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Thesis Abstract

This thesis focuses on two topics in the realm of psychedelic assisted therapy.

The first section of the portfolio is a literature review of the existing research on the
impact of sex/gender on outcomes in psychedelic assisted therapy and examines potential
methodological barriers hindering the exploration of these differences. Despite growing
interest in psychedelic-assisted therapy for psychological and substance misuse issues,
research on the impact of sex/gender on treatment outcomes is limited. A systematic review
of 13 studies found that six explored sex/gender differences, with mixed results. Unbalanced
sampling was the most common methodological limitation. The influence of sex/gender in
psychedelic therapy remains underexplored, highlighting the need for improved research

designs and strategies to better assess this variable in future studies.

The second section of this portfolio outlines the results of an empirical paper,
qualitatively exploring the therapist’s perceptions of participant distress in psychedelic
assisted therapy. This study interviewed 12 experienced PAT therapists to explore their
perceptions of distress. Reflexive thematic analysis identified three themes: "Making Sense
of Distress," "Therapist as the Safe Base," and "Navigating Distress." Findings reveal that
distress in PAT can be intense and can lead to both positive and negative outcomes. It may
also be an internal process, which can be challenging for therapists to detect. A trusting
relationship between therapist and participant is crucial. The study emphasises refining non-
directive approaches, improving therapist training, and addressing ethical concerns,

contributing to a deeper understanding of distress in PAT.

The third section of this portfolio comprises an executive summary of the empirical
paper. It is intended for distribution to psychedelic-assisted therapists, as well as individuals

with an interest in research related to psychedelic-assisted therapy.



Paper one: Literature Review

Sex/Gender in Psychedelic-Assisted Therapy Research: A review of outcomes, design
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Abstract
Despite the growing interest in investigating the safety and efficacy of psychedelic-assisted

therapy for addressing psychological and substance misuse challenges, there is a gap in
research regarding the potential impact of sex/gender on treatment outcomes. A systematic
review of existing psychedelic studies was conducted to assess variations in treatment
outcomes based on sex/gender and to examine potential methodological barriers hindering
the exploration of these differences. Out of the 13 studies meeting the comprehensive review
criteria, six studies explored variations in outcomes, yielding mixed results. The most
prevalent design limitation hindering the effective exploration of outcome differences was
unbalanced sampling. The influence of sex/gender on treatment outcomes in psychedelic-
assisted therapy remains an underexplored aspect of research. Addressing this crucial

question necessitates a focus on refining research design and implementation strategies.

KEYWORDS: Psychedelic-assisted therapy, sex differences, gender differences, research

design, sampling strategies

Introduction
What is Psychedelic-Assisted Therapy?

Psychedelica-assisted therapy (PAT) can be defined as the professionally supervised use of
MDMA, psilocybin, LSD, ibogaine and other psychedelic compounds as part of elaborated
psychotherapy programs (Schenberg 2018). PAT is showing considerable therapeutic
potential with some proponents describing it as potentially paradigm-shifting (Schenberg
2018). In recent years, interest has been resurgent in the use of psychedelics focusing on PAT

(Carhart-Harris and Goodwin 2017).

PAT as an Emerging Treatment for Psychological Distress

While research is still preliminary and should be viewed as such, reviews indicate promising
results for several mental health conditions including, depression, end-of-life anxiety,
obsessive-compulsive disorder and substance misuse (including smoking cessation) and post-
traumatic stress disorder (Wheeler and Dyer 2020; Cavarra et al. 2022). Follow-up studies
indicate that these benefits are lasting (Jerome et al. 2020; Johnson, Garcia-Romeu and
Griffiths 2017). Large-scale epidemiological surveys suggest that many who use psychedelics
recreationally experience benefits to their well-being. Finally, experimental studies using
healthy volunteers have demonstrated an association between these compounds and increased
psychological well-being and openness to experience (Erritzoe et al. 2019). The mechanistic

action of PAT using classic psychedelics appears to be the attainment of an altered state of



consciousness, often described as a ‘mystical experience’ (Kangaslampi 2023) in which the

self of sense is dramatically altered (Nour et al. 2016).

Why study sex/gender’ differences in mental health research?

There are calls for more understanding of sex and gender in the context of health research due
to potential implications for the safety and effectiveness of treatments. Gahagan, Gray and
Whynacht (2015) describe a “growing recognition” of the importance of including sex and
gender considerations in health research, positing that this bolsters the evidence base, allows
tailoring of care to individuals, specifies health policy and facilitates equity in care.
Cavanaugh and Hussein (2020) extend the importance of gender and sex considerations to
psychological research, arguing that its absence affects replicability and can put women, in
particular, at risk from adverse effects of pharmaceuticals. Zucker and Prendergast (2020)
suggest that prescribing equal drug doses to men and women in clinical trials risks
overmedicating women and potentially contributing to adverse drug reactions. Women are
twice as likely to experience adverse drug reactions as men, consistently manifesting as
elevated blood concentrations and longer elimination times of drugs which are unrelated to
differences in body weight (Zucker and Prendergast, 2020). The proposed Sex and Gender
Equity in Research guidelines (Heidari et al. 2016) recommend that researchers report
whether sex/gender differences are anticipated and provide planned sex and gender-based

analyses of data within research design.

Concerning psychological interventions, there is a mixed picture of whether there are
differences in outcomes between sex/gender and it is an under-researched area (Liddon,
Kingerlee and Barry 2018; Parker, Blanch and Crawford 2011). There is some limited
evidence to suggest gender differences in outcomes (Ogrodniczuk 2006), including that
women benefit more from psychotherapy for PTSD than men (Békés et al. 2016; Stefanovics
and Rosenheck 2020; Gross et al. 2023). There is evidence to indicate that, on average, men
and women demonstrate psychological distress differently, (Tamres, Janicki and Helgeson,

2002). Male responses to distress are often described as externalising in nature i.e. expressed

1 The term sex refers to “the biological, genetic, and physiological processes related to sexual beings.” Gender
refers to “the socially constructed roles, behaviours, expressions and identities of girls, women, boys, men, and
gender diverse people. Gender refers to “the roles, relationships, and relative power that people relate to or
societies generally attribute to women and men, irrespective of their genetic make-up.” (Jancke 2018). As
these terms are sometimes incorrectly used interchangeably within research (Gogover 2021; Gahagan et al.
2015), both terms will be investigated for the purposes of this review. For the purposes of this review, the
term sex/gender will be used given the manner in which the terms are used interchangeably within research
and the difficulties in disentangling their effects on outcomes (Jancke 2018; Franconi et al. 2019).

10



outwardly (Sagar-Ouriaghli et al. 2019) through substance misuse, irritability and aggression
(Angst et al. 2002). In contrasts, women are represented as more likely to experience
internalising disorders (pathologies of subjectively experienced negative emotion) e.g.
depression (Kessler 2005; Kornstein et al. 2000) and eating disorders (Van Eeden, Van
Hoeken and Hoek 2021). Research should carefully consider these differences when
exploring relative efficacy, due to the fiscal and ethical considerations of therapeutic

prescribing.

Sex/gender are relevant when considering accessibility to services (Morison,
Trigeorgis and John 2014). Men have been shown to have difficulties accessing mental health
services (Sagar-Ouriaghli et al. 2019), holding more negative attitudes towards mental health
services than women (Addis and Mahalik 2003, Yousaf, Popat and Hunter 2015) and adhere
less to mental health treatment (Tibubos et al. 2021). Males are more likely to have negative
attitudes toward seeking mental health support (Gonzalez et al. 2011) and surveys reflect a
belief that there is a lack of “male-sensitive” psychological treatment options (Liddon,
Kingerlee and Barry 2018). These attitudes are reflected in service use, with women in the
UK 1.5 times more likely to receive mental health support in the form of medication or
therapy, even when controlling for prevalence rates of mental health difficulties (Sagar-
Ouriaghli et al. 2019; McManus et al. 2016). The importance of men accessing mental health
services is clear. Suicide rates are consistently higher among males than females, with males
3.5 times more likely to complete suicide than females (Chang, Yip and Chen 2019) and
more likely to engage in clinically significant substance misuse (National Institute of Health,

2020).

Psychedelics could challenge traditional barriers to engagement from men with
mental health services due to an apparent existing interest from this population with rates of
lifetime use of psychedelics greater in males than females (Krebs and Johansen 2013).
Previous epidemiological research indicates disproportionately higher psychedelic use among
males (Davis et al. 2022) and male mental health service users (Corrigan et al. 2022). While
many internet surveys exploring psychedelic experiences are male-dominated (Palmer and
Maynard 2022; Haijen et al. 2018), this could bias our emerging understanding of
psychedelic experiences in favour of males. However, such findings offer encouraging
evidence that psychedelics may be a potential tool to engage a cohort that services have

traditionally found difficult to reach.
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Sex/Gender in psychedelic research
There are some noteworthy findings in qualitative studies of PAT relating to sex/gender. In a
randomised controlled trial for treatment-resistant depression, Watts et al. (2017) described
how some male participants achieved insight into how social expectations of gender norms
i.e. masculinity had narrowed their emotional range, one participant reported he “had always
found it difficult to be emotional, found it uncomfortable to be around other people if they
were emotional” and saw “emotions as weakness.” This participant described how, as a
child, his parents had told him that “boys don’t cry, ” and as he matured, he had learned to
“put his feelings in a box because you can’t be upset, you're a man.” In a smoking cession
trial, Noorani et al. (2018) reported interesting gender-related findings. It was identified that
all five of the female participants in the trial reported psilocybin occasioned insights into self-
identity whereas this phenomenon was only reported in two out of the seven male
participants. Furthermore, in this trial all those who expressed an openness to further
psilocybin experiences were male. Finally, in a randomised control trial targeting social
anxiety in autistic adults conducted by Danforth et al. (2018), two participants reported

feeling more at ease with expressing and exploring their gender identities.

There has been some attention given to sex/gender differences in the subjective
effects of psychedelics. A large-scale internet survey investigating adverse events after using
ayahuasca in a ceremonial setting, Bouso et al. (2022) identified being female as predictive of
negative mental health outcomes. Liechti, Gamma and Vollenweider (2001) and Pardo-
Lozano et al. (2012) examined gender differences in the subjective effects of MDMA and
found that women experienced more intense psychoactive effects than men in the form of
perceptual changes, thought disturbances, and fear of loss of body control. They also found
that acute adverse effects were more common in females than males. Furthermore,
Verheyden et al. (2002) found that female MDMA users reported greater depression in the
days following MDMA ingestion.

Studerus et al. (2012) and Garcia-Romeu et al. (2021) conducted studies examining
the effects of psilocybin and reported no discernible sex/gender differences. However,
Garcia-Romeu et al. (2021) observed that women exhibited higher scores on the self-reported
Challenging Experiences scale (Barrett et al. 2016). Challenging experience is a term used to
describe acute negative psychological responses during a psychedelic encounter, including
fear, panic, paranoia, depressed mood, anger, confusion, dissociation, depersonalization, and

physiological symptoms. Barrett et al. (2016) specifically noted slightly higher scores among
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women on the "fear" subscale of the Challenging Experiences questionnaire. Notably, during
the development of the Challenging Experiences questionnaire via internet survey concerning
psilocybin use, all individuals who reported enduring and impairing psychotic symptoms as a

consequence of psychedelic consumption were male (Carbonaro et al. 2015).

Recent advancements in neuroimaging, particularly the utilization of deep learning
models (Al), as demonstrated by Ryali et al. (2024), have provided insights into structural
disparities within the male and female brain. Notably, these disparities encompass regions
such as the Default Mode Network (DMN), which is implicated in self-referential thought
processes. The DMN holds particular significance in the context of psychedelic research, as it
is hypothesized to be intricately involved in the neural mechanisms underlying psychedelic
experiences (Gatuso et al. 2023; Barnett et al. 2020; Carhart-Harris et al. 2014). Should
divergent structural characteristics exist within the DMN between genders, this could

potentially influence how individuals experience PAT.

Notwithstanding the above findings, gender considerations are notably scarce in
psychedelic research development and literature (Gukasyan and Narayan 2022). Most
research relating to gender in the realm of psychedelics has related to physiological/biological
differences in response to the compound being used and dosing, although, this research is
limited. Given the potential for adverse lasting effects of psychedelic experiences, along with
evidence of greater acute adverse effects of MDMA on females, the question of sex/gender
differences in psychedelic therapy warrants closer examination.

Aims

Given the diverse findings on the effects of sex and gender on psychedelic experiences, the
potential for divergent outcomes in PAT exists. This study aimed to systematically review
PAT studies, focusing on those that investigated and documented the potential influence of
sex and gender on therapy outcomes. The review aims to elucidate the current understanding
of sex and gender-specific outcomes, assess whether researchers consider these factors in
study design, and evaluate if results relating to sex and gender are reported accordingly.
Additionally, the study will appraise the methodological quality of research exploring sex and

gender differences to scrutinize the validity of reported distinctions.
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Research Questions:

1. Do therapeutic outcomes differ between sexes/genders in PAT studies, and is there an
exploration into the reasons behind any observed differences?
2. Are there considerations in research design and implementation that may hinder the
effective investigation of divergent outcomes related to sex/gender?
3. What is the methodological quality of the studies that examine the role of sex/gender
or refer to it in design/analysis?
Methods

Criteria for study inclusion

Inclusion criteria:

Studies using quantitative randomised controlled designs, quantitative non-
randomised designs, quantitative descriptive studies and mixed methods studies
Studies that use LSD, DMT/ayahuasca, psilocybin, ibogaine, mescaline/peyote or
MDMA.

Adult participants with a mental health diagnosis including substance misuse (may
include a healthy control group).

Studies that refer to sex and/or gender in their design or analysis.

Studies published in a peer-reviewed journal.

Studies that include psychological therapy to support psychedelic dosing.

Exclusion criteria:

Studies using animals.

Studies in a language other than English.

Studies that focus on micro-dosing psychedelics. Micro-dosing refers to the use of
low sub-perceptual doses of psychedelics which are usually self-administered (Hutten
etal. 2019).

Single case studies, studies that don’t list male and female participant numbers in their
demographics.

Studies published prior to 1990 due to the challenges of women being routinely
excluded from research trials at this time (Pinn 2003) and different conceptualisations
of mental health conditions and the language used to describe mental illness

(Johansen et al. 2022).
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e A recent review examining sex differences in outcomes in the use of ketamine for
mood disorders concluded that there were few significant differences (Benitah et al.
2022). As such ketamine was excluded from this review and the search.

e Furthermore, cannabis, which is argued by some to have psychedelic properties, was

also excluded from the review.
Population

This review focused on participants in studies of PAT. To be included in the review, studies
must have collected data, or commented on sex/gender, in their methods, analyses or

discussion.
Intervention

Studies reported on and discussed using a psychedelic (psilocybin, LSD, DMT/ayahuasca,
mescaline/peyote or MDMA) in conjunction with talking therapy.

Comparison
Male/female/other, men/women/other.
Outcome

Outcomes of PAT and whether there are sex/gender-related differences. Methodological

issues in PAT relating to sex/gender.

Procedures

Search strategy

A search of the literature on psychedelic-assisted psychotherapy was conducted using
PubMed and PsycINFO with the following search terms: (psychedelic OR hallucinogen OR
entheogen OR lysergic acid diethylamide [LSD] OR LSD OR dimethyltryptamine OR DMT
OR psilocybin OR ayahuasca OR 3,4-Methylenedioxy methamphetamine [MDMA] OR
MDMA OR ibogaine) AND (psychedelic-assisted psychotherapy OR -assisted psychotherapy
OR psychotherapy OR mental health OR psychology OR therapeutic OR therapy AND sex
OR gender). The search terms “sex” and “gender” were removed however due to the lack of
relevant results. Given that sex/gender differences in psychedelic therapy is an under-
researched area, it was clear that there was an absence of articles that addressed the research

question directly.
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Articles deemed suitable for screening were read closely and internally searched for the

following individual keywords: “sex”, “gender”, “male”, “female”, “man”, “woman.” “men”

“women” Relevant results were then noted.
The following limits were added to the search:

PsychInfo: Published between 1990-2023, English language, adults, quantitative, follow-up,

clinical trial, prospective, retrospective, treatment outcome, human
PubMed: Published between 1990 - 2023, clinical study, clinical trial, RCT, humans, adult.

PRISMA guidelines were followed (Page et al. 2021). Figure I shows the PRISMA flow
diagram reflecting the number of studies identified, screened and reviewed as eligible, and

included in this review.

To control for the risk of publication bias, a search was carried out on the Dart.en search

engine of electronic theses exploring the research question.

Quality Appraisal
The mixed methods appraisal tool (MMAT) version 2018 (Hong et al. 2018) (see Appendix 1

for items) was used to appraise the quality of articles included in this review. As this review
included a wide range of research methodologies, a tool that could be used to this breadth
was necessary. While the MMAT user guide advises two independent reviewers are used for
scoring, this wasn’t possible within the confines of this project. Furthermore, while it is
discouraged to score articles numerically using the MMAT, a modified scoring system was

adopted:

Each item was scored according to a traffic light system in which if it met the
requirements of the item fully it was coded green, if it met the requirements of the item

satisfactorily it was coded orange, and if it didn’t meet the requirements, it was coded red.

Data synthesis
Due to heterogeneity and the diverse range of methodologies used in the studies included in

the review, the articles were analysed using a narrative synthesis using Popay et al. (2006) as
a guide. This approach enabled the use of both statistical commentary and research design

and implementation issues relating to sex/gender in psychedelic research.
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Figure 1: PRISMA study flowchart
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Results

The present study identified 13 studies which considered or explored the role of sex/gender in the use of PAT as an intervention for mental
health or substance misuse difficulties. Of the 13 studies that met the inclusion criteria, this included 9 randomised controlled trials (RCT), 1
open-label trial, and 3 quantitative descriptive studies (one retrospective study, two pool analyses). The search yielded 51 studies that met the

inclusion criteria of the search strategy. However, upon full screening didn’t comment on sex/gender in design or analysis and as such were

excluded.

A total of 12 papers were yielded from searches on PubMed and PsychInfo and a further record (Schenberg et al. 2014) was identified by

other means i.e. manual searching of systematic review articles (Wheeler & Dyer 2020). Only studies relating to psilocybin, MDMA and

ibogaine yielded results relevant to this review. Figure 2 provides a summary of the studies included in the review.

Figure 2: Study Summary Table

Author Design Participant | Interventio | Main findings Gender/Sex related findings
/Date s n
Ross et al. RCT I8 F, 11M | Psilocybin | 83% of psilocybin group experienced anti- | No dichotomous factors (i.e. gender)
(2016) for cancer depressant response versus 14% of control. | significantly interacted with the primary
lated t in bet -
relate 58% of psilocybin group experienced outcome measures in between-group
anxiety comparisons.

clinically significant reduction in anxiety

vs 14% of control.
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Carhart- Open-label | 6 F, 14 M Psilocybin | Marked reduction of depression 6 months | Limitation noted that final sample was male —
Harris follow-up for after psilocybin dosing in open label study. | indicating a high dropout rate for female
et al Treatment participants. Noted that this limits extrapolation
resistant of finding to general public as women have
(2018) depression higher rates of treatment resistant depression.
Claimed to seek more representative samples in
future studies.
Davisetal. | RCT 16F, 11M Psilocybin | Participants who received immediate Participants were randomized using urn
(2020) for psilocybin treatment showed improvement | randomization (Stout et al. 1994), balancing for
Depression | compared with those for whom treatment a number of factors including sex.
was delayed. Women participants agreed to being
nonpregnant, being non-nursing, and agreeing
to use contraception.
Goodwin et | RCT 121F, 112M | Psilocybin | Greater benefits were enjoyed in relation to | A post hoc analysis of the primary end point
al. (2022) for higher doses of psilocybin given. that included sex showed results similar to
Treatment those for the primary analysis - exact results
resistant weren’t reported.
depression
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Mithoefer et | RCT 17F,3 M MDMA for | Significantly greater results recorded in Unequal sample noted as a limitation — mention
al PTSD MDMA group versus placebo gender could have an effect on outcomes.
(2011)
Ot’aloraet | RCT 19F,9M MDMA for | Significant reductions in PTSD symptoms. | Unequal gender balance noted as a limitation —
al PTSD Remained below baseline at 12 month 68% female
follow up.
(2018)
Mitchell et | RCT 32F, 21M MDMA for | MDMA-AT reduced PTSD symptoms and | Female sex assigned at birth was identified as
al. (2023) placebo PTSD functional impairment in with moderate to | having an association with positive outcomes
controlled severe PTSD. irrespective of treatment condition (MDMA or
control).
Brewerton | RCT 31 Male 58 | MDMA for | Eating disorder symptoms were reduced in | Females showed a greater reduction in eating
et al. (2022) | placebo Female. PTSD/ a population of individuals treated for disorder symptomology following MDMA-AT
11 i PTSD. h les.
controlled 31 Men, 56 eating S than males
Women, 2 disorder
t
Non-Binary SYmpLoms
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Gorman et | Participant | 31M, 31F MDMA for | MDMA-AT therapy group benefited from | Sex investigated as a covariate found not to be
al. (2020) data were PTSD/ Post | greater post traumatic growth and a significant.
pooled from traumatic reduction in PTSD symptoms compared
three Phase growth with control group.
2 clinical
studies
employing
triple-blind
Crossover
designs.
Wolfson et | RCT pilot 4M, 14F MDMA for | MDMA group had greater mean reductions | Uneven sample (skewed in favour of females)
al. (2020) study Anxiety/dist | in distress however this didn’t reach reported as a limitation.
ress from significance between groups.
life
threatening
illness.
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Ochen et al. | Double 10F, 2M MDMA for | Self-reported PTSD symptoms Lack of statistical analysis between genders
(2013) blind, PTSD improvement. No significant reductions in | noted as a limitation, as was the skewed sample
placebo CAPS scores. (in favour of females).
controlled
RCT
Jerome et Pooled 62F, 45M MDMA for | CAPS scores continued to decrease Sex added stepwise to the base model to assess
al. (2020) analysis of PTSD following completion of treatment to long | relationships between each variable and the
long term term follow up. Majority of the primary outcome variable. However, the results
follow-up participants reported benefits. of the analysis aren’t reported.
of 6 trials
Schenberg | Retrospecti | 8 F, 67 M Ibogaine for | Retrospective study: 61% of sample of 75 | No significant association was found between
etal. (2014) | ve Poly previous alcohol, cannabis, cocaine and gender and the number of ibogaine sessions
substance crack cocaine users treated with Ibogaine | needed.
misuse and psychotherapy reported prolonged

abstinence.

