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Herein we describe a series of tetrahydrobenzotriazoles as novel, potent metabotropic glutamate receptor 

subtype 5 (mGlu5) positive allosteric modulators (PAMs).  Exploration of the SAR surrounding the 

tetrahydrobenzotriazole core ultimately led to the identification of a potent mGlu5 PAM with a low maximal 

glutamate potency fold shift, acceptable in vitro DMPK parameters and in vivo PK profile and efficacy in the rat 

novel object recognition (NOR) assay.  As a result it was identified as a suitable compound for progression to in 

vivo safety evaluation. 


