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Highlights

What are the main findings?

e  COMPO001 met its primary efficacy endpoint, whereas EPISODE did not confirm its
primary response hypothesis. Secondary findings require interpretation within each
trial’s design and testing plan.

e Long-term improvement in mean symptom scores does not establish sustained,
treatment-free remission. Follow-up involving additional treatment or repeat dos-
ing does not isolate durability after the initial course. No biomarker or retreatment
schedule has been validated.

What are the implications of the main findings?

e  COMP360 remained investigational when development status was rechecked on 25
September 2026. If authorized, it should initially be delivered in specialist programs
with rigorous patient selection, prolonged monitoring, emergency procedures, and
structured follow-up.

e  Confirmatory trials should assess treatment guessing, standardize psychological sup-
port, and compare maintenance strategies using sustained remission, functioning,
rescue treatment, cumulative exposure, and clinically relevant adverse events.

Abstract

Background/Objectives: Treatment-resistant depression (TRD) is heterogeneous and recur-
rent. Psilocybin administered with structured psychological support can reduce symptoms
rapidly. Support protocols differ in content and intensity, and trial design complicates
estimates of the specific drug effect and durability. We reviewed efficacy, durability, mech-
anisms, safety, and clinical delivery in TRD. Methods: This structured narrative review
covered PubMed/MEDLINE literature through 8 August 2026 and preliminary phase
3 reports through 9 August. September checks concerned only COMP360 development
status (25 September) and regulatory access (30 September), without extending the clinical
evidence cut-off. Priority was given to primary unipolar TRD studies, follow-up reports,
and evidence on masking, medication management, safety, and delivery. Sponsor-reported
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phase 3 findings were considered preliminary because incomplete reporting and the ab-
sence of peer review limited independent appraisal. No meta-analysis or formal risk-of-bias
assessment was performed. Results: COMP001 met its prespecified week-3 primary end-
point for 25 mg versus 1 mg. EPISODE did not confirm its prespecified week-6 response
hypothesis, although prespecified secondary continuous outcomes favored 25 mg and
remain exploratory. Psilocybin in Depression Resistant to Standard Treatments (PsiDeR)
provided exploratory efficacy estimates, including differences from the inert placebo, at
weeks 3 and 6 within a feasibility trial. Differences in comparators, treatment guessing,
endpoints, and psychological support limit generalization of effect estimates. Long-term
follow-up showed improved group means, but sustained response was less common. Ad-
ditional treatment during follow-up limited attribution to psilocybin alone. Mechanistic
studies support 5-hydroxytryptamine receptor 2A (5-HT2A) receptor engagement, plastic-
ity, and network changes. No validated biomarker guides selection or retreatment. Safety
requires screening, repeated assessment of suicidality, continuous observation during dos-
ing, defined medical and psychiatric emergency pathways, and structured follow-up after
discharge. Conclusions: Psilocybin administered with structured psychological support
shows short-term antidepressant activity in carefully selected adults with TRD. The specific
drug effect, durability, retreatment strategy, and comparative place in care remain uncer-
tain. Confirmatory trials should assess masking, standardize psychological support, and
measure sustained remission, functioning, rescue treatment, and cumulative safety.

Keywords: clinical trials; durability; functional unblinding; psilocybin; psychological
support; retreatment; safety; treatment-resistant depression

1. Introduction

Treatment-resistant depression (TRD) usually denotes a major depressive episode
that has not responded adequately to at least two antidepressant treatments of sufficient
dose and duration. The definition is practical rather than biological. It does not capture
pseudo-resistance, adherence, comorbidity, episode duration, or the difference between
two failed medication trials and failure of multiple pharmacological, psychological, and
somatic interventions [1]. Outcomes worsen as treatment steps accumulate, and remission
becomes less likely to persist [2]. Any new intervention for TRD must therefore be judged
against a disorder characterized by recurrence, functional impairment, and a wide range of
prior treatment exposure.

Psilocybin is a prodrug of psilocin and a classic serotonergic psychedelic. Clinical
protocols pair a single or limited number of oral doses with preparation, continuous support
during a session lasting most of a working day, and one or more post-session visits. This
package differs from ordinary drug prescribing. It also complicates causal interpretation
because drug exposure, expectancy, interpersonal support, and the therapeutic setting occur
together [3]. Throughout this review, the default term is “psilocybin administered with
structured psychological support”. Here, structured refers to the support specified by each
study protocol. It does not imply equivalent session content, contact time, staff training, or
fidelity assessment across trials. We reserve “psychedelic-assisted therapy” and “psilocybin-
assisted psychotherapy” for protocols that specify and deliver a defined psychotherapeutic
intervention. Preparation, monitoring, and integration sessions are described according to
their reported content and are not assumed to constitute psychotherapy.

The evidence base has changed materially since the first open-label reports. A large
phase 2 trial identified a short-term dose-related signal [4]. Two randomized trials published
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in 2026 produced different primary findings. The Efficacy and Safety of Psilocybin in
Treatment-Resistant Major Depression (EPISODE) trial did not meet its primary week-6
response endpoint [5]. The Psilocybin in Depression Resistant to Standard Treatments
(PsiDeR) trial, conducted at one National Health Service (INHS) site, reported a large
exploratory difference from inert placebo [6]. At the same time, 12-month naturalistic data
and sponsor-reported phase 3 results have sharpened questions about maintenance and
retreatment. These data warrant a fresh appraisal rather than an extension of conclusions
drawn from early, small studies.

This review examines antidepressant efficacy and the persistence of benefit in TRD.
It also considers whether mechanistic findings can inform clinical decisions and what
delivery conditions would be required if psilocybin entered routine care. The analysis also
places the trial results within current safety and regulatory expectations [7,8].

2. Methods

We conducted a structured narrative review of the literature. PubMed/MEDLINE
searches were initiated at the outset of manuscript preparation and were updated through
8 August 2026, which constituted the final literature evidence cut-off. Regulatory and
sponsor websites were checked through 9 August 2026 for preliminary phase 3 communi-
cations included in the evidence synthesis. COMP360 development status was rechecked
on 25 September 2026, and official regulatory sources concerning jurisdictional access to
psilocybin were checked on 30 September 2026 during revision; neither post-cut-off check
extended the clinical evidence cut-off. The literature search was iterative and question-
driven, consistent with a narrative-review design, rather than based on a single prespecified
systematic-review Boolean strategy. Search terms were used in clinically relevant combina-
tions and included psilocybin, psilocin, treatment-resistant depression, major depressive
disorder, randomized trial, placebo, active control, blinding, expectancy, response, re-
mission, relapse, durability, retreatment, antidepressant discontinuation, adverse event,
suicidality, psychotherapy, psychological support, set and setting, 5-HT2A, neuroplasticity,
brain-derived neurotrophic factor, functional connectivity, biomarker, mechanism, and
implementation. No language filter was applied at the database-search stage. Reference
lists of relevant primary studies and recent critical reviews were also screened for additional
publications. For sponsor-reported analyses, we distinguished the announcement date,
the reported follow-up time point, and the underlying trial data cut-off; calendar dates
for the latter were not stated in the cited press releases and were therefore recorded as
not reported.

Priority was given to peer-reviewed primary clinical studies enrolling adults with
unipolar TRD and to their prespecified or naturalistic follow-up reports. TRD studies
addressing safety, masking, medication management, psychological support, and treat-
ment delivery were considered directly relevant. Evidence from broader major depressive
disorder populations, healthy volunteers, other psychedelic studies, cellular systems, or
animal models was used only when TRD-specific evidence was insufficient to address
mechanisms, trial design, safety, or implementation. Such evidence was treated as ex-
trapolated and was not considered direct evidence of efficacy, durability, patient selection,
or retreatment benefit in unipolar TRD. Regulatory sources were limited to official docu-
ments. Sponsor communications were used only to document development status and
explicitly attributed preliminary phase 3 findings; they were considered separately from
peer-reviewed clinical evidence and were not used to establish comparative efficacy or a
treatment recommendation.

The review focused on critical clinical interpretation rather than quantitative synthesis.
It was not registered, and neither a formal risk-of-bias assessment nor a meta-analysis was
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performed. Consistent with a narrative-review methodology, the search was intended to
identify the most clinically and methodologically relevant evidence rather than to generate
an exhaustive systematic-review study set. A PRISMA flow diagram, formal duplicate
record-level screening, and quantitative screening counts were therefore not used. The
author team selected and critically appraised the literature according to relevance to the
predefined clinical questions, with attention to population and definition of treatment
resistance, comparator, masking and expectancy, endpoint and estimand, attrition and
missing data, exposure to rescue treatment or retreatment, adverse-event ascertainment,
and specification of psychological support.

Patient and public involvement: Patients and people with lived experience were not
involved as contributors to the preparation of this review, interpretation of the evidence,
prioritization of outcomes, or formulation of implementation recommendations. These
recommendations reflect the authors’ assessment of the published evidence.

3. Pharmacology and Mechanistic Evidence
3.1. Receptor Pharmacology and Plasticity

After oral administration, psilocybin is dephosphorylated to psilocin. The acute
subjective and physiological effects are attributed mainly to partial agonism at cortical
serotonin 2A (5-HT2A) receptors, with contributions from other serotonergic targets [9].
The resulting state includes altered perception, salience, self-processing, and emotional
responsiveness. Receptor occupancy establishes target engagement, but it does not by itself
explain why symptoms improve days or weeks after psilocin has been cleared.

Preclinical studies provide a plausible bridge from acute receptor activation to longer-
lived cellular change. Psychedelic compounds increase neuritogenesis and spinogenesis
in cultured neurons and animal models [10]. In mice, psilocybin produced rapid growth
of dendritic spines in the frontal cortex, with a proportion of new spines persisting for at
least one month [11]. More recent work implicates intracellular 5-HT2A signaling and has
also reported direct binding of psychedelics to the tropomyosin receptor kinase B (TrkB)
receptor in preclinical models [12,13]. These experiments establish biological effects in
cellular or animal systems [10-13]. They do not reproduce the prolonged illness, repeated
treatment exposure, psychiatric comorbidity, or psychological context of human TRD.
Differences in species, drug exposure, brain region, and measurement timing further limit
direct extrapolation. Increased spine density or altered plasticity signaling therefore cannot
be interpreted as evidence of remission, functional recovery, or durable benefit in patients.
Whether these processes contribute to improvement in human TRD, and under which
clinical conditions, remains to be established.

Plasticity should also not be treated as intrinsically therapeutic. A period of increased
learning or cognitive flexibility may allow adaptive change, but its direction will depend
on symptoms, expectations, relationships, and the environment in which new learning
occurs. This is one reason that pharmacology and treatment context cannot be separated by
rhetoric when they have not been separated experimentally.

3.2. Network Effects and Candidate Biomarkers

Human neuroimaging studies show marked acute changes in large-scale network
organization, followed in some studies by post-acute changes associated with symptom
improvement. Increased global integration and reduced modular segregation have been
reported after psilocybin treatment for depression [14]. That analysis included an open-
label TRD cohort and a separate randomized trial in a broader major depressive disorder
(MDD) population, so its findings should not be interpreted as validation of an individual
prediction rule for TRD [14]. Earlier TRD work identified changes in default mode network
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connectivity after treatment [15]. The direction and location of findings vary across tasks,
acquisition windows, and analytic methods, and a systematic appraisal found insufficient
evidence for a reproducible imaging marker of clinical response [16].

