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1. INTRODUCTION AND OBIJECTIVES
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' Figure 1. Memantine and the new polycyclic amine with putative NMDAR
antagonist activity.
2. CHEMISTRY SYNTHESIS 3. PHARMACOLOGY
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Scheme 1: Synthetic route for compounds MFV-1, MFV-3, MFV-4, RL-202 and RL-208

4. ELECTROPHYSIOLOGY 5. IN VITRO STUDIES AND IN VIVO EFFICANCY
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All compounds exhibit comparable and similar kinetics profile to the voltage M'Crof?mm Cytochrome inhibition® channel
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reference, while MFV-4 blocked more efficiently but with some voltage Rat Mice CYP1A2 CYP2C19 CYP3AA  CYP3A4
independence. Furthermore, RL-208 exhibited faster blocking kinetics than (BFC) (DBF)
memantine, making it the best candidate for additional in vitro studies.[2]
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Figure 2. Whole-cell patch clamp experiments. Summary of block at -60 and +60 mV, SAMPS8 Control (n = 14)
blocking kinetics. One-way ANOVA with Dunnet comparison test. Numbers in bars denote SAMPS RL-208 (n = 14)
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6. CONCLUSIONS

Five compounds have been prepared and evaluated as novel NMDAR inhibitors
showing comparable potencies and similar blocking to that of memantine.
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Oral administration of RL-208 to SAMP8 mice that presented cognitive
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impairment, reversed the cognition status to that of control mice (SAMR1). 01 0
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