‘ UNARLa 213505

L4 ] 1
nsAniifidnglscasdiiefiazAnynalnlumesiudnresandu-@-Tnsiamun
Tuda)gide vie Ay Faullueyiuflmizesnallsenidunmesiunn - InsdAnwinaresns

Fandnasiamiududumie iaduarfietienduanioll fegnintleninWuaseanuufomad
Mnuaeiugiloja  deniasderfituenasldmatiansiansuafidnglniacidos
falwii 2 4

nelianiigfieeiaden  una 1300 lulastuanf  hifigriuAeuuag
arwannslumniiihseddny aeiugitule  lussiinnsingaiamauna 0.0.1-.
300luTastuans saufunde@ulumng 10 ulastuand asirldinanszualuadudnguaadld
nuhuBinadulmseeandidurengmumiltd  eidauiduduiaginifiams

mavduadmilTaInIRaLduagegai 2.26 + 0.311ulasinanf Weliansfigiudungan

]
[

W wudaansdfiglurin 100-300 vl.NTﬂTIN@’IfﬂWN’\?ﬂETU&GE]VIé‘HﬂQﬂQ[?l’)Luﬂﬁﬁﬁi’ﬂﬁ’lﬂl
Bududie afiaduenfieienduen 2 Windwidiuwesdundufndandaiians APS 39
Lﬂuma‘ﬁ"mqw‘ﬁf‘lu@qLn.aie{l’u"?‘;ﬁﬁLW'\:ﬁuéi']umiqmﬁnmmn@mmwﬁuﬁﬁuvﬁuvﬁuﬁm CSEH
Lﬁu@’mmm?ﬁ@umwwu,amm?mumuﬂwmﬂ@mLummn"lﬂmaﬁmm'\Iﬂﬂ‘lﬂtﬂﬁﬂuuﬂm

FTALNITABUAURIGIGA mnmr’?‘iwudflqw%ﬁui‘?wmmﬁﬂg‘lummm100 Tulastuanfsiang
snluaua 3 hlastuanflufinandeunlasdlaiimawfeuulas holding potential 7
azduann -150 audl +50 Redliidadleinaudsulasnududusaandedy uansdn
| nwﬁ’mqw‘éﬁqndw‘lﬂ%uﬁ’n.voltage vieranudidurseandedu wanandudimudiansiig
Tumin 100-300 LilasTuanfaunsadusaqrinssfuresadefiudesaiungniam Fndu |
AefrosiullERd na"lnmﬁ'm‘fwﬂmmﬁﬁg‘mﬁmiﬂmmm@ﬁdquuﬁqﬁtﬂuuaauLﬁm

amnseangyatiugasesiofududniierlinduaiiia tandueniod



Abstract 2 1 38 0 5

The main goal of this study was to gain insight into the mechanisms underlying the
anticonvuisant activity of N-(2-Propylpentanoyl)Urea (VPU), a new synthetic vélproate derivative, on
NR1A/NR2B NMDA receptors subtype using the two-electrode voltage-clamp technique in Xenopus
laevis oocytes injected with cRNAs.

Application of VPU (1-300 LIM) produced no changes on the membrane conductance
of Xenopus oocytes. However, co-application of glutamate (0.01 - 300 HM) and 10UM glycine
induced inward currents with a dose-response curve giving the EC,, of glutamate at 2.2610.31 HM.
Whereas 1 mM of VPA produced very marginal effect, VPU (100- 300 LIM) exerted a reversible and
competitive inhibition of glutamate response on NR1A/NR2B NMDA receptor characterized by shifting
the glutamate concentration curve to the right with no alteration of maximal response. Similar response
was elicited by AP5, a selective, competitive NMDA binding site antagonist at the concentration of 10
HM. Thus the inhibitory of VPU seems to be comparatively weaker than AP5. Furthermore, based on
the results that the inhibitory effects of 100 LM VPU on inward currents induced by 3 HM glutamate did
not alter either when the holding potential was stepwise increased from -150 to + 50mV or when
different concentration of glycine, a.c'o-agonist of glutamate, was co-applied, it is apparent that
antagonistic effect of VPU ori glutamate-induced inward current was neither voltage nor glycine
dependent. In addition, it was found that VPU (100-300 M) significantly decrease stimulatory effept of
spermine on glutamaté response. Taken into consideration that polyamines has been reported to be
increased on the face of seizure or ischemia, it is suggestive that inhibitory effect of VPU on
NR1A/NR2B NMDA receptors, though rather weak, may, in concert with its effect on GABA, receptor
and perhaps with some otﬁer mechanism that remain to be identified, contribute to its anticonvuisant

effect in vivo.