Significant association between gender and
relapse after the first ibogaine session - men
relapsed more frequently than

Women. 71% of men relapsed after first
ibogaine session compared with 25% women.

Those women engaged in one further ibogaine
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session and were abstinent at the point of

contact.

72% stated that they were abstinent, but 10 of
those were currently undergoing other
treatment interventions.

57% men were abstinent with no other

treatments.
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Quuality appraisal
There were methodological strengths and limitations in the research included in this review

(see Appendix 2 for an appraisal table demonstrating this).

Most of the studies utilised a double-blind RCT methodology and aspects of these studies are
laudable:

Most of the RCTs performed randomisation appropriately, clearly explaining the
randomisation process adopted in detail either in the body of the study or in supplementary
materials. There were limited exceptions in this regard; Mithoefer et al. (2011) and Oehen et
al. (2012). These studies were the earliest conducted studies included in this review. Some
studies used randomisation methods to ensure a balanced sex/gender ratio (Davis et al. 2020).
The most common method of randomisation used was “web-based”, accounting for four

studies (Ot’alora et al. 2018; Mitchell et al. 2023; Wolfson et al. 2020).

Limitations concerning sampling were apparent across all methodologies. Small
sample sizes were a feature of most of the studies, limiting statistical power and the capacity
to identify therapeutic efficacy. Gender imbalance in samples was a common feature in
studies, with 8/13 studies having unbalanced samples. MDMA studies were mostly skewed
towards females while psilocybin and ibogaine were skewed in favour of males. Some studies
acknowledged the imbalanced nature of their study as a limitation (Oehen et al. 2012;
Carhart-Harris et al. 2017; Mithoefer et al. 2011; Ot’alora et al. 2018; Wolfson et al. 2020).

There was a relatively high dropout rate apparent across studies and conditions,
however, the dropout rate was higher in the psychedelic condition than in the control
conditions. In certain instances, this resulted in unequal sample sizes across groups. The high
dropout rate may be due to the intense and challenging nature of psychedelic experiences;
however, other factors should be taken into consideration. Ross et al. (2016), in a study
investigating psilocybin and end-of-life anxiety, reported a 73% retention rate at follow-up,
however reported that only one person withdrew from the study for reasons other than disease
(cancer) progression. Ot’alora et al. (2018) described reasons for withdrawal as including
withholding psychiatric diagnoses at screening in an attempt to evade exclusion criteria.
Rates of adverse events in studies were generally low. This can be attributed to the careful
screening of participants and their preparation for dosing. Most studies required the presence
of two facilitators during the dosing stage of therapy, optimising risk monitoring and

potentially containing adverse events.
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To control expectancy effects, considerable efforts were made to ensure effective
blinding in most studies and this was usually outlined in sufficient detail with some
exceptions (Ross et al. 2016). While blinding efforts were a clear strength of the studies,
blinding remains an issue in psychedelic research due to the strong subjective effects of the
compounds and the accuracy to which conditions can be guessed by participants and
assessors alike. To minimise the risk of this effect, some studies utilised an active placebo
condition or comparator dose (Gorman et al. 2020; Jerome et al. 2020; Ot’alora et al. 2018;
Oechen et al. 2013; Goodwin et al. 2022; Ross et al. 2016). Furthermore, independent raters
and participants were blinded to the treatment condition until the conclusion of the
intervention (Mithoefer et al. 2011; Ot’alora et al. 2018; Mitchell et al. 2023; Brewerton et al.
2022; Gorman et al. 2020; Ochen et al. 2013). Some studies surveyed investigators and
participants to evaluate their efforts to guess the treatment condition and results indicated an
ability to guess the treatment condition with a high degree of accuracy (Mithoefer et al. 2011;
Ot’alora et al. 2018; Mitchell et al. 2023). This is problematic as there is evidence that
psychedelics increase suggestibility (Carhart-Harris et al. 2015) and this could amplify

expectancy effects.

More recent RCTs reported high levels of intervention adherence across conditions
(Goodwin et al. 2022; Mitchell et al. 2023). However, particularly in earlier studies, levels of
adherence to the participant’s assigned intervention were complicated by the crossovers into
open label conditions which were incorporated into many of the studies’ designs (Ross et al.
2016; Davis et al. 2020; Mithoefer et al. 2011; Ot’alora et al. 2018; Wolfson et al. 2020).
While such crossovers were generally included in the study protocol, there are limitations to
this approach including excluding control group participants from long-term follow-up data
collection. Perhaps due to time and funding constraints, crossovers often occurred shortly
after primary outcomes were obtained. To include better long-term follow-up data to compare
groups, crossover should be delayed to three months or longer. In one study, the protocol was
amended to offer further dosing sessions to non-responders, which is a clear violation of
treatment adherence (Oehen et al. 2012). A further consideration concerning treatment
adherence is the lack of detail offered of the psychotherapeutic methods used in most studies,
which could have a negative effect on the replicability and generalisability of findings.

Manualised approaches to therapy could mitigate this effect.

The quality of measures used regarding outcomes was generally strong. Valid and

reliable measures were generally adopted as means of measuring primary outcome data
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across all study methodologies with some exceptions which were overly reliant on self-

reported abstinence and as such were vulnerable to deception (Schenberg et al. 2014).
Risk of publication bias

This review identified a significant risk of publication bias concerning the research question.
Notably, the search strategy yielded 51 results that underwent full screening but failed to
meet the inclusion criteria, specifically in addressing gender within the study design or
analysis. It is unclear from the close screening whether these studies did not consider gender
in their design at all or simply did not report any differences in outcomes related to gender.
While a thorough examination of the planned protocols of these studies might offer insights
into this matter, such an investigation fell beyond the scope of this review. To mitigate
against the further possibility of publication bias in this review, the author consulted the
Dart.en database for unpublished relevant literature however, this didn’t yield any results

pertaining to the research question.
Research design and implementation

Many of the findings of this review focused on research design and sampling. The
unbalanced nature of many of the samples included in this review is a cause for concern and a
general limitation of research into PAT. Eight of the thirteen studies reviewed had an
unbalanced sample with regard to sex/gender as defined by Rechlin et al. (2021). Only one
study appeared to take steps to limit this phenomenon; Davis et al. (2021) described using an
urn randomisation method which ensured balance between treatment groups on several
factors including gender however reported no analysis of differences between these groups on

the variable of gender.

Carhart-Harris et al. (2017) commented on the unbalanced sample as a limitation of
their study in which the final sample was all male, noting that women experience a higher
level of treatment-resistant depression than men and thus advised that the study isn’t
generalizable and that greater efforts would be made to recruit women for future studies.
What is most noteworthy is the high dropout rate for women in this study, all six female
participants, raising questions about barriers to accessibility and acceptability for women who
wish to engage in psilocybin therapy trials. Some light may be shed on this issue by
considering the strict inclusion criteria for women outlined in Davis et al. (2021), which
required women to agree to be non-pregnant, non-nursing and using contraception to engage

in the trial. Interestingly, such requirements may act as a barrier to women engaging in
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psilocybin therapy research, the similar restrictions in MDMA therapy research don’t appear
to influence female engagement, where women were dominant in all studies included in this
review. In contrast to the psilocybin therapy trials, the lack of sex/gender balance in MDMA
therapy research has been noted as a limitation in several studies which had a much higher
proportion of females than males (Wolfson et al. 2020; Mithoefer et al. 2011; Ot’alora et al.
2018; Oehen et al. 2013). Ot’alora et al. (2018) note that the homogenous nature of the
sample resulted in it being underpowered to conduct statistical analyses on gender and Oehen
et al. (2013) note this as a limitation of the study. Brewerton et al. (2022) acknowledge that
low sample sizes in male and non-binary groups may have been too small to detect the effects

seen in females in reductions of eating-disordered behaviour.

In two studies, analyses were conducted using the variable of sex/gender however
final results weren’t reported. Jerome et al. (2020), in a pooled analysis of six studies
investigating MDMA for PTSD, reported adding sex as a covariate to be analysed however
don’t report the results of this analysis. Goodwin et al. 2022, in a large RCT, reported that a
post hoc analysis including sex as a variable showed results similar to those for the primary

analysis, however, exact results weren’t reported.

28



Synthesis
Of the 13 studies included in this review, only six studies in this review reported on analyses

exploring differences in outcomes between sexes/genders. As such, there is insufficient

evidence to draw firm conclusions about differences in outcomes.

Recently, a high-quality RCT by Mitchell et al. (2023) showed a positive association
between being assigned female sex at birth and outcomes in both the MDMA -assisted
therapy and placebo with therapy conditions. This analysis was reported to have been
exploratory and not planned a priori. The authors postulate that these findings may require
further study using exploratory methods of statistical analysis. However, this result was not
found across all studies; Gorman et al. (2020) did not find significant differences in outcomes
across genders when investigating sex as a covariate. That positive outcomes were consistent
for females across conditions in Mitchell et al (2023), both of which included psychotherapy
warrants further exploration and may raise interesting considerations for the suitability and
acceptability of the psychotherapy aspect of the treatment for males, especially when viewed

in the context of previous trial’s samples being skewed towards females.

Brewerton et al. (2023) reported that women who scored highly in using the Eating
Attitudes Test (EAT-26) outcome measure and engaged in MDMA-AT showed a greater
reduction in the scale than men. It should be noted however that this sample was recruited for
a PTSD trial and did not engage in a full clinical screen for eating disorders. As such findings
may not be generalizable to eating disorders but indicate the need for consideration in future

research.

This review didn’t reveal differences in outcomes between sex/gender in psilocybin-
assisted therapy studies. In an RCT investigating cancer-related distress in which those in the
psilocybin group showed substantial reductions in depression and anxiety compared with a
control group, Ross et al. (2016) examined the interaction of dichotomous factors including
sex/gender with outcomes and found that there was no significant interaction. Furthermore, in
a recent RCT for treatment-resistant depression, Goodwin et al. (2022) reported that a post
hoc analysis of sex as a variable showed results similar to the primary analysis, although

exact results weren’t reported.

Concerning ibogaine, Schenenberg et al. (2014) reported that although there was no
significant association between gender and the number of ibogaine sessions that were needed

by participants in the treatment of substance misuse, there were marked differences in relapse
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rates between men and women, with 71% of men relapsing after a first ibogaine session in
comparison to 25% of women. The women who engaged in a further ibogaine session were
all reported to be abstinent afterwards at the point of contact. The final analysis showed that
100% of women who engaged in the treatment achieved abstinence compared to 72% of men,
57% when excluding men who were currently undergoing other treatment interventions.
While of interest, these results should be interpreted cautiously given the study’s
retrospective design and the unbalanced nature of the sample which had far fewer female

participants than males.

Discussion
There are currently no published reviews exploring sex/gender differences in PAT for mental

health and substance misuse difficulties. The primary aim of this review was to review PAT
studies that investigated and documented the potential influence of sex and gender on therapy
outcomes. This question has not specifically been pursued in PAT research conducted thus
far and, therefore, due to evidence being limited, it is not possible to provide clear
conclusions as to whether sex and gender differences do influence outcomes in PAT. It hasn’t
been a primary objective of any study yet and most analyses have been secondary or

incidental. This review highlights the need for this question to be pursued in future research.

Thus far, the quantitative literature fails to corroborate some of the insights apparent
in qualitative studies, which indicate sex/gender is of importance in PAT (Danforth et al.
2018; Noorani et al. 2018; Watts et al. 2017). With regard to the first research question,
whether outcomes differ between sex/gender in PAT studies, there were mixed results, with
some consistencies apparent within individual compounds. Some studies indicate that
differences appeared to be present (Schenberg et al. 2014; Brewerton et al. 2022; Mitchell et
al. 2023) and other studies that conducted analyses failed to find statistically significant
differences (Gorman et al. 2020; Goodwin et al. 2022; Ross et al. 2016). This review has
garnered some tentative evidence that women benefit more from MDMA for PTSD than men
(Brewerton et al. 2022; Mitchell et al. 2023), which would be consistent with previous
research that women benefit more from PTSD therapy generally (Békés et al. 2016;
Stefanovics et al. 2020; Gross et al. 2023). Furthermore, this review supports previous
findings (Studerus et al. 2012; Garcia-Romeu et al. 2021) which failed to find sex/gender

differences in relation to experiences of psilocybin.

It is imperative to note that sex/gender differences weren’t the primary aim of analysis

in these studies and that the findings were incidental and should be interpreted cautiously. As
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such the reasons for differences or lack thereof in outcomes weren’t elaborated in any study.
Additionally, where statistical outcomes have been reported in this review, cautious
interpretation of these findings is encouraged due to the skewed samples (male: female:
TGD) and generally small sample sizes. Furthermore, due to the limited number of outcome
differences reported and the lack of homogeneity in relation to mental health condition

researched, intervention used and method of analysis no conclusions may be drawn.

A further question of this review was to assess whether research design and
implementation hinder the exploration of gender differences in outcomes. This review
yielded several important insights into this question. One key finding of this review is that 8
of the 13 studies meeting the inclusion criteria exhibited skewed samples. Unequal sample
sizes in studies on psychedelic therapy introduce several challenges. This includes
representation bias, where one gender may be overrepresented, limiting the study's
generalizability and potentially overlooking minority gender experiences. This imbalance
hampers the understanding of gender-specific responses, hindering the ability to draw
meaningful conclusions about the therapy's impact. Additionally, skewed samples may fail to
capture the diverse biological and psychological variability between men and women, crucial
for understanding treatment outcomes. There's a risk of reinforcing gender stereotypes and
ethical concerns arise if groups are under-represented. This imbalance also affects the
tailoring of therapy approaches to underrepresented genders, limiting the development of
gender-specific guidelines. Furthermore, biased information from skewed samples may
influence policy and clinical decisions, potentially overlooking the diversity of responses and

needs within an entire population.

Skewed samples were acknowledged as a limitation in some studies (Carhart-Harris et
al. 2018; Mithoefer et al. 2011; Ot’alora et al. 2018; Wolfson et al. 2020; Oehen et al. 2013),
but not others. While PAT research is in its early stages, making underpowered and skewed
samples unsurprising, researchers must aim for balanced and representative samples to
enhance the generalizability of findings and improve understanding of the benefits and risks
of PAT across different genders and demographic groups. More recent RCTs with larger
samples (Mitchell et al. 2023; Goodwin et al. 2022) offer hopeful signs of balanced sampling
and analysis. Some recent studies of psychedelics have investigated the role of sex/gender
more thoroughly or plan to do so. Vogt el al. (2023) investigated the acute effects of
intravenous DMT in healthy participants. The sex of participants was compared and was

found not to moderate the effects of the compound. Furthermore, Vogt et al. (2023) note the
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equal representation of male and female participants as a strength of the study. Similarly,
Straumann et al. (2023), in a double-blind, randomized, placebo-controlled, crossover design
trial investigating the acute effects of LSD and MDMA co-administration noted the equal
numbers of males and females as strength of the study, however, no analysis of differences
between males and females was detailed in the paper. While some of these studies were
excluded from this review due to their healthy samples and absence of therapeutic support in
the protocol (Vogt el al. 2023; Straumann et al. 2023), they may serve as examples of
balanced sampling to future studies in the PAT domain. Finally, in a protocol published for
an upcoming RCT investigating psilocybin without psychedelic effects for treatment-resistant
depression, Husain et al. (2023) outline plans to compare treatment effects by sex and gender,
with results being published separately for males and females regardless of whether gender is

a significant mediator.

The inclusion of transgender and gender-diverse individuals was also of interest in
this review. Transgender people endure higher rates of PTSD than the general population and
disproportionately higher rates of suicide (Brown and Jones, 2016). Notwithstanding this, the
representation of these groups was low and may have been hidden by categorisation into sex
binaries (male/female). Mitchell et al. (2021), in a study that didn’t match the inclusion
criteria of this review, reported in the demographics table “sex assigned at birth” and as a
footnote, “Two participants included in the assigned female at birth MDMA group identified
their gender as non-binary.” This study positively highlights the importance of gender
diversity in psychedelic research, setting an example for others to follow. However, the
experiences of transgender and gender-diverse (TGD) individuals remain underexplored, and

the small sample sizes limit the ability to effectively explore outcome differences.

The final research question related to the methodological quality of the studies that
were included, which was generally high. Notwithstanding sampling which has already been
discussed, most RCTs demonstrated performing randomisation appropriately. While there
were relatively high dropout rates, this was generally accounted for by factors other than the
PAT condition. Considerable efforts were made to ensure blinding however due to the strong,
often unmistakeable subjective effects of psychedelics, this remains a challenge in
psychedelic research generally however active placebo conditions were adopted by some
studies to moderate this effect as much as possible. Collection of long-term follow-up data
for participants has been difficult, due to the crossover into open-label conditions adopted by

many studies.
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Considering the substantial number of results yielded by the search strategy but
subsequently excluded upon closer screening, it is imperative to acknowledge the potential
susceptibility of this review to publication bias. Critiques have been raised regarding
reporting practices in psychedelic science (Brennan, Kelman and Belser 2023; van Elk and
Fried 2023). One manifestation of such bias is the "file drawer problem," wherein non-
significant results are less likely to be published than significant findings (Easterbrook et al.
1991). Given that sex/gender differences were not the primary focus of investigation in these
studies, non-significant results concerning gender may be more susceptible to exclusion.
Additionally, the contentious nature of publishing sex/gender differences in psychological
research, both historically and presently within Western culture, may introduce ideological
bias among researchers, increasing the risk of omission of significant findings (Del Giudice

2023).

Overall, this review demonstrates that there is a lack of consideration of sex/gender in
the PAT research literature which may be to the detriment of creating high quality research.
This is consistent with psychological therapy research generally (Rechlin et al. 2021). It has
long been mandated that both males and females are incorporated in the design of studies
(Clayton and Collins 2014), however, these mandates aren’t being used to their full potential,
lacking any further measures to make the most of having a mixed sample, for example,
ensuring a balanced sample and conducting subsequent analyses into sex as a covariate. This
phenomenon isn’t limited to PAT research, Rechlin et al. (2021) surveyed papers in six
leading neuroscience and psychiatry journals over 10 years and concluded that while they
noted a 30% increase in the percentage of papers including both sexes, only 19% of studies
adopted a design that could be used for optimal discovery of possible sex differences and a
mere 5% used sex as a discovery variable. The studies included in this review fell even below
these low numbers. Heidari et al. (2016) proposes some guidelines that ameliorate this
shortcoming in psychological science, for example, journals requesting that data be
disaggregated by sex and gender and any differences or similarities explained by the authors.
While more recent studies are promising, it is unfortunate that there has been a lack of
emphasis in delineating sex/gender differences that could in turn help to optimise PAT and

improve outcomes for men, women and gender-diverse individuals.

