Development of new 5-HT¢R ligand series illustrates the
search for selective transmembrane proteins ligands
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How does our drug candidate search work 5-HTg receptor - an emerging drug target for

Alzheimer's disease

5-HTgR discovered in the early 90's has proven to be an important target for neurodegenerational
disorders.! 5-HT¢R blockade induces acetylcholine release which might restore function in
deteriorated cholinergic system of Alzheimer's Disease (AD) patients.” The receptor is expressed
almost exclusively in brain which implicates low probability of peripheral side effects. 5-HTg
antagonists administration can signifficantly improve cognitive performance in AD patients.> Two
5-HTg antagonists (Lu AE58054, SB-742457) have completed phase Il clinical trials as an
augmentation therapy for Alzheimer's disease.
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Two independent series of selective 5-HT4R ligands consisting of 33 and 37 compounds respectively
have been developed.

greceptor ligand series development

Pilot compound of serie 1, AH-122 emerged from analysis of pharmacological profile of an
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