimental model of rat heart allograft transplant. We
hypothesized that MMF might attenuate renal I/R injury by inhibiting osteopontin (OPN) expression. The present study
was therefore designed to examine the therapeutic implication of MMF in renal allograft transplantation. Methods: Both
in vitro and in vivo models were performed and Sprague- Dawiey rats were used. In in vitro study, kidneys vtere
canulated, harvested and flushed with cold UW solution. Inulin clearance (Ci) was examined one hour after cold
ischemia. Results: Rats pretreated with MMF (20 mg/kg, gavage) had significantly higher Cin (214%19 u1/min) than
those of rats without treatment (58+t7ul/min, n = 5, p<005). To further explore the possible mechanism of this
protective effect, in vivo study was done. Rat I/R injury was made by bilateral renal pedicle clamping for 45 mins.,
followed by 24 hrs. of reperfusion (n = 7). Western blot analyses of osteopontin {OPN) and intercellular adhesnon
molecule-1(ICAM-1) were then conducted in renal cortex using monoclonal and polyclonal antibodies respectively. ’I‘he
results showed that both OPN and ICAM-1 were dramatically up-regulated in the renal cortex (3.8 and 25 Umes
respectively compared to sham operated rats). When MF (20 mg/kg, gavage) was administrated 24hrs. prior to and 4
hrs. after renal I/R (n = 8), OPN expression was significantly attenuated by 35% and ICAM-1 expression was almost
completely abolished. Conclusion: 1) MMF provides protection against I/R renal injury; 2) MMF-induced inhibition of
OPN and ICAM-1 expression in the I/R injury kidney may be important in reducing the subsequent host inflammatory
responses after transplantation; 3) the data provide new insight into the mechanisms through which MMF improves
graft function and survival in renal transplantation .
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