Peripheral biomarkers are even further from clinical use. Small human blood-
biomarker studies have reported post-psilocybin increases in plasma brain-derived neu-
rotrophic factor (BDNF), whereas findings for several other peripheral biomarkers have
been more variable [17]. More broadly, the clinical interpretation of peripheral BDNF in ma-
jor depression is influenced by illness state, treatment, sampling, and assay conditions [18].
Evidence that a biological process occurs after dosing does not establish that measuring it
will predict clinical benefit. A post-treatment biomarker change may reflect drug exposure,
altered physiological state, or improvement already underway without mediating recovery.
Likewise, an association between a baseline marker and outcome within the psilocybin
group does not establish that the marker identifies greater benefit from psilocybin than
from a comparator [19]. Within the evidence reviewed, no imaging or peripheral biomarker
has been validated for patient selection, prediction of sustained remission, or retreatment
decisions in TRD [16-18]. These measures should remain exploratory and should not
substitute for clinical outcomes.

3.3. Subjective Experience and Psychological Process

Exploratory studies have associated later improvement with psychological flexibil-
ity [20], the quality of the acute psychedelic experience [21], and therapeutic alliance or
rapport [22]. Post hoc analyses of COMP001 in TRD found associations between certain
dimensions of the acute psychedelic experience and week-3 symptom improvement [23].
A subsequent path analysis in the 25 mg group found weaker associations for pre-dosing
therapeutic alliance than for measures of the psychedelic experience. That analysis found
no nominally significant direct effect of alliance on week-3 Montgomery-Asberg Depression
Rating Scale (MADRS) scores [24]. These findings are clinically interesting but remain
exploratory and do not establish causal mediation or a necessary experiential pathway.
Subjective intensity is measured after randomization, tracks dose and treatment guess, and
may reflect both pharmacological exposure and expectancy. Standard regression cannot
determine whether the experience causes improvement, marks adequate exposure, or is a
correlate of participants learning that they received active treatment. No validated expe-
riential threshold should guide redosing or be presented to patients as a requirement for
benefit. Table 1 summarizes the translational status of the principal proposed mechanisms,
distinguishing biological plausibility from evidence sufficient to guide clinical decisions.

Table 1. Translational status of proposed antidepressant mechanisms of psilocybin.

Mechanistic Domain

Best Available Evidence Principal Limitation Current Clinical Relevance

5-HT2A
receptor
engagement

Psilocin is principally a This explains acute

: . 4 psychoactive effects more Confirms pharmacological
partial agonist at cortical ) - . :
directly than delayed activity but does not identify
5-HT2A receptors, . IO .
. antidepressant benefit. Within responders, define a
accounting for much of the he Ii iowed h .
acute psychedelic state and the literature reviewed, no therapeutic exposure
establishine tareet study has established that threshold, or guide
& lars 5-HT2A engagement predicts retreatment.

engagement [J]. response or durability in TRD.
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Table 1. Cont.

Mechanistic Domain

Best Available Evidence

Principal Limitation

Current Clinical Relevance

Synaptic
plasticity and
TrkB-related signaling

Psychedelics promote
neuritogenesis and
spinogenesis; psilocybin
induces persistent
dendritic spine growth in
mice. Intracellular 5-HT2A
signaling and direct TrkB
binding have been
implicated [10-13].

Evidence is mainly cellular or
animal; causal mediation of
antidepressant response in

humans has not been
demonstrated, and the
direction of plastic change
may depend on treatment
context.

Supports biological
plausibility only. No
validated measure identifies
a therapeutic plasticity
window or confirms dose
adequacy.

Large-scale network
reorganization

Human imaging studies
report increased global
integration and
post-treatment default
mode network changes
after psilocybin [14,15].

Samples are small, methods
vary, and independent
replication is limited. No
validated imaging measure
currently provides reliable
individual-level prediction
[16].

Remains a research outcome.
Neuroimaging cannot
currently support patient
selection, response
monitoring, or relapse
prediction.

Peripheral
biomarkers including
BDNF

Small human
blood-biomarker studies
have reported
post-psilocybin increases in
plasma BDNEF; broader
depression data remain
sensitive to illness state,
treatment, sampling, and
assay conditions [17,18].

Studies are small, sampling
varies, and peripheral
concentrations may not reflect
central plasticity. Predictive
performance has not been
established.

No current role in selecting
patients, confirming target
engagement, monitoring
response, or determining
when retreatment is
indicated.

Subjective
experience and
psychological
flexibility

Acute experience quality
and psychological
flexibility have correlated
with improvement in
exploratory analyses;
findings for therapeutic
alliance are mixed,
including post hoc
analyses of COMP001
[20-24].

These post-randomization
measures track dose,
expectancy, treatment
guessing, and therapist
interaction; associations
cannot distinguish causal
mediation from an exposure
marker or functional
unblinding.

No experiential threshold
should define adequate
treatment, be presented as
necessary for benefit, or
determine redosing.

Notes. Biological plausibility, pharmacodynamic activity, causal mediation, and predictive utility
represent different levels of evidence. The candidate biomarkers summarized here remain exploratory
and are not validated surrogate endpoints or tools for patient selection, dose selection, or retreatment.
Abbreviations: 5-HT2A, 5-hydroxytryptamine receptor 2A; BDNF, brain-derived neurotrophic factor;
TRD, treatment-resistant depression; TrkB, tropomyosin receptor kinase B.

4. Clinical Evidence in Treatment-Resistant Depression
4.1. Early and Phase 2 Studies

The first studies in treatment-resistant depression (TRD) were designed to establish
feasibility and identify a clinical signal. They were useful for deciding whether larger
trials were justified, but they were not designed to provide a stable estimate of efficacy.
In the open-label study by Carhart-Harris and colleagues, 20 participants received 10 mg
of psilocybin followed 1 week later by 25 mg, with psychological support during both
sessions. Nine participants met response criteria and four met remission criteria at week 5.
Mean symptom scores remained below baseline at 6 months [25]. Without a concurrent
control, however, the contributions of expectancy, repeated clinical contact, regression to
the mean, and subsequent treatment cannot be separated from the effect of psilocybin.
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Rosenblat and colleagues randomized 31 participants to immediate treatment or a
waitlist. Thirty received psilocybin, and 29 contributed to the week-2 analysis. The treated
sample included 26 participants with major depressive disorder and four with bipolar I
disorder. Feasibility was the primary objective. The secondary efficacy analysis showed
a mean reduction in MADRS score of 9.6 points with immediate treatment versus 3.0
points during the waiting period [26]. The later flexible course, which allowed one to
three administrations, offered preliminary information about repeat dosing but no longer
preserved a controlled comparison. A waitlist also controls poorly for therapeutic contact
and treatment expectation, two factors that are especially relevant when the acute effects
make allocation obvious.

Small studies in more refractory populations showed that substantial improvement
is possible, while also making the heterogeneity of individual outcomes visible. In a
12-participant open-label study of severe TRD after at least five failed treatments, a single
25 mg dose was followed by least-squares mean MADRS changes of —15.8 points at week
3 and —17.2 points at week 12 [27]. In a separate pilot with seven completers who received
two 25 mg sessions, two participants had a sustained response, three relapsed, and two did
not respond [28]. These observations are clinically informative, but neither the large mean
changes nor associations with features of the acute experience should be used to select
patients until replicated in prospective, adequately powered studies.

The multicenter phase 2b study by Goodwin and colleagues provided the first large
controlled estimate in TRD. After discontinuing antidepressants, 233 participants were
randomized to a single 25 mg, 10 mg, or 1 mg dose with structured psychological support.
At week 3, the adjusted MADRS difference between 25 mg and 1 mg was —6.6 points
(95% confidence interval [CI], —10.2 to —2.9; p < 0.001), whereas 10 mg did not separate
from 1 mg [4]. The week-3 comparison of 25 mg with 1 mg met the prespecified primary
endpoint. Sustained response through week 12 was a prespecified secondary endpoint,
but formal testing of secondary endpoints was not undertaken after the 10 mg primary
comparison failed within the testing hierarchy. These secondary findings therefore remain
descriptive and do not establish maintenance efficacy after a single administration [4]. The
1 mg condition may have preserved some uncertainty before dosing, yet it was not inert
and cannot be assumed to have preserved masking once the subjective effects emerged.

4.2. What the 2026 Randomized Trials Add

EPISODE tested psilocybin under more restrictive conditions than the early trials. This
two-center, triple-masked phase 2b trial randomized 144 adults. Of these, 143 received at
least one dose, and 142 entered the main efficacy analysis under the prespecified while-
receiving-treatment estimand. The primary assessment took place at week 6, before the
second administration [5]. At week 6, response, defined as a reduction of at least 50%
from baseline in the 17-item Hamilton Depression Rating Scale (HAMD-17) score, occurred
in 8/47 participants (17.0%) after 25 mg, 6/48 (12.5%) after 5 mg, and 5/47 (10.6%) after
nicotinamide. The prespecified comparison between 25 mg and nicotinamide was not
significant (adjusted odds ratio, 1.73; 95% CI, 0.53-6.23; p = 0.19) [5]. The prespecified
superiority hypothesis was therefore not confirmed. This does not establish absence of an
antidepressant effect: the confidence interval includes both no advantage and a potentially
substantial increase in the odds of response. The primary result remains inconclusive, and
exploratory continuous outcomes cannot replace the failed confirmatory test [5].

Continuous HAMD-17 scores nevertheless favored 25 mg at week 6, with estimated
differences of —4.60 points versus nicotinamide (95% CI, —7.01 to —2.18) and —3.09 points
versus 5 mg (95% CI, —5.50 to —0.69) [5]. These continuous outcomes were prespecified
secondary endpoints, but their interpretation remains exploratory because the primary
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comparison did not meet the criterion required to proceed through the fixed testing se-
quence [5]. The time course also matters. Response at week 1 was 34.0% after 25 mg,
compared with 10.4% after 5 mg and 6.4% after nicotinamide, followed by attenuation at
week 6. A second administration was given after the primary assessment, and all groups
had received at least one 25 mg dose by week 12 [5]. No between-group difference was
then detected, and the study did not establish an incremental benefit from a second 25 mg
administration within the observed period.

