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Multimedia
IMPORTANCE Psychedelic-assisted therapy (PAT) trials have high levels of functional [ Related article page 448
unblinding, which biases results when comparing PAT with blinded interventions. Because
PAT is effectively always open label, treatment results should be compared with those of
open-label traditional antidepressants (TADs), so potential benefits associated with patients
knowing their treatment is equal between the interventions.

Supplemental content

OBJECTIVE To investigate the comparative effectiveness of PAT vs open-label traditional
antidepressants (TADs; such as selective serotonin and norepinephrine reuptake inhibitors)
for the treatment of major depression.

DATA SOURCES PubMed was systematically searched in March 2024 for trials of PAT and
open-label TADs for the treatment of major depression without comorbidity in adults without
psychosis in the outpatient setting. Extraction was supplemented with data from a review
and meta-analysis of antidepressant drugs to assess the open-label vs blinded TAD
difference.

DATA EXTRACTION AND SYNTHESIS Depression scores were extracted by 2 independent
reviewers; estimates were pooled with both bayesian and frequentist mixed-effects models.
Reporting follows the PRISMA guideline.

MAIN OUTCOMES AND MEASURE Following predefined hypotheses, the mean within-arm
effect from baseline to primary end point (ie, patient improvement between PAT and
open-label TAD trials on the 17-item Hamilton Depression Rating Scale) was compared.

To assess the potential role of blinding, the within-arm effect of blinded vs open-label trials
in both PAT and TADs was also compared.

RESULTS Of the initially retrieved PubMed 619 records, 24 met inclusion criteria. Contrary to

the first of 3 hypotheses, PAT (8 trials; 249 patients) was no more effective than open-label

TAD treatment (16 open-label TAD trials; 7921 patients), with an estimated difference of 0.3

favoring open-label TADs (95% Cl, -1.39 to 1.98; P = .73). Open-label TADs were associated
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urrent treatments for depression include selective sero-

tonin (SSRIs) and norepinephrine reuptake inhibitors

(SNRIs) and a few other medications, such as mirtazap-
ine. These are collectively referred to as traditional antidepres-
sants (TADs). A comprehensive meta-analysis found a signifi-
cant TAD vs placebo difference (also known as specific-
treatment or between-arm effect), but the magnitude of the
difference was approximately 2.4 units on the 17-item Hamil-
ton Depression Rating Scale (HAM-D)."2 This small difference
raised questions around whether TADs provide a clinically
meaningful benefit over placebos.? Psychedelic-assisted therapy
(PAT), which is the combined treatment of psychotherapy and
psychedelics, has emerged as a novel depression treatment,* at-
tracting much attention.® Unlike TAD studies, PAT studies have
reported larger PAT vs placebo differences, with a mean effect
of approximately 7.3 HAM-D units.®®

In open-label trials, patients are aware of their treatment;
in contrast, blinded trials conceal treatment allocation. Even
when trials are formally blinded, patients can sometimes de-
duce their treatment due to adverse effects and/or other fac-
tors. This phenomenon is called functional unblinding and may
inflate the drug-placebo difference.®™ Functional unblind-
ing is exceedingly common in psychedelic trials due to the
drugs’ intense subjective effects. In a blinded trial, approxi-
mately 50% of patients can correctly guess their treatment
allocation (assuming 2 arms and 1:1 allocation); in PAT trials,
the correct guess rate is 90% to 95%,'%!% even when an active
placebo is used.'* Functional unblinding played a prominent
role in the US Food and Drug Administration’s rejection of
3,4-methylenedioxymethamphetamine-assisted psycho-
therapy as a treatment for posttraumatic stress disorder.' Re-
searchers continue to debate whether blinding is maintained
in TAD trials. Two recent meta-analyses arrived at opposite
conclusions.'®'” However, the correct guess rate in blinded TAD
trials is 63%, which is substantially lower than in PAT trials.
Therefore, even if unblinding is present in TAD trials, its mag-
nitude is much smaller than in trials of PAT.

