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Abstract: Post-traumatic stress disorder (PTSD) and associated trauma and stressor-
related disorders are common and debilitating, presenting significant treatment challenges
due to their complex interplay of biological, cognitive, affective, somatic and social factors.
Current treatments, while advancing and effective, yield limited efficacy for many individuals,
underscoring the need for novel therapeutic approaches. This review explores the
multifaceted nature of PTSD, emphasising its intricate predisposing and maintaining factors
and explores the potential of psilocybin, a classical psychedelic, as a therapeutic agent.

This review synthesises recent literature on the safety, efficacy and proposed mechanisms
of action and change of psychedelic therapies for psychiatric conditions associated with
traumatic stress, including treatment-resistant depression, end-of-life anxiety and anorexia
nervosa. Correspondingly, it proposes a conceptual framework for psilocybin treatment

in PTSD, framing the condition as a complex, maladaptive interpretive framework that is
both predetermined and over-determined. A clinical narrative illustrates how psilocybin’s
unique psychopharmacological properties and catalysed subjective effects may facilitate
therapeutic progress by disrupting this rigid and restricting framework. Finally, we offer
recommendations for the safe administration of psilocybin for traumatised patients in medical
research settings, emphasising the importance of rigorous and trauma-informed protocols

and comprehensive patient care.
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Introduction

Post-traumatic stress disorder (PTSD) remains a
significant global mental health issue, affecting
millions.! Initially classified as an anxiety disorder
characterised by symptoms of re-experiencing,
avoidance, and hyperarousal, PTSD was reclas-
sified under ‘Trauma- and Stressor-Related
Disorders’ in the DSM-IV.? This recategorisation
underscores the central role of trauma exposure
(TE) as an organising factor in the development
and maintenance of PTSD, distinguishing it
from anxiety disorders and emphasising its
unique treatment challenges. The interaction of

biological, cognitive, affective, somatic and social
processes associated with TE adds complexity to
these challenges. Similarly, Complex PTSD
(C-PTSD), recognised in the ICD-11, develops
from prolonged, repetitive TE, often interper-
sonal (e.g. forms of childhood abuse, domestic
violence.? In addition to PTSD’s core symptoms
and dissociative phenotypes, C-PTSD presents
with affective dysregulation, negative self-concept
and identity, and significant relational dysfunc-
tion.* Trauma survivors frequently experience
cumulative trauma across their lifespan, leading
to widespread biopsychosocial dysfunction that

Ther Adv Psychopharmacol
2025, Vol. 15: 1-24

DOI: 10.1177/
20451253251342319

© The Authorl(s), 2025.
Article reuse guidelines:
sagepub.com/journals-
permissions

Correspondence to:
Nadav Liam Modlin

The Institute of
Psychiatry, Psychology
and Neuroscience, King's
College London, 16 De
Crespigny Park, London
SE5 8AF, UK

South London and
Maudsley NHS Foundation
Trust, Maudsley Hospital,
Denmark Hill, London SE5
8AS, UK
nadav.modlinf@kcl.ac.uk

Victoria Williamson
King's Centre for Military
Health Research, King's
College London, London,
UK

Department of Psychology,
University of Bath,
Claverton Down, Bath, UK

Carolina Maggio
Anthony Cleare

James Rucker

The Institute of
Psychiatry, Psychology
and Neuroscience, King's
College London, London,
UK

South London and

Maudsley NHS Foundation
Trust, Maudsley Hospital,
Denmark Hill, London, UK

Joanne Stubley

The Tavistock Trauma
Service, The Tavistock and
Portman NHS Foundation
Trust, London, UK

Namik Kirlic
Compass Pathways, Fora,
London, UK

journals.sagepub.com/home/tpp

Creative Commons CC BY: This article is distributed under the terms of the Creative Commons Attribution 4.0 License (https://creativecommons.org/licenses/by/4.0/)
which permits any use, reproduction and distribution of the work without further permission provided the original work is attributed as specified on the Sage and Open
Access pages [https://us.sagepub.com/en-us/nam/open-access-at-sage).


https://uk.sagepub.com/en-gb/journals-permissions
https://uk.sagepub.com/en-gb/journals-permissions
https://journals.sagepub.com/home/tpp
mailto:nadav.modlin@kcl.ac.uk

THERAPEUTIC ADVANCES in
Psychopharmacology

Volume 15

necessitates a nuanced understanding and
approach to treatment.>

Despite advancements in understanding the
development and maintenance of PTSD, effec-
tive treatment remains elusive for many patients.®
Current first-line, evidence-based psychological
treatments include prolonged exposure (PE),
trauma-focused cognitive behavioural therapy
(CBT) and cognitive processing therapy (CPT),
and eye movement desensitisation and reprocess-
ing (EMDR). A recent meta-analysis suggests
that 38% of patients accessing psychological
treatment for PTSD showed at least a 50% reduc-
tion in symptoms.? Specifically, CBT and CPT
demonstrate remission rates of approximately
40%-60%. However, treatment dropout rates
can be high, with some studies reporting up to
33% of patients not completing treatment.® PE
therapy has demonstrated efficacy with remission
rates of 30%-50%.7 Despite its effectiveness,
PE’s intense focus on TE can also lead to dropout
rates as high as 40%8 whilst EMDR demonstrates
remission rates between 30% and 50% with drop-
out rates of up to 39%.°

