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On March 18th, 2026, JAMA Psychiatry published a
systematic review and meta-analysis entitled "Psyche-
delic Therapy vs Antidepressants for the Treatment of
Depression Under Equal Unblinding Conditions [1]."
The piece arrives in the thick of the ongoing psyche-
delic renaissance, only months removed from the
FDA's 2024 rejection of MDMA -assisted psychother-
apy for posttraumatic stress disorder, while phase-3
controversies still simmer [2] and while popular media
continues to amplify enthusiastic claims about psilo-
cybin, ayahuasca, and kindred compounds as potential
game-changers for major depressive disorder (MDD).
At first glance, the authors' central move, stacking
within-arm symptom change from psychedelic-as-
sisted therapy (PAT) trials (which are essentially al-
ways open-label because of unmistakable subjective
effects) against open-label traditional antidepressant
(TAD) trials, looks like a smart way to tackle the well-
known functional-unblinding problem in PAT re-
search. However, a careful reading reveals important
limitations that weaken both the reach and the force of
the conclusions. These limitations involve clear differ-
ences in how treatments are delivered, the patients
studied, the time frames examined, and the outcomes
measured; an over-reading of statistical similarity as
true clinical sameness; and too little attention to PAT's
distinctive strengths in speed, lasting benefit, and pa-
tient-focused results.

This editorial does not reject the paper's value.
Functional unblinding matters, as Szigeti has shown in
earlier studies on expectancy and MDMA guessing
bias [3]. The analysis rightly points out that the appar-
ent PAT-versus-placebo gap in standard blinded trials
looks larger than the corresponding gap in TAD trials.
Even so, the study's design and framing risk giving
readers an incomplete view of the matter, one that
could unintentionally slow the progress of valuable re-
search efforts or sway regulatory and clinical decisions
without providing the full measure of nuance the topic
demands.

PAT involves a high dose of a classic psychedelic
(psilocybin, LSD, DMT/ayahuasca) or an empathogen
(MDMA) together with structured psychotherapy—
usually 6-10 or more hours of preparation, a super-
vised dosing session with two therapists, and follow-
up integration work. Clinical trials of psychedelic
compounds routinely report substantial reductions on

the Hamilton Depression Rating Scale (HAM-D-17),
often a decrease of 10 to 15 points on average [4]. This
decrease far exceeds the typical decrease seen between
active antidepressants and placebo in TAD studies.
Critics have pointed out that functional unblinding is
nearly impossible to prevent in these settings, with
more than 90% of participants correctly identifying the
active psychedelic compound due to the unmistakable
subjective effects of the compounds. This functional
unblinding amplifies improvement by increasing the
expectations of patients who enrolled in the studies in
the hopes of receiving benefits from the psychedelic
compound [5].

The authors' approach was to level the playing
field by comparing PAT with open-label TAD trials
(where everyone knows they are receiving active med-
ication). The authors conducted a PubMed search in
March 2024 and used the framework described by
Cipriani et al. [6]. They restricted inclusion to outpa-
tient adults aged 18-65 years diagnosed with major de-
pressive disorder. They excluded participants with
comorbid conditions except for anxiety. These exclu-
sionary diagnoses included a history of psychosis or
inpatient treatment and limited the use of run-in peri-
ods or combination therapies. After dual extraction,
Bayesian and frequentist mixed-effects modeling, and
conversion to HAM-D-17 scores, the main result was
straightforward: PAT (8 trials, 249 patients) showed
no meaningful advantage over open-label TADs (16
trials, 7,921 patients), but rather a small, insignificant
0.3-point difference favoring TADs (95 % CI —1.39 to
1.98; P =.73). Open-label TADs beat blinded TADs
by 1.3 points (P = .04; 144 trials, 31,792 patients), but
PAT displayed no such open-versus-blinded differ-
ence. Both groups achieved "robust, clinically mean-
ingful" gains. The abstract, therefore, concludes that
the data "argue against highly optimistic narratives
surrounding PAT and highlight the importance of
blinding integrity."

The reasoning is straightforward and was pre-reg-
istered from the outset. The results also align with the
single direct head-to-head trial of a psychedelic vs. a
selective serotonin reuptake inhibitor (SSRI) pub-
lished in 2021 [7]. That study found no significant dif-
ference in the primary QIDS outcome between psilo-
cybin and escitalopram, even though several second-
ary measures favored psilocybin [7 ]. Though
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concerns about the use of the QIDS as the primary
outcome measure have been extensively detailed, this
trial's result may primarily be driven by choosing the
wrong outcome measurement tool, as opposed to the
ineffectiveness of the psychedelic compound [8].