Todate, only 1 PAT vs TAD (psilocybin vs escitalopram) head-
to-head trial has been conducted.* At the primary end point, there
was no between-treatment difference in the primary outcome;
however, PAT showed significantly better improvement in all sec-
ondary depression measures. This discrepancy between the tri-
al’s outcomes has fueled debate about the trial’s methodologic
limitations and the interpretation of its results.!® The present
meta-analysis compares PAT with open-label TADs, so potential
benefit from effects associated with patients knowing their
treatment is equal between interventions.

Methods

Preregistration and Hypothesis

We preregistered both the search process and the statistical
analysis plan of the meta-analysis on a registration platform
(AsPredicted).!® Minor deviations from this plan were made,
which are described in the eMethods in Supplement 1. This
meta-analysis was conducted in accordance with the Pre-
ferred Reporting Items for Systematic Reviews and Meta-
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Key Points

Question How does psychedelic-assisted therapy (PAT) compare
with open-label traditional antidepressants (TADs) in the
treatment of major depression?

Findings This meta-analysis of 24 trials found no statistically
significant difference in patient improvement following PAT or
open-label TADs. Open-label trials were associated with slightly
greater patient improvement for antidepressants, but the same
difference was not observed for psychedelics.

Meaning These findings suggest that PAT is no more effective
than TADs under equal-unblinding conditions for the treatment
of depression and highlight the potential role of blinding integrity.

Analyses (PRISMA) reporting guideline. Previous work found
that a difference of 3 to 5 HAM-D units corresponds to the
minimal clinically important difference (MCID)?°; we used the
lower bound of this estimate (ie, MCID, 3 HAM-D units). The
following hypotheses were registered: at the primary end point,
the estimated mean difference between PAT and open-label
TAD trials will exceed the MCID, favoring PAT (H1); at the
primary end point, the estimated mean difference between
blinded and open-label TAD trials will exceed the MCID,
favoring open-label administration (H2) (to estimate the
effectiveness of blinded TAD treatment, we used data from
Cipriani et al'); and at the primary end point, the estimated
mean difference between blinded and open-label PAT trials will
not exceed the MCID (H3) (ie, open-label treatment is not
superior to blinded treatment).

Search Strategy and Data Extraction

We searched the PubMed database to identify trials of major
depressive disorder in the adult population (mean age, >18 and
<65 years) where the treatment was either open label with com-
monly prescribed antidepressants as listed by Cipriani et al'
(ie, TADs) or blinded or open-label PAT with 1 of the following
psychedelics: lysergic acid diethylamide; psilocybin; mesca-
line, San Pedro, or peyote; or 5-methoxy-N,N-dimethyl-
truptamine or ayahuasca.

Trials were excluded if they were conducted in the inpa-
tient setting or included patients with psychotic depression or
substantial comorbidity. An exception was made for comorbid
anxiety, due to its frequent co-occurrence with depression.?!
Augmentation and combination trials were excluded. Trials with
run-in periods were excluded; however, data from the run-in
period were included as open-label TADs if otherwise the phase
met all inclusion criteria (eg, the open-label phase of a discon-
tinuation trial).

Retrieved articles were independently marked for inclu-
sion or exclusion by B.S. and H.B., and then depression scores
were extracted. References of the selected articles were
scanned for additional trials. When data were missing, we at-
tempted recovery by contacting study authors.

Data Synthesis

All depression scores were transformed to HAM-D
equivalents?224; all HAM-D scores refer to the 17-item ver-
sion of the scale. We converted between the SDs of end point
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and change scores using a conservative correlation coeffi-
cient of 0.5.2

Statistical Analysis

We analyzed the data using preregistered bayesian and fre-
quentist models. The primary effect of interest was the within-
arm effect (ie, the change from baseline to primary end point
in HAM-D units). These within-arm effects were synthesized
using meta-analytic models with a multilevel random-
effects structure?® that accounted for the multiple outcome
measures (eg, Montgomery-Asberg Depression Rating Scale and
Quick Inventory of Depressive Symptomology). All models
included the same random-effects structure, a fixed effect
(and random slope) of baseline depression severity, and the
focal variable.