PsiDeR produced a larger numerical estimate in a different setting. This single-site
National Health Service feasibility trial randomized 60 adults to 25 mg or inert placebo with
preparation, support during dosing, and integration in both groups. All 60 randomized
participants received their allocated treatment. Follow-up MADRS assessments were avail-
able for 59 participants, comprising 30 psilocybin recipients and 29 placebo recipients [6].
The adjusted between-group difference was —10.41 points at week 3 (95% CI, —14.86 to
—5.95) and —12.92 points at week 6 (95% CI, —17.37 to —8.47). The EPISODE and PsiDeR
results are not opposing verdicts on the same experiment. At week 3, response occurred
in 13/30 participants receiving psilocybin (43.3%) and 1/29 receiving placebo (3.4%). Re-
mission occurred in 12/30 (40.0%) and 1/29 (3.4%), respectively [6]. The clinical efficacy
outcomes were prespecified secondary outcomes and remain exploratory because the trial
was designed primarily to assess feasibility and estimate outcome variance [6]. Assessment
of participant blinding was introduced part-way through the trial and covered only 23
of 60 randomized participants. In this post hoc analysis, 13/13 psilocybin recipients and
7/10 placebo recipients correctly identified their allocation. Independent outcome raters
and instructions not to disclose allocation beliefs provided some protection against observer
bias, but the reported assessment does not establish that rater blinding was maintained or
quantify the contribution of expectancy to the treatment difference [6].

These estimates also differ in what they measure. A response odds ratio describes a
relative contrast in the odds of crossing a prespecified threshold; it does not quantify abso-
lute symptom improvement or the absolute probability of benefit. MADRS and HAMD-17
point differences retain their respective scale units, whereas standardized mean differences
depend on the variability used for standardization. These measures should therefore be
interpreted alongside arm-level scores, absolute response and remission proportions, as-
sessment timing, and the estimand, rather than ranked as interchangeable measures of
efficacy. EPISODE used two comparator conditions and a categorical week-6 endpoint.
PsiDeR used inert placebo, treated continuous MADRS change as an exploratory efficacy
outcome, and was conducted at one site. Their samples, placebo trajectories, and support
models also differed. The resulting contrast is clinically important because it shows that the
estimated magnitude of benefit is sensitive to comparator choice, endpoint definition, and
timing. It does not provide a principled reason to regard the larger estimate as the effect
most likely to be observed in routine care.

Treatment resistance also differed across these populations. Entry after two adequate
medication failures does not establish comparability with patients who remain depressed
after multiple augmentation strategies, psychotherapy, or somatic treatments. Some pro-
tocols counted augmentation, psychotherapy, or treatment intolerance towards eligibility,
whereas others restricted the number of previous failures or excluded particular treatment
histories [4-6,27,29,30]. These differences limit indirect comparisons of efficacy. They
should not, however, be assumed to explain differences between trial results without appro-
priate analyses. Small studies enrolling more refractory patients do not establish efficacy
after failure of ECT or other neuromodulation, and the available evidence does not validate
prior treatment burden as a predictor of individual response.
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EPISODE also showed substantial functional unblinding despite its triple-masked de-
sign. Among participants who answered the relevant question after the first administration,
38/44 (86.4%) in the 25 mg group correctly identified receipt of the high dose. Therapists
correctly identified it in 71/87 ratings (81.6%), with two therapists potentially contributing
ratings for each participant. Allocation guesses were not collected from outcome raters, and
patient expectancy was not measured [5]. The descriptive comparison of week-6 outcomes
by allocation belief cannot establish that expectancy was unimportant, particularly because
only six high-dose recipients did not identify the high dose. Blinding percentages should
not be compared directly with PsiDeR because the questions, sampling, and available
treatment conditions differed [5,6].

Recognizing allocation may change expectations, engagement with psychological sup-
port, symptom reporting, and staff behavior. Randomization supports comparison of the
assigned interventions under the trial conditions, but it does not isolate a pharmacological
effect independent of these pathways. Expectancy-related improvement may form part
of the clinical effect of the treatment package, whereas differential reporting or rating can
introduce measurement bias. Limited improvement in a comparator group is compatible
with disappointment effects but does not demonstrate them. Neither trial provides suf-
ficient evidence to quantify these contributions or attribute the observed between-group
difference to pharmacological action alone [5,6,8,31].

Masking remains the most persistent threat to interpretation. A 2026 systematic re-
view found that only 33 of 112 psychedelic randomized trials assessed blinding integrity.
Blinding failure rates exceeding 90% were frequently reported in studies of psilocybin,
lysergic acid diethylamide, and ayahuasca. No comparator strategy consistently preserved
masking [32]. An indirect meta-analysis sought to address differences in functional un-
blinding by comparing symptom change in trials of psychedelic interventions with that in
open-label trials of conventional antidepressants. The estimated difference was 0.3 HAMD-
17 points favoring antidepressants (95% CI, —1.39 to 1.98; p = 0.73) [33]. The analysis did
not identify a statistically significant difference. It included depression populations beyond
TRD and cannot substitute for a head-to-head trial. Its relevance is narrower: conspicuous
psychoactive effects limit how confidently an observed group difference can be assigned to
drug action alone. These design problems are considered further in Section 5. A 2026 living
systematic review and meta-analysis included 15 randomized trials with 801 participants.
Twelve trials (585 participants) contributed to the primary model, which favored psilocybin
for depressive symptoms (Hedges’ g = —0.90) [34]. However, many included studies were
small or at risk of bias, and pooling across heterogeneous populations and comparators
does not resolve the TRD-specific effect estimate or the problem of functional unblinding.

Taken together, the published randomized evidence supports short-term antidepres-
sant activity after 25 mg in a supervised treatment package. It does not yet provide a single
transportable effect size, a dependable individual response probability, or an evidence-
based rule for a second administration. For a clinician, that is a more useful conclusion
than classifying trials as simply positive or negative.

4.3. Phase 3 Development Status

At the review cut-off of 9 August 2026, the phase 3 findings summarized here were
available as sponsor communications rather than peer-reviewed trial reports. In its an-
nouncement dated 23 June 2025, Compass Pathways reported that COMP005 had dosed
258 participants at 32 US sites. The reported between-group difference in MADRS change
at week 6 was —3.6 points for a single 25 mg administration versus placebo (95% CI, —5.7
to —1.5; p < 0.001) [35]. In its announcement dated 17 February 2026, the sponsor reported
that COMP006 had dosed 581 participants and compared two administrations, 3 weeks
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apart, of 25 mg, 10 mg, or 1 mg. The reported week-6 difference in MADRS change for
25 mg versus 1 mg was —3.8 points (95% CI, —5.8 to —1.8; p < 0.001) [36].

In the sponsor’s report, 39% of COMP006 participants in the 25 mg arm met a thresh-
old of at least 25% MADRS reduction at week 6 after two scheduled administrations.
Subsequent benefit was described as maintained on average through week 26 [37]. This
is below the conventional 50% response threshold and does not establish continuous in-
dividual response. Retreatment was permitted during Part B. The reported follow-up
therefore concerns a treatment strategy; it does not isolate persistence after the initial
course. Participant-level trajectories, retreatment exposure, and missing-data methods are
needed to interpret this claim.

The sponsor-reported differences of 3.6 and 3.8 MADRS points indicate statistical
separation between treatment groups at week 6. Their clinical importance requires sepa-
rate assessment. A between-group mean difference does not describe the improvement
experienced by an individual patient or identify how many patients obtained a worthwhile
benefit. Thresholds for meaningful within-patient change cannot be applied directly to
between-group mean differences [38]. These results therefore neither establish clinically
meaningful benefit for each treated patient nor exclude substantial improvement in a subset.
Interpretation requires the distribution of individual changes, conventional response and
remission proportions with denominators and confidence intervals, and corresponding
changes in functioning and quality of life.

The estimates were obtained within supervised treatment programs providing psy-
chological support. Comparable support across randomized groups does not by itself
invalidate the treatment contrast, but it limits extrapolation to administration outside that
setting. Possible functional unblinding may also influence expectancy, participant behavior,
and interactions with staff; the available results do not quantify its contribution to the
observed differences. The cited sponsor releases do not provide arm-level baseline and
week-6 scores, conventional response and remission counts, or complete estimand specifica-
tions. These omissions limit independent assessment of adherence to prespecified analyses,
handling of missing data and subsequent treatment, multiplicity control, and completeness
of safety reporting. The absence of peer review further limits external scrutiny. Reported
p-values and confidence intervals describe the announced analyses but do not establish
robustness to alternative analytical assumptions or exclude selective reporting. Full trial
reports, protocols, statistical analysis plans, and sensitivity analyses are needed to assess
the clinical benefit-harm balance. Until these materials permit independent appraisal, the
findings should remain provisional and should not, by themselves, support treatment
recommendations [35-37].

After the clinical evidence cut-off, Compass Pathways released 52-week open-label
COMPO005 Part C topline data on 9 September 2026 [39]. Because these sponsor-reported
data were released after the prespecified clinical evidence cut-off and remain non-peer-
reviewed, they were not incorporated into the efficacy or durability synthesis. Development
status was rechecked on 25 September 2026; subsequent public sponsor communications
continued to describe COMP360 as investigational [40]. This limited post-cut-off check did
not extend the clinical evidence cut-off.

4.4. Durability Is an Estimand, Not a Single Observation

Long-term mean symptom change and individual durability outcomes answer differ-
ent clinical questions. A lower group mean at 6 or 12 months can reflect persistent partial
improvement, sustained remission in a minority, or improvement and relapse occurring in
different participants. It does not establish that the same patients remained well throughout
follow-up. Sustained response requires maintenance of a specified reduction from baseline,
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whereas sustained remission requires maintenance below a defined symptom threshold

over a prespecified interval. Remission at one late visit establishes neither. A durability

estimand must additionally specify the population, treatment comparison, handling of

rescue treatment and retreatment, and population-level summary measure [41]. Table 2

distinguishes these outcomes and the limitations of the available follow-up evidence.

Table 2. Study populations and characterization of treatment resistance in psilocybin trials.

Study and Population

Treatment Resistance: Eligibility
and Observed History

Chronicity

Previous Psychotherapy and
Somatic Treatment

Carhart-Harris et al., 2018 [25].

Twenty adults with unipolar

At least two unsuccessful courses
of distinct antidepressants during
the current episode, each lasting

Mean reported illness
duration: 17.7 years. The
authors acknowledged
difficulty distinguishing

Previous psychotherapy:
17/20. Its adequacy was not
standardized. Previous ECT

TRD. at le'ast'6 wegks. Mean lifetime episode duration from or TMS: NR.
medication failures: 4.6 (SD 2.6). ..
chronic illness.
Two to four unsuccessful
pharmacological treatments

Goodwin et al., 2022, during the current ep1so<;1e, with A current episode lasting Previous psychotherapy

adequate dose and duration of at adequacy: NR. ECT or

COMPO01 [4,30]. 233 adults least 8 weeks assessed using the more than 1 year was ketamine during the current

with unipolar TRD. & reported by 86%. &

MGH-ATRQ. Approved
augmentation could count as an
additional treatment.

episode was exclusionary.

Rosenblat et al., 2024 [26]. 31
randomized and 30 treated,
including 26 with MDD and
four with bipolar II
depression.

At least two adequate
pharmacological treatment
failures during the current

episode, without an upper limit.
Mean reported failed medication
trials: 11.27 (SD 5.59).

Current episode at least 3
months. Mean reported
time with depression: 18.3
years (SD 11.5), which is
not a standardized
current-episode duration.

Previous psychotherapy dose
and adequacy: NR. Stable
pre-existing psychotherapy
was permitted.