The authors reported only minor deviations in the
supplemental methods. They fully adhered to
PRISMA guidelines, conducted independent dual
screening and data extraction, used a conservative
scale-conversion approach with an SD correlation of
0.5, and applied both Bayesian and frequentist mixed-
effects modeling. In addition, the strict inclusion crite-
ria helped reduce heterogeneity that would otherwise
have been expected. The much larger pool of tradi-
tional antidepressant (TAD) trials provided the statis-
tical power that the smaller psychedelic-assisted ther-
apy (PAT) literature, with only eight qualifying trials,
could not achieve alone. Sensitivity analyses that re-
moved treatment-resistant depression subsets or re-
stricted the data to HAM-D scores reportedly pre-
served the null finding of no difference between TAD
and PAT. The authors openly noted the shorter PAT
follow-up window (mean 3.4 weeks versus 8.1 weeks
for TADs) and the modest baseline severity gap
(HAM-D 21.3 versus 22.7), then adjusted for the lat-
ter. They also correctly traced much of the inflated
PAT-placebo separation to expectancy effects, esti-
mating that roughly 55% of the apparent advantage in
blinded trials stems from "placebo suppression” in the
control arm [1].

Psychedelics vs. Psychedelic-Assisted Psychother-
apy

PAT is not simply drug treatment. It is a full multi-
modal package. The medicine opens altered states, but
the extensive protocolized psychotherapy supplies the
structure. Standard protocols from centers such as
COMPASS Pathways, Johns Hopkins, and Imperial
College typically include one or two preparatory ses-
sions lasting one to two hours each visit. The prepara-
tory session is followed by a supervised dosing session
that typically lasts 6 to 8 hours. Two therapists often
staff a dosing session. Following the dosing sessions,
at least two integration sessions occur to process the
events of the psychedelic experience. Taken together,
this structure provides 10 to 20 or more hours of
guided therapeutic support per treatment course. Sep-
arate meta-analytic work shows that the length of
preparation and integration directly influences the an-
tidepressant effect size; longer supportive contact is
associated with larger HAM-D drops [9]. Studying the
drug in isolation is rare and ethically difficult.

By contrast, the 16 open-label TAD trials pulled
from the Cipriani dataset relied on routine prescribing
visits, often just 15-30 minutes per month or even less

after the first consultation, with no manualized psy-
chotherapy, no emphasis on therapeutic alliance, and
no optimization of set and setting [6]. A good share of
PAT's observed benefit almost certainly comes from
the non-drug elements: alliance, ritualized ceremonies
and behaviors, and deep psychological processing.
However, the analysis labels everything "therapy"
without separating the pieces.

If psychotherapy accounts for most of the benefit
in psychedelic-assisted psychotherapy, then the psy-
chedelic itself may serve mainly as an expectancy
booster or catalyst. If the psychedelic compound only
facilitates therapy, this raises legitimate questions
about cost, scalability, and resource demands. Two
therapists for six to eight hours is a significant com-
mitment. At the same time, active-placebo trials and
mechanistic imaging data indicate that 5-HT2A ago-
nism produces specific neuroplastic changes and alters
the default-mode network beyond those observed with
therapy alone [10]. The current study design cannot
separate these different contributions. In low-resource
clinics or for patients who prefer lighter support, a
purely pharmacological comparison might undervalue
PAT. In high-support environments, the opposite
could occur, leading to overvaluation of the interven-
tion.

The practical stakes are considerable. Future reg-
ulatory filings will need to demonstrate real added
value over existing treatments. If the observed equiv-
alence between TAD and PAT depends largely on
therapy intensity, payers may hesitate when faced with
PAT's infrastructure requirements. From a clinical
standpoint, patients may credit the molecule itself
when the integration sessions actually did most of the
heavy lifting. Upcoming trials should test PAT head-
to-head against intensive psychotherapy plus open-la-
bel TAD (or therapy alone) to clear up this confound.
The paper's decision not to quantify psychotherapy
dose, despite citing the exact PAT protocols else-
where, weakens its claim of truly "equal unblinding
conditions."