Models assessing H1 had the binary focal variable of treat-
ment type (PAT vs TADs). Models assessing H2 compared open-
label vs blinded TAD studies, and models assessing H3 com-
pared open-label vs blinded PAT studies. These models had the
binary focal variable of blinding (open label vs blinded). Hetero-
geneity was quantified from the bayesian models using the
intraclass correlation coefficient (ICC; mean and 95% cred-
ible interval [CrI]) with 10 000 bootstrapped iterations.

Bayesian model results are reported with posterior distri-
butions of the focal variable,>” summarized by the posterior
median and 95% Crl. Posterior predictive distributions are
shown in eFigure 4 in Supplement 1 to illustrate between-
study heterogeneity. Frequentist results are reported with the
mean and 95% CI of the focal variable. Secondary analyses were
performed using frequentist models due to their lower com-
putational demand. All Pvalues are 2 sided, with significance
set at .05. Detailed model outputs for all hypotheses are pro-
vided in eTable 1 in Supplement 1.

. |
Results

Characteristics of Included Trials

The search was conducted in March 2024. Of the 619 re-
trieved records, 38 met the inclusion criteria. Of these 38,
the required variables could be extracted from 24 trials, in-
cluding 16 open-label TAD?#43 (7921 patients) and 8 PAT
trials*6-844-18 (249 patients) (Figure 1). Among the 8 PAT trials,
6 were formally blinded (213 patients) and 2 were open label
(36 patients). The mean (SD) time from baseline to the pri-
mary end point was 8.1(1.5) weeks for TADs and 3.4 (2.2) weeks
for PAT. At baseline, the mean (SD) HAM-D score was 22.7 (1.9)
for TADs and 21.3 (3.9) for PAT.

We identified 4 additional PAT studies”-#°->! that nearly met
inclusion criteria: 3 in which cancer comorbidity and 1in which
both major depression and bipolar Il disorder were present. Of
these 4 additional trials, 2 were formally blinded (40 pa-
tients) and 2 were open label (28 patients). We included these
trials in an extended dataset, which was used to test robust-
ness of results.

H2, blind vs open-label TADs, used data from Cipriani et al*
to quantify the within-arm effect of blind TAD treatment. We
could extract the data required for our analysis from 144 trials,
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Figure 1. Flowchart of Study Identification

| 619 Records dentified in PubMed |

12 Duplicates removed

‘ 607 Abstracts screened ‘

512 Records excluded
269 Patient population
123 Not original research article
88 Study design
68 Selected outcomes not assessed

95 Full text screened

57 Records excluded
25 Not original research article
19 Patient population
11 Selected outcomes not assessed
9 Study design

2 Additional records identified from
references of full-text-screened records

38 Met inclusion criteria
29 Open-label TAD trials
9 PAT trials

24 Included
16 Open-label TAD trials
8 PAT trials (6 formally blinded)

During the screening process, multiple reasons could be tagged for exclusion,
and these were not consolidated.

involving 31792 patients; eMethods in Supplement 1 provide
additional details.

Bayesian Model of H1 (Open-Label TADs vs PAT)

The bayesian estimate of the within-arm effect of open-label
TAD treatment was —12.5 HAM-D units (95% CRI, -12.9to -12.2;
standardized mean difference [SMD], -2.7), while for PAT it was
-11.8 (95% CRI, -13.3 to -10.3; SMD, -2.6). The posterior dis-
tribution of the PAT-TAD difference had amean of = 0.25 (95%
CRI, -1.90 to 2.45; ICC, 0.361; 95% CRI, 0.345-0.376), favor-
ing TADs. The posterior probability that PAT decreased de-
pression by 3 or more HAM-D units over open-label TADs (ie,
probability that H1 is true) was 0.2%. The posterior probabil-
ity of the difference falling within plus or minus 3 HAM-D units
(ie, the region of practical equivalence®?) was 99.1% (Figure 2).
When using the extended dataset, the difference was similar
(B =0.43; 95% CRI, -0.17 to 2.55) (eFigure 1 in Supple-
ment 1). These findings provided strong evidence against H1.

