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This study was performed to elucidate different properties of rat organic anion transporters,
rOATI1 and rOATS3, in cephalosporin antibiotics transport using the cultured cells originated from the
middle portion of mice renal proximal tubule, Renal cell monolayers were stably transfected with
rOAT1 (S;rOAT1) and rOAT3 (SarOAT3) and cloned. S;rOAT3 exhibited a specific cephaloridine
(CER) uptake. Cephalosporin antibiotics including CER, cephalothin (CET), cefazolin (CEZ) and
cefoperazone (CPZ) inhibited both rOAT3-mediated uptake of estrone sulfate and rOATI1-mediated
uptake of p-aminohippuric acid (PAH), whereas the rank order of inhibition in the two cases was
siginificantly different. The K; value of CER, CET, CEZ and CPZ for rOAT3- and rOATI1-mediated
organic anion transport ranged from 87.37 to 33693uxM and from 0.67 to 1.60mM, respectively.
SarOAT3 showed a higher susceptibility to CER cytotoxicity than did mock cells, which was
recovered by probenecid. These results suggest that rOAT1 and rOAT3 may have different
properties to transport cephalosporin antibiotics in renal proximal tubule, and this may be related to
the different substrate recognition and affinity for cephalosporin antibiotics. Moreover, these results
also suggest involvement of organic anion transporters, especially rOAT3, in cephaloridine-induced
nephrotoxicity.
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Identification of small GTPases involved in high glucose-induced expression of transforming growth factor-betal

and fibronectin

HMG CoA reductase B4 A#{AY lovastatin & AFe] YANHIE 1 TEF ZAA ujokA FEHE
transforming growth factor (TGF)-betal % fibronectin 2] mRNA 2 g4 2 A 3l0, o]21§ J A= mevalonate ol -?—]
dto] S EEth (. Am. Soc. Nephrol. 11:80-87, 2000). 122 1 ¥Ee] 9j5td S =% transforming growth factc}r
(TGF)-B1' R fibronectin @l = famesylpyrophosphate (FPP) ¥ geranylgeranylpyrophosphate (GGPP)S 9} isoprenoid %‘%]
small GTPase €2} post-translational modification ¥ @4 3}o] Toldle] HEANS ALY L 24 & 7}5Ao] ) 4§
dg 7hedE #A57] Hsle] FPP % GGPP & 95 T2 ¥4 lovastatin o] Ae)® FBRDHEo) —Ercﬁs}%li.
Lovastatin o ¢/ % TGF-p1 % fibronectin ¥ A= GGPP o ©5 =& FPP ot W Helo] ojste] 3 Bs o}
FPP 9] @53 £ lovastatin o] 23 TGF-B1 ¥ fibronectin 2@ AAE 3)Hslx RAQPh ol 1 TEgo] 9 g
TGF-p1 % fibronectin @ F7bl & GGPP 7+ 278 & 2 4 ok E@ Rho family GTPase Hold v @45 23
C3 exoenzyme & 3 EEFE ol A Fx9 XxTol49 TGF-Bl 2 fibronectin T H L F43] oA8H9c} 1
ExFol 2@ fibronectin 2@ F7to] BWAZE small GTPase & &A37] $15te] 3} AEE dominant negative
mutant ¢! ras N17,rtho AN19 221 racl N17 3} rat fibronectin promoter/luciferase reporter plasmid & co-transfection *]?i‘:}.
Ras N17 & 2 Exgol] o fibronectin B F7bol 942 F & whd rho A N19 L racl N17 ) Z $oll= Jv_
Exgol ¢ fibronectin'¥d F7HE AABAT 53| racl N179 2@ 2@ Z7te) A7 743 2aA 14'5]";1‘5‘}.
oleig @3t 1 EEFol )Y TGF-HI X fibronectin B 57kl GGPP 7t #elstn 2™ S5 Ras RohE Rho
family GTPase E°] B$ 8¢ AEAF dg 249¢ ¢ 4 A

-Sa232-




