IMS-P24 Identification of 5-HT6 Antagonists without a Basic Amine Moiety

Peter R. GUZZO!, Douglas B. KITCHEN!, Animesh GHOSH?2, OMatthew L. ISHERWOOD?,

Jagjit KAURZ, Yuri KHMELNITSKY!, Jia Man KOO?, Chong Yew LEEZ, Michele LUCHE!,
Venkateswara Reddy NARREDDULA?, Andrew MHYRE!, Nicholas MOORE!, Shailaja PANDUGA?Z,
Kristen RYAN!, He (River) ZHAO!, Srividya SWAMINATHAN?Z, Valentina TANZ,

Jonathan WIERSCHKE!, Kai XIANG?, Qiang ZHU?, Alan J. HENDERSON!

TAMRI, Albany, 2AMRI Singapore Research Centre

Antagonism of the 5-HT6 receptor is a promising mechanism for improving cognitive function and has also been
shown to affect food intake and body weight regulation in rodent models of obesity. Rational design utilizing 5-
HT6 ligand-receptor pharmacaphore models led to the discovery of a novel class of benzofuro[3,2-c]pyridine
derivatives as potent 5-HT6 receptor antagonists. An overview of the SAR of the series will be provided.
Typically the 5-HT6 pharmacophore has been associated with a basic amine. Surprisingly several analogues
replacing the basic amine with an acetamide or an alcohol moiety retained low nM potency and exquisite
selectivity against other off-targets, challenging the requirement of the basic amine for potent binding at the 5-

HT6 receptor.



