Supplementary Material

Supplementary Table 1. Activities of the dosing days included.

~8.45am: Urine drug screen (UDS), alcohol-breathalyser, and pregnancy test (if
applicable); vital signs (BP and HR); pre-dosing self-rated questionnaires; and a venous
blood sample (Sample 1) for measurement of serum BDNF (brain-derived neurotrophic

factor), as a possible indicator of brain plasticity.

~9.30am: Oral administration of 1/10mg psilocybin challenge.

~2.30pm: Assessment of acute subjective experience using validated questionnaires.

~3.30pm: EEG set-up and data collection.

~5.15pm: Vital signs and a venous blood sample (Sample 2) for measurement of serum
BDNF post-dosing, immune markers and for genetic studies (eg. gene expression,

genotyping, epigenetics).

~5.30pm: Medical assessment to evaluate eligibility for discharge to

home/accommodation, with transportation provided by taxi or a trusted driver.

Supplementary Table 2. Cognitive tasks employed in our study.

Cognitive tasks

CANTAB Intra Dimensional-Extra Dimensional Set Shift (ID-ED) [35]

Probabilistic Reversal Learning [49]

Habit Contingency Degradation Test [50]




Paired Associates Learning [51]

Information-Seeking Task [52]

Supplementary Table 3. Self-rated questionnaires

- Visit # A V2 V3 V4 V5 V6 V7 V8 V9 V10 Vi1 V12 V13 V14 V15
Psilo- 1MFU1 | Psilo-
Online | Visitname  Screen | Prep-1 | Prep-2 | 1mg | 1DFU1 | CANTAB | t\wEu1 | 2WFU1 | /Prep- | 10mg | 1DFU2. | CANTAB | twru2. | 2wruU2 | 1MFU2
2DFU1 2DFU2
(DD1) 3 | (op2)
>at least S1W >1D
DAY # 2W from D-0 D1 D2 D7 D14 D27 D28 D29 D30 D35 D42 D42
V4 pre V4 | pre V4
Face-to-Face X X X
Video-link X X X X X X X X X X X X
ASSESSMENTS
Psilocybin
dosing 1mg 10mg
MEQ X X
CEQ X X
EBI X X
GEMS, PMQ X X
PIS X X X X
ChY-BOCS X X X X
PHQ X X X X X X X X X X
BDI X X X X X




s 14 do . . .
STAIT X X X X X
STAI S X X

BSS X X X X
BIS X X X
WBSI X X X
Hybrid
Personality X X X
Measure
PID-5-FBF X X X
SDS X X X
CPAS X
CAIOC-13 X X X

ChY-BOCS: Challenge Yale-Brown Obsessive-Compulsive Scale
STAI S: State-Trait Anxiety Inventory (FormY) State

STAI T: State-Trait Anxiety Inventory (FormY) Trait

PHQ: Patient Health Questionnaire

QIDS-14: Quick Inventory of Depressive Symptomatology daily version
BDI-1I: Beck Depression Inventory

BIS: Barratt Impulsiveness Scale

PID-5-FBF: Personality Inventory for DSM-5 Faceted Brief Form

SDS: Sheehan Disability Scale

CPAS: Compulsive Personality Assessment Scale

CAIOC-13: Cognitive Assessment Instrument of Obsessions and Compulsions
BSS: Beck Suicide Ideation Scale

MEQ: Mystical Experience Questionnaires

CEQ: Challenging Experience Questionnaire

EBI: Emotional Breakthrough Inventory

PIS: Psychological Insight Scale

WBSI: White Bear Suppression Inventory




Supplementary Table 4. Treatment models of expectancy evaluated independently for change following 1mg psilocybin and 10mg
psilocybin across three expectancy items.

Interaction term
Condition Outcome (timepoint : expectancy) Estimate SE df t value p
Expectancy_1: “How confident are you that your upcoming psilocybin session will have a long-lasting positive effect?”

