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INTRODUCTION 
 
OCD is characterized by the presence of re-
current and intrusive ideas, images, or urges 
(obsessions) and/or repetitive, rigid mental 
acts (compulsions) often performed in re-
sponse to obsessions. This condition is asso-
ciated with high levels of social and occupa-
tional impairment and a 12-month prevalence 
of 1.2% in the United States, being catego-
rized as the 10th leading cause of disability 
among all health conditions [1-2]. Although 
SSRIs remain the first-line pharmacotherapy 
for OCD, up to 40-60% of patients do not 
have a satisfactory outcome, often with in-
complete response and failure to achieve re-
mission [3-4]. 

Thus, there is interest in alternative inter-
ventions and novel mechanisms that offer 
greater efficacy and better tolerability, partic-
ularly for cases that are treatment-resistant. 
With the recent resurgence of interest in clas-
sic psychedelics, psilocybin has resurfaced as 
a promising modality. Studies have been con-
ducted on several psychiatric conditions to 
support the use of psilocybin in mental 
health. Carhart-Harris et al. [5] reported that 

two doses of psilocybin (10 mg and 25 mg) 
led to a significant reduction in depressive 
symptoms lasting up to three months for in-
dividuals with treatment-resistant major de-
pression. Similar benefits have been ob-
served in individuals with depression and 
anxiety symptoms associated with life-threat-
ening illness, where administration of psilo-
cybin led to significant improvements in 
mood and existential distress. 

Psilocybin has also been associated with 
improved outcomes for individuals with sub-
stance use disorders. Johnson et al. [6] con-
ducted an open-label trial in individuals with 
tobacco dependence and found abstinence 
rates of 80% at 6-month follow-up, higher 
than results observed with typical therapies 
(<35%). Reductions in problematic alcohol 
use have been observed with psilocybin-as-
sisted therapy, where the effect was largely 
maintained at 3 months [7]. 

Such findings support the trans-diagnos-
tic utility of psilocybin in the treatment of 
several core features of psychiatric disorders, 
including rigid thought patterns and dysfunc-
tional self-referential processing.  These al-
terations are critically important in OCD, a 
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condition marked by impairment in memory, 
cognitive flexibility, and response inhibition 
[8] . Thus, this review summarizes current 
knowledge on the clinical application of psil-
ocybin-assisted therapy in OCD with a focus 
on proposed neurobiological mechanisms, 
psychological impact, safety, and future con-
siderations for research.  
 
Neurobiological Mechanisms of Psilocybin 
in OCD  
 
Psilocybin is a tryptamine alkaloid prodrug 
derived from Psilocybe mushrooms that are 
actively metabolized into psilocin following 
ingestion. It primarily acts as a 5-HT2A re-
ceptor partial agonist with high affinity for 
the 5-HT2A subtype. Activity at these recep-
tors potentiates a molecular cascade with a 
multitude of effects that appear to disrupt the 
dysfunctional neural circuitry associated with 
OCD.  

Task-based studies have consistently 
demonstrated a wide range of cognitive defi-
cits and cognitive inflexibility in individuals 
with OCD, including impairment in motor re-
sponse inhibition and attentional set-shifting 
[9-10] . Although there is no current data on 
psilocybin effects on cognitive testing in 
OCD populations, Doss et al. [11] demon-
strated improved set-shifting performance in 
individuals with depression following psilo-
cybin administration, indicating improve-
ment in perseverative errors.  

The Cortico-Striatal-Thalamo-Cortical 
(CSTC) circuitry is highly recognized for its 
central role in the pathophysiology of OCD. 
These circuits form a loop that connects the 
orbitofrontal cortex (OFC), anterior cingulate 
cortex (ACC), striatum, and thalamus. Hy-
peractivity in this circuitry is observed in in-
dividuals with OCD, which is theorized to 
lead to the strengthening of compulsive urges 
[12]. Disruption of such circuitry may offer a 
reduction in rigid and compulsive thought 

patterns, thereby promoting increased cogni-
tive flexibility in individuals with OCD. 

The Default Mode Network (DMN) is 
most active in a resting state during internally 
focused thought, such as self-referential pro-
cessing and rumination. Hyperconnectivity 
and disrupted activity with the DMN have 
been observed in individuals with OCD, 
which may facilitate the repetitive thought 
patterns observed in OCD. Reduced connec-
tivity in the DMN, particularly between the 
medial prefrontal cortex (mPFC) and poste-
rior cingulate cortex (PCC), has been ob-
served following psilocybin use in healthy 
controls which may reduce rigid, self-refer-
ential thought patterns and alter the pro-
cessing of external stimuli [13]. 
 
