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receptors . T h e accumula t ion of C T H also suspended the M G 132 insensit ive (proteasome inhibitor), but P M S F (ser ine- type endopept idase 
inhibitor) sensitive proteolytic degradat ion of the p54 /RpnlO, Dsk2 and Rad23 during the early larval stages. 

Interest ingly. C T H car ry ing three active U I M sequences ext ra-proteasomal ly traps the Dsk2 protein, h inder ing its interaction with 
the 26S pro teasome. Our in vitro and in vivo s tudies revealed that in Drosophila UIM motifs of p54 can selectively bound the N-terminal 
U B L (ubiqui t in like) doma in of Dsk2 . We suppose that contrary to the yeast model in which R p n l and Rpn2 scaffold subunits of the RC 
ancho r D s k 2 . R a d 2 3 and D d i l , in Drosophila the m a j o r polyubiqui t in receptor Dsk2 (Lipinszki et. al. manuscr ip t in preparat ion) docs 
to the C- te rmina l ly localized U I M s of the p54. Nevertheless, is has been demonstrated that p54 is a shutt l ing subunit of the pro teasome 
(Kiss et. al.. Szabó et. al.). It is conceivable that under regulation (e.g. ubiquitilation) p54 dissociates f rom the pro teasome. and fo rms a 
he te romer with the Dsk2/substra te d imer . which is fo l lowed by the reassociat ion of the whole complex to the pro teasome for degradat ion 
of the substrate protein. 
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Transient global ischemia elicits selective, delayed neuronal death. If the ischemia is short, neuronal d a m a g e occurs only in vulnerable areas 
(Pulsinelli et al. 1985). The pyramidal neurons in the h ippocampal C A 1 region are very vulnerable. Global ischemia impairs memory and 
learning func t ions . It is widely accepted that activation of the excitatory amino acid receptors plays an important role in neuronal death in 
s troke (Choi 1988). It has recent ly been reported that g lu tamate- induced excitotoxicity and a cellular ca lc ium overload are among the key 
factors of cell death in brain ischemia, especial ly in the gray matter. By definition, excitotoxicity is a result of overexcitat ion of the glutamate 
receptors . In turn, neuroprotect ive strategies have utilized antagonis ts of the glutamate receptors to prevent exci totoxic neuronal loss. 

T h e neuroprotect ive ef fec t of L-kynuren ine sulfate ( K Y N ) was studied. K Y N pretreatment decreased the number of injured pyramidal 
cells in the C A 1 region of the h ippocampus in the four-vessel occlusion (4VO)-induced ischemic adult rat brain. K Y N post-treatment proved 
to be much less effect ive. In parallel with the histology, a protect ive ef fec t of KYN on the funct ioning of the C A I region was observed: 
long- term potentiat ion (LTP) was abol ished in the 4 V O animals , but its level and duration were restored by pretreatment with K Y N . It is 
conc luded that the adminis t ra t ion of K Y N elevates the K Y N A concentra t ion in the brain to neuroprotect ive levels (Sas et al. 2008). 

T h e excess Glu which causes neuronal death via excitotoxicity, is normally controlled by members of a family of Na*-dependent Glu 
transporters . By pumping Glu , they guarantee the presence of G lu in brain fluids at levels at which its exerts neither exci totoxic nor unso-
licited exci ta tory e f fec ts . Glu t ransporters located on the brain vasculature may also play an important role in control l ing extracellular Glu 
levels via a bra in- to-blood Glu e f f lux . The scavenging of b lood Glu increases the driving force for the brain-to-blood Glu eff lux and causes 
a decrease of the excess Glu present in the brain. (Teichberg et al. 2 0 0 8 ) 

In the second series of exper iments w e evaluated the e f fec ts of the blood glutamate scavenger oxaloaceta te on the impaired LTP ob-
served in the rat 2-vessel occ lus ion ischemia model . Transient incomple te forebrain ischaemia was produced 3 days before LTP induction. 
Al though the short transient brain ischaemia did not induce histologically identifiable injuries, it resulted in an impaired LTP function in 
the h ippocampal CA1 region without damaging the basal synaptic t ransmission between the Schaffer collaterals and the pyramidal neurons. 
Th is impai rment could be fended off in a dose-dependent manne r by the i.v. administration of oxaloacetate immedia te ly af ter the transient 
hypoper fus ion . These resul ts suggest that oxaioaceta te-media ted blood and brain glutamate scavenging contr ibutes to the restoration of the 
LTP a f t e r its impai rment by brain ischaemia. (Marosi et al. 2009) 

Our results suggest that both agents have potential clinical use fu lness for the prevention of neuronal loss in s troke condit ions. 
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