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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
rOAT] (SarOATL) 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 estronme sulfate and rOATI-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 rOAT1-mediated
organic anion transport ranged from 87.37 to 336934M and from 0.67 to 1.60mM, respectively.
S;rOAT3 showed a higher susceptibility to CER cytotoxicity than did mock cells, which was
recovered by probenecid. These results suggest that rOAT! 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 c¢ephaloridine-induced
nephrotoxicity.
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Identification of small GTPases involved in high glucose-induced expression of transforming growth factor-betal
and fibronectin
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HMG CoA reductase #4 A#iA lovastatin & 839 YHIHEE 2 XER 2UAM PN RESE
transforming growth factor (TGF)-betal % fibronectin & mRNA % wHR A& A&, ol2l§ ANE mevalonate of 9]
o] 3E@ch (J. Am. Soc. Nephrol. 11:86-87, 2000). T2} 22 3 EEZo] o189 5% transforming growth factor
(TGF)-p1" R fibronectin ol = famesylpyrophosphate (FPP) ¥ geranylgeranylpyrophosphate (GGPP)S 2] isoprenoid a-?]
small GTPase ¥2| post-translational modification ¥ ¥4 ol Rojdte] MFAL HEAAE 58 ¢ »HsAdel ok ']
#He HedE #Ast7] s FPP ¢ GGPP & ©% F& §A lovastatin o AMElH YL E] Foay
Lovastatin o} 2] & TGF-1 'L fibronectin § 8 A& GGPP 98| @5 X & rFrr ot Wo Helo) 23l HES Yo,
FPP 2} ©E-AM2 = lovastatin o] 9@ TGF-pl % fibronectin '8 AAE HB3jx] ZE4c) ol 7 TE G 9
TGF-B1 ¥ fibronectin B8 F7toll = GGPP 7t 87 HE& & 4 Uvh %9 Rho family GTPase Bold nigAs 83
C3 exoenzyme & i EEF® otlet A4 ¥Ee XEDolAle] TGF-BI R fibronectin YHUE 4 # AAlsiac) }
Exgo] o9 fibronectin B F7hol BoISHE small GTPase & HUsH7] Aol W¥L HEE dominant negative
mutant ¢! ras N17, tho AN19 28 3 racl N17 3 rat fibronectin promoter/luciferase reporter plasmid & co-transfection *}ﬁcl}.
Ras N17& 2 EEFo % fibronectin @ F7o) B8 F7 € 7 rhe A N19 % racl Ni78) A9l 2
EEgo] ¢ fibronectin'BW F7HE AAMSAT B ract N17ok 2@ WHFIE A Y FaA e
oleigh AE 2 EEFol @ TGF-B1 R fibronectin 'WH 7ol GGPP 7t #eistn ow %+ Ras BTHe Rho
family GTPase ®0| Cl% $a% AX43 A4 4L ¢ 4+ ot
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