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Abstract

Objectives: To evaluate the efficacy, safety,
and durability of a single 25-mg dose of a
proprietary, synthetic formulation of
psilocybin with psychological support for
reducing chronic suicidal ideation in a
treatment-resistant population.

Methods: This was an open-label, single-
arm study with a 12-week follow-up
conducted between March 2022 and May
2025. Twenty adults with chronic suicidal
ideation, major depressive disorder
(DSM-5), and >2 prior antidepressant
treatment failures received a single 25-
mg dose of psilocybin administered within
a structured preparatory and integration
psychotherapy protocol. The primary
outcome was change from baseline in the
Modified Scale for Suicidal Ideation (MSSI)

at week 3. Secondary outcomes included
change in MSSI at weeks 1and 12

and change in Montgomery-Asberg
Depression Rating Scale (MADRS) scores
at weeks 1, 3, and 12. Outcomes were
analyzed using 1-way repeated-measures
analysis of variance with Bonferroni-
adjusted pairwise comparisons.

Results: Significant reductions in MSSI
scores were observed from baseline to
week 3 (primary end point: mean
difference [MD] =13.95; 95% Cl,
8.63-19.27; P<.001; d =1.73).
Improvements were rapid and durable,
with significant reductions at week 1
(MD =15.10; P <.001; d = 2.11) and week
12 (MD =13.00; P<.001; d =1.46). By week
12, 70% (n=14) of participants achieved
MSSI <2. MADRS scores showed similar
significant reductions at all postbaseline

time points (MD range: 17.55-20.50; all
P <.001; d =1.63-1.97). No serious
adverse events occurred.

Conclusions: In this open-label single-arm
study of adults with chronic suicidal
ideation and prior treatment failures, a
single administration of psilocybin with
psychological support was associated
with rapid, large-magnitude, and durable
reductions in suicidal ideation and
depressive symptoms through 12 weeks.
These preliminary findings support further
evaluation in larger randomized
controlled trials.

Trial Registration: ClinicalTrials.gov
Identifier: NCT05220410.
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uicide accounts for 1.4% of all deaths worldwide

and is the 10th leading cause of death in the US.!

Chronic suicidal ideation (SI) presents a
formidable clinical challenge often persisting despite
intensive trials of standard pharmacotherapy or
psychotherapy.? While traditional interventions, such as
antidepressant medications and cognitive-behavioral
therapy, are effective in reducing suicidality for some
patients, they typically require prolonged treatment
courses and may not provide relief in the acute phase of
suicidal distress.>® Accessibility and acceptability of
electroconvulsive therapy limit its impact on
suicidality.”*

Novel interventions with rapid action, such as

(es)ketamine, have shown promise in acute settings.
However, the durability of their antisuicidal effect
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remains a limitation. One pivotal trial of esketamine
demonstrated a significant reduction in SI at 4 hours
postadministration, but this effect was not maintained at
24 hours or at 25-day follow-up, highlighting the need
for interventions with more sustained effects.
Psychedelics such as psilocybin have garnered
considerable attention for their potential to induce rapid
and enduring psychological change when administered
with structured psychological support.!!? Psilocybin has
demonstrated robust antidepressant effects in open-label
and randomized controlled trials for major depressive
disorder (MDD) and treatment-resistant depression.!?>-#
Studies also suggest a therapeutic mechanism from
psilocybin pharmacology to network-level changes. As a
serotonin 5-HT»4 receptor agonist, psilocybin acutely
increases cortical excitability and desynchronizes activity

See supplementary material for
this article at Psychiatrist.com
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Clinical Points

- Chronic suicidal ideation (Sl) frequently persists despite
multiple adequate antidepressant trials.

« Most psychedelic clinical trials exclude individuals with
significant suicidality, leaving a critical gap in the evidence
base for this high-risk population.

- In this open-label pilot study, a single dose of psilocybin
with psychological support was associated with rapid,
large-magnitude reductions in Sl and depression
sustained through 12 weeks.

