NPAAGA A 18 A 5 4% 199

O 9= g HFRE O

New Insights into Cyclosporine-Induced
Nephrotoxicity : Fas-Mediated Apoptotic Cell
Death by Cyclosporine
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AA7E 233t A48 Oregon Health Sciences
University®] Dr. Bennett®] @74 HZ @
dzrel d48& qoksld CsAdl 93 AEAMo| re-
nin-angiotensin system(¢]3 RAS)9] #43}e] 7]
218} (Pichler et al., ] Am Soc Nephrol 6: 1186,
1995) &A43l¥l RASE transforming growth fac-
tor- 81(Shihab et al, Kidney Int 49:1141, 1996)
o 4L F7HAI 8443tY RASE angiotensin
converting enzyme inhibitort} receptor® tgha}
W o]E FHAZA #+ AUvhe Ao|tBurdmann et
al, Am ] Physiol 269:F491-F499, 1995). &t
£ CsAE VI 5o HAAA TUNEL 94
A3} apoptotsis—positive M X7} ZFr48w  o]&
CsAdl 23 A=Al apoptotic cell death’} T
e AAE Ba3l% ™ Thomas et al, Kidney
Int 53:897m 1998).

dmtxog CsAol 21 apoptotic cell deathi=
CsA7l A X B dd 2244 3
o2 M low-grades] HEA A&4o] A&Ho| f
2 ez HAFstn 9lom olg AL angio-
tensinll £& nitric oxide® <A5d  apoptotic
cell death7} 71831 o]9} Wi E angiotensin I
& AA&AY nitric oxideE R 33l apoptotic
cell death’7t Z43te Aoz ZYHAKThomas
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et al., Kidney Int 53:897, 1998).

gt Azt A4 297 Be Poke CsAd o
%t apoptotic cell death®] pathway & AR E35H3
TN 3= Yot WA Fas-Fas-ligand
od A BAE FFsaA AHEY ol AYIA
¢l HoA BLHA Fas-Fas-ligand] A3 zHgo
2} § apoptotic cell death”} CsAd] 2% EA A
Az dold F SlE JHE dotr7] fEelsl
=

Fas system® &A43lc d9sa 22 £3] o]y
A ARUEA BAE Ao AFHA YoKito
et al, Transplantation 60:794, 1995) wlH a7
82 dE 9 YA NEPME 2 wHo] F)
He o2 BHuHi ol(Nogae et al, ] Am
Soc Nephrol 9:620, 1998) CsAol £% apoptotic
cell death®] Fas systemo] #ojdl= 715 Zoln
7] 93t & A7 E A3k
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Dr. Bennette] 533 moused chronic CsA
nephrotoxicity model€ ©]€#%tHAndoh et al,
Nephrology 3:471, 1997). Low-salt diet(0.01%)&
™2l moused CsAE 25mg/kgE 15 ¢ 45 93
FAE oS AlAe do] RNA, DNA, protein 2
ZAE 4N AFE AR d& AL o)&3
o AA71%%3 CsA9 A¥F=E ZFAIAUT Fas
system®] @A3}E FYIH7] 918 Fas, Fas-li-
gand, Interleukin-1/8 converting enzyme(©}3}t ICE),
CPP32¢] mRNA®°} ™3 competitive RT-PCR, Wes
tern blot, immunohistochemistry& Al#slRon A
ZZA oA caspase activity& ZFAAc =AW
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apoptotic cell deatht TUNEL staining ¥ DNA
fragmentation analysisE A3ty 9o}

o3 Zn

ICsA45 FolFolX DNA ladderingo] #2=3l
o1 TUNEL-positive cell® tzol] vjsia] ]9
Qe Z718 BAG4E41 vs. 33, p<0.05). o]
3t TUNEL-positive cell®) &7l A17bE 239 A
f3tel 2AE AAPAE ZHHr=0.83, p<0.01).
Fas-ligand mRNAE CsA4F FAToA el
B3] 6.3 Fslelen] Fas proteing thETol
v)sle] 158 F7bEgoh E¥ ICE 92 CPP329
mRNAE thzFdl vsd oJele F7HE BEJx
(0.21 vs. 0.03attmol/ #g total RNA, p<0.05; 0.18
vs. 0.03attomol/#g total RNA, p<0.00) 1 &4

T oA F/1s #EE 5 JUJHICE: 16.6
vs. 7.9pmol/ ug/hr, p<0.05; CPP32:56 vs. 2.7p
mol/ z#g/hr, p<0.05). WAtz Hrgez
Fas, Fas-ligand, ICE, CPP32 protein°o] 413 &1}
FA8] HAARE AT AAnBHE sy
o 9ol FUHEE #UsAoh
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Fas systemo©] CsA°l €% apoptotic cell death
o] #WoEui(Yang et al, Transplantation 1999,
in press) CsAdl 918 Fas9} Fas-ligand9] 453}
go| ooz HMEAUW caspased] FH3}E U
A(Yang et al, Kidney Int 1999, in press) &=
Aoz XX apoptotic cell death& ¥osle A
o2 ogdch
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