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EXPREABION OF GAD I8OFORME AND NEUIROAG TIVE AMING AGID LEVELS I MOUSE BRAN
AREAS EFFEGTS OF PENTYLENETE THRAZOLE AND MINOGTCLINE
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Pro-mftammatory and antinfiammatory moloculos are synthosizod in glial cells during epleptic activity in those
hialiy areas, wheite nelzuras Iniliata and npmntl. Mhmr.y!;liuu (MIH), a nomi ',-/mh(;ti/,' seeond-generstion telrs.
aycline anatogue, i addition o tts own antibactarinl proportios, szarts nouraprotsctive effects in anous erpern.
mental modals. The netraprotactive ol of MIN bas not been investigated in animal models of epilepsy. In fhis
sludy, we Ihvestigatad whethar MIN is netraprotective against pentylenotetrazols (PT/7)-induced seizure in mics
and measarad e laveals of some notroactive amino acids by HPLC and the szpression of GADES and GADLT
toforme by Wentorn bloting. MIN was nblo to antagonize 111 2-induced seizure with an ED50 of 2.3 (1. 25477
ma/ke Administeation of PTZ lod to an Incronse of GABA and glutamate in the corter and a reduction in the
hippacampus. Instoad, the administiation of MIN alone increased GABA and glutamate in both zreas. Both GAD
soforms wore Incroasod by MIN and unmodifiod by PTZ in most brain areas studied, In conclusion, MIN shows
good anticonvulsant properties in this animal model and the increase in GADGS might underlie this effect.

IN-VITRO EVALUATION OF NEW BENZOMORPHAN-BASED LIGANDS
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Unrelieved cancer pain significantly decreases the quality of life of palients. Cancer pain is a complex symptorn
associated with a range of diseases and is particularly difficult to treat effectively. In an first screening on benzo-
morphan-based compounds, LP1 was found to have affinity for y and & receptor in nanomolar range (Kiy = 0.83
nM and Kis = 29,1 nM, respectively). Moreover, in tail flick test LP1 showed an analgesic effect comparable to
morphine. In chronic subcutaneous administration, LP1 maintained its analgesic profile until the eighth day while
chronic morphine administration determinated a significative loss of analgesic effect already at the third day of
treatment. These results indicate that LP1 could be a new long-acting opioid compound with lower tolerance
development. To evaluate its functional activity profile, LP1 was tested in the mouse vas deferens (MVD) isolated

tissue assays and in [¥S]GTPyS binding assay.
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