Frequentist Model of H1 (Open-Label TADs vs PAT)

In line with the bayesian analysis, the frequentist model did
not find a significant difference between PAT and open-label
TADs (estimated mean difference, 0.3; 95% CI, —-1.39 to 1.98;
P =.73), failing to confirm H1. The results did not change quali-
tatively when the frequentist model for H1 was applied to the
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Figure 2. Forest Plot of Difference Between Psychedelic-Assisted Therapy (PAT)
and Open-Label Traditional Antidepressant (TAD) Treatment in Bayesian Model

E PAT vs TAD Within-arm effect sizes (primary end point minus baseline)

Study Median (95% CRI), SMD

Souery et al,38 2015 (venlafaxine) -8.4(-9.5t0-7.3),-1.6 A

Kennedy et al,3# 2019 (escitalopram) -9.0(-10.3t0-7.7),-1.8 4;

Gargoloff et al,31 2016 (agomelatine) -9.8(-12.2t0-7.6),-1.4 _—

Thase et al, 43 1997 (fluoxetine) -10.3(-12.4t0-8.3), -2.2 T

Lesser et al,3° 2010 (citalopram) -10.6 (-12.0t0-9.2), -1.5 B

Husain et al,33 2023 (escitalopram) -10.9 (-12.8t0-9.0), -2.4

Arns et al, 28 2016 (venlafaxine) -11.8(-13.1t0-10.5), -3.1

Trivedi et al,42 2013 (escitalopram) -11.8(-12.9t0-10.7), -3.4

Arns et al,28 2016 (escitalopram) -12.4(-13.7t0-11.1), -3.1

Arns et al,28 2016 (sertraline) -12.5(-13.8t0-11.3), -3.0

Trivedi et al,4! 2006 (citalopram) -13.3(-15.1t0-11.6), -2.5 ——

Chokka and Legault,3° (escitalopram) -13.6 (-14.5t0-12.7),-3.2 &

Hudson et al,32 2007 (duloxetine) -13.8 (-14.8t0-12.7), -3.8 @

Pecenak and Novotny,36 2013 (agomelatine) ~ -14.6 (-16.7 to -12.6), -3.7 ——

Cervera-Enguix et al,29 (venlafaxine) -15.2 (-15.9to -14.6), -2.5 A

Thase et al,40 2001 (mirtazapine) -15.5(-16.6 to -14.3), -4.3 4;

Taragano et al,39 1990 (sertraline) -15.6 (-17.0to -14.2), -2.0 AN

Pinto et al,37 2007 (escitalopram) -16.6 (-18.9t0-14.1),-3.3 ~ —m——

Antidepressant summary effect -12.5(-12.9t0-12.2),-2.7 A

Sloshower et al,*8 2023 (psilocybin) -7.1(-11.5t0-2.8),-0.9 {—-——

von Rotz et al,8 2023 (psilocybin) -9.0(-12.1t0-5.8),-2.0 ——

Goodwin et al,46 2022 (psilocybin) -10.0(-13.3t0-6.7), -2.3 — A, Primary end point minus baseline
within-arm effect sizes are shown

Carhart-Harris et al,% 2021 (psilocybin) -10.7 (-13.0t0 -8.4), -2.7 = as model-based posterior densities,

Davi L45 2021 (psilocybi 13.4(-17 99) 34 with each study summarized using its

- - - - _—— . .
avis etal, (psilocybin) 4(-17.810-9.2), -3. posterior median (orange and dark