MDD vs. TRD

PAT studies disproportionately recruit treatment-re-
sistant depression (TRD) patients who have already
failed two or more antidepressants. The COMPASS
Pathways phase-2 trial [11], the NEJM single-dose
psilocybin study for TRD [7], and many aya-
huasca/DMT protocols all fit this pattern [12]. The au-
thors acknowledge it: "PAT trials often TRD-focused;
TADs not." Baseline depression severity was slightly
lower in the PAT group (HAM-D 21.3 vs. 22.7), but
models adjusted for this difference. Sensitivity anal-
yses that dropped TRD subsets reportedly kept the null
result.
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This distinction matters. TRD carries a worse outlook,
higher comorbidity load (even when anxiety was per-
mitted), longer illness duration, and greater functional
impairment according to STAR*D findings [13].
Reaching statistical equivalence in a harder-to-treat
population could actually speak to PAT's relative
strength, an angle the paper largely sets aside, instead
presenting the data as "no more effective." The core
issue is not the severity of the depressive episodes but
rather the degree of refractoriness that depressed pa-
tients experience. A severe episode that responds ro-
bustly to a TAD is not the same as a moderate to severe
episode that has shown little or no response to prior
TADs. TRD patients often arrive at PAT with height-
ened hope for a novel breakthrough.

Some PAT protocols explicitly allowed comorbid
anxiety conditions. TAD trials excluded it. This re-
flects real-world complexity. In severe chronic TRD
that has not responded to daily pills, sexual side ef-
fects, weight gain, or adherence problems often be-
come major concerns. Similar conclusions to the
aforementioned escitalopram vs. psilocybin study
would apply, in which statistical parity on the HAM-
D would favor PAT. One or two sessions of PAT could
replace lifelong TADs. PAT samples tend to be more
educated and less racially and ethnically diverse.
These factors are known to shape expectancy and alli-
ance. The authors identify these benefits but do little
else to elucidate these interactions. TRD is also highly
comorbid with PTSD [14] and other conditions that
may respond differently to rapid interventions.

Clinicians working with TRD should therefore
avoid reading "no superiority" as blanket equivalence.
The reverse may be closer to the truth. Clinicians and
regulatory bodies risk drawing overly broad conclu-
sions that overlook subgroups where PAT excels, such
as patients with TRD. A recent 2026 TRD psilocybin
data showed exploratory secondary benefits in remis-
sion and function. This occurred despite a non-signif-
icant primary HAM-D result. These findings remind
us that raw score change alone misses the recovery
markers most relevant to resistant illness [15].

Psychedelics and Psychedelic Adjacent Com-
pounds

The PAT arm rests on only eight varied trials spanning
psilocybin, ayahuasca/DMT, LSD, and MDMA; sin-
gle versus repeated dosing; and differing psychother-
apy protocols. Mechanistic differences exist between
the compounds. 5-HT2A agonism works differently
from other pathways used in the pharmacologic treat-
ment of depression. Variable session fidelity adds
more spread to the data. Heterogeneity statistics indi-
cate an ICC of approximately 0.36 in the primary
model, suggesting meaningful variability. Random-

effects pooling still treats the trials as a single com-
bined value, which, given variability, can amplify er-
rors. Converting MADRS, QIDS, and BDI scores to
HAM-D-17 introduces measurement error. As has
been shown in other psychedelic studies, such
measures like the QIDS may not be as reliable a meas-
urement indicator. The conservative correlation as-
sumption helps reduce bias, yet it cannot eliminate the
error [8].

Timing differences stand out sharply. PAT pri-
mary endpoints occurred, on average, 3.4 weeks after
one or two doses. This captures the rapid onset of PAT
effects. Conversely, TAD endpoints averaged 8.1
weeks of daily dosing. The shorter PAT window might
understate durability compared to TAD. It could also
favor rapid-effect bias, but without a longer follow-up
window for PAT, it is difficult to determine if one or
both conclusions are true. The paper notes this point
but suggests it favors PAT. That interpretation remains
open to debate. This is especially true if benefits fade
over time. The comparison relies on decades of histor-
ical TAD metadata drawn from trials with changing
standards. This carries real risks of publication bias.
The search used only PubMed and left out gray litera-
ture. Strict eligibility criteria may have led to results
tending toward the null. Single-dose PAT durability
lasts months in some follow-up data [16]. Chronic
TAD adherence problems receive no attention. The
design gives snapshots rather than long-term trajecto-
ries.