Strengths:

1. Ttis the first review to investigate sex/gender-related findings in PAT.
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2. The quality of the studies reviewed was generally strong. The majority of the studies

took the form of placebo-controlled RCTs which were of a high quality.

Limitations:

1.

PAT research is still in its infancy relative to the clinical research domain. Sex/gender
differences weren’t the principal focus of any of the studies included in this review,
although efforts were made to summarise differences in outcomes in PAT, few studies
ran such analyses. As such, it is impossible to draw any conclusions about any
intervention’s sex/gender differential effects.

There was considerable variability in research design across studies included in the
review. The review included RCTs, non-RCTs, pooled analyses and a retrospective
study. As such the level of methodological rigour applied across studies varied.
Differences in study design could limit the generalisability of findings on sex/gender
differences. The variability in methodology likely reflects the current stage of
development of psychedelic research as an emerging area of clinical interest.

The current review was also by limited by the small sample sizes of the studies
included. This limits statistical power even when analyses of gender are run.
However, due to PAT being an area of emerging interest, this is likely to change. The
unbalanced nature of samples — many didn’t reach the 60% male-female ratio
threshold outlined by Reichlin et al. (2021) makes analyses of differences between
sex/gender difficult. Sex/gender differences should continue to be explored as sample
sizes grow, with an emphasis being put on a balanced sex/gender ratio within
samples. Furthermore, the sample demographics were largely homogenous (white,
young, educated), limiting the generalisability of the findings to gender differences in
other groups.

This review demonstrated a high risk of publication bias. It is possible that which
weren’t included in the review conducted analyses of sex/gender but didn’t publish
the results of the analysis.

Psychedelics are commonly used in other countries and there may be studies

pertaining to the research question that weren’t published in English.

Recommendations:

To make confident recommendations regarding clinical practice, research needs to develop

further.
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Future research should prioritise recruiting more balanced samples. Achieving
balanced samples is crucial for advancing the field of PAT ethically and evidentially.
Achieving balanced and representative samples is crucial for the broader applicability
of study findings and a comprehensive understanding of the benefits and risks across
different genders and demographics.

As research develops and more psychological presentations are investigated,
sex/gender should be explored routinely in PAT studies to contribute to a more
nuanced and comprehensive understanding of treatment outcomes. This would
facilitate the development of more personalized and effective therapeutic
interventions.

Exploratory methods of statistical analysis should be adopted to identify what
differences, if any, exist between sex/gender in PAT outcomes. This could be a
valuable strategy for generating hypotheses, identifying patterns, and gaining a deeper
understanding of the complex relationships involved. These results should be
complemented by confirmatory analyses in subsequent research to establish the
robustness and generalizability of the observed effects.

Utilizing measures of acceptability in all treatment conditions and analysing
differences between sexes/genders would improve understanding of treatment
experiences and support the development of tailored interventions. This approach
promotes client-centred therapy, considering the unique needs, preferences, and
concerns of individuals, thereby improving therapeutic outcomes.

To identify whether selective reporting practices are prevalent, future reviews could
focus on the protocols of studies to determine whether analyses of sex/gender are

planned and/or take place but aren’t published.

Conclusion
The present review attempts to summarise the evidence for sex/gender differences in

outcomes in PAT for mental health difficulties and substance misuse. It also attempted to

summarise methodological issues that could impede conducting meaningful analyses of this

question. As such, there remains a lack of evidence of sex/gender-influenced outcomes in

PAT. This lack of clarity is in part due to research design and implementation however best

practice along with mixed results in the evidence base indicate a need for further exploration

of this topic. While several studies indicate evidence of differences, the vast majority of
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studies have not explored the topic and further research on sex/gender differences in PAT is

paramount.
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What is the MMAT?

The MMAT is a critical appraisal tool that is designed for the appraisal stage of
systematic mixed studies reviews, i.e., reviews that include qualitative, quantitative and
mixed methods studies. It permits to appraise the methodological quality of five
categories to studies: qualitative research, randomzed controlled trials, non-randomized
studies, quantitative descriptive studies, and mixed methods studies.

How was the MMAT developed?

The MMAT was developed in 2006 (Pluye et al., 2009a) and was revised in 2011 (Pace
et al., 2012). The present version 2018 was developed on the basis of findings from a
literature review of critical appraisal tools, interviews with MMAT users, and an e-
Delphi study with international experts (Hong, 2018). The MMAT developers are
continuously seeking for improvement and testing of this tool. Users” feedback is always
appreciated.

What the MMAT can be used for?

The MMAT can be used to appraise the quality of empirical studies, 1.e., primary
research based on experiment, observation or simulation (Abbott, 1998; Porta ct al.,
2014). It cannot be used for non-empirical papers such as review and theoretical papers.
Also, the MMAT allows the appraisal of most common types of study methodologies
and designs. However, some specific designs such as economic and diagnostic accuracy
studies cannot be assessed with the MMAT. Other critical appraisal tools might be
relevant for these designs.

What are the requirements?

Because critical appraisal is about judgment making, it is advised to have at least two
reviewers independently involved m the appraisal process. Also, using the MMAT
requires experience or traiming in these domains. For instance, MMAT users may be
helped by a colleague with specific expertise when needed.

How to use the MMAT?
This document comprises two parts: checklist (Part T) and explanation of the criteria
(Part IT).

1. Respond to the two screeming questions. Responding “No’ or “Can’t tell” to one or
both questions might indicate that the paper 1s not an empinical study, and thus
cannot be appraised using the MMAT. MMAT users nught decide not to use these
questions, especially if the selection criteria of their review are limited to empirical
studies.

2. For each included study, choose the appropriate category of studies to appraise. Look
at the description of the methods used in the included studies. If needed, use the
algorithm at the end of this document.

3. Rate the criteria of the chosen category. For example, if the paper is a qualitative
study, only rate the five criteria in the qualitative category. The ‘Can’t tell’ response
category means that the paper do not report appropriate information to answer “Yes’
or ‘No’, or that report unclear information related to the cnterion. Rating “Can’t tell”
could lead to look for companion papers, or contact authors to ask more information
or clanfication when needed. In Part II of this document, indicators are added for
some criteria. The list 1s not exhaustive and not all indicators are necessary. You
should agree among your team which ones are important to consider for your field
and apply them uniformly across all included studies from the same category.

How to score?

It is discouraged to calculate an overall score from the ratings of each criterion. Instead,
it is advised to provide a more detailed presentation of the ratings of each criterion to
better inform the quality of the included studies. This may lead to perform a sensitivity
analysis (i.e., to consider the quality of studies by contrasting their results). Excluding
studies with low methodological quality 1s usually discouraged.

How to cite this document?

Hong QN, Pluye P, Fabregues S, Barllett G, Boardman F, Cargo M, Dagenais P, Gagnon
M-P, Griffiths F, Nicolau B, O’Cathain A, Rousscau M-C, Vedel I. Mixed Methods
Appraisal Tool (MMAT), version 2018. Registration of Copyright (#1148552), Canadian
Intellectual Property Office, Industry Canada.

For dissemination, application, and feedback: Please contact mixed.methods.appraisal. tool@gmail.com
For more information: http://mixedmethodsappraisaltoolpublic.pbworks.com/ 1

53



Part I: Mixed Methods Appraisal Tool (MMAT), version 2018

Category of study
designs

Methodological quality criteria

Responses

Can’t tell

Cormmments

Screening questions
(for all types)

S1.

Are there clear research questions?

S2. Do the collected data allow to address the research questions?

Further appraisal may not be feasible or appropriate when the answer is ‘No' or ‘Can’t tell' to one or both screening

questions.

1. Qualitative

1.1

Is the qualitative approach appropriate to answer the research question?

L2

Are the qualitative data collection methods adequate to address the research question?

1.3,

Are the findings adequately denved from the data?

1.4.

Is the interpretation of results sufficiently substantiated by data?

. Is there coherence between qualitative data sources, collection, analysis and interpretation?

2. Quantitative
randomized controlled
trials

. Is randomization appropriately performed?

. Are the groups comparable at baseline?

. Are there complete outcome data?

. Are outcome assessors blinded to the intervention provided?

Did the participants adhere to the assigned intervention?

3. Quantitative non-
randomized

. Are the participants representative of the target population?

. Are measurements appropnate regarding both the outcome and intervention (or exposure)?

. Are there complete outcome data?

4. Are the confounders accounted for in the design and analysis?

. During the study period, is the intervention administered (or exposure occured) as intended?

4. Quantitative
descriptive

. Is the sampling strategy relevant to address the research question?

. Is the sample representative of the target population?

. Are the measurements appropriate?

4. Is the nisk of nomresponse bias low?

5. Is the statistical analysis appropriate to answer the research question?

5. Mixed methods

_Is there an adequate rationale for using a mixed methods design to address the research question?

. Are the different components of the study effectively integrated to answer the research question?

. Are the outputs of the integration of qualitative and quantitative components adequately interpreted?

. Are divergences and inconsistencies between quanfitative and qualitative results adequately addressed?

. Do the different components of the study adhere to the quality criteria of each tradition of the methods involved?

2
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Part IT: Explanations

1. Qualitative studies

Methodological quality criteria

“Qualitative research is an approach for exploring and understanding the
meaning individuals or groups ascribe to a social or human problem™
(Creswell, 2013b, p. 3).

Common qualitative research approaches include (this list if not
exhaustive):

Ethnography
The aim of the study is to describe and interpret the shared cultural
behaviour of a group of individuals.

Phenomenology
The study focuses on the subjective experiences and interpretations of a
phenomenon encountered by individuals.

Narrative research
The study analyzes life experiences of an individual or a group.

Grounded theory
Generation of theory from datain the process of conducting research (data
collection occurs first),

Case study

In-depth exploration and/or explanation of issues intrinsic to a particular
case. A case can be anything from a decision-making process, to a person,
an organization, or a country.

Qualitative description

There is no specific methodology. but a qualitative data collection and
analysis, e.g., in-depth interviews or focus groups, and hybrid thematic
analysis (inductive and deductive).

Key references: Creswell (2013a), Sandelowski (2010); Schwandt (2015)

1.1. Is the qualitative approach appropriate to answer the research question?

Explanations

The qualitative approach used in a study (see non-exhaustive list on the left side of this table) should be appropriate for the
research question and problem. For example. the use of a grounded theory approach should address the development of a
theory and ethnography should study human cultures and societies.

This criterion was considered important to add in the MM AT since there is only one category of critenia for qualitative studies
(compared to tree for quantitative studies).

1.2. Are the qualitative data collection methods adequate to address the research question?

Explanations

This criterion is related to data collection method, including data sources (e.g., archives, documents), used to address the
research question. To judge this criterion, consider whether the method of data collection (e.g.. in depth interviews and/or
group interviews, and/or observations) and the form of the data (e.g., tape recording, video material, diary, photo, and/or field
notes) are adequate, Also, clear justifications are needed when data collection methods are modified during the study.

1.3. Are the findings adequately derived from the data?

Explanations

This criterion is related to the data analysis used. Several data analysis methods have been developed and their use depends on
the research question and qualitative approach. For example, open. axial and selective coding is often associated with grounded
theory, and within- and cross-case analysis is often seen in case study.

1.4. Is the interpretation of results sufficiently substantiated by data?

Explanations
The interpretation of results should be supported by the data collected. For example, the quotes provided to justify the themes
should be adequate.

1.5. Is there coherence between qualitative data sources, collection, analysis and interpretation?

Explanations
There should be clear links between data sources, collection, analysis and interpretation.
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2. Quantitative
randomized
controlled trials

Methodological quality criteria

Randomized controlled
clinical trial: A clinical
study in which individual
participants are allocated
to intervention or control
groups by randomization
(intervention assigned by
researchers).

Key references: Higgins
and Green (2008);
Higgins et al. (2016);
Oxford Centre for
Evidence-based
Medicine (2016): Porta
etal. (2014)

2.1. Is randomization appropriately performed?

Explanations

In a randomized controlled trial. the allocation of a participant (or a data collection unit, e.g.. a school) into the intervention or control group is based solely on chance.
Researchers should describe how the randomization schedule was generated. A simple statement such as ‘we randomly allocated’ or ‘using a randomized design' is insufficient
to judge if randomization was appropriately performed. Also, assignment that is predictable such as using odd and even record numbers or dates is not appropriate. At minimum,
a simple allocation (or unrestricted allocation) should be performed by following a predetermined plan/sequence. It is usually achieved by referring to a published list of random
numbers, or to a list of random assigniments generated by a computer. Also, restricted allocation can be performed such as blocked randomnization (to ensure particular allocation
ratios to the intervention groups), stratified randomization (randomization performed separately within strata), or minimization (to make small groups closely similar with
respect to several characteristics). Another important characteristic to judge if randomization was appropriately performed is allocation concealment that protects assignment
sequence until allocation. Researchers and participants should be unaware of the assignment sequence up to the point of allocation. Several strategies can be used to ensure
allocation concealment such relying on a central randomization by a third paity, or the use of sequentially numbered, opaque, sealed envelopes (Higgins et al., 2016).

2.2. Are the groups comparable al baseline?

Explanations

Baseline imbalance between groups suggests that there are problems with the randomization. Indicators from baseline imbalance include: “(1) unusually large differences
between intervention group sizes: (2) a substantial excess in statistically significant differences in baseline characteristics than would be expected by chance alone; (3) imbalance
in key prognostic factors (or baseline measures of outcome variables) that are unlikely to be due to chance; (4) excessive similarity in baseline characteristics that is not
compatible with chance; (5) surprising absence of one or more key characteristics that would be expected to be reported” (Higgins et al., 2016, p. 10).

2.3. Are there complete outcome data?

Explanations

Almost all the participants contributed to almost all measures. There is no absolute and standard cut-off value for acceptable complete outcome data. Agree among your leamn
what is considered complete outcome data in your field and apply this uniformly across all the included studies. For instance, in the literature, acceptable complete data value
ranged from 80% (Thomas et al., 2004; Zaza et al., 2000) to 95% (Higgins et al., 2016). Similarly, different acceptable withdrawal/dropouts rates have been suggested: 5% (de
Vet et al.. 1997: MacLehose et al., 2000), 20% (Sindhu et al., 1997; Van Tulder et al.. 2003) and 30% for a follow-up of more than one year (Viswanathan and Berkman, 2012).

2.4. Are outcome assessors blinded to the intervention provided?

Explanations
Outcome assessors should be unaware of who is receiving which interventions. The assessors can be the participants if using participant reported outcome (e.g., pain), the
intervention provider (e.g., clinical exam), or other persons not involved in the intervention (Higgins et al., 2016).

2.5 Did the participants adhere to the assigned intervention?

Explanations
To judge this criterion, consider the proportion of participants who continued with their assigned intervention throughout follow-up. “Lack of adherence includes imperfect
compliance, cessation of intervention, crossovers to the comparator intervention and switches to another active intervention.” (Higgins et al., 2016, p. 25).
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3. Quantitative non-randomized studies

Methodological quality criteria

Non-randomized studies are defined as any quantitative
studies estimating the effectiveness of an intervention or
studying other exposures that do not use randomization to
allocate units to comparison groups (Higgins and Green,
2008).

Common designs include (this list if not exhaustive):

Non-randomized controlled trials

The intervention is assigned by researchers, but there is no
randomization, e.g.. a psendo-randomization. A non-
random method of allocation is not reliable in producing
alone similar groups.

Cohort study

Subsets of a defined population are assessed as exposed,
not exposed, or exposed at different degrees to factors of
interest. Participants are followed over time to determine if
an outcome occurs (prospective longitudinal).

Case-control study

Cases, e.g., patients, associated with a certain outcome are
selected. alongside a corresponding group of controls.
Data is collected on whether cases and controls were
exposed to the factor under study (retrospective).

Cross-sectional analytic study

At one particular time, the relationship between health-
related characteristics (outcome) and other factors
(intervention/exposure) is examined. E.g., the frequency of
outcomes is compared in different population subgroups
according to the presence/absence (or level) of the
intervention/exposure.

Key references for non-randomized studies: Higgins and
Green (2008); Porta et al. (2014), Steme et al. (2016):
Wells et al. (2000)

3.1. Are the participants representative of the target population?

Explanations

Indicators of representativeness include: clear description of the target population and of the sample (inclusion and exclusion criteria), reasons
why certain eligible individuals chose not to participate, and any attempts to achieve a sample of participants that represents the target
population.

3.2. Are measurements appropriate regarding both the outcome and intervention (or exposure)?

Explanations

Indicators of appropriate measurements include: the variables are clearly defined and accurately measured: the measurements are justified and
appropriate for answering the research question: the measurements reflect what they are supposed to measure; validated and reliability tested
measures of the intervention/exposure and outcome of interest are used, or variables are measured using ‘gold standard’.

3.3. Are there complete outcome data?

Explanations

Almost all the paticipants contributed to almost all measures. There is no absolute and standard cut-off value for acceptable complete outcome
data. Agree among your team what is considered complete outcome data in your field (and based on the targeted journal) and apply this
uniformly across all the included studies. For example, in the literature, acceptable complete data value ranged from 80% (Thomas et al., 2004,
Zaza et al., 2000) to 95% (Higgins et al., 2016). Similarly, different acceptable withdrawal/dropouts rates have been suggested: 5% (de Vet et
al., 1997; MacLehose et al., 2000), 20% (Sindhu et al., 1997, Van Tulder et al., 2003) and 30% for follow-up of more than one year
(Viswanathan and Berkian, 2012).

3.4. Are the confounders accounted for in the design and analysis?

Explanations

Confounders are factors that predict both the outcome of interest and the intervention received/exposure at baseline. They can distorl the
interpretation of findings and need Lo be considered in the design and analysis of a non-randomized study. Confounding bias is low if there is
no confounding expected, or appropriate methods to control for confounders are used (such as stratification, regression, matching,

standardization, and inverse probability weighting).

3.5 During the study period, is the intervention administered (or exposure occurred) as intended?

Explanations

For intervention studies, consider whether the participants were treated in a way that is consistent with the planned intervention. Since the
intervention is assigned by researchers, consider whether there was a presence of contamination (e.g., the control group may be indirectly
exposed to the intervention) or whether unplanned co-interventions were present in one group (Steme et al., 2016).

For observational studies, consider whether changes occurred in the exposure status among the participants. If yes, check if these changes are
likely to influence the outcome of interest, were adjusted for, or whether unplanned co-exposures were present in one group (Morgan et al.,

2017).

n
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4. Quantitative descriptive studies

Methodological quality criteria

Quantitative descriptive studies are “concerned with and
designed only to describe the existing distribution of
variables without much regard to causal relationships or
other hypotheses™ (Porta et al., 2014, p. 72). They are used
to monitoring the population, planning, and generating
hypothesis (Grimnes and Schulz, 2002).

Comimnon designs include the following single-group
studies (this list if not exhaustive):

Incidence or prevalence study without comparison
group

In a defined population at one particular time, what is
happening in a population, e.g., frequencies of factors
(importance of problems), is described (portrayed).

Survey

“Research method by which information is gathered by
asking people questions on a specific topic and the data
collection procedure is standardized and well defined.”
(Bennett et al., 2011, p. 3).

Case series
A collection of individuals with similar charactenstics are
used to describe an outcome.

Case report
An individual or a group with a unique/unusual outcome is
described in detail.

Key references: Critical Appraisal Skills Programme
(2017), Drangalis et al. (2008)

4.1. Is the sampling strategy relevant to address the research question?

Explanations

Sampling strategy refers to the way the sample was selected. There are two main categories of sampling strategies: probability sampling
(involve random selection) and non-probability sampling. Depending on the research question. probability sampling might be preferable. Non-
probability sampling does not provide equal chance of being selected. To judge this criterion, consider whether the source of sample is
relevant to the Larget population: a clear justification of the sample frame used is provided; or the sampling procedure is adequale.

4.2. Is the sample representative of the target population?

Explanations

There should be a match between respondents and the target population. Indicators of representativeness include: clear description of the target
population and of the sample (such as respective sizes and inclusion and exclusion criteria), reasons why certain eligible individuals chose not
to participate, and any attempts to achieve a sample of participants that represents the target populatiorn.