Palhano-Fontes et al,4” 2019 (ayahuasca) -13.8(-19.9t0-7.8), -2.6 que_squ_ares), 95% hlghgst-densny
credible interval (Crl; horizontal bar),

Carhart-Harris et al,*4 2016 (psilocybin) -15.0(-18.4t0-11.3),-3.4 —.t and standardized mean difference
(SMD; scaled by baseline SD). Pooled

Raison et al,® 2023 (psilocybin) -15.4(-19.9t0-10.6), -3.3 ————W—1T— within-arm summary effects for

pevchedeli ff 11.8(-13.5t0-10.3). 2.6 TAD and PAT conditions are also

sychedelic summary effect -11.8(-13.3t0-10.3), -2. depicted, with point estimates

represented by vertical colored lines.

21 -18 -5 -12 -9 - -3 o B, Posteriordistribution curve of

Median (95% CRI), SMD between-treatment difference,
with negative values favoring PAT
(ie, larger decrease in symptoms).
The probability that hypothesis 1is
true (ie, PAT - TADs < -3) is 0.002.
Shaded area spans region of practical
equivalence (ie, minimum clinically
important difference of 3 Hamilton

Posterior density of PAT minus TAD difference

Mean difference (95% Cl)
0.25 (-1.90 to 2.45)

= Depression Rating Scale [HAM-D]
— — units in both directions). TAD trials
6 -5 -4 -3-2-10 1 2 3 4 5 6 had larger sample sizes (total of 8111
HAM-D units patients in TAD and 249 in PAT trials),

resulting in narrower Crl estimates.
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following variations: extended dataset of PAT vs open-label
TADs (B = 0.24; 95% CI, -1.39 to 1.87; P = .77); PAT vs open-
label TADs for non-treatment-resistant depression (TRD;
3 = 0.64;95%CI, -1.15t02.43; P = .48); PAT vs open-label TADs,
but only using HAM-D data (ie, the preregistered analysis, but
without the conversion between depression scales; 8 = 0.64;
95% CI, —2.05t0 3.33; P = .64); PAT vs open-label SSRI (citalo-
pram, escitalopram, fluoxetine, and sertraline) trials (§ = 1.02;
95% CI, -0.81t02.86; P = .28; we also tested PAT vs each SSRI
separately and found no significant difference between PAT
and any SSRI); and PAT vs open-label SNRI (duloxetine and ven-
lafaxine) trials (B = -0.36; 95% CI, -3.32t0 2.6; P = .81; we also
tested PAT vs each SNRI separately and found no significant
difference between PAT and any SNRI).

Bayesian Model of H2 (Blinded vs Open-Label TADs)

The bayesian model estimated that the within-arm effect of
TADs with blinded administration was -12.3 HAM-D units (95%
CRI, -12.5t0 -12.1; SMD, -2.6), while with open-label admin-
istration it was -12.7 (95% CRI, -13.1to -12.3; SMD, -2.8). The
posterior distribution of the blinded vs open-label TAD differ-
ence had amean of B = 0.85 (95% CRI, -1.09 t0 2.57; ICC, 0.199;
95% Crl, 0.187-0.211), favoring open label. The posterior prob-
ability that open-label TADs decreased depression by 3 or more
HAM-D units over blinded treatment (ie, probability that H2
is true) was 1.4%. The posterior probability of the difference
falling within plus or minus 3 HAM-D units was 98.4% (eFig-
ure 2 in Supplement 1). These findings provided evidence
against H2.