FDA-approved pharmacotherapies are limited to
selective serotonin reuptake inhibitors (SSRIs).10
However, these treatments have significant limi-
tations, demonstrating limited efficacy in reduc-
ing core symptoms such as re-experiencing,
avoidance, and hyperarousal, with remission rates
around 20%-30%.!! SSRIs have been criticised
as being ill-suited for PTSD treatment in gen-
eral.?2 Additionally, side effects such as sexual
dysfunction, weight gain, and gastrointestinal
issues can limit their tolerability and adherence.!3
SSRIs may also exacerbate symptoms, including
insomnia, suicidality and agitation in some
patients.!4 Taken together, many patients experi-
ence partial or no response to existing treatments,
accompanied by significant treatment dropout
rates, underscoring the need for novel treat-
ments.!> In response, novel treatment approaches
that address not only the core symptoms of PTSD
but also the broader spectrum of psychological
and social disturbances that arise from TE are
required, highlighting the importance of integrat-
ing neurobiological, psychological, and social
perspectives.1%17 Correspondingly, MDMA has
emerged as a leading compound in chronic PTSD
treatment, earning FDA breakthrough therapy
designation and demonstrating robust efficacy
in phase-III clinical trials.!® When delivered in
conjunction with manualised, trauma-focused

psychotherapy, it appears to significantly improve
treatment outcomes by rapidly reducing fear
responses and enhancing emotional openness and
trust.!® However, approval for MDMA was
denied due to concerns over unblinding bias, lim-
ited long-term safety data, unclear contributions
of psychotherapy, and insufficient risk mitigation
for abuse and safety.2? Nonetheless, reapplication
remains possible with additional supporting
evidence.

To date, only one psilocybin treatment in PTSD
study has been conducted.?! An open-label trial
investigating psilocybin for PTSD due to TE in
adulthood, top-line data suggests favourable
safety and tolerability profile, with initial signs of
efficacy. Furthermore, psychedelic forms of ther-
apy have demonstrated safety and efficacy across
psychiatric conditions comorbid with traumatic-
stress psychopathology,?? including end-of-life
anxiety,?3 treatment-resistant depression?* and
anorexia nervosa.2> To explore the potential util-
ity of psilocybin treatment in PTSD, this review
explores the multifaceted nature of PTSD,
including its predisposing and maintaining fac-
tors, the clinical limitations of current treatments,
and the potential emerging role of psilocybin and
other classical psychedelics. By integrating
insights from recent literature, we present a con-
ceptual framework for psilocybin treatment that
considers PTSD as a pre-determined and over-
determined maladaptive interpretive framework.
Correspondingly, we provide a clinical narrative
highlighting how psilocybin could contribute to
PTSD treatment and provide best practice guide-
lines for safe administration in research settings.

Factors associated with the predisposing,
developmental and maintaining of PTSD

PTSD arises from a complex interplay of genetic,
environmental, psychological and neurobiologi-
cal factors. Heritability studies suggest a genetic
predisposition to PTSD, with polymorphisms in
genes such as the serotonin transporter gene con-
tributing to vulnerability.26 These genetic factors,
along with trauma-induced epigenetic modifica-
tions, may dysregulate the hypothalamic-pitui-

tary-adrenal (HPA) axis, impairing stress
regulation and increasing susceptibility to
PTSD.?” Childhood maltreatment, including

neglect and abuse, plays a crucial role in shaping
this vulnerability. These early adverse experiences
may disrupt neurodevelopmental pathways, fos-
tering emotional dysregulation and maladaptive
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stress responses that heighten the likelihood of
developing PTSD later in life.?8 Adverse child-
hood experiences (ACEs) act as key psychosocial
precipitants, increasing the risk of PTSD by
exposing individuals to high levels of stress that
interact with pre-existing genetic and neurobio-
logical susceptibilities.2®

Once PTSD emerges, maladaptive coping strate-
gies such as avoidance, dissociation, and hyper-
vigilance  reinforce maladaptive  cognitive,
behavioural and affective patterns, perpetuating
the condition. Initially protective, these responses
ultimately hinder emotional processing and
adaptation.3°

Furthermore, a growing body of evidence sug-
gests that intrinsic brain networks, including the
default mode network, exhibit disorder-specific
alterations that may contribute to the long-term
negative effects associated with TE.3! These
changes contribute to the persistence of hypera-
rousal, intrusive memories, and avoidance behav-
iours. More specifically, central to PTSD are
dysfunctions within the fear-learning network,
comprising the prefrontal cortex (PFC), hip-
pocampus, and amygdala.32 Hyperactivity of the
amygdala may amplify fear responses and pro-
mote overgeneralisation of threats, while hypoac-
tivity in the ventromedial PFC undermines its
regulatory control over the amygdala, potentially
exacerbating fear responses and emotional dys-
regulation.?® Concurrently, hippocampal dys-
function, including reduced volume and activity,
impairs contextual memory processing, poten-
tially adversely influencing patients’ capacity to
distinguish between safe and threatening environ-
ments.>* These disruptions are further com-
pounded by alterations in white matter tracts,
such as the cingulum bundle and uncinate fas-
ciculus.?> This in turn may diminish connectivity
between key brain regions, potentially weakening
top-down affective regulation and amplifying fear
responses.3> Trauma-related biochemical disrup-
tions, including elevated glutamate and reduced
N-acetyl-aspartate (NAA) levels in the hippocam-
pus and PFC, may suggest excitotoxic neuronal
damage and reduced neural health,3® further
exacerbating neurocognitive deficits.