4.3. Are the measurements appropriate?

Explanations

Indicators of appropriate measurements include: the variables are clearly defined and accurately measured. the measurements are justified and
appropriate for answering, the research question: the measurements reflect what they are supposed to measure; validated and reliability tested
measures of the outcome of interest are used, variables are measured using ‘gold standard’, or questionnaires are pre-tested prior to data
collection

4.4. Is the risk of nonresponse bias low?

Explanations

N(;ll)u'csponsc bias consists of “an error of nonobservation reflecting an unsuccessful attempt to obtain the desired information from an eligible
unit.” (Federal Commiltee on Statistical Methodology, 2001, p. 6). To judge this criterion, consider whether the respondents and non-
respondents are different on the variable of interest. This information might not always be reported in a paper. Some indicators of low
nonresponse bias can be considered such as a low nonresponse rate, reasons for nonresponse (e.g.. noncontacts vs. refusals), and statistical
compensation for nonresponse (e.g., imputation).

The nonresponse bias is might not be pertinent for case series and case report. This criterion could be adapted. For instance, complete data on
the cases might be important to consider in these designs.

4.5. Is the statistical analysis appropriate to answer the research quesﬁoi1§

Explanations
The statistical analyses used should be clearly stated and justified in order to judge if they are appropriate for the design and research questior,
and if any problems with data analysis limited the interpretation of the results.
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S. Mixed methods studies

Methodological quality criteria

Mixed methods (MM) research involves combining qualitative
(QUAL) and quantitative (QU AN) methods. In this tool, to be
considered MM, studies have to meet the following criteria (Creswell
and Plano Clark, 2017): (a) at least one QUAL method and one QUAN
method are combined; (b) each method is used rigorously in accordance
to the generally accepted criteria in the area (or tradition) of research
invoked; and (c) the combination of the methods is carried out at the
minimuin through a MM design (defined a priori, or emerging) and the
integration of the QUAL and QUAN phases, results, and data.

Common designs include (this list if not exhanstive):

Convergent design

The QUAL and QUAN components are usually (but not necessarily)
concomitant. The purpose is to examine the same phenomenon by
interpreting QUAL and QUAN results (bringing data analysis together
at the interpretation stage), or by integrating QUAL and QUAN
datasets (e.g., data on same cases), or by transforming data (e.g,.,
quantization of qualitative data).

Sequential explanatory design

Results of the phase 1 - QUAN component inform the phase 2 - QUAL
component. The purpose is to explain QUAN results using QUAL
findings. E.g . the QUAN results guide the selection of QUAL data
sources and data collection, and the QUAL findings contribute to the
interpretation of QUAN resulls.

Sequential exploratory design

Results of the phase 1 - QUAL component inform the phase 2 - QUAN
component. The purpose is to explore, develop and test an instrument
(or taxonomy), or a conceptual framework (or theoretical model). E.g.,
the QUAL findings inform the QUAN data collection, and the QUAN
results allow a statistical generalization of the QU AL findings.

Key references: Creswell et al. (2011), Creswell and Plano Clark,
(2017); O'Cathain (2010)

5.1. Is there an adequate rationale for nsing a mixed methods design to address the research question?

Explanations

The reasons for conducting a mixed methods study should be clearly explained. Several reasons can be invoked such as to
enhance or build upon qualitative findings with quantitative results and vice versa; to provide a comprehensive and complete
understanding of a phenomenon or to develop and test instruments (Bryman, 2006).

5.2. Are the different components of the study effectively integrated to answer the research question?

Explanations

Integration is a core component of mixed methods research and is defined as the “explicit interrelating of the quantitative and
qualitative component in a mixed methods study” (Plano Clark and Ivankova, 2015, p. 40). Look for information on how
qualitative and quantitative phases, results, and data were integrated (Pluye et al., 2018). For instance. how data gathered by both
research methods was brought together to form a complete picture (e.g.. joint displays) and when integration occurred (e.g.,

during the data collection-analysis or/and during the interpretation of qualitative and quantitative results).

5.3. Are the outputs of the integration of qualitative and quantitative components adequately interpreted?

Explanations

This criterion is related to meta-inference, which is defined as the overall interpretations derived from integrating qualitative and
quantitative findings (Teddlie and Tashakkori, 2009). Meta-inference occurs during the interpretation of the findings from the
integration of the qualitative and quantitative components, and shows the added value of conducting a mixed methods study
rather than having two separate studies.

5.4. Are divergences and inconsistencies between quantitative and qualitative results adequately addressed?

Explanations

When integrating the findings from the qualitative and quantitative components, divergences and inconsistencies (also called
conflicts, contradictions, discordances, discrepancies, and dissonances) can be found. It is not sufficient to only report the
divergences; they need to be explained. Different strategies to address the divergences have been suggested such as reconciliation,
initiation, bracketing and exclusion (Pluye et al., 2009b). Rate this criterion ‘Yes’ if there is no divergence.

5.5. Do the different components of the study adhere to the quality criteria of each tradition of the methods involved?

Explanations

The quality of the qualitative and quantitative components should be individually appraised to ensure that no important threats to
trustworthiness are present. To appraise 5.5, use criteria for the qualitative component (1.1 to 1.5), and the appropriate criteria for
the quantitative component (2.1 o 2.5, or 3.1t0 3.5, or 4.1 to 4.5). The quality of both components should be high for the mixed
methods study to be considered of good quality. The premise is that the overall quality of a mixed methods study cannot exceed
the quality of its weakest component. For example, if the quantitative component is rated high quality and the qualitative

component is rated low quality, the overall rating for this criterion will be of low quality.

-1
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Set of criteria In the MMAT

by Qualitative studies

P4 Randomized controlled trials

E] Non-randomized studies

LY Quantitative descriptive studies
] Mixed methods studies

Algorithm for selecting the study categories to rate in the MMAT*

EIEEm - Study designs

Case study
Ethnography
Grounded theory
Interpretive description
Narrative research
Phenomenology
Qualitative description

Comparison of
outcomes between
interventions/
exposures?

Researchers assign
interventions/
exposures?

| Experimental study |—yes~{

ﬂ Before-and-afler study no<{ More than one group ]

Times series

studied?

Non-randomized trial

Non-randomized cross- |—no

over design

yes

Random allocation?

0

Randomized controlled trial
(cluster or individual)
Randomized cross-over study

Convergent design
Sequential explanatory design
Sequential exploratory design

Non-comparative study
(e.qg., case series, case

no—{ report, descriptive cross-

sectional study, survey,
ecological study)

—no—{  Observational study |

Before-and-after study

[ More than one group J»no
Times series

studied?
yés

Information on the
interventions/

exposures and
outcomes determined
at different time?

i Analytical cross-
sectional study

yes
Il

Case-control study
Cohort study
Other designs with concurrent
group comparison (e.g., time
series with comparison group)

* Adapted from National Institute for Health Care Excellence. (2012). Methods for the development of nice public health guidance. London: National Institute for Health and Care Excellence; and Scottish Intercollegiate
Guidelines Network. (2017). Algorithm for classifving study design for questions of effectiveness. Retrieved December 1, 2017, from htt;

Jiwww.sign.ac.uk/assets/study_design.pdf.
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Appendix C: Appraisal Table

Randomised controlled trials

Study 2.11s 2.2 Are the | 2.3 Are there | 2.4 Are 2.5 Did the
randomisation | groups complete outcome participants
appropriately | comparable | outcome assessors adhere to the
performed? at baseline? | data? blinded to the | assigned

intervention intervention?
provided?

Brewerton
Not explained | Imbalanced | 91% (80% Not explained
in detail — part | gender skew | Thomas et al., | in detail - part | Not clear.
of another in favour of | 2014). 8% of another
study focused | females. participants study focused
on PTSD. withdrew. on PTSD.

Incidental data
of ED were
collected.

Ross et al.

(2016)

Detailed Small 73% Don’t know. Both groups
procedure sample sizes | participants Outlined in completed
included in with some retained at supplementary | PAT at
supplementary | discrepancies | follow up material. separate
materials. on (80% Thomas intervals are

demographic | et al., 2014). part of open
Both groups variables - However, only label arm.
completed no stratified | 1 person Reduces long
PAT at according to | withdrew for term follow
separate demographic | reasons other up potential.
intervals. variables. than disease

Can be progression.

explained by

chance

alone.
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Davis et

al. 2020
Both groups Small No primary Participants Both groups
completed sample sizes | outcome data | and raters completed
PAT at with some missing. blinded. PAT at
separate discrepancies separate
intervals. on intervals are
demographic part of open
Urn variables - label arm.
randomisation | no stratified Reduces long
used, balancing | according to term follow
for a number demographic up potential
of factors variables.
including sex. | Can be
explained by
chance
alone.
Goodwin
et al. 2022
1:1:1 and Similar rates All assessors All analyses
stratified of withdrawal | were blinded | including per
according to across the to treatment protocol
country and three condition. indicated high
previous treatment level of
experience conditions compliance.
with however 90%
psilocybin. of sample was
maintained.
Mithoefer | Red
etal. 2011
Not detailed in | Control A third Participants Some cross
paper. condition session blinded until over to open
had 60% size | offered to three weeks label arm of
of the experimental | after second trial. Limits
experimental | group. session. long term

Omitted from
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as per

protocol.

analysis but
revision to

protocol.

Study utilised
an
independent
randomisation

monitor.

Independent
rater, subjects
and
investigators

all blinded.

Blinding
conditions
were evaluated
and almost
always
correctly

guessed.

Acknowledged
in limitations
that blinding
was
compromised
by strong
subjective
effects of the
drug and

follow up

data.

Ot’alora

etal. 2018

“Web based
system” of
randomisation
blinded to site
staff, study

Yes.

10% drop out
rate. This
included
psychiatric

diagnoses

Independent
rater blinded
until follow up
interview

completed.

Crossovers to
open label
trial occurred
after

completing

64



monitors and
statistical

analysts.

withheld
during

screening.

Site staff,
study monitors
and statistical
analysts were
blinded to

condition.

Different
blinded
independent
assessors used
for follow up
assessment to
therapy

sessions.

Dose response
design utilised
to enhance
blinding.
Therapists and
participants
were able to
guess
condition most

of the time.

arm of trial.
Limits long
term follow

up data.

Mitchell
et al. 2023

Web
randomisation

system used.

Some gender
imbalances
across

conditions.

10% drop out

rate.

Green

Blind indep
assessors to
general
study design,
study visit,
treatment

assignment,

Green
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number of
treatments
received and
any safety
data.

Blinding
survey

indicated most

guessed
correct
condition.
Mitchell
et al. 2021
Web Some gender | 9% drop out
randomisation | imbalances rate. Inactive
used and across placebo used.
named. conditions. One
Centralised participant Independent
randomisation didn’t rater used as
schedule complete as primary
developed by some outcome | assessor.
independent data however | Didn’t see the
third party. completed same
primary participant and
outcome blinded to
assessment. study design,
This was visit number,
included and treatment
didn’t assignment,

significantly
alter the final

results.

and all data
collected by
therapy team.
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Participant’s
instructed to
withhold their
guesses about
treatment

condition from

assessors.
Wolfson
et al. 2020
Web based — Gender No drop outs | Blinding Open label
unique imbalance in | after maintained Crossover.
container sample. randomisation. | until Placebo
numbers. conclusion of | group crossed
Maintained by trial — then over into
independent Cross over. open label
parties. arm after trial
concluded
(one month
after final
session).
Limits long
term follow
up data.
Oehen et Red
al. 2012
Not detailed. Small 14% drop out | Active placebo | Protocol
sample. rate. One AE. | used. amended to
offer two
Gender Investigator further full

imbalance in
the sample.
Noted as a

limitation.

Greater

numbers in

was blinded to
the condition —
guessed
mostly
correctly.
Subjects were

also blind to

dose sessions
to those in the
full dose
group who
didn’t
respond.

Rationale for
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active dose the condition — | this is
group — guessed subjective
purposive — correctly and based on
assess safety approx. 60%. | whether
and efficacy. improvement
Blinded is evident —
Lack of independent risk of bias.
balance rater used to
noted as a admindster Open label
limitation. outcome crossover for
measures. active
placebo
group.
Quantitative non-Randomised Control Trials:

Study Are the Are Are there | Are the During the
participants’ | measurements complete confounders | study period,
representative | appropriate outcome accounted for | is the
of the target regarding both data? in the design | intervention
population? the outcome and and analysis? | administered

intervention (or (or exposure
exposure)? occurred) as
intended?

Carhart-

Harris

2017 Women under | Safety — side 19/20 Lack of a
represented in | effects self participants | control

6 month | sample reported. completed | condition is

follow compared to all continuously

up depression Depression self- measures. acknowledged
prevalence in | reported through asa
the population. | multiple However limitation.

Noted as a valid/reliable later notes
limitation. measurements as | that final
well as clinician eight
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Final eight administered participants
participants all | scales. Secondary | were male.
male. measures used to
compared with
other studies.
Brown Red Red
& Alper
(2018) Limited Validity/reliability | Imputation | Potential
sample. of scales used not | methods confounding
Females under | commented on. clearly variable of
represented explained — | post ibogaine
Attempted to pre- treatments not
independently treatment fully
verify substance baseline accounted for.
use self-reports. used for
Not clear what missing
strategy used if post
this wasn’t treatment
completed. values. This

was the
case for
participants
in
residential
treatment
during the
study — not
accounting
for the
possibility
that
substance
use could
have
worsened

since
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ibogaine
therapy.
Quantitative descriptive:

Study Is the Is the sample | Are the Is the risk of | Is the
sampling representative | measurements | nonresponse | statistical
strategy of the target appropriate? | bias low? analysis
relevant to population? appropriate
address the to answer
research the research
question? question?

Jerome et al.

2020
All studies All CAPS is the High response | Clearly stated
collected data | participants gold standard | rate to long and justified.
relevant to the | have been measure of term follow
research screened to PTSD, up. Reported
question. meet criteria completed by | seven

for PTSD blinded individuals

using validated | interviewers. who reported

methods harms from
the trial.

Gorman et al.

2020
All studies Small, Post traumatic | Unclear Clearly stated
collected data | homogenous growth and justified.
relevant to the | sample. measure (PGI)
research relied on self-
question. All report only

participants however has
Some have been been test as

variations in

study design,

screened to

meet criteria

valid and

reliable.
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doses of

for PTSD

MDMA and using validated
sample sizes. | methods

Schenberg et Red. Red

al. 2014
Very limited | Drug Measurements | No, data on Clearly stated
sample to dependent were self- self-reported | but not
choose from. | individuals. reported abstinence justified.
However Clear duration of collected
retrospective | description of | abstinence and | from “close

nature of data
collection

could be

avoided?

the inclusion
criteria for the

intervention.

easily falsified.
Excluded brief
“lapses” into
drug use.
Reliable and
valid outcome
measures not

used.

relatives” as

well patients.
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Abstract
Psychedelic-assisted therapy (PAT) has shown promising preliminary results for mental

health and substance misuse conditions but it carries the risk of heightened distress for
participants. To enhance clinical practice, a deeper understanding of distress in PAT is
essential. This study recruited 12 experienced PAT therapists worldwide via social media.
Semi-structured interviews were used to explore perspectives on distress. Reflexive Thematic
Analysis (RTA) identified three primary themes: “Making Sense of Distress,” “Therapist as
the Safe Base,” and “Navigating Distress,” each with sub-themes that clarify their
significance and impact. Findings reveal that distress during PAT can be intensified and
includes some unique characteristics compared to routine psychotherapy. Distress can be
experienced as part of a meaningful process in PAT. Sometimes, distress can be an internal
process, making it challenging for therapists to detect. A trusting relationship with
participants is crucial to navigating distressing experiences. This study explores therapists’
decision-making processes regarding offering direct support to participants experiencing
distress and outlines strategies to manage distress. The importance of making meaning of
distress is emphasised. Broader clinical implications include recommendations for developing
PAT training programs and ethical considerations of informed consent. These findings
contribute to a deeper understanding of participant distress in PAT, underscoring the need for

enhanced therapist preparation and support.

KEYWORDS: Psychedelic-assisted therapy, distress, challenging experiences, therapists,

therapeutic relationship

Introduction

Background
The use of psychedelic compounds in the context of indigenous sacramental and healing

practices traces its origins to antiquity, spanning millennia (Schultes 1979). Psychedelic
science in mental health care originated in the 1950s with the discovery of LSD. When
combined with psychotherapy, substances like psilocybin, LSD, and mescaline showed
significant symptom reductions and improved quality of life (Phelps 2017). However,
political upheaval in the 1960s led to the outlawing and stigmatization of psychedelics in
psychological research. After a hiatus, quality research resumed in the 1990s with studies on
DMT (Strassman 1994). Recent studies using psilocybin have shown promising results in
smoking cessation, anxiety in advanced illness, obsessive-compulsive disorder, and efficacy

comparable to conventional antidepressants for treatment-resistant depression. Studies using
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MDMA have shown comparably promising results in the treatment of post-traumatic stress

disorder (Wheeler and Dyer 2020; Cavarra et al. 2022).

While legal access to PAT is increasing, with some countries permitting PAT in
private healthcare and retreat settings, globally PAT is mainly administered through
controlled clinical research. Current psychedelic-assisted therapy (PAT) protocols are
developing and draw from a wide variety of psychotherapeutic orientations including
cognitive behavioural therapy, existential psychotherapy, psychodynamic therapy,
motivational interviewing, acceptance and commitment therapy and perceptual control theory
(Brennan and Belser 2022). While psychotherapeutic orientation and number of sessions
offered varies by provider, the structure of therapy is typically the same. There are three

distinct phases to the treatment (Chisamore et al. 2024):

1. Screening and preparation of participants. Typically includes education about the
psychedelic experience, establishing goals and developing rapport.

2. Dosing i.e. administration of the psychedelic compound under supervision.

3. Integration. The participant and therapist meet to discuss insights gained during

treatment.

Distress in PAT
Psychedelics can be psychologically agitative (Marrocu et al. 2024); participants can endure

meaning high levels of distress while in an altered state of consciousness, intensifying
emotions and altering the way that stimuli are perceived. This phenomenon is well
documented historically. Indeed, the possibility is captured in the original coining of the term
psychedelic when Humphry Osmond wrote to Aldous Huxley in 1957: “To fathom Hell... or
soar angelic/Just take a pinch of psychedelic”” (Tanne 2004). In guidelines written for human
hallucinogen research, Johnson Richards and Griffiths (2008) describe several types of
distress including sensory (e.g illusions), somatic (over attention to physiological processes),
‘personal psychological’ (uncomfortable insights about one’s life) and metaphysical (e.g.

troubling thoughts/feelings about evil forces).

Psychedelics potentially carry the risk of lasting distress. Naturalistic studies
investigating recreational use of psychedelics reported that 2.6% of people who used
psychedelics needed professional healthcare support following a distressing experience
(Simonsson et al. 2023). Similarly, Carbonaro et al. (2016) reported lasting psychological

difficulties in 7.6% of respondents to a survey of negative recreational experiences.
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While distressing experiences are thought to be more likely and more harmful in
recreational settings, they have been documented in clinically controlled environments and
have been described as a risk factor in long-term negative psychological responses to
psychedelics including risk of re-traumatisation (Bremler et al. 2023; Breeksema et al. 2022).
In a recent meta-analysis of the adverse effects of therapeutic doses of psilocybin, the
incidence of anxiety ranged from 4% to 26% and paranoia was reported in three studies
(Yerunabdi et al. 2024). In a study using a high dose of psilocybin on healthy volunteers,
approximately 40% of participants experienced moderate to severe anxiety, panic or distress
(Griffiths et al. 2006). Davis et al (2020) reported 67% of participants identified a therapeutic
psilocybin session as being among their top five most psychologically demanding
experiences, with 30% ranking it as the most psychologically challenging experience of their
life. In a review of adverse experiences in clinical research, Breeksema et al. (2022)
described qualitative accounts of “occasionally terrifying, frightening and confusing

experiences.” It is also reflected in the qualitative accounts of participants:
That whole experience just felt for me like a fever nightmare (Nielson et al. 2018).

While distressing experiences that remain unresolved and unprocessed may result in
enduring negative outcomes, many users and participants report distressing experiences to be
meaningful and/or therapeutically beneficial when contained appropriately. For example,
emotional breakthrough has been identified as predictive of positive outcomes in PAT and is
typically characterised, in part, by a struggle with difficult psychological states (Bremler et al.
2023; Roseman et al. 2019; Haijen et al. 2018). Herein lies the difficulty of assessing acute
distress within the context of PAT; many such experiences are retrospectively reported to be

beneficial (Avisar, 2024; Breeksema et al. 2023).