1mg YBOCS 1 week post:Expectancy_1 -0.23 0.74 51.00 -0.31 0.76
1mg YBOCS 2 weeks post:Expectancy_1 0.72 0.74 51.00 0.97 0.34
1mg YBOCS 4 weeks post:Expectancy_1 1.30 0.74 51.00 1.74 0.09
1mg MADRS 1 week post:Expectancy_1 0.46 1.25 51.00 0.37 0.71
1mg MADRS 2 weeks post:Expectancy_1 0.93 1.25 51.00 0.74 0.46
1mg MADRS 4 weeks post:Expectancy_1 1.28 1.25 51.00 1.02 0.31
10mg YBOCS 1 week post:Expectancy_1 -1.40 1.14 51.00 -1.23 0.22
10mg YBOCS 2 weeks post:Expectancy_1 -1.97 1.14 51.00 -1.73 0.09
10mg YBOCS 4 weeks post:Expectancy_1 -1.24 1.14 51.00 -1.09 0.28
10mg MADRS 1 week post:Expectancy_1 1.73 1.53 51.00 113 0.26
10mg MADRS 2 weeks post:Expectancy_1 -2.86 1.53 51.00 -1.87 0.07
10mg MADRS 4 weeks post:Expectancy_1 -1.07 1.53 51.00 -0.70 0.49
Expectancy_2: “At this point, how successful do you think the psilocybin session will be in improving your symptoms of OCD?”

1mg YBOCS 1 week post:Expectancy_2 -0.14 0.76 51.00 -0.18 0.86
1mg YBOCS 2 weeks post:Expectancy 2 0.93 0.76 51.00 1.22 0.23
1mg YBOCS 4 weeks post:Expectancy_2 0.89 0.76 51.00 1.18 0.25
1mg MADRS 1 week post:Expectancy_2 0.35 1.25 51.00 0.28 0.78
1mg MADRS 2 weeks post:Expectancy_2 0.97 1.25 51.00 0.78 0.44
1mg MADRS 4 weeks post:Expectancy_2 1.03 1.25 51.00 0.82 0.41
10mg YBOCS 1 week post:Expectancy 2 -1.73 1.14 51.00 -1.52 0.14
10mg YBOCS 2 weeks post:Expectancy 2 -1.85 1.14 51.00 -1.62 0.11
10mg YBOCS 4 weeks post:Expectancy_2 -0.73 1.14 51.00 -0.65 0.52
10mg MADRS 1 week post:Expectancy_2 -1.01 1.55 51.00 -0.65 0.52

10mg MADRS 2 weeks post:Expectancy_2 -1.88 1.55 51.00 -1.21 0.23



10mg MADRS 4 weeks post:Expectancy_2 0.10 1.55 51.00 0.06 0.95

Expectancy_3: “By the end of the experience, how much improvement in your overall well-being do you think will occur?”

1mg YBOCS 1 week post:Expectancy_3 -0.42 0.77 51.00 -0.54 0.59
1mg YBOCS 2 weeks post:Expectancy 3 0.47 0.77 51.00 0.61 0.54
1mg YBOCS 4 weeks post:Expectancy_3 -0.11 0.77 51.00 -0.14 0.89
1mg MADRS 1 week post:Expectancy_3 0.14 1.26 51.00 0.11 0.91
1mg MADRS 2 weeks post:Expectancy_3 0.03 1.26 51.00 0.03 0.98
1mg MADRS 4 weeks post:Expectancy_3 -0.09 1.26 51.00 -0.07 0.95
10mg YBOCS 1 week post:Expectancy 3 -1.55 1.14 51.00 -1.36 0.18
10mg YBOCS 2 weeks post:Expectancy 3 -0.85 1.14 51.00 -0.75 0.46
10mg YBOCS 4 weeks post:Expectancy_3 0.36 1.14 51.00 0.32 0.75
10mg MADRS 1 week post:Expectancy_3 -1.30 1.56 51.00 -0.83 0.41
10mg MADRS 2 weeks post:Expectancy_3 -0.57 1.56 51.00 -0.37 0.72
10mg MADRS 4 weeks post:Expectancy_3 0.46 1.56 51.00 0.30 0.77

Estimates represent the change associated with an increase in the expectancy item of 1 standard deviation, see Statistical models for further details.




Self-Report Scales
Analyses of the self-reported depression and functional impairment scales (,BDI, PHQ-9, and SDS)
followed the same procedures used for the Y-BOCS and MADRS outcomes, employing linear mixed-

effects models (LMMs) with baseline values included as covariates.