Aaronson et al., 2025 [27].
Twelve adults with severe
unipolar TRD.

At least five adequate treatment
failures during the current
episode. Mean medication

failures during that episode: 5.6

(SD 1.4).

Mean current-episode
duration: 9.1 years (SD
8.8).

Completed ECT or TMS
courses and up to one
psychotherapy course could
contribute to eligibility. Seven
of 12 participants were
receiving psychotherapy at
enrollment.

Mertens et al., 2026, EPISODE
[5]. 144 adults randomized.

Two adequate pharmacological
treatments during the current
episode, each lasting at least 6
weeks at a minimum effective

dose. Augmentation could count
as the second treatment. Mean
lifetime antidepressant agents
tried: 5.43 (SD 2.83). Mean
augmentation agents tried: 1.16
(SD 1.77).

Mean time since first MDD
diagnosis: 13.86 years (SD
9.65). Current-episode
duration: NR.

Previous psychotherapy
adequacy: NR. ECT within 12
months, ketamine or
esketamine within 6 months,
and any previous VNS or DBS
were exclusionary.

Rucker et al., 2026, PsiDeR
[6,29]. Sixty adults
randomized and treated.

Two antidepressant trials or one
antidepressant trial plus
psychotherapy, without an upper
limit. The published protocol
specified at least 6 weeks at a
minimum effective antidepressant
dose and at least six
psychotherapy sessions, but also
allowed intolerance to count as
failure. Median MSM score: 8.0
(IQR 7.0-9.5).

Mean time with significant
depression: 20.0 years (SD
10.2). Current-episode
duration: NR.

Psychotherapy could
contribute to eligibility. Actual
previous psychotherapy
exposure was not separately
summarized. No upper limit
on the number or type of
previous treatments was
specified.
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Table 2. Cont.

Study and Population

Treatment Resistance: Eligibility Previous Psychotherapy and

Chronicity

COMPO005 [35,36] and
COMPO006 [36,37].
Respectively, 258 and 581
participants dosed.
Preliminary sponsor reports.

and Observed History Somatic Treatment
Registered eligibility required two  For a first lifetime episode, Previous psychotherapy
to four adequate pharmacological registered eligibility exposure: NR in the cited
treatment failures during the required a duration of 3 sponsor reports. ECT, DBS, or
current episode, assessed using ~ months to 2 years. Actual VNS during the current
the MGH-ATRQ. Actual failure episode-duration episode, and TMS within the
distributions: NR in the cited distributions: NR in the preceding 6 months, were
sponsor reports. cited sponsor reports. exclusionary:.

Notes. Eligibility criteria are distinguished from observed treatment histories. Lifetime treatment
exposure, failures during the current episode, and different measures of chronicity are not inter-
changeable. Previous psychotherapy does not establish an adequate unsuccessful course. COMP005
and COMP006 entries combine registered eligibility criteria with preliminary sponsor reports. NR
indicates information not reported in the reviewed sources, rather than absence of an assessment
or treatment. Abbreviations: DBS, deep brain stimulation; ECT, electroconvulsive therapy; IOR,
interquartile range; MDD, major depressive disorder; MGH-ATRQ, Massachusetts General Hospital
Antidepressant Treatment Response Questionnaire; MSM, Maudsley Staging Method; NR, not re-
ported; SD, standard deviation; TMS, transcranial magnetic stimulation; TRD, treatment-resistant
depression; VNS, vagus nerve stimulation.

The handling of additional treatment changes the clinical question. Outcomes recorded
after rescue medication, psychotherapy, or repeat psilocybin administration describe the
course under that treatment strategy. They cannot establish persistence attributable to the
initial psilocybin course alone. Treatment-free remission requires remission over a specified
interval after completion of the initial protocol, without ongoing or additional depression
treatment, including further psychedelic dosing. Excluding participants who receive addi-
tional treatment, or censoring their observations when treatment begins, may preferentially
remove those whose symptoms worsen. Such analyses require explicit assumptions and
sensitivity analyses. Missing assessments also require prespecified handling and should
not be treated as evidence that improvement continued.

COMP004 enrolled 66 participants, including 58 from COMP001 and eight from
COMPO003, for observational follow-up extending to 52 weeks after the original administra-
tion. The prespecified time-to-event analysis included all 233 participants from COMP001.
Median time to a depressive event was 92, 83, and 62 days in the original 25 mg, 10 mg,
and 1 mg groups, respectively [42]. These estimates were descriptive. A separate post hoc
analysis restricted to the 58 COMP001 participants entering the extension yielded medians
of 189, 43, and 21 days. Selective extension participation and uncontrolled subsequent
treatment limit interpretation of this subgroup comparison.

The naturalistic EPISODE follow-up included 126 of the original 144 randomized
participants who attended at least one assessment at 6 or 12 months after the first adminis-
tration. All participants in this follow-up cohort had received at least one 25 mg dose during
the main trial [43]. Mean HAMD-17 change from the original baseline was —7.93 points
at 6 months (95% CI, —9.17 to —6.70) and —7.74 points at 12 months (95% CI, —9.04 to
—6.43), with no difference according to original allocation [43]. Study-defined sustained
HAMD-17 response from week 12 was reported in 28/126 participants (22.2%) at 6 months
and 20/126 (15.9%) at 12 months. Sustained remission, defined using HAMD-17 <8, was
less frequent. Summing the published arm-level counts gives 20/126 participants (15.9%)
at 6 months and 10/126 (7.9%) at 12 months [43]. These findings concern maintenance
of the respective criteria at scheduled assessments and do not establish uninterrupted
remission between visits or remission without subsequent treatment. By 12 months, 32%
had initiated antidepressant pharmacotherapy, 25% reported further psychedelic use, and
68% had attended at least one optional integration group [43]. Statistical adjustment for
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recorded treatment did not recreate a randomized long-term comparison. The study de-
scribes outcomes after exposure to psilocybin and an extended therapeutic program. It
does not establish a 12-month drug effect.

A small trial in recurrent major depressive disorder, rather than TRD, provides useful
contextual evidence because it retained a randomized niacin comparison for 12 months.
Among 35 participants, the MADRS difference favored 25 mg through day 42 but not at
day 365 (—3.68 points; 95% CI, —9.30 to 1.94; p = 0.20). Self-reported separation persisted
through day 102 and shortened to day 72 when observations were censored after antidepres-
sant initiation [44]. The population and sample size preclude direct extrapolation to TRD.
The result nonetheless shows why persistent within-group improvement and persistent
randomized separation are not the same claim.

Current evidence therefore does not define a maintenance schedule, a symptom
threshold for retreatment, or the cumulative risk of repeated exposure in TRD. Psilocy-
bin is better understood at present as a potentially rapid intervention delivered within
a resource-intensive clinical program, with maintenance needs that remain unresolved.
Describing it as a one-time treatment with durable efficacy goes beyond the published
data. Tables 2-4 summarize the clinical evidence and distinguish longer-term outcomes
according to retention, subsequent treatment, and the definition of persistence or relapse.
Table S1 provides arm-level symptom scores, response and remission denominators, treat-
ment contrasts with confidence intervals, and the estimand specifications available for the
principal randomized trials.

Table 3. Short-term efficacy outcomes in trials of psilocybin administered with psychological support.

Study and Treatment

Outcome, Timing, and
Analysis Population

Main Finding

Interpretation

Carhart-Harris et al., 2018 [25].

Open-label administration of
10 mg followed by 25 mg 1
week later.

QIDS-SR-16 change 5 weeks
after 25 mg. Longitudinal
analysis: 19 participants.

Mean change: —9.2 points
(95% CI, —11.8 to —6.6).

Uncontrolled within-group

improvement. The specific

treatment effect cannot be
estimated.

COMP001 [4]. Double-blind
comparison of single doses of
25 mg, 10 mg, and 1 mg.

Prespecified primary
endpoint: MADRS change at
week 3. Analysis population:

233.

Adjusted difference versus 1
mg: —6.6 points for 25 mg
(95% CI, —10.2 to —2.9) and
—2.5 points for 10 mg (95% CI,
—6.2t01.2).

The 25 mg comparison met
the primary endpoint. The 10
mg comparison did not,
stopping the testing hierarchy.
Secondary findings remained
descriptive.

Rosenblat et al., 2024 [26].
Open-label randomized
comparison of immediate 25
mg treatment with a 2-week
waitlist.

Feasibility was primary.
MADRS change at week 2 was
a secondary efficacy outcome,

assessed in 29 participants.

Mean MADRS reduction: 9.6
points with immediate
treatment versus 3.0 points
during the waitlist period.

The waitlist did not control for
expectancy or therapeutic
contact. Findings include

bipolar II depression.

Aaronson et al., 2025 [27].
Open-label single 25 mg
administration.

Primary endpoint: MADRS
change at week 3. Twelve
participants.

Least-squares mean change:
—15.8 points (95% CI, —25.4
to —6.3).

A small uncontrolled study in

a highly refractory population.

Comparative efficacy remains
uncertain.

EPISODE [5]. Two-center,
triple-masked trial. First
administration: 25 mg, 5 mg,
or nicotinamide 100 mg.

Prespecified primary
endpoint: >50% HAMD-17
reduction at week 6, before the
second administration. Of 144
randomized participants, 143
received treatment and 142
entered the primary analysis.

Response: 8/47 (17.0%), 6/48
(12.5%), and 5/47 (10.6%),
respectively. Adjusted OR for
25 mg versus nicotinamide:
1.73 (95% CI, 0.53 t0 6.23; p =
0.19).

The prespecified hypothesis
was not confirmed. The
confidence interval indicates
substantial uncertainty.
Continuous secondary
findings remain exploratory.
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Table 3. Cont.

Study and Treatment

Outcome, Timing, and
Analysis Population

Main Finding

Interpretation

PsiDeR [6]. Single-site,
double-blind comparison of
25 mg with inert placebo.

Primary outcomes concerned
feasibility and MADRS
variance. Efficacy outcomes
were prespecified secondary
outcomes. Follow-up MADRS
data: 59/60 participants.

Adjusted MADRS difference:
—10.41 points at week 3 (95%
CI, —14.86 to —5.95) and
—12.92 at week 6 (95% CI,
—17.37 to —8.47).

Exploratory efficacy estimates
from a feasibility trial. Small
sample size, limited placebo
improvement, and functional

unblinding constrain
interpretation.

COMPO005 [35,36].
Double-blind phase 3
comparison of single-dose

COMP360 25 mg with placebo.

Sponsor announcements: 23
June 2025 and 17 February
2026.

Sponsor-reported primary
endpoint: MADRS change at
week 6. Dosed population:
258.

Reported difference: —3.6
points (95% CI, —5.7 to —1.5; p
<0.001).

Preliminary sponsor-reported
statistical separation.
Individual clinical benefit
requires fuller reporting of
response, remission,
functioning, and masking.

COMP006 [36]. Double-blind
phase 3 comparison of two
fixed administrations of 25

mg, 10 mg, or 1 mg, 3 weeks

apart. Sponsor announcement:

17 February 2026.

Sponsor-reported primary
endpoint: MADRS change at
week 6 after the first
administration, 3 weeks after

the second. Dosed population:

581.