Distressing psychedelic experiences can be moderated by optimizing "set and
setting." "Set" refers to the individual's psychological state or ‘mindset’, including intentions
and goals. "Setting" involves the physical environment during dosing, and also the
therapeutic environment, including the number of preparatory sessions, therapist
involvement, therapeutic alliance quality and aftercare duration. (Leary, Litwin and Metzner

1963; Phelps 2017).

The terminology used to describe distressing experiences in PAT varies. "Challenging
experience" was coined to describe difficult psychological experiences in recreational

settings (Carbonaro et al. 2016) however it has been adopted in clinical research (Bremler et
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al. 2023). Sometimes, in clinical research, distressing experiences are dubbed "adverse
experiences" (Breeksema et al. 2022) however this term also captures phenomena of a
physiological nature that are common during psychedelic dosing e.g. nausea and headache.
Consequently , adverse events in PAT have been criticised as being poorly defined, and as

such, underreported in research (Breeksema et al. 2022).

Role of the Therapist
Many PAT protocols emphasise the utility of individuals staying with and/or moving towards

distress as the appropriate response (Gorman et al. 2021; Watts et al. 2017). This underlines
the importance of skilled therapists with adequate training preparing participants and guiding
them through distress (Mithoefer et al 2013; Phelps 2017). Phelps (2017) identifies the ability
to work with unexpected and difficult experiences in induced alternate states as a key skill to
be developed during PAT therapy training and emphasises the importance of drawing on a
range of complementary techniques in order to manage such eventualities. Roseman et al.
(2019) noted the importance of a strong therapeutic alliance in allowing a participant to
navigate a distressing psychedelic experience, offering the following reasons: the trust the
patient has in the therapist will increase the trust in letting go and enhance the therapeutic
process. The therapeutic alliance can reignite a sense of human connection and belonging in

those who have suffered from some sort of alienation and/or trauma.

The influence of the therapeutic relationship in PAT has been studied quantitatively.
Murphy et al. (2022) and Levin et al. (2024) demonstrated that the quality of the therapeutic
alliance in PAT predicted depression scores at follow-up. Levin et al. (2024) identified a need
for research to explore therapist characteristics that maximise the therapeutic alliance.
Qualitative accounts from participants reflect the crucial role of the therapeutic relationship in
navigating distressing experiences (Belser et al. 2017). Previous qualitative research with
PAT therapists has focused on the personal use of psychedelics (Neilsen and Guss 2018),
underground (non-legal) settings (Brennan et al. 2021) and integration therapists (Earlywine
et al. 2022). To date, little is known about therapist’s experiences of delivering PAT and any

accompanying perspectives on aspects of the intervention.

Rationale
PAT research programmes are expanding and PAT is being offered to people experiencing a

broader range of mental health issues.

Regulation of psychedelics is fast changing around the world, making the use of PAT legal

and far more accessible. There will be an urgent need for clinicians competent in this
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intervention, and as such, there is a need to continue recognising, managing and appropriately
integrating experiences of distress. Furthermore, there is a need to understand how therapists

make sense of the distress they encounter and the interventions they make.

Current research has been critiqued for not reporting on adverse experiences
adequately (Bremler et al. 2023; Colcott et al. 2023), which may indicate a lack of shared
understanding of the phenomenon of distress. Previous reviews have encouraged the use of
qualitative research in this area to add nuance to the meaning of distressing experiences
(Breeksema et al. 2022). Although the topic has been discussed by therapists in the field
(Phelps 2017; Richards 2015; Johnson, Richards and Griffiths 2008), no qualitative studies
have specifically examined participant distress in PAT from the perspective of experienced
therapists. Such research could provide a deeper, more sophisticated understanding of distress
in PAT and its management.

Aims

Distress in PAT encompasses a diverse range of psychologically difficult experiences that
may also be therapeutically beneficial. The current research aims to generate a deeper
understanding of adverse distressing experiences and those that may be of benefit. It also
aims to generate a greater understanding of the role of the therapist in helping participants to
manage distressing psychedelic experiences. Potential implications include; the unique
features of distress in PAT, therapist responses to distress, maintaining therapeutic rapport,
integrating the experience, ethical/safety considerations and training/supervision

considerations.

Research Question
How do psychedelic-assisted psychotherapists perceive distressing experiences in participants

during PAT?

Methods
Design
An explorative, qualitative study of therapist’s perceptions of distress in PAT.

It is acknowledged that the term “distress” was used instead of more recent
terminology such as “challenging experiences” or “adverse experiences.” Due to the
subtleties outlined, a lack of clarity prevails over the terminology to describe distress in PAT
(Breeksema et al. 2022). As such, the author used the broadest terminology available to
maximise the inductive nature of the study while focusing the research on the experience of

the participant therapists.
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The study utilized a semi-structured interview schedule to guide data collection.
Semi-structured interviews were selected for their flexibility in focusing on specific topics

while allowing researchers to effectively probe participants' responses (Kajornboon 2005).

Open questions were developed based on gaps in the literature and discussion with the
researcher’s supervisors to maximise meaningful content. To facilitate a deeper discussion of
the topic, participants were invited to share specific instances of encountering distress in

PAT. Divergent information was discussed further when pertinent to the research question.

topics included participant demographics (such as educational background and
experience in PAT), views on the nature and characteristics of distress in PAT, perceived
causes and personal experiences of distress, interventions employed, cues for when to

intervene, as well as considerations related to training, ethics, and safety.

Methodology
Qualitative research facilitates a detailed exploration of the intricacies of participants' internal

experiences along with the opportunity to document responses to these experiences. The
researcher aimed to develop deep, explorative data on therapists’ perceptions of participant
distress in PAT. Reflexive Thematic Analysis (RTA) was selected to analyse the dataset to
facilitate the identification of similarities, differences and patterns in the data (Braun and

Clarke 2021).

The selection of Reflexive Thematic Analysis (RTA) for this study was intentional, as
it allows for a thoughtful and reflective analysis of the data. This approach enables the
researcher to draw on personal insights related to the topic, while identifying meaningful
patterns that align with the study's objectives (Braun and Clarke 2019). Alternative
methodologies, such as Interpretative Phenomenological Analysis, were considered due to the
relevance of the lived experiences of psychedelic therapists. However, it was anticipated that
the data would reveal a broad range of relevant themes, including patterns in perception and
sense-making that could apply to a wider group of therapists. Given the exploratory nature of
the research question and the expectation of diverse themes related to distress in psychedelic
therapy, RTA was deemed more appropriate due to its flexibility in exploring both lived

experience and the processes of meaning-making.

RTA was selected over codebook thematic analysis which necessitates multiple

coders and uses a structured codebook approach to analysis. The researcher selected RTA due
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to its greater flexibility and scope to make use of the researcher's self-reflexivity during
analysis (Braun and Clarke 2021), encouraging researchers to reflect on how individual
biases and beliefs shape the research process and encouraging the use of these insights (Braun
and Clarke 2022).

Epistemological Positioning and Reflexivity

This analysis was informed by the critical realist philosophical positioning of the researcher.
Critical realism combines a ‘realist’ ontological position with a ‘subjectivist’ epistemological
position. Critical realism provides a framework for understanding the complexity of the
world by acknowledging both the existence of objective reality (objectivist ontology) and the
subjective nature of our knowledge (subjectivist epistemology). It assumes the existence of
an objective reality however acknowledges that this is interpreted differently by individual
socially constructed meaning. As such there is an acknowledgement that the researcher’s
meaning-making processes could influence the research. Therefore, it is important to reflect
on aspects of the researcher’s influencing factors. Hence the researcher writes in the first

person.

I am an Irish male in his early 30’s. Historically, I have experimented with a variety
of psychedelic compounds in a recreational manner, including MDMA, psilocybin and LSD.
Some of the experiences felt highly meaningful and instilled in me a belief in the power of
psychedelics to facilitate meaning and positive change in one’s life. While studying
psychology I have maintained an interest in emerging evidence of PAT for a variety of
mental health presentations and monitored this research excitedly. My enthusiasm is
tempered by working with people with severe problems affecting their mental health in a
variety of settings and the contributing factor of substance misuse. As such I am wary of the
potential risks of this intervention. I am mindful too that I have a lasting interest in relational
psychodynamic theory and that I may be vulnerable to biasing insights that speak to this
orientation.

Rigour

To maintain academic rigour, the researcher documented their thoughts and feelings in a
reflexive journal, updating their reflections after re-reading and immersing themselves in the
data (See Appendix B). Research supervision, along with peer supervision workshops,
provided valuable spaces for discussing insights and reflections. The researcher endeavoured

to provide a transparent analysis of the data, selecting quotations from all participants. The
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researcher referred to Braun and Clarke’s (2022) 15-point checklist for good reflexive TA
throughout the process.

Participants
Sample Size

A sample size of 12 participants was recruited for the study, following Braun and Clarke’s
(2022) broad recommendation for 10-20 participants for doctoral RTA studies. The concept
of data saturation has been described as “deeply problematic” and vague (Braun and Clarke
2022) and the use of statistical models has also been criticised (Braun and Clarke 2021). As
such, Malterud et al.’s (2016) concept of “information power” was used. The researcher
repeatedly reflected on the depth of the information collected and whether it sufficiently
matched the objectives of the study. After careful and continuous review, 12 participants

were deemed to have provided satisfactory data of sufficient depth.

Inclusion and Exclusion Criteria
To effectively explore therapist's perspectives of distress in PAT, instead of the broader
question of therapists as a whole, recruitment focused on individuals who were legally
accredited to deliver psychotherapy in their locality and had significant experience delivering
PAT using the classic psychedelics (psilocybin, LSD, DMT and mescaline) or MDMA in a
legal setting. After consultation with the researcher’s secondary supervisor, who has
experience of designing PAT therapist training programmes, in order to maximise
recruitment, significant experience was defined as having facilitated at least three sessions of
PAT in a legal setting such as a clinical trial or retreat. Furthermore, participants were
required to have encountered client distress while administering PAT.

Although both MDMA and serotonergic hallucinogens have distinct pharmacological
characteristics, they are frequently grouped together as "psychedelics" and applied within
similar therapeutic settings, with many therapists trained to administer psilocybin and

MDMA -assisted therapy. Both carry the risk of amplified distress (Breeksema et al. 2022).

Sampling

Online recruitment took place from April to June 2024. Potential participants were identified
on LinkedIn and contacted directly via private message. Some participants were emailed
using details from their LinkedIn profile page. Further participants were recruited via
snowball sampling. Alongside the invitation to participate, participants were provided with an
information sheet (Appendix C) and consent form (Appendix D) and offered the opportunity

to ask questions.
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Procedure
An interview appointment was arranged at the participant’s convenience. All interviews were

conducted remotely using MS Teams (Classic). The participants were invited to complete the
consent form themselves however were given the option to complete the form verbally at the
interview appointment. To ensure clarity regarding their consent, the consent process was
recorded, capturing the participant’s explicit agreement or disagreement with each consent
item (yes/no). This recording served as a crucial safeguard, offering clarification in case any
questions arise regarding the participant's provision of fully informed consent. The
researcher, as a procedural step, marked the consent form on behalf of the participant. The
researcher stored a copy of the completed consent form and sent a copy to the individual
participant. Participants were then asked a series of demographic questions to identify their
level of experience with PAT, their professional accreditation and the country where they
work as PAT therapists. The interviewer was guided by an interview schedule (Appendix E)
during this process however was flexible regarding the questions asked, preferring to be
guided by the flow of the conversation.

The interviews were transcribed automatically using Microsoft Teams. Transcriptions
were checked by the researcher following the interview. Verbatim transcripts were provided
to participants for their review before proceeding with the analysis, allowing them the
opportunity to suggest changes or omissions (Amankwaa 2016). This step was taken to
ensure trustworthiness and transparency in the research process. Any identifying information
was removed from the transcripts. Non-verbal observations of interest were added to the
transcript e.g. laughter or hesitations.

Interviews took place over approximately one hour. The researcher ensured

confidentiality by conducting the online interviews from a private study in their home.

Data Analysis
The data was analysed inductively, focusing on generating themes directly from the content

of the data, rather than fitting the data into pre-existing theoretical frameworks, facilitating a

flexible approach to the research question.

Braun and Clarke’s (2022) six stages of RTA were used to guide the analysis of the

transcripts.

1. Familiarisation with the data.
2. Initial coding

3. Generating initial themes
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4. Reviewing themes
5. Defining and naming themes

6. Report writing

Each interview was watched twice while checking the transcriptions for accuracy and making

notes in a reflexivity journal to ensure familiarity.

Initial codes were generated using the comment function on Microsoft Word (see
Appendix F). Transcripts and codes were then transferred to NVivo 14, a qualitative data
software programme and more detailed coding took place at a semantic and latent level (see
Appendix G, H and I). Overlapping codes were consolidated, distinct codes were further
developed, and codes with insufficient frequency were discarded. Patterns within the data
were identified through this organisation and codes were then arranged into themes and
subthemes by combining related codes to establish broader patterns of meaning (See
Appendix J). The themes were reviewed, refined and reorganised in a continual process to
ensure they pertained to the aims of the study and were coherent (See Appendix K). Patton’s
(2014) dual criteria for judging categories were applied to the process to ensure internal
homogeneity within themes and external heterogeneity between themes. Throughout the
report writing process, themes, subthemes and codes were further defined, reviewed and

discarded.

Ethics
The Staffordshire University Research Ethics panel granted approval for the project (see

Appendix L). An information sheet detailing confidentiality, the right to withdraw from the
study and anonymity was given to all participants to read before obtaining written/verbal
consent for their participation. Following the interview, participants were sent a debrief sheet
which included directions to support should they experience distress related to the interview
process (Appendix M). To ensure confidentiality and anonymity, participants were assigned a
pseudonym and any other identifying information was excluded or amended during

transcription. No incentives to participate were offered.

83



Results

Participants

Twelve participants were recruited from the UK, Netherlands, USA, Australia and

Switzerland. Participants legally delivered PAT in clinical trial settings, privately or in

retreats. Seven were clinical psychologists, three were psychotherapists and two were

psychiatrists. The approximate number of PAT sessions they had delivered varied between 10

and 700. The compounds that were used included; psilocybin, MDMA, LSD and DMT.

Table 1: Participants

Pseudonym | Professional Accreditation
Sean Psychotherapist
James Clinical Psychologist
Joseph Clinical Psychologist
Arjuna Clinical Psychologist
Kate Psychotherapist
Timothy Psychiatrist
Ava Psychotherapist
Richard Psychiatrist
Maria Clinical Psychologist
Hugo Clinical Psychologist
Gemma Clinical Psychologist
Chris Clinical Psychologist
Findings

Table 2: Themes and subthemes

Themes

Subthemes

Making Sense of Distress

The Amplified Nature of Distress

Difficulties Assessing Distress

Normalising Distress as a Meaningful

Process

Therapist as the Safe Base

Building Connection

Holding Participants through Distress
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Navigating Distress Preparing for the Ineffable

Balancing Autonomy with Support

Finding Meaning in Distress

Theme One: Making Sense of Distress

This theme illustrates some of the unique features of distress in PAT and the meaning that is
ascribed to it by therapists. Amplified Nature of Distress describes the vivid nature of distress,
what can be seen and the presentations of distress that are encountered by therapists that are
peculiar to PAT. Difficulties Assessing Distress highlights the challenges of assessing a
phenomenon which may be a highly internal process or appear inconsistent with participants’
experience. Normalising Distress as a Meaningful Process describes the views therapists

have of distress as a process that may be helpful.
Amplified Nature of Distress in PAT

Therapists described the phenomenon of psychedelics intensifying psychological phenomena
and increasing their significance. Sometimes, this referred to ordinary psychological
processes getting magnified, for example, emotions and thought patterns. Participants were
described as experiencing heightened negative emotions “We see people expressing stronger
emotions than they might otherwise normally do... whether that's grief and crying... anxiety
or fear... Anger... Frustration” (Chris). “Looping” was a term repeated by therapists which
describes acute rumination “if you had a client being like “I hate myself. I hate myself. I hate

myself.” (Gemma).

Therapists also described a variety of forms of distress that can be described as an
altered perception of reality. “You've got other people who go through the most distressing
things you could imagine. They could be in the raptures of hell. They could feel horrific. They
could feel that they're dying. They could feel that they're losing touch with their body. They
could feel that... They are something they feared they were and get lost in this terror...”
(James). Similarly, therapists described paranoia, participants becoming distressed by
delusional or persecutory thoughts “The woman became convinced with drug onset that her

family had been killed that morning in a horrific accident.” (Arjuna).
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Other forms of distress included challenging biographical material, including vividly
re-experiencing traumatic events. “Two people I'm thinking of who just really kind of dove
back into re-experiencing some of their traumas, say a sexual assault that they had
dissociated from. And then during the session are then able to, you know, remember both the
emotions and the physical sensations of that.” (Timothy). Sometimes, distress was described
as a panic or trauma response. “Beginning to hyperventilate. Crying, screaming, agitated
movement. Kind of dissociated process. Eyes wide open. You know, staring right through or

beyond me...” (Arjuna).
Difficulties Assessing Distress

Assessing distress in PAT was described as complex. Therapists were surprised and,
sometimes, troubled by how routine visible indicators of distress (e.g. crying) may not be
obvious in PAT due to the possibility of distress being an entirely internal phenomenon
which may not appear physiologically. Some therapists shared anecdotes of participants
showing no signs of visible distress or appearing calm during dosing but retrospectively
reporting extreme distress. “No verbal response at all and we were monitoring blood
pressures as well. His pressure was normal range, no deviation, no shift in movement, no
shift in colour. He kept the eye shades on throughout, his respiration was normal. No kind of
agitated process. No verbal process, nothing. The next day, when we talked about the
experience, he said it was absolutely, utterly terrifying” (Arjuna). Conversely, therapists also
described participants appearing to be highly distressed but later reporting that they weren’t
“when she came out of it, she just felt like she'd had a real release and that it was a good

experience” (Kate).
Normalising Distress as a Meaningful Process

Therapists normalised the occurrence of distress, drawing parallels with routine
psychotherapy. “There is no therapy without distress” (James). Therapists reflected that
distress in PAT was expected “not an outlier” (Richard). Therapists reported that participants
experienced distress differently, and described it mostly as meaningful. Distress was
sometimes conceptualised as an “unfolding process” whereby distress was experienced by
participants as a necessary route towards healing: “This is difficult but it's what I need to do”

(Hugo).

Therapists offered views about the value of participants confronting or staying with

distress to transcend it as a crucial part of the PAT experience.
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“Although people might be shaken by the experience, they've also survived, transcended,
recognised their own resilience, gone more deeply beyond the death of the conceptual self or
their great fears, whatever they may be. They've survived it all and there's something very
meaningful about that deep experience being held so that what people will sometimes say ...
They don't experience fear or anxiety in nearly the same way, because they've conquered the

self, or they've conquered their own fear.” (Arjuna)

While therapists were careful not to overstate the risks of participants becoming
distressed in PAT, they also acknowledged a risk of harm from distress if it isn’t attended to
appropriately. “It's all very well shaking the snow globe, but it's really how it lands that
matters. How it lands within the psyche of the person, how they make sense of it and how

they're held through it determines whether it could be traumatic or therapeutic” (Kate).
Theme Two: Therapist as the Safe Base

This theme illustrates therapists’ perception of their role as being a “safe base” grounded in
reality and underpinned by trust for participants to return to for care when exploring an
altered state of consciousness. Building Connection describes the importance that therapists
place on establishing a robust therapeutic relationship. Holding Participants through Distress
describes the role of the therapist in creating a space where the patient feels safe, understood,

and nurtured through distress.
Building Connection

Therapists described the importance of a trusting relationship in PAT: “They need to trust
your ability to... hold them in their most difficult and vulnerable psychological state” (Sean).
Therapists described their ability to offer support effectively as being contingent on a
foundation of connection “One of the things that really has struck me in the early days of this
work... Is how the subtle interventions we use for quite heightened distress, they wouldn't

work if we didn't have a therapeutic relationship before...” (Gemma).

Therapists identified challenges to building a trusting connection such as the core
difficulty that many people have in trusting others “reality is that many patients have exactly
this issue that it's difficult to trust.” (Ava). Other challenges included the constraints of the
research environment “The preparation sessions are pretty stacked... Something we've tried

to do in our trial is trying to remind ourselves... Some of those details, if we don't get to them
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all... It's not the end of the world... The most important thing is we're building that trust and

responding in a way that communicates trust” (Chris).
Holding Participants through Distress

Therapists emphasised the importance of therapeutic presence in responding to distress and
communicating this to participants. “You're not alone. I'm with you. I'm here. I've got your
back. You're safe.” (Chris). Therapists described the necessity of tolerating high levels of
distress to facilitate PAT effectively. “Nothing more important in PAT than to be in an
environment where you can be distressed and that is welcomed, no one's panicking. Every
part of them is welcome and that we are there... that we can handle all the distress and all

the things that might happen.” (James).