Psychosocially, pretrauma variables including
gender, age, educational attainment, and baseline
cognitive adaptability appear to modulate PTSD
risk and burden3” with women exhibiting higher
prevalence and individuals with reduced mental

flexibility demonstrating greater susceptibility.
Additionally, peritrauma factors, including trauma
nature and severity, degree of dissociation, and
perceived threat, influence acute stress responses,38
while post-trauma resilience factors, such robust
social support, optimism, and adaptive coping
skills, mitigate symptom severity and facilitate
recovery.3®

Furthermore, cognitive distortions, such as self-
blame, negative beliefs about oneself and the
world, and exaggerated perceptions of danger,
play a pivotal role in maintaining PTSD, creating
an adverse, self-reinforcing cycle that hinders
recovery.%? These maladaptive cognitive appraisal
patterns, combined with behaviours like rumina-
tion, thought suppression, and experiential avoid-
ance, intensify distress and further prolong the
impact of the condition. Understanding these
interconnected factors underscores the impor-
tance of targeting neurobiological, cognitive, and
psychosocial dimensions in treatment strategies.
Furthermore, spiritual beliefs may also intersect
with the development and maintenance of PTSD,
acting as both a protective and risk factor depend-
ing on individual experiences and coping mecha-
nisms.*! Positive spiritual frameworks often
provide trauma survivors with a sense of coher-
ence, hope, purpose and access to a community,
potentially facilitating the integration of frag-
mented traumatic memories into a meaningful
narrative.#?2 This integrative process may reduce
distress and foster resilience by counteracting
feelings of isolation, helplessness and despair.
Conversely, spiritual struggles such as question-
ing one’s faith following TE can exacerbate self-
blame, hopelessness, and existential distress,
potentially intensifying PTSD symptoms.43

PTSD as a pre-determined and over-determined
maladaptive interpretive framework

As psilocybin and related compounds are being
investigated in PTSD and for various indications
often comorbid with TE and traumatic stress-
related psychopathology%22 the following section
provides a conceptual framework to understand
the potential clinical utility of psilocybin.

TE may lead to and maintain a sequence of mala-
daptive and persistent intrapersonal and psycho-
social processes. These include dysregulated
biological fear responses,** excessive use of psy-
chological defences,*>4% development of negative
cognitive appraisals and harmful self-narratives*’
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Figure 1. Trauma exposure and the maintenance of maladaptive interpretive frameworks. This figure illustrates
how trauma exposure gives rise to and perpetuates maladaptive interpretive frameworks, characterised by
cognitive, emotional and behavioural patterns such as avoidance, dissociation, self-blame, and the formation

of a trauma-related identity. These frameworks are further expressed through heightened emotional reactivity,
social withdrawal, distrust, and hyperarousal, reinforcing the chronic adverse impact of trauma.

and dysfunctional interpersonal dynamics.*8
These dimensions interact in a cyclical manner,
giving rise to, reinforcing and perpetuating PTSD
symptoms. Dysregulated fear responses, for exam-
ple, involve heightened affective reactivity and
threat perception, which in turn may drive exces-
sive reliance on psychological defences such as
avoidance, dissociation, or emotional numbing.
Correspondingly, these defences may foster nega-
tive cognitive appraisals (e.g. self-blame, shame
and perceived helplessness) and harmful self-nar-
ratives (e.g. traumatic experiences as the central
organising feature of one’s self-concept), which
can lead to social withdrawal and isolation.

The array of negative interdependent and impair-
ing symptoms and biopsychosocial disturbances
ultimately foster a rigid pre-determined (e.g.
adverse meaning assigned in advance to stimul)
and restricting over-determined (e.g. adverse
meaning assigned to stimuli is resistant to change)
outlook (Figure 1). The pre-determined dimension

is characterised by the reflexive assignment of
negative meaning to stimuli based on past trau-
matic experiences. This bias may lead individuals
to anticipate danger or harm even in benign situ-
ations, filtering their perceptions through a lens of
fear and mistrust. For instance, trauma survivors
with PTSD may display an attentional bias
towards threat, perceiving angry facial expres-
sions as especially salient and exhibiting exagger-
ated physiological responses during fear learning
and extinction, which reflects an ingrained expec-
tation of repeated harm.%® These distortions are
compounded by overgeneralisation, where innoc-
uous stimuli are erroneously linked to past
trauma, and by difficulties in recognising or inte-
grating safety signals.’® Amygdala hyperactivity,
impaired hippocampal contextual processing and
diminished prefrontal regulatory control’! may
represent the neurobiological underpinnings of
this pre-determined framework and may further
reinforce its persistence. Furthermore, these
processes perpetuate affective dysregulation,
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avoidance and interpersonal withdrawal, thereby
limiting sufficient engagement in intrapersonal
and interpersonal dynamics that could foster cor-
rective experiences. The persistent and restricting
expectation of harm, combined with the avoid-
ance of potentially restorative situations such as
openness to new ideas, willingness to process
affective states, forming trusting relationships,
or engaging in adaptive behaviours, deprives indi-
viduals of crucial opportunities to challenge and
reframe maladaptive cognitions and beliefs.