Reported difference for 25 mg
versus 1 mg: —3.8 points (95%
CI, —5.8 to —1.8; p < 0.001).

Preliminary findings concern
a two-dose course. Statistical
separation does not establish
clinically important
improvement for each
participant.

Notes. Negative symptom-score changes indicate improvement. Within-group changes, between-
group differences, and odds ratios are not directly comparable. Statistical significance alone does not
establish individual clinical benefit. Phase 3 findings were preliminary and not peer-reviewed at the
sponsor-source cut-off of 9 August 2026. Announcement dates are not trial data cut-off dates, which
were not reported. Table S1 provides detailed efficacy data and available estimand specifications.
Abbreviations: CI, confidence interval; COMP360, investigational synthetic psilocybin formulation;
HAMD-17, 17-item Hamilton Depression Rating Scale; MADRS, Montgomery-Asberg Depression
Rating Scale; OR, odds ratio; QIDS-SR-16, 16-item Quick Inventory of Depressive Symptomatology,
self-report version.

Table 4. Durability of clinical improvement, subsequent treatment, and retreatment in psilocybin studies.

Study and
Assessment

Durability Outcome
and Finding

Follow-Up
Completeness

Subsequent Treatment

and Psychedelic Exposure Interpretation

Carhart-Harris
etal., 2018 [25]. Six
months.

Late-visit status among
nine week-5
responders. Three met
the study-defined
relapse criterion of
QIDS-SR-16 >6 at 6
months.

Nineteen of 20
completed all
assessments. Six-month
QIDS-SR-16 data were
available for all 20.

Six started antidepressants,
five received later
psychotherapy, and five
used nontrial psilocybin.
One continued venlafaxine
throughout.

Late-visit status does
not establish
uninterrupted response
or treatment-free
remission.

COMPO001 [4].
Twelve weeks.

Sustained response
required >50%
MADRS reduction at
week 3 and subsequent
assessments. Rates for
25/10/1mg: 16/79,
4/75,and 8/79. OR for
25 mg versus 1 mg: 2.2
(95% CI, 0.9 to 5.4).

Withdrawals by week
12:5/79,9/75, and
10/79, respectively.

Descriptive secondary
outcome. A
between-group
difference in sustained
response was not
established. New
treatment counted
against sustained
response.

New depression treatment
before week 3: 4/79,9/75,
and 14/79. After week 3
through week 12: 26/79,
18/75, and 16/79. No
protocol redosing.
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Table 4. Cont.
Study and Durability Outcome Follow-Up Subsequent Treatment .
.. . Interpretation
Assessment and Finding Completeness and Psychedelic Exposure
Flexible retreatment s
. . Clinician-selected
after previous benefit, Twenty-one of 30
.- .. retreatment and
acceptable tolerability, treated participants . .
. Seventeen received a withdrawal for other
Rosenblat et al., and depressive relapse  completed 6 months. -
. . . . second dose and five a treatment prevent
2024 [26]. Six symptoms lasting at Eight withdrew after . . . . .
third, each with estimation of single-dose
months. least 2 weeks. the week-2 o
o . psychotherapy. durability or the
Additional doses were ~ assessment to begin independent benefit of
associated with further other treatment. P .
redosing.

MADRS reductions.

Aaronson et al.,
2025 [27]. Twelve
weeks.

Late-visit MADRS
change: —17.2 points

(95% CI, —25.2 to —9.1).

Formal relapse
endpoint: NR.

Eleven of 12
completed week 12.

Two restarted
antidepressant regimens.
One used nontrial
psilocybin, and one
restarted a cannabinoid.
Additional psychotherapy
exposure was not
quantified.

Later symptom
improvement was
observed alongside
subsequent treatment in
some participants.
Continuous response and
treatment-free remission
were not established.

Goodwin et al.,
2025, COMP004
[42]. Up to 52
weeks after
parent-trial dosing.

Prespecified time to a
composite depressive
event in all 233

COMP001 participants.

Median times after
25/10/1 mg: 92, 83,
and 62 days,
respectively.

Sixty-six entered the
extension: 58 from
COMP001 and eight
from COMP003.
Forty-eight
completed it,
including 45/58
COMPO001 entrants.

Descriptive time-to-event
findings. The composite
included treatment
initiation and
deterioration, rather than
relapse after remission
alone. Selective extension
entry and censoring limit
inference.

Subsequent treatment was
unrestricted. New
depression treatment in the
COMPO001 cohort: 38/79,
29/75, and 34/79 across
follow-up. Further
psychedelic exposure: NR.

Mertens et al., 2026,
EPISODE follow-up
[43]. Six and 12
months after the
first administration.

HAMD-17 point
response: 43/126
(34.1%) and 47 /126
(37.3%). Response
sustained from week
12: 28/126 (22.2%) and
20/126 (15.9%),
respectively. Sustained
HAMD-17 remission
from week 12: 20/126
(15.9%) and 10/126
(7.9%), respectively,
calculated from the
published arm-level
counts.

Follow-up cohort:
126/144 randomized
participants with at
least one follow-up
assessment.
HAMD-17 data:
118/126 at 6 months
and 117/126 at 12
months, with 8 and 9
assessments missing,
respectively.

All follow-up
participants had received
at least one 25 mg dose.
Subsequent treatment
and incomplete
follow-up limit
attribution to the original
course.

By 12 months, 40/126 had
initiated antidepressants,
32/126 had used classical
psychedelics, and 86/126
had attended an optional
integration group.

COMPO005 [36].
Twenty-six weeks.
Sponsor
announcement: 17
February 2026.

The sponsor reported
that 25% of the 25 mg
arm achieved >25%
MADRS reduction at
week 6, with
subsequent benefit
through week 26 after
one or two doses. Exact
outcome n/N and CI:
NR.

Week-26 retention
and outcome-specific
denominators: NR in

the cited
communication.

Preliminary evidence
concerning a treatment
strategy allowing
retreatment. The
threshold is below
conventional response
and does not establish
remission.

A second dose was
permitted. Additional
antidepressant treatment,
psychotherapy, and
nontrial psychedelic
exposure: NR.
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Table 4. Cont.
Study and Durability Outcome Follow-Up Subsequent Treatment Interpretation
Assessment and Finding Completeness and Psychedelic Exposure P
:ﬂ:’[ ZI;S/HZ?I;}:Z%?;?; Two initial administrations
COMP006 [37]. arm achieved >25% Week-26 retention er:;ﬁgéiﬂggjgn?; tin Prehn;:;a;zt;glli}? gsdo
Twenty-six weeks. MADRS reduction at ~ and outcome-specific P

Sponsor
announcement: 7
July 2026.

week 6, with benefit
maintained on average
through at least week

26. Exact outcome n/N

and CI: NR.

denominators: NR in
the cited
communication.

Part B. Additional
antidepressant treatment,
psychotherapy, and
nontrial psychedelic
exposure: NR.

uninterrupted
conventional response in
39% or durability after a
single administration.

Notes. Point response describes status at one visit. Sustained response requires response at succes-
sive specified assessments. Neither establishes treatment-free remission, which requires remission
over a defined interval without ongoing or additional depression treatment. EPISODE response
and remission proportions, including sustained outcomes, use the follow-up cohort denominator
(N = 126), consistent with Table 3 of the original publication [43]. Participants with missing HAMD-
17 assessments remain in the denominator but do not contribute to the corresponding endpoint
numerator. Missing scores were not imputed. These proportions represent documented outcomes;
missing assessments do not establish nonresponse or relapse. Phase 3 findings were preliminary and
not peer-reviewed at the sponsor-source cut-off of 9 August 2026. NR does not establish absence of
treatment or events. Abbreviations: CI, confidence interval; HAMD-17, 17-item Hamilton Depression
Rating Scale; MADRS, Montgomery-Asberg Depression Rating Scale; NR, not reported in the re-
viewed sources; OR, odds ratio; QIDS-SR-16, 16-item Quick Inventory of Depressive Symptomatology,
self-report version.

5. Interpreting the Treatment Effect
5.1. Comparator Choice and Functional Unblinding

A credible placebo for a conspicuous psychoactive intervention remains unresolved.
Inert placebo maximizes pharmacological contrast but offers little protection against treat-
ment guessing. Very low-dose psilocybin may produce sensations that support masking,
yet it can have biological or subjective effects. Niacin and other active placebos reproduce
selected bodily sensations without reproducing the psychedelic state. Each comparator
changes the estimand.

Treatment guessing can influence symptom reporting, clinician ratings, and the re-
sponses of session staff. Nominal masking of outcome assessors does not establish that
expectancy effects have been controlled [31]. Future trials should measure expectancy and
prior psychedelic exposure before randomization and obtain treatment guesses separately
from participants, session monitors, and outcome assessors at prespecified, repeated time
points. Participants and monitors should be assessed after acute effects have subsided and
again during follow-up. Assessors should record their guesses after completing the relevant
symptom rating. Each assessment should include confidence, an “uncertain” option, and
the reasons for the guess. Results should be reported by randomized group, respondent
role, and time point, with denominators and missing assessments.

Analyses should examine how treatment guesses relate to baseline expectancy, sub-
sequent changes in expectancy, and later clinical outcomes, while documenting symptom
changes that preceded each guess. These associations require cautious interpretation: im-
provement may influence a treatment guess, as well as follow from expectations associated
with that guess. Treatment guess is a post-randomization variable. Adjusting for it, or
restricting analyses to participants who guessed incorrectly, can remove part of the effect of
treatment assignment or introduce selection bias, including collider bias [45]. The prespec-
ified randomized comparison should therefore remain the primary analysis. Additional
mediation or sensitivity analyses should state their causal estimand and assumptions ex-
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plicitly; they cannot, by themselves, restore masking or establish an effect independent
of expectancy.

Consent procedures should acknowledge that acute effects may reveal allocation with-
out suggesting that a particular subjective experience is necessary for clinical benefit [46].

Future trials should use independent central outcome raters who are separate from
dosing and support teams and have no access to session records, acute adverse-effect
descriptions, or allocation guesses. Participants should receive neutral instructions to avoid
disclosing these details during efficacy assessments, while safety information remains fully
available to the treating team. Inadvertent disclosures should be documented. Planned
psychological contact should be comparable across groups, with adherence to the support
protocol assessed and additional contact recorded. Candidate active comparators should
be evaluated for credibility and safety before confirmatory use, recognizing that their own
activity changes the treatment contrast. These measures can reduce avoidable bias but
cannot ensure equivalent expectancy or establish a pharmacological effect independent of
the treatment context [8,31].

5.2. The Treatment Package

Preparation, music, room design, interpersonal conduct, crisis management, and
post-session contact vary across studies. These variables can alter anxiety, disclosure,
meaning-making, and retention. The Reporting of Setting in Psychedelic Clinical Trials
(ReSPCT) guidelines identify 30 setting variables across the physical environment, dosing
procedure, therapeutic framework, and subjective experience that should be reported [47].
A systematic review of psilocybin frameworks likewise found substantial variation in
therapeutic models and their specification [48].

