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FDA for the treatment of major depressive disorder.3  Agonist activity at the serotonin-2A 
(5HT2A) receptor is believed to be the primary mechanism of the antidepressant effects seen in 
animal models and in human clinical studies of psilocybin. 

 
There is an emerging body of peer-reviewed data that were not considered by the DEA in 

this rulemaking reflecting that 4-OH-DiPT has a remarkably different receptor profile directed at 
neural plasticity.  This distinct receptor profile stands in stark contrast to the other four 
compounds that are the subject of this rulemaking and similar hallucinogenic street drugs of 
abuse.  It is because of this novel receptor profile that FT-104 holds such therapeutic potential.  
Indeed, several lines of evidence suggest that such serotonergic compounds have clinical 
potential for inducing therapeutically-beneficial behavior changes in a variety of psychiatric 
conditions. 

 
A peer-reviewed study published in 2016 (Rickli et al., European 

Neuropsychopharmacology (2016) 26:1327-37)4 includes new data on 4-OH-DiPT showing that 
“it is a 5-HT2A receptor partial agonist[], a SERT inhibitor[], and a weak NET inhibitor[], 
exhibiting a similar profile to psilocin,” the pharmacologically active molecule into which 
psilocybin is converted in the liver.  (See footnote 3, above.)  The results in that study “indicate 
that activity at the SERT may contribute to the pharmacology” of 4-OH-DiPT, because its 
“SERT inhibition potency is in the range of the binding potency at the 5-HT2A receptor.”  (Ibid.).  
Moreover, unlike each of the other compounds that are the subject of this rulemaking, the effects 

 
3 Although somewhat beyond the scope of this rulemaking, it nonetheless is noteworthy in this 
context (given the structural relationship between 4-OH-DiPT and psilocin) that several studies with 
psilocybin have shown promising and long lasting results, e.g., in a study in cancer patients with anxiety 
and/or mood symptoms (Griffiths et al., J. Psychopharmacol. (2016), 30(12):1181-1197), (Ross et al., 
J. Psychopharmacol. (2016), 30(12) 1165-1180), and a study in patients with treatment resistant 
depression (Carhart-Harris, Lancet Psychiatry (2016), 3(7):619-627), (Carhart-Harris, N Engl J Med 
(2021), 384(15):1402-1411).  Promising results also were obtained in a study in patients with an 
obsessive-compulsive disorder (Moreno et al,, J. Clin Psychiatry (2006), 67(11):1735-1740), and alcohol 
(Bogenschutz et al., J. Psychopharmacol. (2015), 29(3):289-299), and tobacco dependency (Johnson et 
al., J. Psychopharmacol. (2014), 28(11):983-992).  Additionally, controlled trials that included subjects 
with mood disorders have demonstrated acute and long-term (6 months) improvement in mood and 
anxiety symptoms in patients with advanced-stage cancer.  (Ross et al., J Psychopharmacol. (2016), 
30(12):1165-1180), (Grob et al., Arch Gen Psychiatry (2011), 68(1):71-78), (Griffiths et al., J 
Psychopharmacol. (2016), 30(12):1181-1197).  The most recent study, which was published last year  
(April 15, 2021 edition) in the New England Journal Of Medicine, found that psilocybin was equivalent 
to 14 days therapy with escitalopram in treating patients suffering from moderate-to-severe major 
depressive disorder.  (Carhart-Harris et al., N Engl J Med (2021), 384:1402-1411).  None of these studies 
cited in this footnote 3 or the data they present were in the administrative record considered by the DEA 
or addressed in the DEA’s Notice of Proposed Rulemaking. 
4 This study and the data it presents were not in the administrative record considered by the DEA 
or addressed in the DEA’s Notice of Proposed Rulemaking. 
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