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This application claims a series of quinolines for treating or preventing a condition or disorder related to memory deficits such
as Parkinson’s disease, Alzheimer’s disease, mild cognitive impairment, depression, and anxiety. The invention claims also

radiolabeled quinolines useful as diagnostic tools as S-HT¢ receptor PET ligands.
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Example 1 Example 2 GSK-215083

Compounds were evaluated in 5-HT, 5S-HT,4, and 5-HT, receptor binding assays and against a panel of 78 receptors/drug targets.

Compounds binding affinities

Example 1 GSK-215083
Human 5-HTg K; (nM) 0.22 0.34
Human 5-HTa K; (nM) 123 (559x) 0.39 (1.16x)
Human 5-HTy; K; (nM) 144 (654x)
Rat PK (0.05 mg/kg, iv) for Example 1
Minutes after dose Plasma conc. Free brain | Free B/P ratio
(ng/mL) conc. (ng/g)
3 104.5 21.5 0.21
5 83.5 231 0.28
Brain Distribution for Tritium Labeled Example 2
Minutes after dose Stratium/ Cer. | Hippocampus/ | Cortex/Cer.
Cer.
5 0.81 1.06 0.9
40 1.31 1.07 1.20
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