Psychological support should be described according to its purpose and content.
Safety support includes monitoring, reassurance, management of acute distress, and access
to medical care. Nonspecific therapeutic contact includes attention, continuity, empathic
listening, and the therapeutic relationship. Formal psychotherapy involves specified
techniques intended to change processes that maintain depression. These functions may
overlap within a session, and the labels “preparation” and “integration” do not establish
which were delivered. Inclusion of a defined psychotherapy within a study protocol does
not establish its independent contribution to the observed treatment effect. A manual can
standardize practice and support safeguarding [49], but its existence does not demonstrate
adherence or establish the antidepressant efficacy of its psychological components.

Table S2 summarizes the preparation, dosing support, integration, staff qualifications,
training, and fidelity procedures reported for COMP001, EPISODE, and PsiDeR. Protocol
requirements are distinguished from evidence about delivery, and unavailable details are
identified. Building on the Template for Intervention Description and Replication (TIDieR)
checklist and ReSPCT guidelines, we propose a minimum reporting set for psychological
support [47,50]. Preparation, dosing support, and integration should each be described by
their purpose, content, delivery format, and planned session number, duration, and timing,.
Reports should specify staff roles, qualifications, training, supervision, and continuity
across visits. Any manual and patient materials should be identified by version and made
accessible. The description should distinguish safety procedures from psychotherapeutic
techniques and specify how expectancy, acute distress, and interpersonal boundaries
are addressed.

For each treatment arm, reports should provide actual attendance and contact time,
additional support, concurrent psychotherapy, protocol deviations, and adaptations across
sites. Fidelity reporting should include the assessment method, sessions sampled, assessor
independence, and adherence results. The existence of a manual or completion of staff
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training does not establish that the intervention was delivered as intended. This reporting
set is intended to improve reproducibility and does not establish the minimum effective
amount of psychological support. Randomized comparisons of psychological components,
including factorial or dismantling designs where feasible, are needed to estimate their
contribution while retaining necessary safety support. Current efficacy findings concern
drug administration within the tested clinical setting and support arrangements; they do
not establish the outcome of administering psilocybin without those arrangements.

5.3. Population, Medication Management, and Generalizability

Published samples are narrower than routine TRD populations. Trials commonly
exclude psychotic disorders, bipolar I disorder or mania, active substance dependence,
acute suicide risk, unstable cardiovascular disease, and clinical circumstances that would
make medication withdrawal or a prolonged session unsafe [4—6,25-28]. Participants are
also unusually willing to receive a psychedelic intervention and may enter with strong
expectations. The resulting evidence applies most directly to carefully screened adults
treated in specialized programs.

Assessment of apparent treatment resistance was not uniform. Diagnostic interviews
and reviews of treatment history addressed some causes of pseudo-resistance, but docu-
mentation of prescribed dose and duration does not itself verify adherence. The reviewed
reports do not establish a common procedure for excluding pseudo-resistance or inde-
pendently confirming adherence to previous treatments. Nonresponse despite adequate
exposure should also be distinguished from inability to complete treatment because of ad-
verse effects. The published PsiDeR protocol, for example, allowed intolerance to contribute
to its definition of treatment failure [29].

Assessment of psychiatric comorbidity also differed. COMP001 used a structured
diagnostic interview and the McLean Screening Instrument for Borderline Personality
Disorder, with specified personality disorders and recent alcohol or substance abuse among
its exclusions [4,30]. EPISODE used the Structured Clinical Interview for DSM-5 Personality
Disorders and reported personality disorders in 27/144 participants, despite excluding
cluster A and borderline personality disorders. Its protocol specified the Childhood Trauma
Questionnaire, excluded post-traumatic stress disorder and current substance use disorder,
and included urine drug screening [5]. PsiDeR excluded diagnosed personality disorders
and drug or alcohol dependence, although the published reports did not describe a separate
dimensional assessment of personality pathology or trauma-related symptoms [6,29].

These procedures should not be interpreted as equivalent assessments of clinical
complexity. Excluding a diagnosis, recording childhood adversity, and measuring current
trauma-related symptoms address different questions. Likewise, a negative drug screen
does not characterize longitudinal substance use. The available reporting does not permit
consistent comparisons of these factors as modifiers of efficacy or safety. Their limited
characterization should be considered when applying trial findings to routine TRD services.

Antidepressant discontinuation is both a clinical hazard and an interpretive prob-
lem. Withdrawal symptoms can worsen mood and anxiety near baseline, while prior
serotonergic treatment may alter acute drug effects. An open-label study of 19 participants
receiving psilocybin while continuing a selective serotonin reuptake inhibitor found no
serious adverse events and an antidepressant signal [51]. Exploratory post hoc analyses of
antidepressant discontinuation have yielded conflicting findings. In a major depressive dis-
order (MDD) trial, participants who had discontinued SSRIs or serotonin-norepinephrine
reuptake inhibitors (SNRIs) before psilocybin showed smaller treatment effects than partic-
ipants who entered the trial unmedicated, although causality could not be inferred [52].
By contrast, a post hoc analysis of the COMP001 TRD dataset found no evidence that
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antidepressant discontinuation worsened baseline depression or compromised psilocybin
efficacy [53]. A 2025 scoping review found no consistent serotonin-syndrome signal with
concomitant classic psychedelics, especially psilocybin, but the evidence was small and het-
erogeneous [54]. Routine continuation, mandatory washout, and taper duration therefore
remain trial questions rather than settled rules.

Within the literature reviewed, we identified no head-to-head study comparing psilocy-
bin with electroconvulsive therapy, repetitive transcranial magnetic stimulation, ketamine
or esketamine, evidence-based augmentation, or an optimized psychotherapy pathway.
Separate placebo-controlled trials cannot determine sequence, substitution, or comparative
value. Current data do not support placing psilocybin ahead of established TRD treatments
or restricting it to a precise line of therapy.

6. Safety and Patient Selection

The common acute adverse effects are predictable but clinically relevant: headache,
nausea, anxiety, dizziness, transient increases in blood pressure and heart rate, and short
periods of fear, confusion, or perceptual disturbance. A systematic review identified
214 unique studies of classic psychedelics, of which 114 reported analyzable adverse-event
data. Serious adverse events were uncommon in monitored research settings. However,
adverse-event ascertainment was frequently incomplete, and events requiring medical or
psychiatric attention did occur [55].

A review focused on psilocybin trials reached a similar conclusion: adverse-event
definitions, collection windows, and management were inconsistent [56]. EPISODE il-
lustrates the distinction between acute tolerability and serious psychiatric harm. Across
two dosing sessions, 143 participants received 280 administrations. Severe adverse events
on dosing days were reported after 44/160 administrations of 25 mg psilocybin (27.5%),
3/72 administrations of 5 mg (4.2%), and 4/48 administrations of nicotinamide (8.3%).
These denominators represent administrations, not unique participants or parallel ran-
domized groups. The trial also reported two serious adverse reactions following 25 mg,
including one case of hallucinogen-persisting perception disorder (HPPD) with broader
psychological destabilization [5].

Future randomized trials should follow the Consolidated Standards of Reporting
Trials (CONSORT) Harms 2022 recommendations [57]. Reports should specify how events
were elicited and coded, define observation windows, and distinguish severity, seriousness,
and assessed relatedness. Results should include affected participants and denominators
by treatment arm, total event counts, and events leading to withdrawal, rescue medication,
or hospitalization. With repeated dosing, per-administration findings should accompany
cumulative participant-level risk. Acute effects should be distinguished from delayed
psychiatric and perceptual symptoms, with onset, duration, resolution, and follow-up
completeness reported. We additionally recommend independent review of serious psychi-
atric events. Missing safety information should be distinguished from confirmed absence
of events.

Suicidality requires separate reporting of treatment-emergent ideation, worsening on
a standardized scale, suicidal behavior, and serious adverse events. Treatment-emergent
ideation denotes new or worsened suicidal thoughts after dosing and does not establish
causation. A higher score on the Columbia-Suicide Severity Rating Scale (C-SSRS) de-
scribes a change in the assessed suicidal state; it should not be equated with an attempt.
Preparatory behavior, interrupted or aborted attempts, actual attempts, and nonsuicidal
self-injury should be identified separately where the source permits. Seriousness depends
on regulatory and protocol criteria, including hospitalization or immediate danger to life,
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and is distinct from symptom intensity. A serious adverse reaction additionally implies a
suspected causal relationship with treatment [4,5].

Table S3 reports absolute counts, denominators, assessment windows, baseline risk,
and ascertainment methods for the randomized TRD trials. These findings warrant con-
tinued monitoring beyond the dosing session. Neither similar event frequencies between
groups nor improvement in mean suicidality scores excludes clinically important deteriora-
tion in individual patients. The trials were not designed to estimate uncommon suicidal
outcomes precisely, and selection against acute suicide risk limits their applicability to
patients requiring urgent intervention.

An open-label study enrolled 20 adults with chronic suicidal ideation, MDD, and at
least two prior antidepressant treatment failures, while excluding recent ideation with
a specific plan and imminent intent [58]. Following one 25 mg administration, mean
Modified Scale for Suicidal Ideation (MSSI) scores improved through 12 weeks. However,
2/20 participants had scores above baseline during follow-up: one transiently at week 3 and
one at week 12, when the score increased from 17 to 23. No SAEs were reported among the
20 participants. Study clinicians assessed suicidality using the MSSI and C-SSRS; AE relat-
edness was investigator-assessed. These individual deteriorations should be distinguished
from both the improvement in group means and the absence of SAEs. The uncontrolled
design and initiation or resumption of psychotropic treatment in 12 /20 participants at or
after week 3 limit causal interpretation.

For future delivery programs, we propose structured suicide-risk assessment at screen-
ing, during any medication taper, immediately before dosing, before discharge once acute
drug effects have subsided, and at scheduled or symptom-triggered follow-up. The C-SSRS
should supplement clinical assessment of suicidal intent, planning, access to means, previ-
ous behavior, and available support [5,59,60]. New suicidal intent or inability to remain
safe should prompt immediate psychiatric assessment and a documented escalation plan.
Improvement in depression scores should not replace assessment of the individual patient’s
current safety.

Screening in a future clinical service would need to verify the diagnosis and adequacy
of previous treatment. Assessment should cover mania, psychosis, substance use, cognition,
trauma-related vulnerability, suicide risk, cardiovascular status, pregnancy risk, medication
interactions, and social support. It should also establish whether the patient can give
informed consent for an intense and partly unpredictable experience. Family history
of psychosis or bipolar disorder, unstable personality organization, and prior adverse
psychedelic experiences require individualized judgment because direct trial evidence is
sparse. Established safety guidance remains conservative [59,60]. A 2026 systematic review
of 23 human studies found a low but clinically meaningful risk of transient hypomanic or
manic symptoms in susceptible individuals, with higher-risk signals in bipolar I disorder,
familial vulnerability, polysubstance use, and unsupervised use. Long-term outcomes and
repeated exposure remain insufficiently characterized [61].