- Atweek 12, 70% of participants had zero or minimal S|
(Modified Scale for Suicidal Ideation <2), suggesting that
psilocybin-assisted therapy merits further evaluation in
controlled trials for patients with chronic suicidality.

particularly within the default mode network (DMN),* a
brain network implicated in self-referential thinking and
rumination.!® This aligns with the Relaxed Beliefs Under
Psychedelics (REBUS) model, wherein increased brain
entropy facilitates the relaxation of higher-level “priors,”
that is, fixed beliefs that may be rigid and maladaptive in
MDD.' Given that SI is characterized by ruminative
rigidity particularly as it becomes chronic, psilocybin-
induced DMN desynchronization may have particular
relevance for this depressive symptom, potentially rapidly
disrupting the “priors” of SI. These acute neurobiological
effects are accompanied by lasting changes in synaptic
plasticity, including increased dendritic spine density,
which may underlie the durability of clinical response
observed in trials of psilocybin for mood disorders.!*!®

Despite these advances, there is a critical gap since
the vast majority of clinical trials have excluded
individuals with significant SI, viewing suicidality as a
prohibitive risk factor rather than a primary therapeutic
target.!® A recent review confirmed that in the trials of
psychedelics where suicidality was assessed, it was
evaluated as a secondary or safety end point, and studies
were underpowered to detect therapeutic effects.?

This cautious approach has left a crucial question
unanswered: Can psilocybin be safely and effectively
administered to the individuals who may be in greatest
need of a rapid and durable intervention? Alternatively,
could psilocybin worsen, exacerbate, or induce
suicidality? This study was designed to directly address
this gap by investigating this historically excluded
population defined by the presence of chronic SI.

We conducted an open-label naturalistic study of a
single 25-mg dose of psilocybin combined with
psychological support in a sample of individuals with
chronic SI in the context of MDD. Participants had
persistent suicidal thoughts despite at least 2 adequate
trials of antidepressant medication.?! The primary
objective was to evaluate the efficacy of this intervention
in reducing SI, as measured by the Modified Scale for
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Suicidal Ideation (MSSI).?> Secondary objectives
included assessing the durability of the effect over a 12-
week period, evaluating changes in comorbid depressive
symptoms using the Montgomery-Asberg Depression
Rating Scale (MADRS), and carefully monitoring safety
and tolerability in this high-risk population.

METHODS

Design and Participants

This 12-week, open-label, single-arm, naturalistic
trial evaluated a single 25-mg dose of COMP360, a
proprietary pharmaceutical-grade synthetic psilocybin
formulation (COMPASS Pathways), in 20 adults with
chronic SI. The study was approved by the Sheppard Pratt
Institutional Review Board and conducted under a US
Food and Drug Administration Investigational New
Drug authorization. Enrollment began in March 2022,
and the final participant completed follow-up in May
2025. All participants provided written informed
consent prior to study procedures, and the trial was
registered at ClinicalTrials.gov (NCT05220410).

Participants were recruited via web listings and word
of mouth. Inclusion criteria were age 18—65 years, a
DSM-5 diagnosis of major depressive disorder
confirmed by the Mini-International Neuropsychiatric
Interview (version 7.0.2),% chronic SI (active
thoughts on more days than not for >3 months, each
lasting >1 hour), and treatment resistance, defined as
insufficient response to at least 2 adequate antidepressant
trials.?! Columbia-Suicide Severity Rating Scale
(C-SSRS) scores of 3 or 4 within the past year were
required at both screening and baseline. Individuals with
a score of 5 (active plan and imminent intent) within the
preceding 3 months were excluded to target sustained SI
without acute risk. Additional exclusions mirrored prior
psychedelic research and included a personal or first-
degree family history of psychotic or bipolar I disorder,
active substance use disorder within 12 months, or
unstable medical conditions contraindicating psilocybin
administration.

Intervention

Participants completed a supervised taper and
washout of all psychotropic medications for a minimum of
2 weeks or 5 half-lives, whichever was longer, prior to
psilocybin administration.

The therapeutic intervention followed a structured
psychological support model encompassing preparation,
administration, and integration phases. Each participant
met with 2 trained therapists for 3 preparatory
sessions (=6 hours total) focused on rapport building,
psychoeducation, and setting intentions. Psilocybin was
administered orally in a dedicated room designed for
comfort and psychological safety. Sessions lasted
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approximately 8 hours, during which participants
reclined with eyeshades and listened to a curated music
playlist while therapists remained present throughout.