Clinical Study of Psilocybin and Psilocy-
bin-assisted therapy in OCD  
 
As with other psychiatric illnesses, clinical 
research into psilocybin for OCD is still in its 
infancy. Moreno et al. [14] was the first docu-
mented formal trial to study the use of psilo-
cybin in OCD. Nine study participants with 
treatment-resistant OCD received four psilo-
cybin doses ranging from 0.1-0.3 mg/kg in 
addition to non-directed therapy in a con-
trolled setting. An acute reduction in symp-
toms was observed in all participants, ranging 
from 23% to 100%, with one participant 
achieving complete symptom remission at six 
months. No serious adverse events occurred, 
with transient hypertension noted in one par-
ticipant.  

More recently, one case report describes 
an individual with severe, treatment-resistant 
OCD who experienced dramatic symptom re-
lief following ingestion of a single 0.25 
mg/kg dose of psilocybin as an early partici-
pant in a double-blinded, randomized pla-
cebo-controlled trial [15]. The participant’s Y-
BOCS score declined from 24 to 0-2 over 
several weeks and sustained a reduction for 
over one year.   
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With the increased interest in psychedelic 
studies, several ongoing studies are analyzing 
the effects of psilocybin on OCD. Ching et al. 
[16] published the study protocol for a random-
ized, double-blind, non-crossover design 
comparing a single dose of psilocybin (0.25 
mg/kg) to an active placebo (niacin 250 mg). 
Preliminary findings indicate at least a 35% 
reduction in symptoms at 48 hours post-treat-
ment for those who received psilocybin, with 
participants expressing interest in a higher 
fixed dose and a second dose to achieve 
greater benefits and expand upon their per-
ceived benefits, respectively. Thus, a ran-
domized, waitlist-controlled trial with two 
doses of psilocybin (25 up to 30 mg) paired 
with non-directive support to be followed 
twelve months post-dosing [17]  (Ching, et al., 
2024). More recently, the PsilOCD trial study 
protocol was published, which is an explora-
tory trial examining the impact on cognitive 
flexibility and neuroplasticity through 20 par-
ticipants’ completion of two blinded psilocy-
bin dosing sessions (1 mg then 10 mg) in con-
junction with cognitive tasks and EEG meas-
urements [18]. 

 
Safety and Tolerability:  
 
Psilocybin has displayed an excellent safety 
profile in all trials and case reports. Adverse 
effects are typically transient and include 
nausea, mild anxiety, headaches, and in-
creased blood pressure. Notably, these ad-
verse events have occurred with less fre-
quency than in SSRI trials. There was no ev-
idence to support hallucinogen persistent per-
ception disorder in screened participants with 
psilocybin when administered in a controlled 
setting. Importantly, careful screening was 
performed in all trials to exclude individuals 
with any personal or close family history of 
psychotic symptoms. Should psilocybin gain 
increased support for psychiatric use, clear 
guidelines and therapist training pathways 

will be paramount in ensuring safe practice 
going forward.  
 
Current limitations:  
 
Although preliminary data suggests the util-
ity of psilocybin in treating OCD, sample 
sizes are small, and the quality of evidence is 
low, as most studies have used an open-label 
or uncontrolled design. Long-term follow-up 
data is limited, and significant heterogeneity 
exists among treatment protocols, including 
dosing size, frequency, outcome measures, 
and follow-up timeframe. Additionally, psil-
ocybin remains classified as a Schedule I sub-
stance and thus requires strict regulatory 
oversight. 
 
Future considerations:  
 
Psychedelic research remains largely in its 
infancy stages, and higher-quality studies are 
needed to determine clinically meaningful ef-
fects in this patient population. Comparative 
studies will be necessary to evaluate the pres-
ence or absence of dose-dependent effects 
and responses compared to standard treat-
ments. Once these variables are better eluci-
dated, the integration of psilocybin admin-
istration with current psychotherapeutic strat-
egies is an intuitive next step, although it has 
practical limitations in resource-limited ar-
eas. Current studies are incorporating addi-
tional assessment modalities, including neu-
roimaging, cognitive assessments, and bi-
omarkers to aid in understanding the under-
lying treatment mechanisms. 
 
Conclusion:  
 
Psilocybin represents a modality with the ca-
pacity to offer novel effects for OCD treat-
ment where current interventions fall short. 
While much of the data is limited in scope, it 
encourages continued exploration and invest-
ment in psilocybin research. Should 
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psilocybin prove to be clinically and mean-
ingfully effective, the development of treat-
ment manuals and clinical training programs 
will be imperative for facilitating appropriate 
implementation. 
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