BDI (Beck Depression Inventory)

A similar, albeit more robust, pattern was observed for the BDI. There was a significant main effect
of time across the full study period (F =5.40, p=0.0007). Pairwise contrasts revealed significantly
reduced scores at two weeks post-1mg (B =—4.47, p=0.02), and at both post-10mg timepoints: two
weeks post-10mg (B=-6.52, p=0.0002) and four weeks post-10mg (B8=-4.89, p=0.009;
Supplementary Figure 1). In the dose comparison model, a significant main effect of time was again
found (F=5.41, p=0.007), while both the main effect of dose (F=0.06, p=0.80) and the Time x
Dose interaction (F=0.12, p=0.88) were non-significant. These findings indicate a gradual but
consistent reduction in self-reported depressive symptoms over time, particularly following the higher
dose, though there was no evidence that the 10mg dose produced greater reductions than 1mg at

matched timepoints (Supplementary Figure 1).
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Supplementary Figure 1. Depressive symptoms (Beck Depression Inventory - BDI) over time
after psilocybin treatment and BDI scores over time to evaluate the individual effects of

psilocybin doses (1mg vs 10mg).



PHQ-9 (Patient Health Questionnaire-9)

In the model assessing change across the full study timeline, there was a significant main effect of
time on PHQ-9 scores (F=2.19, p=0.03). Post-hoc pairwise comparisons revealed a significant
reduction between the baseline timepoint (1 day pre-1mg dose) and one week after the 10mg dose
(B=-2.79, p =0.009; Supplementary Figure 2). A separate model assessing dose effects (with Time
and Dose as fixed effects and baseline values as covariates) showed that the main effect of time
approached significance (F =2.56, p=0.06), while the main effect of dose (F=0.48, p=0.49) and
the Time x Dose interaction (F=1.07, p=0.36) were non-significant. These results suggest that
although PHQ-9 scores declined following 10mg psilocybin, there was no evidence that changes

differed significantly between the two doses (Supplementary Figure 2).
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Supplementary Figure 2. Depressive symptoms (Patient Health Questionnaire — PHQ-9) over
time after psilocybin treatment and PHQ-9 scores over time to evaluate the individual effects

of psilocybin doses (1mg vs 10mg).

SDS (Sheehan Disability Scale)

For the SDS, we observed a robust main effect of time in the overall model (F =10.79, p <0.0001),
with post-hoc comparisons indicating that all timepoints showed significantly lower scores relative to
the pre-1mg baseline (all p <0.001; Supplementary Figure 3). The dose comparison model also
revealed a significant main effect of time (F = 14.28, p <0.0001), as well as a significant Time x Dose
interaction (F =3.05, p=0.03), whereas the main effect of dose was non-significant (F =0.0004,

p=0.98). However, none of the pairwise dose comparisons at individual timepoints reached



significance (all p>0.05), suggesting that the interaction reflects differing trajectories over time

rather than a consistent between-dose effect at specific timepoints (Supplementary Figure 3).
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Supplementary Figure 3. Sheehan Disability Scale (SDS) scores over time after psilocybin
treatment and SDS scores over time to evaluate the individual effects of psilocybin doses

(1mg vs 10mg).
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Supplementary Figure 1. Regression lines of non-significant pre-treatment expectancy vs.
clinical outcome changes at maximum effect size after two weeks. Regression lines and
coefficients were obtained from separate ‘within-condition’ models, as detailed in the
Statistical Models section. The left panel shows the association between expectancy and
changes in Y-BOCS scores, while the right panel shows the association with changes in
MADRS scores. Red lines represent the 10mg psilocybin condition, and black lines
represent the 1mg psilocybin condition. Although no models reached statistical significance,
we present the two models with the maximum estimates that approach trend-level
significance. Specifically, in the 10mg condition, there was a marginal, non-significant trend
for a negative association (8 =-1.97, p = 0.09 for Y-BOCS; 8 = -2.86, p = 0.07 for MADRS),
suggesting higher expectancy predicts greater symptom improvement. In contrast, no
significant association was observed in the 1mg condition (B = 0.72, p = 0.3 for Y-BOCS;
= 0.93, p = 0.5 for MADRS). Shaded areas indicate 95% confidence intervals. Negative
values on the y-axis indicate symptom improvement.



Supplementary Figure 2. Room for Psilocybin dosing sessions (in the Moon room of

CIPPRes Clinic - CNWL-Imperial Psychopharmacology & Psychedelic Research Clinic)
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Supplementary Figure 3. Line-plot and bar plot of participants on SSRIs versus those who were

not on SSRIs.
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Supplementary Figure 3. Line-plot and bar plot of change in Y-BOCS separated by sex of

participants.