Pregnant and breastfeeding patients should be excluded from routine psilocybin treat-
ment because reproductive and infant safety have not been established. Available human
evidence is insufficient to characterize pregnancy outcomes, exposure through breast milk,
or effects on the nursing infant [62]. Screening should address pregnancy intentions and
breastfeeding, with pregnancy testing before each administration when applicable and
contraceptive counselling consistent with the study protocol [5,6]. Consent should explain
these uncertainties and discuss established alternatives for treating depression during
pregnancy and lactation. No evidence-based interval for interrupting and resuming breast-
feeding can currently be specified. Inadvertent exposure warrants individualized obstetric
or teratology advice and, during breastfeeding, assessment of potential infant exposure.
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The July 2026 US Food and Drug Administration guidance for psychedelic clinical
investigations recommends observation by two monitors throughout dosing. The lead
monitor should be an independently licensed healthcare professional with graduate-level
training and psychotherapy experience. If the lead monitor is not a physician, an on-call
physician should be able to reach the site within 15 min [8]. These recommendations
concern clinical trials. Drawing on this guidance and established research safety recommen-
dations [60], we propose minimum infrastructure for future authorized clinical services.
Consent should address potentially prolonged psychological effects, increased vulnerability,
and suggestibility.

Services should provide a private room with environmental hazards minimized,
continuous observation, equipment for measuring blood pressure, pulse, and oxygen
saturation, basic resuscitation equipment, and staff trained in basic life support. Written
protocols should specify who can prescribe and administer rescue medication, indications
for urgent medical or psychiatric assessment, and arrangements for emergency transport
and hospital transfer. Persistent severe agitation, psychosis, suicidal intent, or cardiovascu-
lar instability should trigger prompt assessment and escalation. Discharge should require
recovery of orientation, clinically stable observations, an individualized safety assessment,
an accompanying adult, and written follow-up and emergency instructions. Patients who
do not meet discharge criteria require continued observation or transfer to an appropriate
care setting.

Postdischarge care should include planned contact rather than relying solely on
patients to report difficulties. A reasonable service model would include contact within 24 h
and reassessment during the first week, with additional reviews according to symptoms
and baseline risk [60]. This schedule is a clinical proposal and has not been established
by comparative trials. Reviews should assess sleep, anxiety, derealization, perceptual
symptoms, mood elevation, suicidal thoughts, medication changes, and substance use.
Mild symptoms with preserved insight may be managed with reassurance, grounding,
sleep support, and closer follow-up. Persistent or worsening symptoms require clinical
reassessment. Reduced need for sleep with mood elevation, psychosis, suicidal intent, or
impaired ability to remain safe warrants urgent psychiatric assessment [59,60]. Persistent
perceptual symptoms require evaluation for HPPD and alternative psychiatric, neurological,
or ophthalmic causes. Patients should receive written contact instructions and a clear route
to urgent care. Unresolved symptoms should be followed beyond the first week, and
further dosing deferred pending assessment.

Therapist conduct is part of safety. Altered judgment, emotional intensity, and depen-
dence on session staff create an unusual power imbalance. Training must cover boundaries,
touch, recording and chaperone policies, adverse-event recognition, and routes for report-
ing misconduct [63]. Safety cannot be inferred from the molecule alone when containment
depends on the people and system around it.

7. Clinical Delivery and Place in Care

If approved, psilocybin would function more like a scheduled procedure than a take-
home prescription. A treatment episode includes diagnostic confirmation, medication
planning, preparation, a 6 to 8 h dosing visit, continuous observation, discharge assessment,
transport home, integration or follow-up, and access to urgent psychiatric care. The room,
staff, documentation, and emergency pathway are parts of the intervention. Clinical
translation cannot assume that efficacy from high-contact trials will persist after these
elements are reduced to improve throughput.

This model creates practical trade-offs. Under the FDA clinical-development frame-
work, dosing sessions involve two monitors [8]. Comparable requirements in routine care
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would commit substantial staff time and room capacity to each administration. Patient
burden includes preparation, prolonged observation, transport, recovery time, follow-up,
and medication tapering when required by the protocol. Tapering also requires assessment
of withdrawal symptoms and clinical deterioration [51-54]. Evaluation should therefore
include functioning, quality of life, participation in work and usual activities, and the pa-
tient’s own treatment goals. Treatment burden should be measured prospectively through
time spent attending and recovering from treatment, travel, caregiver involvement, out-of-
pocket expenditure, and treatment discontinuation attributable to these demands. These
outcomes should be assessed over a common follow-up period that includes retreatment
and additional care. Symptom improvement alone cannot establish clinical value or cost-
effectiveness. Programs also require controlled-drug governance, staff supervision, and
review of psychological and medical adverse events. Access and continuity of care remain
central implementation concerns [7,63,64].

Regulatory status and medical access to psilocybin for TRD vary internationally. Aus-
tralia permits psilocybin-assisted psychotherapy for TRD under its Authorised Prescriber
scheme, although the products remain unapproved therapeutic goods [65]. In Canada,
access to psilocybin may be granted through the Special Access Program on a case-by-
case basis [66], whereas Switzerland permits restricted medical use through individual
exceptional authorisations [67]. In Czechia, a legal framework effective from 1 January
2026 permits psilocybin-assisted psychotherapy using individually prepared medicinal
products in specialised healthcare facilities, including for clinically significant depressive
disorder after documented failure or intolerance of prior treatment [68]. These forms of
legal access should be distinguished from marketing authorisation. Psilocybin remains
subject to Schedule I controls under the 1971 Convention on Psychotropic Substances,
which restrict medical use and require specific authorisations [69]. The need to manage
acute psychological distress and provide continuous observation during prolonged dosing
sessions adds to the requirements for safe implementation [8]. Availability also depends on
trained clinical teams, suitable facilities, emergency support and funding for preparation,
dosing and follow-up. In its 23 March 2026 statement, the Czech National Institute of
Mental Health identified finalisation of reimbursement arrangements as a prerequisite for
clinical rollout [70].

Liechti et al. describe the Swiss limited medical use program, established in 2014,
with psilocybin added in 2021 [71]. In 2024, authorisations covered 348 patients treated
with psilocybin. The report provides practical information on physician training, treat-
ment organisation and financing. The clinical population included several diagnoses, and
psilocybin outcome data were limited to 21 feedback reports within the registry and quality-
assessment program. These observations inform service development but do not establish
the efficacy or durability of psilocybin specifically in TRD.

The appropriate position of psilocybin in a TRD pathway remains unknown. Estab-
lished interventions have more developed frameworks for monitoring and continuation
care, although maintenance evidence varies by treatment and population [72-77]. Table 5
summarizes these differences without ranking efficacy. For psilocybin, retreatment cri-
teria, concomitant medication management, and cumulative safety remain unresolved.
Current evidence does not establish superiority or a preferred treatment sequence relative
to established options. If authorized, initial delivery in specialist services could support
careful selection and follow-up, but this would be a service-design judgment rather than
a validated treatment sequence. Treatment decisions should consider clinical urgency,
previous treatment, contraindications, patient preference, and the feasibility of completing
the proposed care pathway.
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Table 5. Delivery requirements, maintenance evidence, and unresolved questions for interventions

considered in treatment-resistant depression.

o Maintenance Selected
. Route and Monitoring and . Unresolved
Intervention . . Framework and Contraindications .
Delivery Patient Burden . . Questions
Evidence or Precautions
Dosing visits
commonly last 6-8 . . .
: Follow-up studies Typical trial
. . h; continuous 2 . Retreatment
Psilocybin Oral . and retreatment exclusions include . . .
. . .. . observation, . timing, cumulative
administered with administration programs are psychotic or .
L transport home, 7 . . safety, concomitant
structured within a program available; no bipolar disorders, L
. ; and subsequent . medication
psychological of preparation, validated unstable
. . contact are . . management, and
support supervised dosing, required maintenance cardiovascular sustained
[4-8,37-43,59,60] and follow-up. quure schedule or criteria  illness, pregnancy, . .
Medication . . functional benefit.
. for repeat dosing.  and breastfeeding.
tapering may add
burden.

. Continuation Selection of
Anaesthetic and .
. pharmacotherapy maintenance
. cardiovascular . . .
Electrical monitorin and/or High anaesthetic strategy, optimal
. stimulation under & continuation or or cardiovascular frequency and
Electroconvulsive repeated cognitive . . . .
general maintenance ECT risk; vulnerability duration, and
therapy [72,73] . assessment, . e
anaesthesia and . after acute benefit; to cognitive balance between
. recovery time, and .
muscle relaxation. transport treatment adverse effects. relapse prevention
arran elfn ents frequency is and cognitive
& individualized. burden.
Frequent . Incompatible metal .
. 4 . Randomized P . Optimal
. Outpatient attendance during ) or electronic .
Repetitive . maintenance data . maintenance
. magnetic the acute course; . implants near the .
transcranial . . L. include a 24-week . . . schedule, duration,
. stimulation monitoring of . stimulation field; o
magnetic ; e trial; protocols and . . and criteria for
. ; without general tolerability and . seizure risk . .
stimulation [74,75] . . . schedules remain LT, reintroducing an
anaesthesia. seizure risk; requires individual
. . heterogeneous. acute course.
hearing protection. assessment.
. . Poorly controlled
Repeated-infusion y .
Blood pressure, . hypertension, .
. strategies are used, Maintenance
Intravenous pulse, respiratory unstable
. . L but controlled ) frequency and
Intravenous infusions, usually  status, dissociation, . cardiovascular or .
. . . maintenance . . duration;
racemic ketamine delivered as a and recovery . respiratory disease, . .
L. evidence and . cumulative urinary,
[72,76] repeated treatment monitoring; . psychotic ..
standardized cognitive, and
course. transport after . symptoms, and ; .
schedules remain . . . misuse risks.
treatment. .. misuse risk require
limited.
assessment.
Randomized
Under the US label, withdrawal .
. . Contraindications
at least 2 h of evidence in .
. - . include
. observation, stabilized patients .
Supervised . . . aneurysmal Optimal treatment
. including receiving an oral . .
intranasal . . vascular disease, duration,
. . respiratory antidepressant; . . . .
Intranasal administration . arteriovenous discontinuation
. s . . monitoring; blood labeled .
esketamine [77] with induction and . malformation, strategy, and
. pressure and maintenance . 5 .
maintenance S previous cumulative patient
mental-state dosing is weekly, .
phases. intracerebral burden.
assessment; then weekly or
haemorrhage, and
transport every 2 weeks o
. hypersensitivity.
arrangements. according to

response.

https:/ /doi.org/10.3390/therapeutics3040021


https://doi.org/10.3390/therapeutics3040021

Therapeutics 2026, 3, 21 24 of 32
Table 5. Cont.
- Mai 1
. Route and Monitoring and aintenance Se. ect.ed . Unresolved
Intervention . . Framework and Contraindications .
Delivery Patient Burden . . Questions
Evidence or Precautions
Serum lithium Continuation
concentrations; evidence includes Renal impairment,
Lithium Daily oral renal, thyroid, and  relapse prevention  dehydration, and Optimal duration
atlementation medication added calcium after ECT; interacting and benefit-risk
g[72 73] to antidepressant monitoring; applicability medication that balance in different
! treatment. assessment of depends on the increases lithium TRD populations.
interactions and population and concentrations.
toxicity. prior treatment.
Weight, metabolic Acute
measures, augmentation i Duration of
. . Agent-specific . .
. . movement evidence is .. continuation,
Atypical- Daily oral metabolic risks, QT .
. . Ll symptoms, and stronger than . withdrawal
antipsychotic medication; agent o . . prolongation,
. agent-specific evidence defining L& strategy, and
augmentation and dose selected ? o . akathisia, and .
N cardiac monitoring; the optimal cumulative
[72,73] individually. . . other movement .
ongoing duration of . metabolic and
D . disorders. .
medication maintenance neurological harm.
burden. treatment in TRD.
Relapse-
. 1
Structured Repeated prevention No generd
o . . medical . . .
individual or attendance, evidence is N Optimal intensity,
. K . . contraindication; .
. group sessions, between-session established in . duration, and
Evidence-based : . . outpatient .
including CBT; practice, and recurrent . sequencing or
psychotherapy . o . treatment requires . .
[72,73] relapse-prevention monitoring of depression; an appropriate combination with
" approaches symptoms, evidence specific lan for acute risk biological
include CBT and functioning, and to strictly defined pan d capacity to treatment in TRD.
MBCT. risk. TRD is less pactty
. participate.
extensive.

