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Changes in GAT-3 and GABA-T mRNA expression of C6 glioma cells in response to a 2-week
treatment with sodium valproate and withdrawal
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I nstituteof PharmaceuticScience,FirstMilitaryM edical University, Guangzhou510515,China

Abstract: Objective Toexaminetheeffectsofsodiumval proate(V PA)treatmentandwithdrawal ontheexpressionof GA -
BAtransporter-3(GAT-3)andGABAtransaminase(GABA-T)mRNAiInC6gliomacells,andtoexploretheroleof GAT-3
andGABA-T in the rebound mechanismofVPAwithdrawal. Methods C6gliomacellsweremaintained for 2 weeks in
DMEM medium containingV PA (50mg/L) to establish the cellmodelof chronic exposure toVPA. Semi-quantitative
RT-PCRwasusedtoexaminethechangesof GAT-3andGA BA-TmRNA expressi oninresponsetoV PAtreatmentandwith-
drawal. Results ChronicexposuretoV PAdown-regulatedGAT-3mRNAexpressiont039.1% 0.5%from46% 1.3%inthe
controlgroup; AfterVPAwithdrawal ,GAT-3mRNA expressionlevel keptdecreasi ng,reachingtheminimum (11.7% 1.6%)
24hafterthewithdrawal andwithanincreasetothelevel 0f33.5% 1.1% after another 24hr.  GABA-TmRNAexpression
wasup-regulatedto71.31% 8.39%from34.77% 2.36%o0fthecontrollevel afterVPAtreatment,thewithdrawal of whichre-
sultedindecreasedGABA-TmRNAexpression. Till12hafterthewithdrawal, theGABA-TmRNAexpressionlevelde-
creasedtotheminimum, 25.36% 7.68%. Conclusions ChronictreatmentwithV PAcandown-regulateGAT-3mRNAex-
pressionandup-regulateGABA-TmRNA expressi oninC6gliomacel | s,andthi sundul ationmayinvol veV PAwithdrawal re-
bound.
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Fig.1 Effects of chronic VPA treatment and withdrawal on GAT-3 mRNA expression in C6 glioma cells
Lanel:Negativecontrol;Lane2:V PA-freeC6glioma(Control);Lane3: ChronictreatmentwithV PA (VPA);Laned:V PAwithdrawal 30min
(W-30min);Lane5:VPAwithdrawal 6h(W-6h);Lane6:V PAwithdrawal 12h(W-12h);Lane7:V PAwithdrawal 24h(W-24h);Lane8:V PA
withdrawal 48h(W-48h)
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Fig.2 Effects of chronic VPA treatment and withdrawal on GABA-T mRNA expression in C6 glioma cells
Lanel:Negativecontrol;Lane2:V PA-freeCéglioma(Control);L ane3: ChronictreatmentwithV PA (V PA);Lane4:V PAwithdrawal
30min(W-30min);Lane5:VPAwithdrawal 6h(W-6h);Lane6:V PAwithdrawal 12h(W-12h);Lane7:V PAwithdrawal 24h(W-24
h);Lane8:VPAwithdrawal 48h(W-48)
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