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Abstract 

5-MeO-DMT is a naturally occurring psychedelic under clinical invesƟgaƟon for the treatment of mood disorders 
and substance use disorders. We have synthesized a systemaƟc library of ring-subsƟtuted analogues of 5-MeO-
DMT featuring various N,N-dialkyl subsƟtuƟon paƩerns. Like 5-MeO-DMT, all analogues demonstrated potent, 
efficacious acƟvaƟon of 5-HT2A and 5-HT2C receptors. 5-MeO-DMT analogues with an addiƟonal subsƟtuent at 
the 4-posiƟon retained potent agonist acƟvity at 5-HT1A, while subsƟtuƟons at the 6- and 7-posiƟons reduced 
or abolished 5-HT1A acƟvity. RepresentaƟve N-methyl-N-ethyl examples featuring a common ring-subsƟtuent at 
the 4-, 6-, and 7-posiƟons were evaluated in the head-twitch response assay in mice, and showed dose-
dependent 5-MeO-DMT-like profiles. AddiƟonally, these analogues dose-dependently reduced immobility Ɵme 
in mice in an acute stress-modified tail suspension test, suggesƟng potenƟal anxiolyƟc profile. Full details of the 
synthesis, receptor profiling, and behavioral evaluaƟon of this systemaƟc library of 5-MeO-DMT analogues will 
be presented. 
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