


α

undefined
representative M1- DREADD PD mouse following administration of CNO ( 0.3 mg kg- 1, i. p.) after 15 min of recording basal cortical activity. h, Normalized EEG power in M1- DREADD or M1- DREADD PD mice treated with vehicle ( 5% glucose) or CNO ( 0.3 mg kg- 1). Data are presented as mean ± s. e. m. of 4– 8 individual mice and were analyzed using a repeated measures ANOVA, F( 3, 3,119) = 5.53, P = 0.029. [ EMS197032- f006. tif] Fig. 6 Pilocarpine shows G protein bias, whereas GSK1034702 is not biased. a– c, Inositol phosphate ( IP1) accumulation ( a), ERK1/ 2 phosphorylation ( pERK) ( b) or M1 mAChR phosphorylation at serine 228 ( pSer228) ( c) stimulated by acetylcholine ( ACh), pilocarpine or GSK1034702 in CHO cells stably expressing the mouse WT M1 mAChR. Dashed lines show data generated as part of a previous dataset for comparison10. d, Preferential signaling bias (( ..log10( t/ KA)) stimulated by ACh, pilocarpine and GSK1034702 towards IP1, pERK or pSer228 pathways at the WT M1 receptor. Data are presented as mean ± s. e. m. and used ACh as the reference ligand. e, f, Stimulation of inositol phosphate accumulation in the frontal cortex of male Sprague– Dawley rats followed by administration of increasing concentrations of GSK1034702 ( e) or pilocarpine ( f). SKF38393 is a D1 dopamine receptor agonist. Data are presented as mean ± s. e. m. of 3– 4 rats and were analyzed using a two- way ANOVA with Dunnett’s multiple comparison. * P < 0.05, ** P < 0.01 versus vehicle; # P < 0.05, ## P < 0.01 versus LiCl.