Therapists described the importance of maintaining a calm presence. “A relaxed sitter
is a good sitter. I think that's one of the most important things that you have the capacity to
hold and be still within yourself...” (Ava). Therapists described the challenge of maintaining
a sense of concentration and attunement to participants during long dosing sessions. “The

times where they have gone sideways for me is when I'm preoccupied.” (Arjuna).

Furthermore, there was a sense of some therapists feeling challenged in their role by
the acuity of the distress they encountered, feeling “thrown in the deep end” (Kate). They
attributed this to a lack of experiential training. Also, the complexity of issues experienced by
people they were working with, who may be predisposed to experiencing higher levels of

distress as a result of their presentation, was challenging.

“We can only give these medicines to the most treatment-resistant people... So it's
only legal for people that have tried everything else... These are our first psychedelic

clients.” (Gemma).
Theme Three: Navigating Distress

This theme reflects the therapist’s perceptions of guiding participants through distress in
PAT, some of the perceived challenges of doing so and some of the self-reflection that is
required. Preparing for the Ineffable describes the process of preparing participants for the
possibility of distress. Balancing Autonomy and Support highlights the complexity of
therapists allowing participants to experience the entire catalogue of phenomena that may

include transient distress while also providing sufficient care and guidance. Finding meaning
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in Distress highlights the of role therapists helping participants to make meaning of distress

in the therapy that follows psychedelic dosing.
Preparing for the Ineffable

Therapists described how preparing participants for the potential to experience distress and
the need to move towards and stay with distressing content is crucial. “You're really prepping

them and cheerleading them to go towards what's difficult” (James).

Therapists highlighted the challenges of preparing for psychedelic experiences which
may be unpredictable and ineffable. “How do we prepare someone for an experience that's
indescribable? An ineffable experience or ego death? We can talk about things that might
help, but even those are difficult to describe.” (Maria). Similarly, therapists shared
difficulties within the informed consent process. “They're consenting to the total unknown...
We give them different examples of experiences that they might have, but they don't know and
we don't know what will come up. So I think it's just really preparing them for... The

unknown... Potentially something really intense...”” (Gemma).

Therapists described contracting their response to distress clearly with participants.
Responses included the agreed use of therapeutic touch and a reminder to use existing skills

such as breathing techniques.
Balancing Autonomy with Support

Therapists described the tension between adopting a generally favoured non-directive
approach to PAT with needing to move towards a more directive supporting role when
necessary. There was a perspective that the non-directive stance was needed to avoid
interrupting important internal processes. However, some therapists expressed discomfort
with an overreliance on this position and identified a risk of neglecting to intervene when
needed. “There's a conundrum, which is for a psychedelic therapist to not be too lax and not
taking the right steps or having the right amount of concern to work with or address the
distress that is arising” (Hugo). Therapists described ongoing self-reflection as a key
component of their decisions on whether or not to offer interactive support, especially
reflecting on their need to “rescue” participants. “When we see someone in distress, we can
feel that and the question I always ask myself first is it my distress that I'm wanting help

with? Or is it their distress?” (Maria).
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Therapists identified cues for directive support which included panic, paranoia,
trauma responses and risk to safety. Duration of distress was also seen as an important metric
in deciding whether to intervene. Some therapists described measuring the duration of
distress intuitively. “15-20 minutes... As a general rule of thumb... If it doesn't feel like
they're moving on to something that I might be a little bit more active in how I'm

responding.” (Chris).

Types of therapist-led interventions included grounding strategies, such as supporting
somatic awareness by engaging in dialogue to verbally direct participants’ attention to
internal experiences. “Just bringing someone's awareness to, “OK, what is it that you're
noticing in your body? Where are you noticing it? Can you describe it? What happens if you
take some breaths in and out and just think of your breath as moving a little bit of air around
that part of the body.” (Timothy). Also, the use of therapeutic touch “it may be that people
need nervous system regulation and that can be done through touch.” (Sean). Other
grounding techniques were also described which directed participants’ attention away from
distressing internal experiences. “We created the option of like creating a wrapped up towel
to put at their feet to sort of ground ... so it would be like a simple technique to...

physiologically tell the nervous system. ‘Hey, you're OK.’” (Kate).
Finding Meaning in Distress

Therapists stressed the importance of helping participants make meaning of distressing
experiences. “I think some of the hardest trips aren't the ones necessarily that are the most
painful in terms of intensity, but that don't make sense to the client.” (Chris). The meaning-
making process was flexible, dependant on the unique psychedelic experience of the
participant. Therapists saw themselves as having an important role in meaning-making in the
integration sessions that follow a psychedelic experience. “So we help people find meaning
in suffering... Then help them frame it as a process that you know that you may have gone
through a very difficult part... but often perhaps it was necessary and important...” (Sean).
Therapists expressed an ethical desire to be flexible towards providing further support than is
included in standard protocols when needed and for participants to be offered adequate
support to process distress. “So there are quite a lot of psychedelic integration groups now
that exist. If someone has a particularly challenging experience, we'll probably get the

sponsor to pay for a bit more integration to help them move through it.” (Kate)
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Discussion
The purpose of this study was to explore how therapists perceive participant distress in PAT.

Most therapists normalised distress as a necessary part of healing, not just in PAT but in
therapy in general, they described a variety of forms of distress that were intense and would
be highly unusual in other forms of psychotherapy. While therapists described distressing
experiences as having the potential to be highly meaningful, they also acknowledged the
potential risk of harm to participants. Therapists described difficulties in assessing distress,
which may be hidden. Therapists described an important role in forming a robust therapeutic
alliance with participants, in order for them to be able to effectively guide participants
through distressing experiences. Three major themes were identified: “Making Sense of

Distress,” “Therapist as the Safe Base,” and “Navigating Distress.”

Within the “Making sense of Distress” theme, therapists described how they evaluated
distress in PAT. This theme supports the existing theory of psychedelics as “non-specific
amplifiers” which can intensify mental phenomena such as distress (Grof 1994; Gorman et al.
2021). Therapists reported high levels of distress, including terror but viewed these
experiences as potentially meaningful and beneficial. Therapists shared anecdotes from
participants who reported terrifying experiences during sessions yet reported emerging
stronger from these experiences and with profound insights. Some therapists described
participants reporting feeling that these difficult experiences were crucially necessary.
Consequently, therapists viewed distress as a process not to be interrupted without careful
consideration of its potential value to the participant. This study supports previous research
highlighting the difficulty of accurately measuring beneficial phenomena that could be
simultaneously categorised as an adverse event in clinical research (Breeksema 2022).
Similarly, Murphy et al. (2023) highlight the possibility of symptoms worsening in the short
term after accessing challenging biographical material but ultimately facilitating meaningful
connection to the self and others over time. This highlights the lack of clarity on how the
concept of distress is communicated within a Western cultural context i.e. PAT research

(Robinson et al. 2024).

A significant finding was the challenging position therapists found themselves in
when assessing participants for distress. Therapists recounted instances where participants
exhibited little or no outward signs of distress, including physiological measures such as
blood pressure but later reported terrifying experiences; a phenomenon that appeared to be

limited to classic psychedelics. This discrepancy highlights the limitations of relying solely
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on observable indicators to identify distress, a phenomenon not well-documented in existing
literature. These findings underscore the need for future research and enhanced training for
therapists to better prepare them for the unpredictable and sometimes undetectable nature of

distress in PAT, perhaps with a greater emphasis on experiential training.

Therapists emphasised the importance of maintaining a trusting relationship
characterised by a calm, consistent and caring presence through long dosing sessions that
may include heightened expressions of distress. This was conceptualised as the ‘safe base’
from which participants could explore an altered state of consciousness. These findings
support existing research on the link between the therapeutic relationship and quality of
experience (Murphy et al. 2022; Levin et al. 2024). Establishing a consistent, trustworthy
relationship was a central concern of the therapists, reflecting Phelps’ (2017) competency of
‘Trust Enhancement.” This also reflects the characteristics of psychedelic carers in non-
clinical settings outlined by Thal, Engel and Bright (2022). These findings highlight
challenges to fulfilling this competency, with therapists feeling constrained by systemic
factors such as treatment protocols that sometimes hindered the establishment of necessary
therapeutic rapport due to short preparation phases and practical requirements such as
psychometric measures. Furthermore, therapists were mindful of the barriers to trust common
in certain mental health conditions i.e. trauma presentations. Insights from this study
highlight the importance of not rushing the screening or preparation phases of treatment to
ensure the intervention is therapeutic and distress can be safely experienced. These findings
support suggestions that the routine three sessions of preparation outlined in many protocols
may be insufficient for some participants, emphasising the need for more extensive
preparation that explicitly prioritises establishing the therapeutic relationship over other

requirements (Levin et al. 2022).

“Navigating Distress” highlights the tension therapists felt between traditionally non-
directive approaches in PAT and the need for more interactive support when distress was
perceived. There was a sense of uncertainty regarding when directive support was needed and
this appeared to be context-specific. Reflecting on impulses to rescue participants and
avoiding being overly reactive were identified as important considerations for therapists,
highlighting the importance of therapeutic presence or ‘doing by non-doing’ (Phelps 2017).
Intensified psychodynamic factors in PAT, for example, transference and
countertransference, may be relevant to this process. Phelps (2017) identifies self-awareness

as a crucial competency of PAT therapists, emphasising the need for therapists to reflect on
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activations of countertransference and the importance of enacting roles in response to
unconscious material that emerges during sessions, for example, the need to rescue
participants. Relatedly, Grof (1980) recommends building awareness of impulses to act
impressively towards participants. These insights emphasize the role of clinical supervision,

personal therapy and other efforts to build self-awareness.

Therapists identified several cues for engaging with distressed participants. While
lasting harm or negative outcomes caused by distress were reportedly rare, therapists
maintained an awareness of the risk that distress could become traumatising. Therapists
described employing a range of complementary techniques, another competency highlighted
by Phelps (2017). Grounding techniques were used to lower participants' levels of arousal,
including somatic awareness and the use of therapeutic touch. This insight highlights the need
for therapists to be proficient at helping to regulate distressed participants when interactive
support is warranted. Duration of distress was identified as a cue for supportive intervention
however this factor remained undefined, with therapists describing using intuition or arbitrary

metrics of time to determine their decision to support participants.

This study emphasises the importance of thoroughly preparing participants for the
possibility of distress, with difficulties identified in obtaining informed consent. Therapists
described the difficulty of communicating the transformative and often ineffable nature of
psychedelic experiences, which may have highly distressing moments. This has been
identified as a dilemma by Jacobs (2023), who described the process of informed consent as
it is typically conceived in medical ethics as not possible in PAT. Others (Viliger 2024) have
argued that it is possible and have pointed towards enhanced informed consent procedures by
sharing examples of other participants’ transformative experiences, which for the purposes of
this study, could include examples of intensely distressing psychedelic experiences. This

study highlights the necessity of further clarifying informed consent procedures in PAT.

Finally, this study highlights the crucial role of careful integration of distressing
experiences in PAT, supporting previous literature and current practice (Grof 1994; Johnson,

Richards and Griffiths 2008; Phelps 2017).

Strengths
Therapists’ perceptions of distress in PAT is a previously unexplored topic. This research

articulates the complexity with which distress is viewed by therapists within PAT research

and clinical practice, highlighting the possibility that highly distressing experiences can be
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both transformative and therapeutic or traumatising and harmful. The study also highlighted a
lack of clarity in therapists’ understanding of when interactive intervention may be needed
and identified a potential vulnerability of therapists feeling the need to rescue participants.
Furthermore, the study highlights the possibly under-reported phenomenon of distress not
being apparent to therapists that may even evade physiological measurement apparatus. This
study demonstrates the need for distress to be central to training psychedelic therapists and

highlights the role of experiential training on this topic where possible.

As outlined by Braun and Clarke (2022), the insights generated by this research are
reflexively shaped by the researcher’s own experiences. The researcher’s personal experience
delivering and participating in psychotherapy as well as having personal experiences of
altered states of consciousness from psychedelics allowed him to connect deeply with the

research topic.

Limitations
The conception of the “Safe Base” theme and subtheme “Holding distress” is guided by the

researcher’s orientation towards psychodynamic principles (Bowlby 1969; Winnicott 1963).
As such, the role of the therapist is specific to a Western cultural context and could be viewed
differently in other cultures and traditions associated with the use of psychedelics e.g.

indigenous, Shamanism.

A general limitation of qualitative research is that it examines the perceptions of a
relatively small sample of a population. Breeksema et al. (2022) identified that therapist
observations can be subject to ambiguity since they may be influenced by their subjective

perceptions and interpretations.

The researcher was mindful of the limited number of therapists administering PAT
and deliberately selected a broad inclusion criteria to satisfy recruitment efforts however it is
possible that this came at the expense of some depth within the data and limited
generalisability. There was considerable variance within the sample concerning the
compounds used in PAT. Therapists listed psilocybin, DMT, LSD and MDMA as compounds
used. While psilocybin, DMT and LSD are “classic” serotonergic psychedelics and are
generally thought to have a similar mechanism of action, MDMA is pharmacologically
distinct and operates differently. While all the listed compounds are administered in a similar
therapeutic setting and are associated with expressions of distress, there are idiosyncrasies

regarding the expression of distress that may not have been captured within the analysis. As
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such, future research may focus on therapist’s perceptions of participant distress within the
context of specific compounds. The research may also have been influenced by the
heterogeneity of therapist characteristics in the sample. Perceptions of participant distress
varied according to the level of experience of the therapist, with more experienced therapists
appearing more comfortable with distress arising within the context of PAT than therapists

with relatively less experience with the intervention.

Similarly, the clinical presentations and settings that therapists’ facilitated PAT were
varied. Presentations included depression, anxiety, anxiety related to a health condition,
PTSD and healthy populations. Some therapists attributed the distress exhibited to the clinical
presentation as much as the compound used. Furthermore, the settings in which therapists
administered PAT varied between clinical trials, private healthcare settings and retreats.
Some therapists predominately operated within a group therapy setting with multiple
facilitators. There was a variety of geographical locations where PAT was being facilitated.
These are variables that could limit the transferability of these findings and future research
could benefit from narrowing the inclusion criteria accordingly, focusing on distress
associated with specific compounds, clinical presentations and clinical settings. This may be
particularly useful as the use of PAT proliferates and potential sample sizes of therapists

grow.

While all participant therapists’ reflections informed data analysis and efforts were
made to include quotes from all participant therapists, less quotes were used for some
therapists. This may have been influenced by some of the sample not being native English

speakers.

Future Research
Further qualitative investigation into distress in PAT would be useful, focusing on participant

experiences of this phenomenon. This study highlights the phenomenon of hidden distress in
PAT, which may be under-reported in the literature. Four of the therapist participants in this
study described such experiences, indicating that this phenomenon may be under-reported.

Future research could focus on the phenomenology of hidden distress or develop assessment

methods to detect it more accurately.

Duration of distress was a key consideration concerning making decisions whether to

offer interactive support, with therapists describing waiting to see whether distress resolves
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itself independently before intervening unless there was a risk to the participant’s safety.

Further research is needed to investigate the link between duration of distress and outcomes.

Future research may also investigate whether more experienced PAT therapists
perceive distress differently to less experienced or newly qualified therapists and explore the

reasons and consequences of this difference.

Conclusion
This research aimed to explore the question: How do psychedelic-assisted psychotherapists

perceive distressing experiences in participants during PAT? Using RTA, three themes were
identified; “Making Sense of Distress,” “Therapist as the Safe Base,” and “Navigating

Distress.”

Distress was viewed as potentially part of a meaningful healing process however; it
was also viewed as potentially harmful. Assessing distress is complex due to the possibility
that it may not be apparent by standard methods of observation and may be part of a
beneficial process. Therapists described the crucial role of the therapeutic relationship in
creating a sense of safety. Therapists described ethical considerations relating to the informed
consent process. There is a lack of clarity regarding when to offer directive support to
distressed participants, complicated by therapists being vulnerable to trying to rescue
participants from elevated distress. Grounding techniques were described as common
interventions by therapists when needed. Therapists emphasised the need to support

participants to make meaning of distressing experiences.

Clinical Implications
e Therapists should be prepared to encounter high levels of distress when administering

PAT.
e Heightened distress may not be associated with negative outcomes in PAT.
e Therapists should be aware that distress may not be visibly apparent in participants.

e Training programmes should emphasise the complex nature of distress in PAT and

appropriate responses to it, prioritising the self-awareness of therapists.

e Establishing a strong therapeutic relationship should be prioritised with preparation

sessions added as required.
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Therapists and researchers should be mindful of potential gaps in the informed
consent process in PAT, Therapists should consider offering examples of distressing

experiences.

Therapists should clearly contract with clients what actions to take in response to

distress and should be skilled in a variety of grounding techniques.

Participants should be supported to make meaning of distressing experiences and

further integration sessions should be offered when required.
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Data availability statement. If there is a data set associated with the paper, please provide
information about where the data supporting the results or analyses presented in the paper
can be found. Where applicable, this should include the hyperlink, DOI or other persistent
identifier associated with the data set(s). Templates are also available to support authors.
Data deposition. If you choose to share or make the data underlying the study open, please
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Supplemental online material. Supplemental material can be a video, dataset, fileset,
sound file or anything which supports (and is pertinent to) your paper. We publish
supplemental material online via Figshare. Find out more about supplemental material and
how to submit it with your article.

Figures. Figures should be high quality (1200 dpi for line art, 600 dpi for grayscale and 300
dpi for color, at the correct size). Figures should be supplied in one of our preferred file
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editable files.

Equations. If you are submitting your manuscript as a Word document, please ensure that
equations are editable. More information about mathematical symbols and equations.
Units. Please use Sl units (non-italicized).

Appendix B: Reflexive Journal Entry
Interview 4 — “Joseph”

24/04/2024

Only met for to sign off the consent form today. Ended up chatting amicable for about half an hour
so | felt like | got to know him a bit which was nice. He was really friendly and eager to participate —
again, could very much see the value in the project which instilled further confidence. Spoke about
the project in general — he seemed to think | had identified a very important gap in the literature. |
shared with him my concern that the research question may be poorly defined, that | should’ve gone
with the term “challenging experiences” however he made the very good point that “distress” is
more accessible to clinicians outside of the psychedelic sphere.
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Appendix C — Participant information sheet

Participant Information Sheet (PI15)

Therapist perceptions of participant distress in psychedelic assisted therapy: A reflexive thematic
analysis

You are being invited to take part in 3 research study investigating therapist’s perceptions of client
distressz in psychedelic assisted therapy. Thiz research is being conducted in collaboration with
Staffordshire University's Clinical Psychology Doctorate (ClinPsyll) for the purposes of completing =
research thesis as part of the primary investigators academic training. Before you decide whether to
take part, it iz important for you to understand why the research is being conducted and what it will
invglve, Please take time to read the following information carefully before deciding whether to take
part and discuss it with others if you wish. Please ask if there is anything that is not clear or if you
wiould like more infermation. Thank you for taking the time to read this.

About the research

*  Who will conduct the research?

The primary investigator for this research project is Conor Coman, Clinical Psychology Trainee at the
Staffordshire University. This research is affiliated with the school of Health, Sciences and Wellbeing
&t Staffordshire University.

# What is the purpose of the research?

Psychedelic-azsisted therapy is experiencing a resurgence of interest in the scientific, dinical and public
rezlms. Chinical trizls are indicating positive outcomes positive outcomes for 2 range of difficulties
including; smoking ceszation, health-related anxiety in palliative care, substance misuse and treatment
resistant depression. To date, there is a dearth of research exploring therapist’s perceptions of
participant distress in psychedelic assisted therapy.

Im this study, we hope to creste 3 greater understanding of the unigue characteristics of distress in
psychedelic therapy, its implicetions for the treatment and the skills needed to contain it. To date, no
sttempt has been made to research this topic qualitatively from the point of view of therapists
experienced in this modality. Therefore, this study could represent 3 nowel and significant contribution to
the knowledge base that may influence the rapidly changing way in which psychedelic-azzisted therapy is
delivered to patients.

You have been invited to take part in this reseanch because you have been identified as= a professzional
wiho works therapeutically with patients using psychedelic azsisted therapy.