Three postsession integration meetings occurred the
day after and in subsequent weeks to facilitate reflection
and incorporation of insights from the experience into
daily functioning.

Outcome Measures

Efficacy and safety measures were evaluated at
baseline and at weeks 1, 3, and 12 postdosing. The
primary outcome was change in the clinician-rated MSSI
total score from baseline to week 3. The MSSI is a 19-
item, semistructured interview assessing the severity and
features of SI. Secondary outcomes included MSSI
change from baseline to weeks 1 and 12, change in
MADRS total scores across all time points, rates of
response (=50% MSSI reduction) and remission (MSSI =
0) at week 12, and the correlation between MSSI and
MADRS change from baseline to week 3. Safety was
additionally assessed at each time point using the
C-SSRS, administered by a study clinician to
systematically evaluate SI severity and suicidal behavior
and to guide risk monitoring and clinical escalation
when indicated.

Safety and tolerability were also assessed through
systematic monitoring and recording of all treatment-
emergent adverse events (AEs) at each study visit. AEs
were coded using the Medical Dictionary for Regulatory
Activities (MedDRA) and evaluated by the study physician
for severity (mild, moderate, or severe) and relationship
to the study intervention. Relatedness determinations
were based on consistency with the known pharmacologic
effects of psilocybin. An independent Data Safety
Monitoring Board met twice a year and provided
oversight throughout the study, conducting periodic
reviews of safety data and AEs.

Statistical Analysis

The primary analysis population included all
participants who received psilocybin and completed the
week 3 assessment. Changes in MSST and MADRS scores
across time (baseline and weeks 1, 3, and 12) were
analyzed using repeated-measures analysis of variance.
Bonferroni-corrected post hoc tests compared each
postdosing time point (weeks 1, 3, and 12) with baseline.
Effect sizes were calculated using Cohen d. Pearson
correlation coefficients assessed the relationship
between changes in MSSI and MADRS from baseline to
week 3. All tests were 2-sided with a=.05. Analyses were
conducted in SPSS (version 27; IBM Corp). Data
visualizations were performed in R (version 4.4.1;
ggplot2 package).

Exploratory analyses compared baseline and
treatment-related variables between week 3 responders
(=50% reduction in MSSI) and nonresponders to
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Table 1.

Participant Demographics and Baseline Clinical
Characteristics (N=20)

Characteristic Value
Age, mean (SD), y 36.3(11.1)
Sex, n (%)

Male 12 (60%)

Female 8 (40%)
Ethnicity, not Hispanic or Latino 20 (100%)
Race, n (%)

White 16 (80%)

Asian 2 (10%)

Black or African American 1(5%)

Other 1(5%)
Baseline MSSI score, mean (SD) 18.5 (5.1)
Baseline MADRS score, mean (SD) 353(5.3)
MDD diagnosis, n (%)

Recurrent 13 (65%)

Single episode 7(35%)

Age at first MDD onset, mean (SD), y 16.4 (8.6)

Age at current episode onset, mean (SD), y 29.2 (12.0)
Prior treatment history

Failed medication trials

Mean (SD) 5.0(2.8)
Range 2-10

Prior ECT, n (%) 4 (20%)

Prior ketamine/esketamine, n (%) 9 (45%)

Prior TMS, n (%) 12 (60%)
Psychiatric comorbidities, n (%)

Any 12 (60%)

GAD/anxiety disorder 6 (30%)

Insomnia 5 (25%)

ADHD 3 (15%)

PTSD/CPTSD 2 (10%)

Panic disorder 2 (10%)
Substance use history, n (%)

AUD, remitted 2 (10%)

Abbreviations: ADHD = attention-deficit/hyperactivity disorder, AUD = alcohol use
disorder, CPTSD = complex posttraumatic stress disorder, ECT =
electroconvulsive therapy, GAD = generalized anxiety disorder, MADRS =
Montgomery-Asberg Depression Rating Scale, MDD = major depressive
disorder, MSSI = Modified Scale for Suicidal Ideation, PTSD = posttraumatic stress
disorder, TMS = transcranial magnetic stimulation.

identify potential predictors of response. Continuous
and categorical variables were analyzed with t tests and
Fisher exact tests, respectively, using R (version 4.4.1).