In contrast, the over-determined dimension high-
lights the rigidity and resistance of adverse inter-
pretive processes to change, even when faced with
contradictory evidence. These processes are char-
acterised by repetitive and self-reinforcing cogni-
tive patterns, such as trauma-related rumination,
which involves persistent, negative thinking about
the causes, consequences, and implications of
traumatic experiences. Trauma-related rumina-
tion amplifies negative beliefs about the self (e.g.
‘T am broken’), others (e.g. ‘People are unpredict-
able and dangerous’), and the world (e.g.
‘Everything poses a potential threat’), entrench-
ing these schemas in ways that make them resist-
ant to modification. For instance, survivors may
habitually replay past events in their minds, focus-
ing on hypothetical scenarios (e.g. “What if I had
done something differently?’) or engaging in self-
blame (e.g. ‘All this is because of me’), which
strengthens perceptions of helplessness and inad-
equacy. This perseverative thought process not
only reinforces these beliefs but also increases
emotional reactivity, as ruminative cycles heighten
feelings of shame, guilt and fear. Over time, the
over-determined dimension constrains cognitive
and emotional flexibility, making it exceedingly
difficult for individuals to develop novel, adaptive
ways of thinking about their experiences. Instead,
these processes further entrench the adverse
beliefs that sustain the maladaptive interpretive
framework, perpetuating cycles of dysfunction
and impeding recovery.

The interplay of pre-determination and over-
determination creates a self-reinforcing cycle
characterised by a narrowing of experiential and
psychosocial opportunities for positive change
and growth. Pre-determined interpretations bias
perceptions, priming individuals to detect and
overreact to threats, while over-determined beliefs
solidify these distortions, locking individuals into
persistent symptoms such as hyperarousal, intru-
sive memories, and avoidance.

We argue that this conceptualisation is particu-
larly relevant for emerging psychedelic therapies
such as psilocybin treatment, which may hold
promise in addressing the multifaceted nature of
traumatic stress. Understanding how psilocybin
may disrupt patients’ maladaptive interpretive
framework can enable clinicians to harness its
therapeutic potential and promote patient safety
in future research studies.

Psilocybin: Outcomes, mechanism of action

and proposed psychological mechanisms of
change across indications

Psilocybin, a naturally occurring psychedelic
compound, has garnered significant interest for
its potential therapeutic benefits. Studies have
shown that psilocybin can facilitate profound psy-
chological experiences characterised by height-
ened emotional processing and insight.52:53 These
experiences, often described as mystical or tran-
scendental, are believed to contribute to thera-
peutic outcomes by fostering a sense of
interconnectedness and personal meaning.>*
Psilocybin is a selective partial agonist of the
5-HT2A receptors, occasioning acute behav-
ioural and psychological effects’> and promoting
default mode network (DMN) modulation, a net-
work of brain structures involved in self-referen-
tial processing and rumination.’® Classical
psychedelics such as psilocybin are also thought
to enhance synaptic plasticity and neurogenesis,
which may occur due to the drug’s efficacy in
activating the Gq second messenger pathway
attached to the SHT-2A receptor.>” Furthermore,
the pharmacological disruption of the DMN is
thought to promote psychological flexibility.>8 In
turn this may enhance learning processes by
allowing patients to approach well-established,
potentially maladaptive beliefs and associated
behaviours from multiple perspectives, promot-
ing divergent thinking, and insight. Recent evi-
dence also highlights the potential role of
brain-derived neurotrophic factor (BDNF) in
psilocybin’s therapeutic effects.’® BDNF appears
to be associated with key processes of adaptation,
such as neurogenesis, synaptic plasticity, and
long-term potentiation. Thus, psilocybin may
facilitate remodelling of maladaptive cognitive
and emotional patterns common in PTSD, par-
ticularly within a therapeutic context.’® This
hypothesis is lent credence by the known associa-
tion between trauma-related stress, hippocampal
atrophy, and impaired neuroplasticity.®! By fos-
tering neuroplasticity through these mechanisms,
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psilocybin may help modulate rigid trauma-
related schemas and promote psychological
flexibility.

Potentially mitigating experiential avoidance,?
psilocybin also facilitates emotional break-
throughs, allowing patients to process repressed or
previously avoided emotions.’2 Furthermore,
experiences of ego-dissolution have been widely
reported, often promoting a sense of unity and
interconnectedness, reducing feelings of isolation
and fostering a greater sense of belonging.%3
Correspondingly, a subset of psychedelic trial par-
ticipants report indirect forms of trauma process-
ing, where traumatic memories and emotions
were addressed indirectly during their treatment,
at times accompanied by beneficial, immersive
and transcendental states.?? Lastly, some partici-
pants describe processes characterised by reorgan-
isation of self-narratives following psychedelic
treatment, reporting changes in their self-percep-
tion through processes of relatedness and identifi-
cation with the psychedelic experience, themselves,
and significant others.22 Taken together, these
findings suggest that psilocybin could be a promis-
ing treatment for PTSD, warranting further rigor-
ous research to establish its safety and efficacy and
explore its mechanisms of action.