Frequentist Model of H2 (Blinded vs Open-Label TADs)

In the frequentist model, there was a statistically significant
difference between blinded and open-label TAD treatment. The
estimated mean difference was 3 = 1.29 HAM-D units (95% CI,
0.07-2.51; P = .04), favoring open-label administration and sup-
porting H2. However, this effect corresponds to approxi-
mately half of the MCID, and the entire 95% CI falls within the
region of plus or minus 3 HAM-D units, meaning that the mag-
nitude of this effect is practically negligible.>*

Bayesian Model of H3 (Blinded vs Open-Label PAT)

The bayesian model estimated that PAT’s within-arm effect
with blinded administration was -10.8 HAM-D units (95% CRI,
-12.9 to -8.8; SMD, -2.2), while with open-label administra-
tion it was -13.3(95% CRI, -15.4 to -11.2; SMD, -3.2). The pos-
terior distribution of the blinded-open-label PAT difference had
amean of = 2.14(95% CRI, -1.86 t0 5.79; ICC, 0.422; 95% CRI,
0.411-0.432) HAM-D units, favoring open label. The posterior
probability that the difference is within plus or minus 3 HAM-D
units (ie, probability that H3 is true) was 68.0%. When using
the extended dataset, the difference was smaller (3 = 0.08; 95%
CRI, -3.38 to 3.57). These results provided evidence for H3
(eFigure 3 in Supplement 1).

Frequentist Model of H3 (Blinded vs Open-Label PAT)

In concordance with the bayesian analysis, the frequentist
model did not find a significant difference between blinded
and open-label PAT (estimated mean difference 3 = 0.67; 95%

jamapsychiatry.com
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CI, -3.08 to 1.73; P = .58), confirming H3. The result did not
change qualitatively when the same model was applied to the
extended dataset (3 = 0.09; 95% CI, -2.13 to 2.32; P = .93).

|
Discussion

The premise of this preregistered meta-analysis was that com-
parison of an open-label with a blind intervention would be
biased, as the open-label intervention would unfairly benefit
from effects associated with patients knowing their treat-
ment. Therefore, we compared the effectiveness of PAT, which
is effectively always open label, with that of open-label TADs
for the treatment of major depression.

In contrast with H1, we did not find treatment with PAT
to be better than treatment with open-label TADs by a clini-
cally meaningful margin. Not only was the difference not
clinically meaningful, but there was practically no difference
at all; according to both bayesian and frequentist estimates,
the difference was negligible at approximately 0.3 HAM-D
units. This result was robust across variations in study selec-
tion, including when we removed PAT trials of TRD.

We also assessed the impact of blinding in both PAT and
TAD trials. We found that for TADs (H2), but not for PAT (H3),
open-label administration was associated with better out-
comes than blinded treatment. This finding is in line with our
premise that TADs can be effectively blinded, and thus blind-
ing should lead to a difference, whereas PAT is effectively
always open label, so formal blinding should make no differ-
ence. The estimate of the open-label vs blinded difference for
TADs was 0.85 HAM-D units in the bayesian model and 1.29
HAM-D units in the frequentist model, approximately half of
the MCID. Thus, both models for H2 indicated that the effect
of blinding was not clinically meaningful.

PAT trials reported a 7.3-HAM-D unit difference from
placebo,®®49 while TAD trials reported a difference of 2.4.!
Thus, PAT is 4.9 (ie, 7.3-2.4) or approximately 5 points better
than TADs when measured against placebo. Two key factors
explain the failure of H1 despite the 5-point difference of be-
tween-arm differences. (1) Open-label TADs are approxi-
mately 1.29 HAM-D units more effective than blinded treat-
ment (H2). This effect can be interpreted as the influence of a
patient knowing their treatment assignment, including posi-
tive expectancy. (2) Recent meta-analyses of depression trials
found that the within-arm effect size of the control condi-
tions in PAT is considerably lower than in TAD trials.>*>> One
analysis estimated that the placebo response is 4.0 HAM-D
units lower in psychedelic trials.>® This suppressed placebo
response leads to an inflated between-arm difference, as the
treatment arm is measured against a lower floor.