RESULTS

Participant Characteristics

A total of 20 participants were enrolled and received
the psilocybin intervention. All participants completed
the 12-week protocol, without dropout. Details of
participant flow, including screening and enrollment,
are provided in Supplementary Figure 1 (CONSORT
diagram). The demographic and baseline clinical
characteristics of the sample are presented in Table 1.
The sample consisted of 12 men (60%) and 8 women
(40%), with a mean (SD) age of 36.3 (11.1) years.
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Participants presented with severe SI and moderate-to-
severe depression. By clinical interview, the majority of
participants had suffered from SI for years, or most of

their adult lives.

Primary Efficacy Outcome: Change in
Suicidal Ideation at Week 3

Psilocybin treatment was associated with a large and
statistically significant reduction in SI at the week
3 primary end point (Table 2). The mean reduction from
baseline was 13.95 points, with a large within-subject
effect size (Cohen d = 1.73).

Secondary Efficacy Outcomes

Temporal dynamics of MSSI and MADRS reductions.
Reductions in SI were rapid and durable: Significant
improvement was evident by week 1 and remained
significant through week 12, with no significant differences
among postbaseline assessments (Table 2; Figure 1A—B).
Depressive symptoms showed a similarly robust and
sustained improvement across follow-up (Table 2;

Figure 1C-D).

Changes in SI and depressive symptom severity
covaried: baseline-to-week 3 change scores on the MSSI and
MADRS were strongly correlated (r = 0.70, P < .001).

Response and remission rates. At the week 3 primary end
point, 15 of 20 participants (75%) met the criterion for an
antisuicidal response (=50% reduction from baseline MSSI).
Nine participants (45%) achieved full remission of SI
(MSSI = 0). For depressive symptoms, 12 of 20 participants
(60%) met the criterion for MADRS response (>50%
reduction from baseline) at week 3, and 9 participants (45%)
achieved remission, defined as a MADRS score of
10 or lower.

At the week 12 study end point, a substantial
proportion of participants maintained clinical

Table 2.

van der Vaart et al

improvement. Seven of 20 participants (35%) had
remission of SI (MSSI=0). An additional 7 participants
(35%) had minimal residual ideation (MSSI score of 1 or
2). For depressive symptoms, 10 of 20 participants
(50%) met the criteria for an antidepressant response
(=50% reduction in MADRS score) at week 12, and 5 of
20 participants (25%) were in remission, defined as a
MADRS score of 10 or lower.

Medication Restarts

Across the 12-week follow-up, 12 of 20 participants
(60%) restarted or initiated at least 1 psychotropic
medication for MDD at or after week 3 (Supplementary
Table 1). These patterns reflect the treatment-resistant
nature of the cohort, though improvements observed
through week 3 were largely maintained even as many
participants resumed adjunctive pharmacotherapy. One
participant with comorbid posttraumatic stress disorder
(PTSD) required a rescue dose of lorazepam on the
dosing day and as-needed clonazepam for 3 weeks
thereafter to manage anxiety.

Safety and Tolerability

C-SSRS assessments provided supplementary safety
measures, and results are given in Supplementary Tables
2 and 3. Psilocybin was generally well tolerated. No
serious AEs were reported, and no participant
discontinued the study due to an AE. The most frequent
treatment-emergent AEs considered by the investigator
to be related or possibly related to the intervention were
transient and mild to moderate in severity. One patient
required a rescue medication (lorazepam) on the day of
dosing, as noted above. AEs are summarized in Table 3.

Two of 20 participants (10%) experienced an increase
in MSSI score relative to their baseline value. For one of
these participants, this increase was transient, with MSSI

MSSI and MADRS Outcomes Over Time?