Disrupting PTSD in psilocybin treatment

Given the novelty of psilocybin as a treatment for
PTSD and the many unknowns, this section
examines how psilocybin may promote positive
outcomes (Table 1). The discussion aims to
inform future research on its safety, efficacy,
underlying mechanisms and patient experiences.

Targeting dysregulated biological fear responses

PTSD is marked by dysregulated fear responses
and heightened sensitivity to perceived threats,
resulting in exaggerated startle responses, hypera-
rousal and heightened emotional reactivity.%*
These are linked to an overactive amygdala, the
brain region responsible for processing fear and
emotional responses, as well as a dysregulated
hypothalamic-pituitary-adrenal (HPA) axis, which
governs the body’s stress response.”> PTSD is
characterised by distinct HPA axis dysregulation,
including hypocortisolism, where reduced base-
line cortisol levels occur despite elevated cortico-
tropin-releasinghormone (CRH) concentrations.*
This paradox reflects heightened glucocorticoid
receptor (GR) sensitivity and enhanced negative

feedback, leading to suppressed cortisol produc-
tion. Such hypoactivity compromises cortisol’s
anti-inflammatory role, contributing to chronic
low-grade inflammation and systemic homeostatic
disruption. This dysregulation is further impli-
cated in PTSD-related physical comorbidities,
such as cardiovascular disease, autoimmune con-
ditions, and metabolic disorders.”> Moreover,
emerging evidence suggests that the periaque-
ductal grey (PAG) plays a critical role in mediating
defensive reactions, particularly in dissociative
subtypes of PTSD.7677 While hyperarousal pres-
entations are often driven by amygdala overactiv-
ity and a hypervigilant fight-or-flight response, the
PAG is central to the ‘freeze’ response (e.g. an
automatic survival mechanism activated in situa-
tions of extreme or inescapable threat). This dis-
tinction underscores the heterogeneity of PTSD
and highlights the neurobiological complexity of
dissociative symptoms, such as emotional numb-
ing, depersonalisation, and derealisation.

Correspondingly, psilocybin appears to modulate
these neurobiological and cognitive processes
underlying dysregulated responses. By altering
salience network connectivity, psilocybin may
influence threat perception and potentially reduce
the overattribution of significance to perceived
dangers.>! Additionally, psilocybin may help bal-
ance activity in cortical-midline structures, poten-
tially strengthening the fronto-parietal control
over amygdala reactivity®! and decreasing amyg-
dala reactivity to negative emotional stimuli while
enhancing connectivity between the amygdala
and prefrontal cortex, a mechanism critical for
regulating emotional responses.’! These effects
may facilitate fear extinction learning, allowing
patients to reprocess traumatic memories and
reduce their emotional intensity.

Modulating excessive use of psychological
defences

Individuals with PTSD often rely on excessive
psychological defences to cope with distressing
memories and emotions.’®7% These defences may
include avoidance, projection, denial and minimi-
sation and dissociation. Avoidance behaviours,
such as steering clear of situational reminders of
the traumatic event or phobic avoidance of
traumatic memories, can prevent individuals
from confronting and processing their index
trauma, thereby maintaining PTSD symptoms.8°
Furthermore, structural dissociation, a core fea-
ture of PTSD and trauma-related conditions,8!
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arises from the brain’s inability to fully process
and integrate overwhelming traumatic experi-
ences. Instead of forming cohesive, trauma-
related narratives, different aspects of the
traumatic event, including affective states, physi-
cal sensations and trauma-related cognitions may
become fragmented and segregated within dis-
tinct memory networks. This fragmentation con-
tributes to a disjointed sense of self, disruptions in
memory, and a range of dissociative symptoms,
including affective numbing, traumatic amnesia
and a sense of detachment or depersonalisation.82
Importantly, dissociation could also be conceptu-
alised as a defence mechanism, allowing individu-
als to cope with overwhelming experiences by
psychologically distancing themselves from trau-
matic events.83 However, persistent dissociation
can significantly impair daily functioning, rela-
tionships, and overall well-being. For instance,
individuals exposed to trauma often struggle to
accurately assess their safety in various contexts,
leading to chronic feelings of threat and hyper-
vigilance. This phenomenon, termed “contextu-
alisation deficit” is associated with overactivity in
the dorsal anterior cingulate cortex and underac-
tivity in the ventromedial prefrontal cortex, which
are brain regions involved in regulating fear and
craving responses.84-86

Psilocybin appears to enhance connectivity within
brain networks associated with emotional and self-
referential processing,®” potentially fostering a
broader sense of self and interconnectedness. This
enhanced connectivity may enable patients to
reframe their traumatic experiences and gain a
deeper understanding of the contexts in which
those events occurred. Similarly, self-blame, help-
lessness and feelings of worthlessness further
exacerbate the condition by reinforcing negative
self-perceptions.88:39 Psilocybin has been shown to
facilitate emotional breakthroughs and may reduce
the use of maladaptive defences including experi-
ential avoidance.5>%2 The immersive altered state
induced by psilocybin, characterised by height-
ened and novel sensory perception, enhanced
introspection, profound emotional experiences,
and a dissolution of ego boundaries may support
patients to directly and indirectly confront and
process a range of avoided memories and effects in
a safe, trustworthy and controlled therapeutic set-
ting. In turn, this process can potentially lead to a
reduction in avoidance behaviours and dissocia-
tive symptoms, allowing for more effective engage-
ment with trauma material.