The sum of these 2 effects is 5.2 (ie, 1.29 + 4.0) HAM-D
units, which equals the difference of the reported between-
arm effects (7.3 - 2.4 =~5), potentially explaining why H1 failed.
We speculate that this suppressed placebo response in PAT
trials is attributable to the so-called know-cebo effect (ie, the
disappointment patients feel when they realize they are in the
control group).>® This effect could be magnified by PAT’s treat-
ment model, where patients undergo extensive therapy in
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preparation for a transformative, spiritual experience. Then,
on dosing day, patients experience none of these effects and
are often bored for the 6 to 8 hours they have to remain on site.
This placebo suppression accounts for ~55% (4.0 of 7.3) of the
total between-arm effect. That is, ~55% of PAT’s between-
arm effect is explained by the lack of improvement in the pla-
cebo arm. In some psychedelic trials, depression worsened in
the placebo group.>”>® In contrast, the most comprehensive
meta-analysis of TAD trials involved 304 placebo groups, and
patients improved in all 304 of them.!

Limitations

This study has limitations. Some PAT trials exclusively re-
cruited patients with TRD, while no TAD trial focused on TRD.
Baseline scores in open-label TAD trials were slightly higher,
at a mean (SD) of 22.7 (1.9) compared with 21.3 (3.9) HAM-D
units in PAT trials. The lack of difference persisted in sensi-
tivity analyses that excluded PAT trials exclusively recruiting
patients with TRD. Furthermore, all models controlled for base-
line scores, separating variance due to baseline depression from
between-condition contrasts. Therefore, the difference in de-
pression severity is unlikely to explain the lack of a between-
treatment difference.

Other differences between PAT and TAD trials included
that the primary end point was much later in TAD trials (3.4
weeks for PAT vs 8.1 weeks for TAD), which likely favored
PAT. Demographic differences are also likely to exist between
the populations. PAT trials are known to disproportionately
include patients with high levels of education and to under-
represent minorities,>® which again may bias the results
favoring PAT.®°

The correct guess rate for treatment assignment in PAT
trials is approximately 90% to 95%, and it is likely that some
patients had less than absolute confidence. Therefore, there
is some blinding in PAT trials, unlike in open-label TAD trials,
where the treatment is known with certainty. Relatedly,
2 equally unblinded treatments may not contain equal expec-
tancy effects, in particular, if 1 treatment has better public per-
ception than the other.®! Arguably, psychedelic medicine has
more positive media coverage than traditional antidepres-

Psychedelic Therapy vs Antidepressants for the Treatment of Depression Under Equal Unblinding Conditions

sants, suggesting that unblinded PAT may involve larger ex-
pectancy effects.

The conversion between depression scales may have in-
troduced artifacts due to, for example, content differences.
However, qualitative conclusions remained the same when we
used data from the HAM-D scale only, which was the most
widely used measure.

For H2 (blinded vs open-label TADs), we used data from Cipri-
ani et al' to assess the effect of blind TADs. That meta-analysis
used similar, but not identical, inclusion criteria to ours. Thus,
confounders may exist in this comparison, such as baseline
severity and enrollment decisions, which may bias results.

We only examined symptom reductions. Other key treat-
ment considerations include side effects and functional
improvements.®? At 6-month follow-up, the escitalopram vs
psilocybin trial found no difference in depression, but the psi-
locybin group experienced greater functional improvements,®*
highlighting potential differences beyond core depressive
symptoms.

We modeled within-person effect sizes, which include all
health changes that result after administration of the treat-
ment, including nonspecific effects such as natural history and
placebo. Thus, the within-arm effects reported here should be
understood as composite effects, containing both treatment-
specific and nonspecific effects; our methodology is not ca-
pable of separating the various components.

Lastly, we scanned only PubMed to find relevant studies.
Although PubMed is a comprehensive library, it may not in-
clude all relevant trials.

. |
Conclusions

In trials of depression, PAT was not more effective than open-
label TADs. Blinding made a difference for TADs, but not for
PAT, confirming that PAT trials are effectively always open la-
bel. PAT’s lack of superiority compared with TADs under equal-
unblinding conditions argues against overly optimistic narra-
tives about PAT’s potential and highlights the importance of
blinding integrity when evaluating novel treatments.
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