Covalent Chromenopyrazole probes for Cannabinoid type 2 Receptor
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Introduction Synthesis
* The Cannabinoid type 2 receptor (CB,R) is a class A G protein — coupled receptors (GPCR) and plays a central to endogenous

cannabinoid system. CB,R is predominately expressed in the peripheral nervous and has been implicated in several chronic diseases.
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* Currently, there is a lack of selective, covalent probes for studying CB,R
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* Based on a chromenopyrazole scaffold the Vernall group has developed a high affinity, CB,R selective agonists such as 1 (Singh et al.) and the 9%

fluorescent, inverse agonist (2).
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 PROIJECT AIMS: By introducing an electrophilic group (covalent warhead) to compounds such as 1 and 2 we aim to develop fluorescent
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and non-fluorescent covalent ligands that are CB,R selective | °/° 78/ 79/ 75°C
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