Challenging negative cognitive appraisals and
harmful self-narratives

Subjective narratives of traumatic experiences can
become central to patients’ identities, negatively
shaping their perceptions of themselves, others
and the world.?%°! Trauma-related narratives are
characterised by persistent negative affect and
cognitions, including catastrophic thinking,
worthlessness and hopelessness. Over time, these
narratives can form and solidify an implicit trauma
identity,%2-9¢ making it difficult for patients to sep-
arate their sense of self from their traumatic past.
Therefore, trauma narratives and self-narratives
may converge into a singular, intertwined negative
self-image and identity. Interpersonal TE, includ-
ing childhood sexual abuse and domestic violence
can also involve betrayal, manipulation and
secrecy.?>-2¢ Patients report high shame and inter-
personal distrust that may further consolidate neg-
ative self-referent cognitions, adversely impacting
patients’ capacity to form and maintain relation-
ships.97:98 Leading to significant psychosocial defi-
ciencies, traumatised patients report isolation and
withdrawal.%%100

Psilocybin and other psychedelics could offer sev-
eral potentially beneficial mechanisms that may
benefit PTSD patients, including enhanced neu-
roplasticity.191 More specifically, psilocybin treat-
ment may help disrupt harmful, trauma-related
self-narratives by promoting cognitive flexibility
and insight. For example, the mystical and tran-
scendental experiences reportedly induced by psil-
ocybinl!%2 can lead to a re-evaluation of self-identity
and a renewed sense of purpose and meaning.
Potentially facilitating an expanded sense self and
beliefs about self, others and the world, these
experiences may be able to help patients develop
more adaptive and positive self-narratives.
Similarly, psychedelics may also disrupt rigid cog-
nitive patterns and negative self-appraisals, includ-
ing guilt and shame, that maintain PTSD.71:103,104
By promoting psychological flexibility and self-
compassion psilocybin may be able to help patients
reframe their experiences, reduce rumination, and
develop more adaptive beliefs about themselves
and the world. These cognitive shifts can be piv-
otal in breaking the cycle of negative thoughts and
behaviours that sustain PTSD.

Reducing dysfunctional psychosocial dynamics
PTSD often results in dysfunctional interpersonal
and psychosocial dynamics, including repeating
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painful relational patterns, shame, distrust, irrita-
bility, and social withdrawal. These dynamics are
marked by difficulties in forming and maintaining
healthy relationships and a pervasive sense of iso-
lation.!%5 These may be, in part, attributed to
relational traumatic re-enactments that involve
unconsciously recreating aspects of the trauma in
current relationships, leading to repeated cycles
of distress and conflict.1°¢ Distrust and irritability
further complicate interpersonal interactions,
while social withdrawal exacerbates feelings of
loneliness and alienation.!%7 Psilocybin and other
psychedelics have been found to enhance feelings
of connectedness to self, others and the natural
world, which can improve interpersonal and rela-
tional functioning.198-110 By fostering prosocial
interpersonal feelings and dynamics, including
empathy, compassion and a sense of belonging to
a broader community, spiritual traditions or the
land, psilocybin may help PTSD patients rebuild
interpersonal trust and develop healthier rela-
tional behaviours while reducing isolation and
social withdrawal. Furthermore, qualitative
reports from psychedelic trials across indications
suggest that a subset of participants experience
significant intrapersonal corrective shifts during
and after treatment sessions.?2 These participants
describe transformative moments in which they
can process unresolved interpersonal conflicts
and access new relational insights, leading to an
increased ability to view their relationships in
healthier and more constructive ways. For many
individuals adversely affected by interpersonal
forms of TE, these processes may facilitate a
sense of interpersonal resolution and understand-
ing that positively influences their current rela-
tionships and overall psychosocial functioning.

Safety and future research recommendations

As research advances in PTSD neurobiology,
there is also increasing recognition of how adverse
psychosocial factors contribute to trauma-related
conditions, including PTSD, C-PTSD and dis-
sociative disorders (REF). While preliminary
findings suggest psilocybin may hold therapeutic
potential in TE populations, ethical and safety
considerations remain paramount, particularly
given the lack of research specifically addressing
PTSD patients. Psilocybin treatment outcomes
are also influenced by non-pharmacological fac-
tors, such as treatment setting and rapport, which
have long been central to psychedelic ther-
apy.!11:112 Established principles in psychedelic
research emphasise set and setting alongside

structured preparatory and integration sessions to
improve safety and efficacy.!'> However, these
protocols may require adaptation to trauma-spe-
cific needs, as individuals with trauma histories
could face increased risks of affective dysregula-
tion, dissociation, and re-traumatisation in
immersive psychedelic experiences.

Given the largely unexplored role of psilocybin in
PTSD treatment, careful attention should be given
to factors that might shape treatment response,
including the nature of traumatic experiences (e.g.
interpersonal vs non-interpersonal trauma) and
pre-existing intrapersonal and psychosocial vulner-
abilities impacting functioning. While comparative
research is still lacking, trauma-informed adapta-
tions within existing protocols may help minimise
risk and enhance therapeutic outcomes. To
advance ethical research and clinical application,
this section identifies key safety parameters and
foundational recommendations, underscoring the
necessity of rigorous, trauma-sensitive protocols
that safeguard participant well-being while opti-
mising the potential benefits of psilocybin treat-
ment for trauma survivors.