These factors leave the conclusions vulnerable.
The wide confidence interval (—1.39 to 1.98) easily ac-
commodates clinically important differences in either
direction. Bayesian estimates (for instance, only a 0.2
% probability that PAT exceeds TADs by the minimal
clinically important difference of 3 points) remain
model-sensitive.

Thou Doth Protest Too Much

The abstract and discussion suggest the results "argue
against highly optimistic narratives. They also imply
broad equivalence. However, parity in acute HAM-D
change excludes several key areas. PAT benefits often
emerge within days. TADs take weeks. This is the is-
sue of rapidity.

Long-term cohorts show sustained remission
without ongoing dosing. Examples include Gukasyan
et al. [17]. The paper does not examine durability and
only addresses it in passing.

PAT sidesteps TAD sexual dysfunction, weight
gain, and withdrawal. Its acute risks involve psycho-
logical distress and rare, persistent perception
changes. These risks differ, and most patients favor
PAT's potential side effects over TAD's effects. No
safety meta-analysis appears in the paper.
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Patient-centered outcomes do not receive attenti on.
These outcomes include remission rates, functional re-
covery on the Sheehan Disability Scale, quality of life,
treatment burden, and adherence. Additionally, TRD
patients frequently value the single-course conven-
ience that PAT offers.

Subgroup utility also matters. This applies to
SSRI-intolerant individuals, those with comorbid anx-
iety, or patients with a strong preference for non-daily
options.

The paper credits 55 percent of PAT's blinded ad-
vantage to expectancy. In open-label practice, this may
represent a genuine therapeutic benefit rather than an
artifact. The framing echoes post-MDMA skepticism.
Additional consideration should be given to the wider
impact that this article and ones similar to it can have
on investment or insurance willingness to cover psy-
chedelic-based therapies. Ethically, patients deserve
balanced information. PAT may not win on raw scores
alone. However, PAT offers a different value proposi-
tion, which includes a lower long-term burden and a
novel mechanism. Ironically, initial SSRI meta-anal-
yses faced parallel expectancy critiques, and over
time, SSRIs have matured into the standard of care for
depression treatment once better comparators arrived
on the market.

Lastly, on the margins of depressive care, PAT
may offer significant benefit, as in palliative or end-
of-life depression, rapid single-dose relief may out-
weigh statistical parity. Outside of the United States in
global mental-health settings, group ayahuasca models
can and do scale differently from two-therapist pre-
dominant protocols, offering additional treatment op-
tions in areas where TADs may be limited or inacces-
sible. The up-front PAT cost versus the lifelong TAD
pharmacy expense goes unaddressed as well.

Conclusion

This paper should spark discussion rather than shut it
down, and calls for Head-to-head RCTs comparing
PAT with intensive psychotherapy plus open-label
TAD should be heeded. Active-placebo designs and
blinding innovations deserve additional attention, in-
cluding Szigeti's self-blinding methods, which use
low-dose comparators and biomarker mediation. Fu-
ture meta-analyses examining durability and long-
term outcomes should use functional and remission
endpoints, patient-reported outcomes, and subgroup
analyses. These should be TRD-specific and prefer-
ence-stratified. Safety, cost-effectiveness, and real-
world implementation studies remain important.
Standardized reporting should cover psychotherapy
duration and intensity, expectancy scales such as the
Credibility/Expectancy Questionnaire, and blinding
indices.

Outright dismissal is premature. Instead, rigorous
comparators that do not discard promising tools for the
most refractory patients are needed to reach a defini-
tive conclusion on psychedelic compounds and their
role in the treatment of psychiatric disorders.

Williams and colleagues offer a valuable method-
ological critique. It rightly underscores the importance
of blinding integrity. Nevertheless, by placing funda-
mentally unequal interventions and populations under
an indirect lens, the study reaches beyond its data. It
suggests PAT adds no meaningful value. The mis-
matches in delivery, patient characteristics, heteroge-
neity, unmeasured outcomes, and framing make its
conclusions less definitive than presented. Clinicians,
regulators, and readers should weigh these results
alongside direct comparisons, durability evidence, and
patient-centered metrics. The paper advances the sci-
entific conversation. It need not close doors on a treat-
ment that may still mark genuine progress beyond life-
long pharmacotherapy for carefully selected sub-
groups and under optimized conditions. Future studies
that embrace these nuances will best serve patients
navigating the evolving terrain of depression care.
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