95% Cl

mean (SE)

Change vs
EMM, baseline, mean
difference (SE) for difference Bonferroni P Cohen a

95% Cl

Baseline 18.50 (1.15)  16.09-20.91
Week 1 3.40(1.36) 0.55-6.25
Week 3 (primary)  4.55(1.57) 1.26-7.84
Week 12 5.50 (1.81)  1.71-9.29
MADRS

Baseline 35.25(1.19) 32.76-37.74
Week 1 16.70 (2.79) 10.85-22.55
Week 3 14.75(2.77)  8.95-20.55
Week 12 17.70 (2.57) 12.32-23.08

15.10 (1.60)
13.95 (1.81)
13.00 (2.00)

18.55 (2.40)
20.50 (2.34)
17.55 (1.91)

10.39-19.81  7.89x10°® M
8.63-19.27 1.70<10° 173
7.12-18.88 1.86x10°° 1.46
11.49-25.61 1.66x10°° 1.63
13.61-27.39  2.55x1077 1.84
11.93-23.17 1.20x10”7 1.97

2Estimated marginal means (EMMs) from 1-way repeated-measures analysis of variance; Bonferroni-adjusted

pairwise comparisons vs baseline.

Abbreviations: MADRS = Montgomery-Asberg Depression Rating Scale, MSSI = Modified Scale for Suicidal

Ideation.
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Figure 1.

Trajectories of Suicidal Ideation and Depressive Symptoms Following

Psilocybin Administration
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°Individual participant trajectories of Modified Scale for Suicidal Ideation (MSSI) total scores at baseline and weeks 1, 3, and

12 postdosing.

5Group mean MSSI scores at each time point; points depict estimated marginal means (EMMs) from the 1-way repeated-

measures analysis of variance, and error bars depict 95% Cls.

‘Individual participant trajectories of Montgomery-Asberg Depression Rating Scale (MADRS) total scores at baseline and weeks 1,

3, and 12 postdosing.

dGroup mean MADRS scores at each time point; points depict EMMs, and error bars depict 95% Cls.

Table 3.

Incidence of Treatment-Emergent Adverse
Events Possibly or Definitely Related to
Intervention (N=20)

Adverse event n (%)

Nausea 4 (20%)
Headache 4 (20%)
Increased anxiety/panicljitteriness 3 (15%)°
Insomnia 2 (10%)

Worsening of suicidal ideation 2(10%)

2One of which met clinical panic attack criteria requiring rescue medication.

initially decreasing, rising at week 3, and then declining
again to below baseline by week 12. For another patient, the
increased SI was present at the week 12 end point, with
their MSSI score rising from 17 at baseline to 23. There
was no evidence of treatment-emergent psychosis or
sustained manic/hypomanic symptoms in any participant.
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Exploratory Analyses

Exploratory comparisons of week 3 responders (n =
15) and nonresponders (n = 5) are summarized in
Table 4. Variables examined included demographics,
prior treatments (psilocybin, electroconvulsive therapy
(ECT), intravenous ketamine, and transcranial
magnetic stimulation [TMS]), baseline clinical burden
(hospitalizations and suicide attempts), and
psychological scales assessing hopelessness, pessimism,
and experiential avoidance.

Responders had greater prior psilocybin exposure
(mean [SD] number of prior uses: 0.47 [0.64] vs
0.00 [0.00]; P = .048) and were less likely to have a
history of ECT (7% vs 60%; Fisher exact P = .032).
Nonresponders endorsed greater hopelessness and
pessimism on Concise Health Risk Tracking—Suicide
Risk Scale (CHRT-SR) items, including higher ratings
for “Things will never get better” at baseline (4.6 vs 3.9;
P =.042) and day 1 (3.6 vs 1.9; P = .008) and “No
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Table 4.
Exploratory Analyses Comparing Week 3 Responders and Nonresponders®