Screening processes for patient trauma history
Implementing comprehensive, trauma-sensitive
screening protocols may enhance safety in psy-
chedelic therapy research. Childhood maltreat-
ment,interpersonalviolenceandnon-interpersonal
trauma are closely linked to difficult-to-treat con-
ditions such as personality, mood, anxiety, and
substance use disorders.!14115 The impact of TE
varies: childhood maltreatment is associated with
a higher risk of mood and anxiety disorders, while
lifetime interpersonal trauma appears to increase
susceptibility to substance use disorders.!1® Given
this variability, psychedelic screening approaches
should consider how different trauma types influ-
ence personality organisation, affect regulation,
and attachment patterns to improve patients’
experience. Investigators are increasingly recog-
nising individual differences in psychedelic treat-
ment outcomes.!13117  Therefore, integrating
trauma-sensitive screening methods may help
identify patients with unresolved distress, assess-
ing not only medical eligibility but also psycho-
logical suitability and readiness. Below, we outline
key considerations for enhancing patient safety.

Single event adult trauma versus cumulative child-
hood trauma. Cumulative childhood trauma
(CCT) is often associated with more severe and
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persistent symptomatology, including affect dys-
regulation, chronic shame, identity fragmentation
and interpersonal difficulties.!18119 Traditional
PTSD treatments, particularly exposure-based
approaches, may not always address these com-
plexities, potentially leading to an inadequate treat-
ment response and increasing the risk of
retraumatisation.®” Additionally, many diagnostic
frameworks do not fully account for neurobiologi-
cal dysregulation or the developmental conse-
quences of early trauma, highlighting the need for
phase-based stabilisation before engaging in
trauma processing. In contrast, single-event adult
trauma (SEAT), while deeply impactful, tends to
present with less complex psychopathology.
Although survivors may experience hyperarousal,
intrusive memories, and avoidance, their self-
structure is often more intact.®” Distinguishing
between CCT and SEAT can enhance safety by
tailoring interventions to the unique needs of each
population. CCT survivors may benefit from a
gradual, stabilisation-focused approach during
preparation, aimed at addressing disturbances in
self-organisation and difficulties with establishing
rapport. In contrast, SEAT survivors are often bet-
ter positioned to engage in trauma processing more
directly and with fewer preparatory requirements.

Timing and readiness for trauma-focused inter-
ventions. The timing of intervention plays a key
role in PTSD treatment.!20 Clinical guidelines
emphasise the importance of assessing symptom
persistence to distinguish transient stress
responses from chronic psychopathology. The
UK’s NICE guidelines recommend a period of
watchful waiting for mild cases within the first
4 weeks, followed by reassessment to monitor nat-
ural recovery,!2! while in the US, early interven-
tion is encouraged for acute stress disorder to
reduce the likelihood of PTSD progression.!?2
Factors influencing treatment readiness include
symptom severity, the likelihood of natural recov-
ery, psychological preparedness and social sup-
port. A phase-based stabilisation approach may
be particularly relevant for individuals experienc-
ing ongoing trauma exposure (e.g. domestic vio-
lence, active military deployment) or acute safety
concerns, such as suicidality or self-harm. For
psilocybin treatment, evaluating trauma recency,
frequency and dissociative symptoms could be
important in determining suitability. Patients with
recent trauma (within 6—12 months) may not yet
be in a sufficiently stable psychological state to
engage with the potentially intense experiential
nature of the treatment. Screening should also

consider ongoing legal conduct and a thorough
evaluation of the patient’s current psychosocial
support system, including whether they have dis-
closed their traumatic experiences to significant
others and whether there is an ongoing risk of TE.

Promoting safety through trauma-informed prepa-
ration. Trauma-focused preparation practices
may help improve safety and readiness for psilocy-
bin treatment. In addition to standard psychedelic
trial protocols (e.g. rapport-building, psychoedu-
cation, grounding techniques, intention-setting),
trauma-specific preparation could include:

e Psychoeducation: Providing information
on the neurobiological effects of trauma,
including activation of the fight-flight-
freeze response and its impact on the amyg-
dala, hippocampus and prefrontal cortex,
may help participants normalise their symp-
toms and reduce self-stigma. Given that
relational distrust and anxiety about access-
ing care are common among trauma survi-
vors,?8123 explicit communication from the
treatment team regarding safety, bounda-
ries, and treatment procedures may foster a
greater sense of security. Psychoeducation
should also emphasise that psilocybin treat-
ment differs from other treatments, as it
encompasses a wide range of subjective
experiences. While some participants may
engage directly with trauma-related con-
tent, others may primarily encounter affec-
tive, somatic and/or non-dual states without
specific memory recall. Setting clear expec-
tations about this variability may reduce
fear and enhance trust in the process. To
promote safety, investigators should
encourage patients to remain present with
their subjective experiences without actively
guiding them towards traumatic memory
retrieval unless such material emerges
organically. Given the early stage of research
into PTSD and psychedelic therapy, a non-
directive, patient-centred approach may
help prevent distress and minimise the risk
of retraumatisation. Avoiding overtly expo-
sure-based methods will allow for contin-
ued exploration of how PTSD patients
respond to psilocybin treatment, balancing
engagement with trauma-related material
while ensuring that the process remains
non-coercive and empowering.