# Am | suitable to take part?

For you to participate in this study, we ask that you hold a qualification in 2 form of recognised
psychotherapy accredited by an official professional organisation, for example, the British Psychaological
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Saociety, British Assodiation for Counselling and Peychotherapy, British Association for Counselling or
international equivalent e.g. American Psychological Association, Canadian Psychological Association or
Australian Counselling Association. Furthermore, we ask that you have facilitated at least thres
psychedelic 2ssisted therapy sessions in a legal setting, for example a clinical trial or have legally
fadilitated psychedelic assisted therapy within a geographical area in which has been legalised. This is so
wie can ensure that you hold the relevant skills to sdequately reflect on the process of delivering

psychedelic assisted therapy s=fely and have the necessary experience to reflect on participant distress
within thiz context.

#  Will the outcomes of the research be published?

We intend to publish the results in peer-reviewed journals and present the results at scentific
conferences. Participants will not be provided with an individuzl summary of their results. However, we

will provide participants with a summary of the overall study findings if they would like this.

If you would like to be informed sbout the outcome of this research, an opportunity will be presented to
you as part of our thank you email at the end of the study. Participants email addressas will be stored
separately from data collected for purposes of the project.

What would my involvement be?

> What would | be asked to do if | took part?

If you decide to take part, you will first speak to a researcher either by phone or Microsoft Teams
scoording to your preference, The researcher will address any inguiries you may have regarding the
research. Once you feel sdequately informed, you will be invited to complete a3 consent form, either
through a telephone call or on Microsoft Teams, based on your preference. The consent process will be
recorded to ensure documentztion of your agresment (yes/na) for each consent item, and you will
receive a copy of the consent form.

Following the consent process, 3 scheduled one-hour interview over Microsoft Teams will be arranged,
&nd the session will be recorded. The interview will begin with basic inguiries about yourself and your
experience of delivering psychedelic therapy. Subsequently, the foous will shift to your perceptions of
participant distress within psychedelic therapy. The interview’s verbatim transcription will be provided
for your review, allowing you the opportunity to suggest changes or omizsions before the researcher
proceeds with the analysis.

> Will | be compensated for taking part?

There are na direct benefits of taking part, but the information gained will help create a greater
understanding of distress which may ultimately inform professional practice. This could lead to maore
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effective therapeutic assessment and intervention and better patient outcomes, particularly as many
healthcare organisations are moving rapidly to implement psychedelic assisted therapy.

# What happens if | do not want to take part or if | change my mind?

It is up to you to decide whether or not to take part. Should you decide that you do not wish to take
part, zimply do not follow the link provided to the first questionnaire, or if youw would prefer, you can
respond to the email z2nt by the research team to directly inform them of your decision.

If you do decide to take part you are advised to keep a record of this information shest and youw will
be diracted to Qualtrics, via a link within a2n email from the research team, where you will complete
and sign a conzent form.

If you decide to take part, you are still free to withdraw at any time without giving a reason and
without detriment to yourself. However, it will not be possible to remave your data from the project
once it has been written up as we will not be able to identify your specific data. This does not affect
wour data protection rights. If you decide not to take part, you do not need to do anything further.

Data Protection and Confidentiality

* What information will you collect about me?

As part of this research project, we will ask you to provide informiation that could identify you, called
“perzongl identifizble information”. Specifically, we will sk to collect:

E=szentizl

*  Your email address
®  Your job titte and accrediting organisation.
*  The number of psychedelic assisted therapy sessions that you have facilitated. .

Optional

*  Your name

®  The country or region in which you fadlitate psychedelic assisted therapy

®  list the types of clzssical psychedslics (psilocybin, LSD, DMT, mesczline, MOMA) that you have
used in legal therapeutic settings.

If you opt to participate in the study, 3 pseudomym will be assigned to protect the confidentiality of your
information. You hawve the choice to select your own pseudonym; however, if you prefer not to decide,
ane will be azsigned to you. In the event that you choose to hawe a psewdonym assigned, you will be
informed of the selection and have the option to change it if desired. All pseudoryms will be securely
stored in password-protected encrypbed files, kept separstely from the research data. The ressarcher will
take responsibility for ensuring the secure storage of this pseudonym list.
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The| recordimgs will undergo transcription, converting spoken content into text on a computer. Any
identifying information, including your name, will be remowed to ensure anonymity. The transcribed
information will be anzlyzed, and the original recordings will be deleted. Direct quotes from the
snonymized transcripts may be included in the finzl report and wtilized in scientific publications. To
maintzin anonymity, your pseudonym, rather than your real name, will be uzed in all references o the
data.

¥ Under what legal basis are you collecting this information?

We are collecting and storing this personal identifiable information in accordance with UK data
protection law which protect your rights. These state that we must have 3 legal basis (specific reason) for
collecting wour data. For this study, the specfic reazon is that it iz "a public interest task” and "3 process
necessary for research purposes”.

¥ What are my rights in relation to the information you will collect about ma?

You hawve a number of rights under data protection law regarding your personal information. For
example, you can request & copy of the information we hold about you. i you would like to know more
shout your different rights or the way we use your personal information to ensure we follow the law,

please consult our Privacy Motice for Research.

> Will my participation in the study be confidential and my personal identifiable information be
protected?

‘vour data will be processed in accordance with the General Data Protection Regulation 2016 (GDFPR).

Thie data controller for this project will be Staffordshire University. The university will process your personal
data for the purpose of the ressarch outfined above. The legal basis fior processing your personzl data for
research purposas under the GOPR is 3 'task in the public interest’. You can provide your consent for the use of
your personal data in this study by completing the consant form that has been provided to you.

‘fiou have the right to access information held abowt you. ¥our right of access can be exercized in sccordance
with the GDPR. viou also hawe other rights including rights of correction, erasure, objection, and data
portzability. Questions, comments and reguests about your personal data can 2lso be sent to the Staffordshire
University Data Protection Officer. If you wish to lodge a complaint with the information Commissioner's

Office, please visit www.ico.org. wk.

Flezse also note that individuals from The Staffordshire University or regulatory suthorities may need to
look at the data collected for this study to make sure the project is being carried owt 2= planned. This may
imiolve looking at identifiable data. Al individuzals involved in auditing and monitoring the study will have
5 strict duty of confidentiality to you as a research participant.
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The duty of confidentiality is not absolute in law and gy, in exceptional circumstances, or overridden by
more compelling duties such 2= the duty to protect individuzls from harm or alerting authoritiss to
evidence of legal activities (BPS Practice Guidelines, 2017).

What if | have a complaint?

It is unlikely that amything would gowrong, but if you have a concern about any aspect of the study, you
should contact one of the researchers who will do their best to answer your questions [s=2 below for
details).

If you wish to make a formal complaint to someone independent of the research team or if yow are not
satisfied with the response you have gained from the researchers in the first instance then please
contact the chair of the Staffordshire university ethics committee at:

ethicsi@stafifs.ac.uk

You also have a right to complain to the Information Commissioner’s Office about complaints

relating to vour personal identifiable information Tel 0303 123 1113

What if | experience distress from participating?

Due to the nature of the project, this is considered an unlikely event. Please contact your locsl healthcare

provider.

What do | do now?

If you have any queries sbout the study or if you are interested in taking part then please contact the
primnary resszrcher. If you wish to participate in the project or know maore about the study, please
contact the lead researcher, Conor Coman whose contact details can be seen below.

Contact details:

Conor Coman - Clinical Psychologist in Doctorate Training.

C026151lEstudent. stafis.ac.uk

+il4 7384 273532

Dr Gary Lee — Clinical Psychologist and research supervisor
A staffs.ac.uk

Thank you for taking the time to read this information sheat.

111



Appendix D — Consent Form

\/
4%
STAFFORDSHIRE
UNIVERSITY I
Participant Consent Form
Therapist perceptions of participant distress in psychedelic assisted therapy: A& Please initial box
reflexive thematic analysis (OR. reseasrcher to tick

for remote consent)

1. I confirm that I have reviewaed the information shest dated 28.01.2024,
Version 1.0, for the shudy mentioned above. 1 have had the opportunity to
ask any questions I had, and the ressarcher has satisfactorily addressed all I:l

oy COmCerns.

2. I understard that it is my choice to parbcipste or not, and I am free to
leave the study at any time without having to eplain why, My rights won't
be affected if I dedde to withdraw. |:|

3. I consent to researchers continuing to use the information I provided if T
withdrasw or am withdrawn from the study for any reason, unless I contact I:l

them within 14 days of the interviee.

& I acknowledge that all information will be confidential, accessible onby to
the study t=am a5 necessary. My personal data will be retained for 10 years,
but I will only be identifisble by 2 pseudonym. I understamd that
confidentiality may be compromisad in cases of risk to others, myself, or if
criminzl disclosures ccour.

]

&. I consant to participate in an interview discussing perceptions of
partidpant distress in psychedelic therapy, and I agres to have the interview
recorded. I understand that the recording will be transcribed, with any
personal information removed. Additionally, I consent to the use of
anonymized quotations from the interviews for sharing ressarch findings
through fournal articles, conference presentations, and internal publications,

7. I confirm that I am a quslified therapist and may legally deliver
peychothierapy in mw locality,

8. I confirm that I have facilitated at lesst three sessions of psychedslic
assisted therapy using a dassic psychedelic or MOMA in a legal s=tting.

9. I confirm that I have encountered participant distress while administering
peychedelic assisted therapy,

U OO

10. I agree to tske part in the above shudy.
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Mame of Participant Cate Sionabure
(DR provided eleciromicalll by the researcher
oo behalf of the parficipant for remote conserit)

Participant pseudomym:

I have explained the study to the participant and have mmewered the participant’s questions honesthy and fully

Name of Researcher Cate Signabure

Ciriginal for researcher flke and 1 copy for participant

Therapizt perceptions of participant distress in peychadalic assisted therapy; A reflesdve
thematic analysiz — Consent Form — v 1.0 28,01 2024
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Appendix E — Interview schedule

-
v

STAFFORDSHIRE

UMMNERSITY I
[nterview Topic Schedule

Therapist perceptions of participant distress in psychedelic assisted therapy:
A reflexive thematic analysis

Consent will be verbally confirmed using the Participant Consent Form, which will be audio
recorded before the interview begins

Introsduction:
Hi my name & Conor.

Thank yau far participating in this ressarch praject investigating therapist perosptions of participant
distress in peychedelic assisted therapy.

Your participation is invaluable as it will provide us with information ta support future ressarch in
this area.

Today, I'm interested in hearing your thoughts abaut distress in psychedelic therapy. Thens are na
right ar wrong answers, so feel free to share openly. Our conversation is being recarded to @nsure
we don't miss any of your valuable indghts. The intersiew should takbe no langer than B0 minutes.

‘When discussing distress in psychedelic therapy, it's important to recagnize that therapy inherently
inwalves some kel of risk and patential harm. Therefare, we want you to feel ot ease espressing
waur opinions without warrying about judgment. Rest assured that anything you share during the
mnterview will be kept confidential. Howsever, if you dsclose something indicating significant ar
deliberate harm, we would need to address it further in accordance with ethical guidelines. If we
eyer had to breach confidentiality and notify relevant avthaorities, we would try to decuss this with
waw bsfarehand.

Do you hiave any questians for me before we bagin the intervies?

What is your professional background/zcoreditation?

What country/countries have you practiced psychedelic therapy in?

What context was the therapy delivered =_g. clinical trial? Retreat?

Approximately how many sessions of psychedelic assisted therapy have you
facilitated?
What psychedelic compounds have you uzed in therapy?

What are your views of participant distress in psychedslic aszisted therapy?

What in your view are the differences between client distrass in PAT versus
ather therapiss?

Can you describe zome of the characteristics of the distress you have seen in
psychedelic-assisted therapy?
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In your experience, are there any commaon factors that can result in participant
distress?

Can you tell me about a specific experience of participant distress in
psychedelic therapy?

Howr has this experience or any other experiences influenced your approach to
psychedelic-assisted therapy?

Are there any changes or adjustments you've made to your practice based on
these experiences?

Can you discuss any specific interventions or technigues you find effective in
addressing distress?

What previous professional experiences have proven useful in containing
distress in psychedelic assisted therapy?

What training did you receive on how to contain distress in PAT? Did this fesl
sufficient? What, if anything was missing?

Can you tell your views in relation to whether participant distress in
psychedelic therapy could lead to positive outcomes?

Can you tell me about your views of risk in relation to participant distress in
p=ychedelic therapy?

What ethical questions does distress in PAT pose to therapists?

Can you discuss any situations that have posed ethical dilermnmas with regards
containing distress?

What strategies do youw employ during integration when a participant has
experienced distress during dosing in psychedelic assisted therapy?

Howr do you perceive the role of the therapeutic relationship in manzging or
mitigating distress in psychedelic-assisted therapy?

What insights or lessons have you gained from your experiences in managing
client distress during psychedelic sessions?

Has your perceptionfview of distresz in PAT changed over tima?

Can you describe your approach to follow-up care and ongoing support for
cliemts who have experienced distress during psychedelic-assisted therapy?

What advice would you give to other therapists about managing participant
distress in psychedelic assisted therapy?
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Appendix F — Coding example, Microsoft Word

0:9:42.400 = {29:47 560

Canar Coman {RLY) NSCHT

Yes, I'm just still thinking about the kind of differences. Do you think it's?

More, do you think it's more likely in your experience in psychedelic therapy that you'd encounter
that amplified level of distress versus other psychatherapies?

0:20:1 650 = 0:10:4.210 L
Sean et
fes itsmarelibely) . Sl

0:10-35.390 —> 0:10:37_350 1
Canar Coman {RALY] MSCHT

Aind | guess you've kind of touched an this,

Already, and | guess you've already said that.

Distress is commuon within psychedelic therapy, but are.

Are there comman factare?

That can result in the kind of mare challenging levels of distrass, R
0:10:59. 800 —= 0:11:0.960 .-" 4
Sean _," L -
Cammon factors. ST
Fouple of red flags that we would have witnessed ouer the years that maybe are supplementalta <" -
R TR R RS o d be FINAEERVAENREENNES st

system that's overwhelmed. Phey would be... Ve will be careful to screen those type of people
based on aur patient experiences |

[Thase experiences can be d
appear as distressing in the I1'IL'-I1'|EI'I'|1. But if held cormectly, there can be i therapeutic value ko that A=l

right. Great therapeutic value,| ‘-..‘ a
\ f
0124200 = 0c12:20. 880 *\
Canar Coman [ALY] NSCHT ey
Yeah. Could you say a Ittls bit mare about the petential valus of these experiences as guwell ause. "

like | in my experience fram reading the terature, | haven't guite. | haven't felt like what 've read
has kind of gotten a real grip on that just yet.

1:12:23.190 —> 0:12:2E. 390

Feish. 52 the the power of paychedelic assisted therapy ta process the unpracessed. . Ta helg

penple gathagtigiag ... And process challenging.... Challanging, e experiences that were
held an their bady, the potential of paychedelic assisted therapy to do this is huge. |

e e e

e

T 13 1 3

e e B e B« e |

Comar Coman ALY NSCHT
DERraE i rrone Tkl in PAT virsus oUSar USsnipms

Comar Coman ALY ) NSCHT
DEaraE in PAT riguins tiragedtic suppert

Comar Coman ALY NSCHT
Impartance ol emening n PAT b e wilingnis
0 anper bince digteais

Comar Coman ALY NSCHT
Iimportanes of tharasisls eraatisg d sale anvirenmant
for gl

Comar Coman ALY ) NSCHT
Importance of v in PAT

Comar Coman ALY NSCHT
Usisgg elinical judgrant/anpir lince ta infarm
ALrEsnng

Comar Comam ALY ) NECHT
Risk Taeross for disra in PAT (enyelaslogical |

Comar Coman ALY NSCHT
Pt eind| gl ogie il indicarecs for ridk of didtrass
inPAT

Comar Coman ALY ] NSCHT
Wsisgg ofinvica | | udg mankanpaer lnce B infom
AErEsning

Comar Coman RLY) NSCHT
Riik Bacvers dor digtriss in PAT |paycho legical]

Comar Coman ALY NSCHT
Tharagisl garcaivas of Emils ol PAT Basd an
ehisrvalion ol sanicpast

Comor Coman JRLY ) NSCHT
Risk Taeross for disra in PAT (enyelaslogical |

Comar Coman ALY NSCHT
P parmncisg of i ssng masor i e iascn

inPAT

Comar Coman ALY NSCHT
Fo-sex prir mancisg €an tharageaticilly Benafcial whan
b

Comor Coman JRLY ) NSCHT
PAT can ke catharse
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Appendix G — Coding using NVivo

Zoom Annotations 50 Autocode lali - Chart
> - % - # O o % @ Q- & 7
= Quick Coding |_| See-Also Links S Range Code 1)) Compare With

mo  See-Also o Coding  Highlight ~ Code New Word ) Query This  Find | Edit

nk Link | B tayout Relationships | - stripes Uncode Annotation | Cloud & Explore Diagram | Document ~
BArjuna o

[ Edit A~ Ih O~ £ Qv o« =
0:7:45.430 --> 0:8:15.110 . M
i

Arjuna .

And we went ahead with that study and that became the that ignited. What? Over the next 20 or so
years expanded to other respected academic medical centres. So at that point, we were figuring out
what we were doing and providing supportive care without any particular theory or model to
healthy, normal adults, people with a cancer diagnosis and also spiritual practises to see if that.
Helped in the form of passage, meditation and breath regulation. The initial conceptual idea that.
People can self regulate and practise directing attention to the present moment, importantly so that
they can hold a very novel expanded state experience, but also tolerate within themselves some ofI

the abject terror or bewilderment that they may go through as they move beyond the..

Conceptual identity and the typical sense of their body.

0:8:51.790 --> 0:9:5.670
Conor Coman

Hmm, OK, | wanna get into all of that with you, Arjuna. I've got a few more kind of questions. Just in
terms of your kind of your experience before we, we do kind of delve into that a little bit more

deeply so.

0:9:7.250 --> 0:9:10.330
Conor Coman

What? What countries have you practised psychedelic therapy in?

N-a:11 710 --> N+Q-12 QLN

Appendix H- Focused Coding

Retreat has a clear structure 1
Revisiting distress at integration can be paced. 1
Revisiting distressing biographical memories ¢ 3
Risk factors for lasting distress 1
Risk of disclosure hangover in PAT 1
Risk of distress being re-traumatising for partic 4
Risk of distress being traumatising for participa 2
Risk of individuals excluded at screening gettin 1
Risk of interupting procress by intervening in d 4
Risk of misinterpreting the client's verbal cues. 1
risk of not using touch when needed 3
Risk of over acceptance of distress in PAT 1
Risk of physical injury 2
Risk of physical injury a cue for intervention for 3
Risk of prolonged difficulties 1
Risk of psychedelics in non-clinical settings 1
Risk of under reporting distress 1
Risk of using touch 2
Risk should be under control before PAT 1
Risk that the participant feels they have let the 1

00000000000 OOOOOOOOO

Appendix I — Coding example

1 26/06/2024 14:16
25/06/2024 16:25
25/06/2024 11:59

~ o~

25/06/2024 13:25
01/07/2024 12:27
26/06/2024 14:55

ST )

25/06/2024 12:27

01/07/2024 13:15
01/07/2024 10:31
04/07/2024 16:30
01/07/2024 13:54
25/06/2024 09:54
26/06/2024 12:04

W W on W o

25/06/2024 15:42
1 25/06/2024 11:18
1 25/06/2024 11:55
1 25/06/2024 12:38
2 01/07/2024 13:52
1 03/07/2024 11:18
1 03/07/2024 15:50

Rysusq Suipos

CODE STRIPES

0y
0Y «
Oy
oY
0y «
oS «
55 «
o5
oS «
25 «
o5 «

S SUIpUNoIS «
s SUIpuUNoIs «
s SUpUNoIS «
s Sujpunos «

fasjes Jo asusg

) 01 Js1dersy) 4o 9)
o€, 03 Jsideseyy Jo
J 03 3s1desayy Jo o)

1ey 03 1sidesauy 4o 8

J51desay) o ssauBIEMe |
Js1delay) o ssausIEMeE |
1s1desaYyL Jo ssaualeme J)
1sidesayy Jo ssaualeme |
Js1desayy Jo ssaualeme |
Jsidesayy Jo ssausleme |

UO[USAISIU] UE SE SI[4S SUIPUNOIS o

UOUSAISIUL UE SE S|IBS SUIPUNGIS) o

UOPUBAISIUY UE SE 5|
UDPUSAISIU| UE SE 5|
UDPUSAIS}U| UE SE §)

&
=
]
z
b
<
]
El
=3
g
H

sisidessy) 1oy S3UB]|EY € 5| LOKEIUBIUC)) «

1¥/d Ul SSaXISIP JO 30URNN «

Y Bupinp passaxsip awosaq 0} 33eds ajes e ajepyise) 0} jsidesay} Jo 3

W BULInp passansip awo3aq o} aeds ajes e aje
Wd BULInp passans|p suosaq 0} soeds 94es € ae;
Vi Bupnp passansip awodaq 0} aceds ajes & ae:
Vi Bulnp passansip awodaq 0} aceds ajes e aje:

« I
CC 26/06/2024 14:16 CC
cC 25/06/2024 16:26 CC
cC 08/07/2024 10:15 CcC
cC 25/06/2024 13:25 CC
@c 01/07/2024 14:11 CcC
cC 04/07/2024 16:29 CcC
cC 26/06/2024 15:10 cC
cC 01/07/2024 13:15 CcC
cC 05/07/2024 14:52 CcC
cC 05/0772024 15:11 cC
@c 04/07/2024 14:01 CcC
cC 25/06/2024 12:37 CcC
cC 02/07/2024 15:50 cC
cC 08/07/2024 09:39 CcC
cC 25/06/2024 11:18 CcC
cC 25/06/2024 11:55 cC
@c 25/06/2024 12:38 CcC
cC 03/07/2024 15:41 CcC
cC 03/07/2024 11:18 cC
cC 03/07/2024 15:50 CcC

Sample text

Sematic coding

Latent codes

“And maybe I'll go one step
further, which is why | was
really interested in speaking to
you, which is like. Then then
there's also a following
conundrum, which is. For for a
psychedelic therapist to not be
too lax about the distress and
just sort of saying, “well, this is
part of the process.” And not
and not taking the right steps
or having the right amount of

Interest in Addressing Distress

Therapeutic Dilemma of
Responding to distress

Importance of Appropriate
Response

Balancing Act in between
directive/non directive
intervention

Reflects a sense of
professional responsibility in
managing client distress
effectively.