The table describes care requirements and the maturity of maintenance evidence; it does not provide
an indirect efficacy comparison or a recommended treatment sequence. Study populations and defi-
nitions of treatment resistance differ. Listed precautions are not uniformly absolute contraindications,
and psilocybin trial exclusions should not be interpreted as validated prescribing criteria. Esketamine
monitoring and dosing details refer to the US prescribing information revised in March 2026; local
requirements may differ. CBT, cognitive behavioural therapy; MBCT, mindfulness-based cognitive
therapy; TRD, treatment-resistant depression.

8. Priorities for Confirmatory Research

The next trials should be designed around decisions faced in practice. Confirmatory
efficacy studies need a justified comparator, prespecified assessment of masking, centralized
ratings, and both continuous and categorical outcomes. Functioning, quality of life, work
participation, health service use, and treatment burden should accompany symptom scales.
Analyses should distinguish participants who never respond, respond and relapse, respond
only after retreatment, and maintain treatment-free remission.

Head-to-head trials should compare complete treatment pathways, including prepa-
ration, medication changes, acute treatment, maintenance, and rescue care over the same
follow-up period. Sequencing trials should establish when psilocybin should be consid-
ered after an inadequate response to established interventions. Alongside symptoms and
relapse, these studies should assess functioning, quality of life, patient and caregiver time,
treatment discontinuation, and health-service costs.

For future phase 3 trials, we propose a common set of durability outcomes over
a prespecified follow-up period, preferably 12 months. Cumulative time in remission
should estimate the total days or weeks spent in remission, including remission regained
after relapse, across the full randomized population. Sustained remission should require
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the remission criterion to remain satisfied across a predefined sequence of assessments.
Relapse-free survival should measure time from a specified starting point after confirmed
remission to a prospectively defined relapse event. These outcomes require explicit symp-
tom thresholds, confirmation rules, assessment intervals, and methods for handling missing
observations. Isolated late visits cannot reliably establish cumulative remission time or
uninterrupted remission.

Comparative maintenance trials should randomize participants after confirmed remis-
sion, with maintenance randomization defining the start of follow-up. Restricting an initial
randomized comparison to participants who subsequently remit does not preserve the
original randomization. Protocols should distinguish outcomes under a treatment strategy
permitting rescue or retreatment from remission maintained without additional treatment.
The former requires continued assessment after these interventions. For the latter, addi-
tional treatment should constitute a prespecified failure event rather than trigger routine
censoring. Reports should provide absolute relapse-free probabilities, between-group dif-
ferences in cumulative remission time, confidence intervals, and sensitivity analyses for
missing data [8,41].

Studies of concomitant antidepressants should compare continuation with carefully
managed tapering rather than excluding the question through protocol. Enrolment should
broaden only alongside adequate safeguards and prospective assessment of mania, psy-
chosis, persistent perceptual symptoms, suicidality, and interpersonal harms.

In confirmatory TRD efficacy trials, candidate mechanistic biomarkers should cur-
rently be included only as prespecified exploratory outcomes or within nested mechanistic
substudies. Protocols should define candidate measures, baseline and post-dose sam-
pling times, standardized acquisition and assay procedures, and methods for addressing
multiple testing and missing data. Analyses should distinguish baseline predictors from
treatment-induced changes and document medication exposure and relevant clinical char-
acteristics. Proposed predictors should demonstrate reproducible performance beyond
standard clinical variables in an independent TRD sample. Claims that a baseline biomarker
identifies preferential benefit from psilocybin should be evaluated through a prespecified
biomarker-by-treatment interaction in randomized data [19]. Primary efficacy conclusions
should remain based on clinical outcomes. Unvalidated biomarker results should not
determine eligibility, dosing, or retreatment. Psychological support should be manualized
and fidelity-rated, with enough detail to distinguish safety support from psychotherapy.
Table 6 links the main inferential problems to the evidence required for clinical decisions.

Table 6. Design questions that determine clinical interpretation.

Domain

What Current Evidence Permits Main Inferential Problem Evidence Needed for a Clinical Decision

Comparator and

Repeated treatment guesses with
confidence and reasons from participants,

Short-term separation has been
observed against 1 mg psilocybin
and inert placebo; EPISODE

The acute state reveals
allocation, and each

session staff, and raters; baseline and
follow-up expectancy; associations with
subsequent outcomes; a justified

maskin . . . . comparator estimates a e .
& missed its binary endpoint p comparator; and sensitivity analyses that
. L . different contrast. L .
against nicotinamide. explicitly address the risks of
conditioning on post-randomization
variables.
. A threshold discards . .
Continuous symptom change . . Continuous and categorical outcomes,
. information; late mean U L. .
Endpoint and may favor 25 mg when a cumulative time in remission, sustained
. . . scores do not show L. L
estimand categorical response endpoint remission, functioning, and rescue

does not.

continuous individual
benefit.

treatment reported together.
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Table 6. Cont.

Domain What Current Evidence Permits Main Inferential Problem Evidence Needed for a Clinical Decision
Planned and delivered preparation,
Preparation and in-session Safetv support and dosing, and integration contact; staff
support are components of svcho th}era ppare usuall qualifications and training; manual
Psychological contemporary clinical protocols, psy bundle dp}\]/ariabl Y content; fidelity methods and results;
support while post-session support or manualize (i and rai,el additional support and protocol
integration is common but varies com ;u_e d y deviations; and randomized evaluation
across studies. P ' of psychological components with
necessary safety support retained.
Prespecified cumulative time in
remission, sustained remission, and
Naturalistic follow-u relapse-free survival. Explicit definitions,
Some participants remain allows additional P assessment schedules, time origins, and
Durability and improved for months; sustained treatment: optimal handling of rescue treatment,
retreatment individual response is less redosing an. d/ c ullomula tive retreatment, and missing data.
common than late-visit response. S Randomized maintenance comparisons
risk are unknown. . . .
after confirmed remission, with
cumulative exposure and safety reported
alongside efficacy.
. Taperi . . .
Small studies suggest witl'?cllgr(jxlagl Zir; Citlsfom Randomized continuation versus
Medication concomitant SSRIs may be worsening and n}r,1a pal ter standardized tapering, with withdrawal
management feasible; attenuation of acute & Y measures, pharmacokinetics, and

effects is inconsistent.

baseline; continuation may
change exposure.

interaction surveillance.

Patient selection

Evidence applies mainly to
screened adults without
psychosis, mania, acute high
suicide risk, or unstable medical
illness.

Common comorbidity and
greater clinical acuity are
underrepresented; no
responder profile is
validated.

Pragmatic cohorts with staged inclusion,
prespecified subgroup analyses, and
external validation of any prediction

model.

Safety

ascertainment

Common acute events are
expected; serious events are
uncommon in specialist settings.

Rare psychiatric,
cardiovascular, perceptual,
and interpersonal harms
require much larger
denominators and longer
follow-up.

Harmonized definitions, active
surveillance, independent adjudication,
registries, and reporting of context and

management.

Place in care and
value

The intervention can be
delivered in a public health
setting with high retention and
specialist staffing.

No head-to-head evidence,
uncertain capacity, and
costs driven by staff time
and retreatment.

Comparative-effectiveness trials,
resource-use measurement,
patient-reported burden, and cost per
sustained functional recovery.

9. Limitations of This Review

This is a structured narrative review, not a systematic review. The literature search
was iterative and question-driven, and study selection and weighting involved clinical
judgment. No formal duplicate screening, PRISMA flow diagram, risk-of-bias assessment,
or certainty framework was used. The review therefore cannot be interpreted as an exhaus-
tive systematic identification of every publication relevant to psilocybin and depression.
Rapid publication in 2026 also means that bibliographic details and development status
can change after the prespecified evidence cut-off. Our appraisal of phase 3 efficacy and
durability was restricted to sponsor communications available by 9 August 2026. Post-
cut-off sponsor communications identified during revision were used only to document
that new information had appeared and to recheck investigational status; they were not
incorporated into the clinical evidence synthesis. The limited methodological detail in
sponsor communications prevented independent assessment of complete analyses and
whether all relevant efficacy and safety findings had been reported. Selective reporting
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could affect the apparent benefit-harm balance. These limitations reduced the weight
assigned to phase 3 findings in the clinical conclusions of this review. Heterogeneity in
populations, comparators, support models, endpoints, and follow-up made quantitative
pooling unlikely to answer the clinical questions emphasized here.

10. Conclusions

Psilocybin administered with structured psychological support shows short-term
antidepressant activity in some adults with TRD. Sponsor-reported phase 3 findings provide
additional preliminary evidence, but complete reporting and independent appraisal are
required before they can establish clinical benefit, durability, or safety. The size of the
specific drug effect is uncertain because treatment guessing, comparator choice, and the
surrounding care model materially influence the estimate. Published long-term studies
show that group means can remain improved, but they do not establish uninterrupted,
treatment-free benefit for most patients. No biomarker selects responders, no retreatment
schedule has been validated, and no trial defines where psilocybin belongs relative to
established TRD treatments.

The evidence is mature enough to justify confirmatory and implementation research
but not to simplify psilocybin into a rapid-acting prescription. Its clinical value will depend
on whether reproducible benefit can be delivered as a safe procedure, maintained over the
course of a recurrent illness, and achieved at a resource burden that health systems and
patients can sustain.

Further research on the medical use of psychedelics would benefit from greater interna-
tional coordination and at least partial harmonisation of research standards and regulatory
evidence requirements. For psilocybin in TRD, this should include consistent definitions of
treatment resistance, clear specification of psychological support, and common methods
for assessing sustained clinical benefit and psychiatric adverse events. Agreement on these
minimum standards would improve comparability across studies and provide a more
consistent basis for decisions about clinical use while allowing for differences between
national healthcare systems.
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FDA US Food and Drug Administration
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MDD major depressive disorder
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