Nonresponders Responders
Variable (n=5) (n=15) Test(df) tlexact P P value
Gender, male, % 60% 60% Fisher exact — 1.00
Age, mean (SD), y 34(7.5) 37(9.2) Welch #(16.4) -0.46 67
NEET status (not in education, employment, or training), % 60% 25% Fisher exact - A3
No. of prior psilocybin uses, mean (SD) 0(0) 0.47 (0.83) Welch £(14.0) -2.17 .048*
Prior ECT, % 60% 7% Fisher exact — .032
Prior IV ketamine, % 40% 15% Fisher exact - 25
Prior TMS, % 60% 60% Fisher exact — 1.00
Prior TMS failure, % 66% 33% Fisher exact - 31
Prior inpatient hospitalizations, mean (SD) 0.8 (0.4) 1.0 (0.7) Welch £(17.9) -0.38 71
Lifetime suicide attempts, mean (SD) 1.2(0.8) 0.6 (0.5) Welch #(4.6) 0.72 .50
CHRT-SR baseline hopelessness (“Things will never get better”), mean (SD) 4.6 (0.8) 3.9(0.9 Welch £(9.4) 2.36 042
CHRT-SR Day 1 Hopelessness (“Things will never get better”), mean (SD) 36 (1.1) 1.9(0.7) Welch £(14.0) 3.09 .008™
CHRT-SR Baseline Pessimism (“No Future”), mean (SD) 5.0(1.2) 3.6(1.1) Welch £(14.2) 2.53 .020*
CHRT-SR Day 1 Pessimism (“No Future”), mean (SD) 4.0(0.9) 1.9(07) Welch £(14.0) 340 003
Baseline BEAQ score (experiential avoidance), mean (SD) 584 (5.7) 56.5 (6.2) Welch ¢(15.6) 0.63 .54

aWelch ¢ tests were used for continuous variables; Fisher exact tests were used for categorical variables.

*P <.05; **P <.01.

Abbreviations: BEAQ = Brief Experiential Avoidance Questionnaire, CHRT-SR = Concise Health Risk Tracking—Suicide Risk Scale, ECT = electroconvulsive therapy, IV =

intravenous, TMS = transcranial magnetic stimulation.

future” at baseline (5.0 vs 3.6; P = .020) and day 1

(4.0 vs 1.9; P = .003). Entrenched negative expectancies
appeared to attenuate early antisuicidal response to
psilocybin therapy.

DISCUSSION

This open-label pilot study provides the first
prospective data on the efficacy and safety of psilocybin-
assisted therapy as an intervention targeting chronic,
treatment-resistant suicidal ideation. The principal
finding is that a single 25-mg dose of psilocybin,
administered within a supportive therapeutic framework,
was associated with rapid and substantial reductions in
suicidal ideation that were sustained for 12 weeks
(Figure 1). These antisuicidal effects were accompanied
by significant and correlated antidepressant effects.

The magnitude of the observed effect on suicidal
ideation is noteworthy. The within-group effect sizes
(Cohen d ranging from 1.5 to 2.1) are among the largest
reported for any psychiatric intervention for this
condition, though these uncontrolled estimates must
be interpreted with caution given the open-label design
and the potential contribution of nonspecific factors
including placebo response and expectancy effects. The
rapidity of effect, with maximal reduction in suicidal
ideation observed by the first posttreatment assessment
at week 1, is clinically meaningful. Unlike conventional
antidepressants, which often require several weeks for
onset, psilocybin produced early improvement that may
be critical in acutely suicidal populations. The durability
of this effect through 12 weeks following a single
administration also contrasts with the transient benefits

J Clin Psychiatry 87:2, June 2026 | Psychiatrist.com

often seen with other rapid-acting agents such as
esketamine.'® This sustained response suggests that
psilocybin may act not merely to suppress symptoms
temporarily but also to catalyze more enduring
psychological and behavioral change.

Might psilocybin exert some degree of primary
antisuicidality effects independent of antidepressant
effects? While the two outcomes were correlated (r=.70),
the effect size for the reduction in suicidal ideation at
week 1 (Cohen d=2.1) was numerically larger than that
for depressive symptoms (Cohen d=1.7), and cause-
effect relationship is indeterminate. Speculatively,
psilocybin is known to occasion profound psychological
experiences characterized by emotional catharsis, shifts
in perspective, and an enhanced sense of meaning or
connectedness.?**> These processes could directly
target core psychological drivers of suicidality, such
as hopelessness, psychological pain, and social
disconnection, in a manner partially distinct from the
treatment of anhedonia or low mood, insomnia, appetite
disturbance, or other symptoms of MDD. These
psychological processes may be supported by psilocybin’s
pharmacologic action as a serotonin 5-HT,, receptor
agonist, which acutely disrupts DMN activity associated
with rigid self-referential thinking and rumination. The
resulting increase in neural flexibility, combined with
evidence of enhanced synaptic plasticity following
psilocybin administration, may provide a neurobiological
substrate for the rapid and enduring shifts in perspective
and connectedness reported by participants.

