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Abstract

Obsessive-Compulsive Disorder (OCD) remains a debilitating psychiatric condition with often
unsatisfactory responses to current therapies. Recent research has rekindled interest in the use
of classic psychedelics such as psilocybin as a novel treatment modality. This review summa-
rizes the most current data from case reports, clinical trials, and neurobiological models to eval-
uate the mechanisms, efficacy, safety, and feasibility of psilocybin-assisted psychotherapy for
OCD. Preliminary evidence suggests that psilocybin use in a controlled and supportive setting
can produce rapid and sustained reduction in symptom burden. The putative mechanism of ac-
tion is theorized to occur through the modulation of serotonin transmission, ridged thought
patterns, neuroplasticity, and dysfunctional neural circuitry. Research is currently limited, and
further large-scale, randomized control trials are necessary to establish the safety and efficacy
of psilocybin for OCD and optimize protocols for use in conjunction with psychotherapeutic

strategies.

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 10" leading cause of disability
among all health conditions ['21. 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 B34,

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. ! 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. 1 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
[9-101 ~ Although there is no current data on
psilocybin effects on cognitive testing in
OCD populations, Doss et al. [l 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. !4 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 [']. 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 7! (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 ¥,

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.

AUTHOR INFORMATION
Christian Barret, M.D.
(cbarrett6@kumc.edu)

Tyler Kjorvestad, M.D.
(tkjorvestad@kumc.edu)

Barrett, C; Kjorvestad, T (2025, June). Psil-
ocybin-Assisted Therapy for Obsessive-
Compulsive Disorder: A Review. The Jour-
nal of Psychedelic Psychiatry, 7(2).

REFERENCES:

1. American Psychiatric Association.
(2013). Diagnostic and statistical man-
ual of mental disorders (5th ed.). Wash-
ington, D.C.

2. Jacoby, R. J., Leonard, R. C., Riemann,
B. C., & Abramowitz, J. S. (2014). Pre-
dictors of quality of life and functional
impairment in obsessive-compulsive dis-
order. Comprehensive psychiatry.

3. Naomi, F. A., Brown, A., Reghunan-
danan, S., & Pampaloni, I. (2012). Evi-
dence-based pharmacotherapy of obses-
sive-compulsive disorder. International
Journal of Neuropsychopharmacology,
1173-1191.

4. Pallanti, S., & Quercioli, L. (2006).
Treatment-refractory obsessive-compul-
sive disorder: Methodological issues, op-
erational definitions and therapeutic
lines. Progress in Neuro-Psychopharma-
cology and Biological Psychiatry, 400-
412.

5. Carhart-Harris, R. L., Bolstridge, M.,
Rucker, J., Day, C. M., Erritzoe, D.,
Kaelen, M., . . . Nutt, D. J. (2016). Psilo-
cybin with psychological support for
treatment-resistant depression: an open-

10.

11.

12.

13.

label feasibility study. Lancet Psychia-
try.

Johnson, M. W., Garcia-Romeu, A., Co-
simano, M. P., & Griffiths, R. R. (2014).
Pilot study of the 5-HT2AR agonist psil-
ocybin in the treatment of tobacco addic-
tion. Journal of Psychopharmacology.
Bogenschutz, M. P., Forcehimes, A. . 14
Pommy, J. A., Wilcox, C. E., Barbosa,
P. C., & Strassman, R. J. (2015). Psilo-
cybin-assisted treatment for alcohol de-
pendence: a proof-of-concept study.
Journal of Psychopharmacology.
Fineberg, N. A., Hollander, E., Pallanti,
S., Walitza, S., Grunblatt, E., Dell'Osso,
B. M., ... Menchon, J. M. (2020). Clini-
cal advances in obsessive-compulsive
disorder: a position statement by the In-
ternational College of Obsessive-Com-
pulsive Spectrum Disorders. Interna-
tional Clinical Pharmacology, 173-193
Gruner, P., & Pittenger, C. (2017). Cog-
nitive Inflexibility in Obsessive-Com-
pulsive Disorder. Neuroscience, 243-
255.

Shin, N. Y., Lee, T. Y., Kim, E., &
Kwon, J. S. (2014). Cognitive function-
ing in obsessive-compulsive disorder: a
meta-analysis. Psychological Medicine,
1121-1130

Doss, M. K., Povazan, M., Rosenberg,
M. D., Sepeda, N. D., Davis, A. K., Fi-
nan, P. H., . . . Barrett, F. S. (2021). Psil-
ocybin therapy increases cognitive and
neural flexibility in patients with major
depressive disorder. Translational psy-
chiatry.

Dougherty, D. D., Brennan, B. P., Stew-
art, S. E., Wilhelm, S., Widge, A. S., &
Rauch, S. L. (2018). Neuroscientifically
Informed Formulation and Treatment
Planning for Patients with Obsessive-
Compulsive Disorder. JAMA Psychiatry,
1081-1087.

Carhart-Harris, R. L., Leech, R., Wil-
liams, T. M., Erritzoe, D., Abbasi, E. N,


mailto:cbarrett6@kumc.edu
mailto:tkjorvestad@kumc.edu

Psilocybin-Assisted Therapy for Obsessive-Compulsive Disorder

Bargiotas, T., . .. Nutt, D. J. (2012). Im-
plications for psychedelic-assisted psy-
chotherapy: functional magnetic reso-
nance imaging study with psilocybin.
The British journal of psychiatry: the
journal of mental science, 238-244.

14. Moreno, F. A., Wiegand, C. B., Taitano,
E. K., & Delgado, P. L. (2006). Safety,
tolerability, and efficacy of psilocybin in
9 patients with obsessive-compulsive
disorder. The Journal of Clinical Psychi-
atry, 1735-1740.

15. Kelmendi, B., Kichuk, S. A., DePalmer,
G., Maloney, G., Ching, T. H., Belser,
A., & Pittenger, C. (2022). Single-dose
psilocybin for treatment-resistant obses-
sive-compulsive disorder: A case report.
Heliyon

16. Ching, T. H., Grazioplene, R., Bohner,
C., Kichuk, S. A., DePalmer, G.,
D'Amico, E., . . . Kelmendi, B. (2023).
Safety, tolerability, and clinical and neu-
ral effects of single-dose psilocybin in
obsessive-compulsive disorder: protocol
for a randomized, double-blind, placebo-
controlled, non-crossover trial. Frontiers
in psychiatry.

17. Ching, T. H., Amoroso, L., Bohner, C.,
D'Amico, E., Eilbott, J., Entezar, T., . . .
Kelmendi, B. (2024). Safety, feasibility,
tolerability, and clinical effects of re-
peated psilocybin dosing combined with
non-directive support in the treatment of
obsessive-compulsive disorder: protocol
for a randomized, waitlist-controlled
trial with blinded ratings. Frontiers in
psychiatry.

18. O'Connor, S., Godfrey, K., Reed, S.,
Peill, J., Rohani-Shukla, C., Healy, M., .
.. Erritzoe, D. (2025). Study Protocol for
'PsilOCD: A Pharmacological Challenge
Study Evaluating the Effects of the 5-
HT2A Agonist Psilocybin on the Neu-
rocognitive and Clinical Correlates of
Compulsivity'. Cureus.

: A Review