Indicates a critical examination
of current practices in
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concern to work with or psychedelic therapy and a
address the distress that is desire to refine them.
arising.”

Appendix J - Initial themes

File Home Import Create Explore Share Modules *® logn - W Z &7 ? El - @ X
Initial themes & Search Project v
@ Name > Files References Created on Created by Modified on Meadified by @
O Ensuring Safety 0 0 16/07/2024 15:02 CcC 16/07/2024 15:02 cC
O Miscellaneous 0 0 15/07/2024 18:15 CcC 09/07/2024 13:59 cC
O Navigating Distress 0 0 16/07/2024 15:00 CcC 16/07/2024 15:00 cC
O Observations of distress 0 0 16/07/2024 13:57 CcC 16/07/2024 15:21 cC
O Therapist Journey 0 0 16/07/2024 15:01 CcC 16/07/2024 15:01 CcC
O Time as a consideration 0 0 15/07/2024 18:15 CcC 10/07/2024 12:33 CcC
Appendix K - Developed Themes
Themes 2nd iteration | Search Project .
@ Name > Files References Created on Created by Modified on Modified by €
O Ensuring Safety 0 0 21/07/2024 09:21 CcC 16/07/2024 15:02 cC
O Identifying Distress 0 0 21/07/2024 13:52 CcC 22/07/2024 11:58 CC
O Making sense of Distress 0 0 21/07/2024 12:00 CC 21/07/2024 12:00 CcC
O Miscellaneous 0 0 21/07/2024 09:21 cC 09/07/2024 13:59 CcC
O Navigating Distress 0 0 21/07/2024 09:21 CcC 16/07/2024 15:00 CC
O Therapist as a Container 0 0 21/07/2024 13:46 CC 22/07/2024 08:48 CC
O Therapist Journey 0 0 21/07/2024 09:21 CC 16/07/2024 15:01 CcC
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Appendix L— Ethical Approval

School of Health, Education, Policing and Sciences

ETHICAL APPROVAL FEEDBACK

Researcher name: | CTonor Coman

Ttle of Study: Therapist percepbions of parficipant distress in psychedelic
assisted therapy: A reflexive thermatic analysis.

Giatus of approval: | Approved

Thank you for addressing the cormmitiee’s comments. Your research proposal has now
been approved by the Ethics Panel and you may cormence the implementation phase of
your study. Youw should note that any divergence from the approved procedures and
research method will invalidate any insurance and liability cover from the University. Yaou
should, therefore, notify the Panel of any significant divergence from this approved
propasal. This approwal is only valid for as long as you are registersd as a student st the
University.

*fou should amange to mest with your supervisor for support during the process of
completing your study and writing your dissertation.

When your study is complete, please send the ethics committee an end of study report. A
templatz can be found on the ethics BlagkBrard site.

3k Date: 04.0:3.2024
Signed: t
DOr Jade Elliott
Ethics Cio-ardinator
Psychology

School of Health, Science and Wellbeing
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Appendix M — Debrief Sheet

]
2

STAFFORDSHIRE
UNIVERSITY I

Therapist perceptions of participant distress in psychedelic assisted therapy: A reflexive thematic
analysis

Debrief Sheet

Thank you for taking part in a research study investigating therapist's perceptions of client distress in
psychedelic assisted therapy. This research is being conducted in collaboration with Staffordshire
University's Clinical Psychology Doctorate [ClinPsyD) for the purposes of completing a research thesis
as part of the primary investigators academic training.

Psychedelic-assisted therapy is experiencing a resurgence of interest in the scientific, clinical and public
realms. Clinical trials are indicating positive cutcomes positive outcomes for a range of difficulties
including; smoking cessation, health-related anxiety in palliative care, substance misuse and treatment
resistant depression. To date, there is a dearth of research exploring therapist's perceptions of
participant distress in psychedelic assisted therapy.

In this study, we hope to create a greater understanding of the unique characteristics of distress in
psychedelic therapy, its implications for the treatment and the skills needed to contain it. To date, no
attempt has been made to research this topic gualitatively from the point of view of therapists
experienced in this modality. Therefore, this study could represent a novel and significant contribution to
the knowledge base that may influence the rapidly changing way in which psychedelic-assisted therapy is
delivered to patients.

# What happens if | change my mind about my participation in the study?

You are still free to withdraw from this study without giving a reason and without detriment to
yourself. If you wish to withdraw, please contact the lead researcher using the contact details listed
below. It will not be possible to remove your data from the project once it has been written up as we
will not be able to identify your specific data. Write up will take place within 14 days of the
interview, after which it will not be possible to delete your data. This does not affect your data
protection rights.

What if | have a complaint?

.

# Contact details for complaints
If you have a concern about any aspect of the study, you should contact one of the researchers who will
do their best to answer your questions (see below for details).

If you wish to make a formal complaint to someone independent of the research team or if you are not
satisfied with the response you have gained from the researchers in the first instance then please
contact the chair of the Staffordshire university ethics committee at:
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STAFFORDSHIRE
UNIVERSITY I

ethicsi@staffs.ac.uk

You also have a right to complain to the Information Commissioner’s Office about complaints

relating to your personal identifizble information Tel 0303 123 1113

What if | experience distress from participating?

Due to the nature of the project, this is considered an unlikely event. Please contact your local healthcare

provider.

Contact details:

Conor Coman - Clinical Psychologist in Doctorate Training.

C0261511@student.staffs.ac.uk

Dr Gary Lee — Clinical Psychologist and research supervisor

gary.leef@staffs.ac.uk
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Paper Three: Executive Summary

“They could be in the raptures of hell...”
Exploring therapist perceptions of distress in psychedelic assisted therapy:

A Reflexive Thematic Analysis

Word Count: 2438

This paper is aimed at psychotherapists who have experience delivering psychedelic assisted
therapy or have an interest in it. It will be offered to the therapists who participated in this

research project. It is not intended for publication.
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Introduction
This report summarises a qualitative research study exploring the perceptions of therapists of

the distress that participants can experience during psychedelic-assisted therapy (PAT). It is a
condensed and accessible summary of a longer, more detailed report. It is aimed at
professionals who may have an interest in this research, for example, psychologists and

psychotherapists who have experience delivering PAT or have an interest in doing so.

Background
PAT refers to psychotherapy that is supplemented by the use of psychedelics to create an

altered state of consciousness. In this study, the term psychedelic refers to classic
psychedelics, for example, psilocybin and LSD. It also includes MDMA, which operates
differently but is administered in similar settings. PAT is an emerging treatment for a variety
of presentations including; treatment resistant depression, post-traumatic stress disorder,
anxiety in advanced illness, obsessive-compulsive disorder and smoking cessation (Wheeler

and Dyer, 2020; Cavarra et al. 2022).

A characteristic of PAT is the potential for participants to experience elevated levels
of distress (Bremler et al. 2023; Breeksema et al. 2022). Such distress can include but isn’t
limited to anxiety, paranoia, frightening hallucinations, delusions, uncomfortable insights,
and troubling thoughts/feelings of a metaphysical nature (Johnson, Richards and Griffiths
2008). Distress during a psychedelic experience is associated with lasting psychological harm
(Johnson, Richards and Griffiths 2008; Carbonaro et al. 2016). However, some participants
describe experiences that include distress as therapeutically beneficial (Breeksema et al.

2023).

What does this Mean in Practice?
The concept of “set and setting” is used to describe the internal and external environment in

PAT (Leary et al. 1963). “Set” refers to the mindset of the individual taking the psychedelic.
“Setting” refers to the physical, social and relational setting in which the in the individual
takes the psychedelic. It is thought that an optimal set and setting is associated with positive

outcomes and may moderate distress (Phelps 2017).

Therapists are thought to have a crucial role in optimising both set, by preparing
participants adequately for the experience and setting, by creating a safe environment for
participants to experience an altered state of consciousness. Generally, it is recommended that
participants stay with or move towards distress in PAT, a process which requires skilled

therapeutic support (Tai et al. 2021; Gorman et al. 2021; Watts et al. 2017). Furthermore, for
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distress to be made sense of as a meaningful experience, therapist support may be necessary

(Grof 1994; Johnson, Richards and Griffiths 2008).

Why was this Research Undertaken?
e Current research has been criticised for under-reporting adverse experiences in PAT

(Bremler et al. 2023; Colcott et al. 2023). This may be due to a lack of clarity over
whether distress is an adverse experience.

e How therapists perceive participant distress in PAT hasn’t previously been explored,
despite evidence that it is a common phenomenon.

e Distress in PAT may be associated with both positive and negative outcomes, it is
important to develop a better understanding of its nuances from the perspective of
experts.

e As PAT becomes more available around the world, an understanding of distress may

inform how it is thought about and managed by therapists.

Aims of the Research
e To explore how participant distress is perceived by therapists in PAT.

e Understand therapists’ perception of their role in supporting participants who become

distressed.

Method

Approach
Due to the exploratory nature of the research, a qualitative method was used. Reflexive

thematic analysis (Braun and Clarke 2022) was used to analyse the interview transcripts. This

is a method of analysing interviews to find patterns. It follows six stages:

Familiarisation with the dataset.
Coding.

Generating initial themes.
Developing and reviewing themes.

Defining, refining and naming themes.

AN

Writing the report.

Reflexive Thematic Analysis values reflecting on how the researcher’s experiences and
opinions can influence the research. In this instance, the researcher has experience in taking

psychedelics recreationally and in delivering psychotherapy.
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Participants
To be included in the study, therapists had to meet the following criteria:

Legally accredited to deliver psychotherapy in their locality.
Experience facilitating at least three sessions of PAT.

Encountered client distress during PAT.

The Sample

Twelve participants

Seven clinical psychologists, three psychotherapists and two psychiatrists.
Recruited primarily via social media (LinkedIn).

Located in the UK, Netherlands, Switzerland, USA and Australia.

Had facilitated between 10 and 700 sessions of PAT.

Psychedelic compounds used included psilocybin, MDMA, LSD and DMT.

PAT was facilitated in a variety of legal contexts; clinical trials, privately and retreats.

Data Collection

Interested participants were asked to review an information sheet to ensure they were
eligible for the study.

If eligible, an interview was arranged at their convenience on Microsoft Teams and
lasted approximately 60 minutes. This was recorded and transcribed.

Before the interview began, after being offered the chance to ask any questions, the
interviewer and participants completed and signed a consent form.

Some demographic information was collected, including the participant’s level of
experience.

The interview explored the participant’s perception of distress in PAT, drawing on
their experiences encountering this phenomenon.

The interview was semi-structured, meaning the researcher used a set of questions to

guide the interview but was flexible in following the flow of the conversation.
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Findings
The qualitative analysis of the data resulted in three themes and eight subthemes which
reflected therapists’ perceptions of participant distress in PAT. These are shown in the table

below and then explained in more detail with quotes selected to illustrate them.

Themes Subthemes

Making Sense of Distress The Amplified Nature of Distress

Difficulties Assessing Distress

Normalising Distress as a Meaningful

Process

Therapist as the Safe Base Building Connection

Holding Participants through Distress

Navigating Distress Preparing for the Ineffable

Balancing Autonomy with Support

Finding Meaning in Distress

Theme One: Making Sense of Distress

Therapists described some of the unique characteristics of distress in PAT and how they

understand its role within the treatment.
Amplified Nature of Distress

Therapists described how participants can experience high levels of distress in PAT.
Sometimes, this related to experiencing regular psychological phenomena such as emotions
and thought patterns. Sometimes, therapists described distress as related to an altered

perception of reality, which could be terrifying and involve paranoid thoughts.

“You've got other people who go through the most distressing things you could imagine. They
could be in the raptures of hell. They could feel horrific. They could feel that they're dying. They
could feel that they're losing touch with their body. They could feel that... They are something
they feared they were and get lost in this terror...”

James

Therapists also described participants encountering distressing memories very vividly. This

was described as sometimes triggering a PTSD response.
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“Two people I'm thinking of who just really kind of dove back into re-experiencing some of their
traumas, say a sexual assault that they had dissociated from. And then during the session are
then able to, you know, remember both the emotions and the physical sensations of that.”

Timothy

Difficulties Assessing Distress

Some therapists described difficulties assessing distress. In particular, they described some
participants appearing calm and not showing signs of distress even on physiological

measurements but later reporting terrifying experiences.

“No verbal response at all and we were monitoring blood pressures as well. His pressure was
normal range, no deviation, no shift in movement, no shift in colour. He kept the eye shades on
throughout, his respiration was normal. No kind of agitated process. No verbal process,
nothing. The next day, when we talked about the experience, he said it was absolutely, utterly

terrifying”

Arjuna
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Normalising Distress as a Meaningful Process

Therapists normalised the phenomenon of distress in PAT, describing it as a process expected
in any psychotherapy. They were careful not to over-emphasise the risk of distress in PAT

however they also accepted that there was a risk of harm if not managed carefully.

“It's all very well shaking the snow globe, but it's really how it lands that matters. How does it
land within the psyche of the person, how they make sense of it and how they're held through it
determines whether it could be traumatic or therapeutic”

Kate

Therapists reported some participants feeling that the distress they experienced was a
necessary part of the healing process and were therefore better able to tolerate it. They
described participants feeling strengthened by their experience of encountering and

overcoming difficult experiences.

“Although people might be shaken by the experience, they've also survived, transcended,
recognised their own resilience, gone more deeply beyond the death of the conceptual self or
their great fears, whatever they may be. They've survived it all and there's something very
meaningful about that deep experience being held so that what people will sometimes say ...
They don't experience fear or anxiety in nearly the same way, because they've conquered the
self, or they've conquered their own fear.”

Arjuna

Theme two: Therapist as the Safe Base

Therapists viewed their role as a "safe base" within the PAT process, providing a reliable and
trustworthy space for patients to return to when exploring altered states of consciousness

which might include distressing experiences.
Building Connection

Therapists emphasised the importance of establishing a strong, trusting relationship with

participants.

“They need to trust your ability to... hold them in their most difficult and vulnerable
psychological state”

Sean
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Therapists identified several important challenges to overcome to facilitate a strong
connection with participants, including how many participants have difficulty trusting others
generally and this may be a factor in their needing therapy in the first place. Another obstacle
to building the necessary trust with participants was identified as some of the practicalities

outlined in research and therapy protocols e.g. psychometric measures and questionnaires.
Holding Participants through Distress

Therapists described their role in creating a sense of safety for participants to be able to

experience an altered state of consciousness that may include distress.

“You're not alone. I'm with you. I'm here. I've got your back. You're safe.”

Chris

They emphasised the importance of regulating their own emotions during long sessions when
high levels of distress occurred in PAT. Therapists described a challenge to this requirement
in feeling unprepared by training or “thrown into the deep end” with regards to the levels of

distress they encountered in PAT.
Theme three: Navigating Distress

Therapists shared their experiences of guiding participants through distress in PAT and the
challenges of doing this.

Preparing for the Ineffable

Therapists described preparing participants for the challenge of moving towards or staying
with distressing psychedelic experiences. They described feeling the limits of language
during this process due to the indescribable nature of some psychedelic experiences. This

concern also extended to gaining informed consent for PAT.

“How do we prepare someone for... An experience that's indescribable? An ineffable experience
or ego death? We can talk about things that might help, but even those it's difficult to describe.”

Maria

Therapists described clearly contracting their responses to participants in the event they
became distressed, including the use of touch and a reminder to use existing coping skills

such as breathing techniques.
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Balancing Autonomy with Support

Therapists described feeling the tension of adopting a traditionally favoured non-directive
approach with providing support to distressed participants when necessary. Self-reflection
was described as a key factor when deciding whether to offer more direct support, especially

considering an impulse to “rescue” participants.

“When we see someone in distress, we can feel that and the question I always ask myself first is
it my distress that I'm wanting help with? Or is it their distress?”

Maria

Therapists described how the duration of distress may indicate the need for direct support
however they differed in how they measured the necessary duration, often describing this as
an intuitive process. Other cues included panic, paranoia, trauma responses and risk to safety.
Therapists described using a variety of grounding techniques to support participants when

necessary.
Finding Meaning in Distress

Therapists reflected on the crucial role of finding meaning in suffering when participants

encounter distress during PAT.

“I think some of the hardest trips aren't the ones necessarily that are the most painful in terms of
intensity, but that don't make sense to the client.”

Chris

Therapists reflected on the important role of therapists in facilitating this process and the need

to provide further support when indicated.

Summary and Conclusions
e This study aimed to explore how therapists perceive participant distress in PAT.
e The analysis produced three main themes: Making sense of distress, Therapist as
the Safe Base and Navigating Distress.
e These findings reflected therapists’ nuanced views of distress in PAT.
e Therapists reported that high levels of distress can occur in PAT.
e Distress can be associated with harm and negative outcomes however also can be part

of a beneficial and therapeutic experience.
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Distress in PAT can be difficult to assess due to the potential for it to be a highly
internal experience without visible indicators.

Therapists were careful about intervening in distress without thinking about the value
it might have for the participant.

It is crucially important in PAT to establish a trusting relationship between therapist
and participant.

The ineffable nature of psychedelic experiences complicates the process of preparing
participants for distressing experiences and getting informed consent.

Self-reflection is a key consideration when deciding whether to provide direct support
for distress.

Complementary techniques such as grounding practices are helpful tools in managing
distress that is at risk of becoming harmful to the participant.

A key role of therapists is to help participants find meaning in distressing experiences.

Limitations

This study focused on the subjective experiences of a small number of therapists.
Distress might be thought about differently by others.

The therapists in the sample used a wide variety of psychedelic compounds, clinical
presentations and settings. These variables could have different effects concerning

distress.

What Now?

Clinical Implications

Therapists should be prepared to encounter high levels of distress when administering
PAT.

Training programmes should emphasise the complex nature of distress in PAT and
appropriate responses to it, prioritising the self-awareness of therapists.

Therapists should be aware that distress may not be visibly apparent in participants.
Establishing a strong therapeutic relationship should be prioritised.

Therapists and researchers should be mindful of potential gaps in the informed
consent process in PAT and this should be reviewed regularly.

Therapists should be skilled in grounding techniques to support participants when

necessary.
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e Participants should be supported to make meaning of distressing experiences and

further integration sessions should be offered when required.

Areas for Future Research
e Further qualitative research focusing on distress from the perspective of participants.
e Research focusing on the phenomenon of distress that isn’t visible by standard
methods of observation.

e Research focusing on the link between duration of distress and lasting harm.
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