Exploratory analyses (Table 4) revealed the largest
responder-nonresponder differences on CHRT-SR items
endorsing “Things will never get better” and “No
future.” These items were examined as potential
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surrogates for expectancy, or belief in the possibility of
treatment benefit. Nonresponders consistently
endorsed more severe negative expectancies,
suggesting that entering treatment with stronger
convictions that improvement was impossible may
yield less benefit from psilocybin therapy. Prior
psilocybin use was more common among responders,
whereas prior ECT exposure showed suggested
association with nonresponder status, indicating
possible effects of treatment history on outcomes.
Lifetime suicide attempts, experiential avoidance (Brief
Experiential Avoidance Questionnaire), and prior TMS
exposure did not differ between groups. These
exploratory, hypothesis-generating findings should be
interpreted cautiously given the small sample but may
help identify expectancy-related moderators and guide
stratification variables in future controlled trials.

The safety profile in this high-risk sample was
generally favorable and consistent with previous
psilocybin studies in nonsuicidal depressed populations,
with most AEs being transient and mild. Notably,

1 participant with comorbid PTSD experienced a panic
attack during the dosing session, requiring a rescue dose
of lorazepam and subsequent short-term benzodiazepine
use. While manageable, this underscores the need for
vigilance in participants with high baseline anxiety or
trauma-related disorders. Moreover, the findings that
one participant experienced transient worsening in
suicidal ideation and that another patient experienced a
clinically significant worsening of suicidal ideation at the
study end point are a critical safety signal that must be
interpreted with caution. This finding provides a crucial
bridge between the largely positive results from
controlled clinical trials and the mixed results from
observational studies and case reports, which have noted
instances of psychedelics exacerbating psychiatric
symptoms.?®?” It underscores that even within a highly
controlled and supportive therapeutic context, a negative
psychological outcome is possible for a subset of
individuals. This highlights the heterogeneity of response
and the absolute necessity of careful participant
screening, preparation, and monitoring.

Another subtle but important observation is the
temporal trajectory of the mean MSSI score. While the
improvement from baseline was marked and sustained,
the mean score was lowest at week 1 (3.4) and showed a
slight upward drift at week 3 (4.6) and week 12 (5.5),
suggesting that while the acute effect is profound, there
may be a partial return of symptoms over time. This
observation supports the notion that additional dosing or
integration sessions could help consolidate and maintain
therapeutic gains.

Limitations
The primary limitation is the open-label, single-arm
design, which cannot control for nonspecific factors such

Posting of this PDF is not permitted. | For reprints or permissions, contact
permissions@psychiatrist.com. | © 2026 Physicians Postgraduate Press, Inc.

as placebo effects. The small sample size (N=20) limits
the generalizability and ability to draw conclusions about
the incidence of rare adverse events. The study was
conducted at a single, specialized academic center with
highly trained therapists, which may not reflect real-
world clinical settings. An additional limitation is that
more than half of participants restarted or initiated
adjunctive pharmacotherapy for MDD after week 3.
Although improvements on primary outcomes were
evident before these changes, the introduction of
additional medications complicates the interpretation of
long-term durability as psilocybin was not a stand-alone
intervention across the entire follow-up. Finally, the
sample size on MSSI nonresponders at week 3 was small
(N=5), limiting the reliability of the exploratory
comparisons with responders. Additionally, the open-
label design raises the possibility that expectancy effects
contributed to the large observed effect sizes. Participants
who volunteer for a psilocybin trial may harbor strong
positive expectations, and the subjective profundity of
the psychedelic experience may amplify confirmation
bias. In the broader antidepressant literature,
nonspecific effects account for a substantial proportion
of improvement in depression trials; there is no reason to
assume that the contribution of such effects would be
smaller in psychedelic-assisted therapy. Future
controlled trials with an adequate comparator condition
will be essential to disentangle specific pharmacologic
effects from expectancy and other nonspecific factors.

CONCLUSION

Despite these limitations, this pilot study provides a
strong preliminary signal that psilocybin-assisted therapy
warrants further investigation as a treatment for chronic
suicidal ideation. A single dose of psilocybin was
associated with rapid, robust, and durable reductions in
suicidal ideation and depression. Future studies should
employ a suitable comparator group and include long-
term follow-up to assess the full durability of treatment
effects.
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Supplementary Figure 1: CONSORT Diagram
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Supplementary Table 1. Psychotropic medication restarts and new starts during the
12-week follow-up.

Participant | Medications Tapered at | Medications Restarted | New Medications
Study Start During Study Started During Study
1 Citalopram -- --
Brexpiprazole
Lithium
Bupropion
2 Mirtazapine Mirtazapine (Week 6) --
3 Ketamine (Weekly) -- --
4 Desvenlafaxine -- Vilazodone (Week 4)
5 Bupropion -- --
Clonazepam
6 Escitalopram -- Fluvoxamine (Week 6)
Esketamine
Buspirone
7 Duloxetine -- Lamotrigine (Week 3)
8 Bupropion -- Bupropion (Week 8)
9 Bupropion -- --
Paroxetine
Aripiprazole
Lithium
Esketamine
10 -- -- Ketamine (Week 9)
11 Quetiapine Quetiapine (Week 3) --
12 DXM/Bupropion -- --
13 Bupropion -- Venlafaxine (Week 8)
14 Nortriptyline -- DXM/Bupropion (Week
Quetiapine 4)
15 -- -- --
16 Bupropion -- Lorazepam (1mg one
time on dosing day)
Clonazepam (0.5mg prn
for 3 weeks)
17 Bupropion -- --
Sertraline
18 Vortioxetine -- --
Mirtazapine
19 Fluvoxamine -- DXM/Bupropion (Week
Bupropion 11)
20 Methylphenidate ER -- Mirtazapine (Week 8)




The table lists psychotropic medications prescribed for Major Depressive Disorder (MDD).
All MDD medications were tapered and discontinued during the study lead-in, prior to
baseline assessments. Restarts or new starts of medications for MDD occurred no earlier
than after the Week 3 assessment, with exception of prn benzodiazepines administered to
one participant with co-morbid PTSD who experienced a panic attack on the day of
psilocybin dosing and for the subsequent 3 weeks. Medications prescribed exclusively for
insomnia or for non-mood, non-psychotic indications (e.g., ADHD) are not included.

Supplementary Table 2. Distribution of C-SSRS Suicidal Ideation Severity Scores
(Items 1-5)

Screening Baseline

Sl Severity Score (past 12 mo.) (n)

Week 1(n) Week3(n) Week 12 (n)

0 (No ideation) 0 1 11 12 9
1 0 1 5 2 5
2 0 4 2 5 2
3 15 14 1 1 4
4 4 0 1 0 0
5 1 0 0 0 0
Total 20 20 20 20 20

Sl severity per the C-SSRS (highest endorsed item 1-5) was assessed at screening, with
since-last-visit scales at subsequent Baseline and post-treatment assessments. Analyses
of change from baseline used an ordinal mixed-effects model with a cumulative logit link
and subject-level random intercepts. Participants demonstrated significantly lower
suicidal ideation severity at Week 1 (OR =0.02, 95% CI1 0.003-0.10, p <.001), Week 3 (OR =
0.02, 95% CI1 0.003-0.10, p <.001), and Week 12 (OR = 0.04, 95% CI1 0.007-0.18, p <.001).
As shown in Supplementary Table 2, these effects corresponded to a marked shift toward
lower ideation severity categories, with the majority of participants reporting no suicidal
ideation at post-baseline assessments.



Supplementary Table 3. C-SSRS Intensity of Ideation (Items 6-10)

Timepoint n Mean (SD)
Baseline 20 14.9(3.8)
Week 1 20 6.9(8.1)
Week 3 20 5.9(7.5)
Week 12 20 7.8(7.4)

Changes in C-SSRS Intensity of Ideation (sum of items 6-10) were examined using a linear
mixed-effects model with subject-level random intercepts. Intensity of ideation decreased
significantly from baseline at Week 1 (A =-8.0, 95% Cl -11.1 to -4.9), Week 3 (A =-9.1,
95% Cl -12.1to -6.0), and Week 12 (A =-7.2,95% Cl -10.2to -4.1; all p <.001). No
significant differences were observed among post-baseline timepoints.
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