e Boundary setting and safety planning:
For TE individuals, disruptions in boundary
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formation can contribute to heightened vigi-
lance, distrust or dependency.'?* During
treatment, attachment-related responses
may present as excessive reassurance-seek-
ing, difficulties with autonomy, or with-
drawal in response to perceived relational
threats.!25> To mitigate these risks, investiga-
tors should establish clear role definitions,
ethical boundaries, and scope of support,
ensuring that participants understand the
distinction between clinical trials and stand-
ard psychiatric care. Investigators should
encourage participants to articulate specific
trauma-related needs or concerns, treatment
expectations, and understand the study limi-
tations, particularly in relation to long-term
mental health care. Furthermore, clarifying
the differentiation between clinical research
protocols and community-based psychiatric
services may prevent misinterpretation of
therapeutic boundaries and reduce the
likelihood of reactivating attachment-related
distress. Implementing structured bound-
ary-setting measures can support treatment
adherence, minimise distress, and facilitate a
more stable therapeutic engagement
throughout the intervention. Lastly, the
treatment environment should be designed
to reduce risks of retraumatisation. A calm-
ing and secure physical setting is essential,
allowing patients to explore their reactions in
a supportive environment. Particular atten-
tion should be paid to ensuring the setting is
free of objects, smells or other sensory stim-
uli that could inadvertently trigger associa-
tions with the participant’s index trauma.
Additionally, the therapists’ positioning dur-
ing sessions should be thoughtfully consid-
ered, with participants encouraged to express
preferences regarding therapist proximity to
optimise their sense of safety and comfort.

Personality and defence mechanisms:
Individual traits and psychological defences
may influence responses to psychedelic
experiences.!?¢ For instance, individuals
with high neuroticism could be more prone
to negative responses,!?? suggesting a need
for targeted preparation. Conversely, those
high in openness may benefit from expecta-
tion management to ensure their therapeu-
tic goals are well-aligned. Psychological
defences should be understood and dis-
cussed with TE patients as adaptive mecha-
nisms rather than pathological traits,
serving a role in maintaining psychological

stability following TE. Avoidance, control,
dissociation and hypervigilance often func-
tion as self-protective strategies and may
become particularly salient during psilocy-
bin treatment.!?8 Rather than being con-
ceptualised as barriers to safety and
meaningful treatment engagement, these
responses should be contextualised within
the individual’s trauma history and normal-
ised as part of their coping repertoire.
Encouraging patients to acknowledge and
explore these mechanisms within a struc-
tured, safe clinical environment may pro-
mote deeper engagement with the treatment
process.

Sex, gender, race and culturally based differences
in trauma. It may be equally important to
consider how sex, gender, race, and cultural back-
ground influence responses to traumatic experi-
ences and treatment choice and response.129-131
These variables can also influence perceptions of
and attitudes towards subjective experience of
psychedelics.?! In turn, psilocybin treatment
should be delivered with an awareness of these
factors as differences in neurobiological, psycho-
logical, and sociocultural responses to trauma
may alter how individuals experience both the
therapeutic process and its outcomes. Currently,
there is no empirical data to inform specific,
tailored approaches to psilocybin treatment that
account for these factors, and it is beyond
the scope of this review to provide detailed
recommendations. Nevertheless, with the aim of
enhancing safety and inclusivity in psilocybin
treatment protocols, we highlight these differ-
ences and offer brief and generalised examples of
how such variables might be addressed in clinical
research.

Sex and gender. While trauma can affect individ-
uals across all demographics, sex and gender
significantly influence trauma exposure, symp-
tomatology, and treatment responses.l?® Sex
refers to biological differences between males and
females, whereas gender encompasses social and
cultural roles, behaviours and identities.

Epidemiological studies indicate that men are
more likely to experience trauma overall, how-
ever, women have higher rates of interpersonal
trauma (e.g. physical abuse, sexual assault,
domestic violence), which carries the highest con-
ditional risk for PTSD.!32 Specifically, women
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survivors of sexual assault often experience guilt,
shame, anger, and self-recrimination, which can
affect treatment engagement.!33 Societal factors,
such as rape myths and victim-blaming, further
exacerbate distress, contributing to isolation and
demoralisation.!3* Additionally, women are more
likely to experience early-life trauma, which can
disrupt developmental processes and increase
their vulnerability to chronic trauma-related
disturbances.!?> Gender also influences PTSD
symptomatology and coping mechanisms.
Women may exhibit higher rates of depression,
dissociation, and somatic complaints, while men
more frequently present with anger, aggression,
and externalising behaviours, including substance
use disorders.!3® Socialisation patterns shape how
trauma is processed and expressed, with men
often discouraged from emotional vulnerability
and encouraged towards stoicism and self-reli-
ance.!3” These norms may delay help-seeking and
contribute to early dropout from PTSD treat-
ments, aligning with findings of higher attrition
rates among men.!38

Therefore, gender-responsive, trauma-informed
approaches may improve engagement and safety
in psilocybin treatment. Psychoeducation should
acknowledge gender differences in trauma
responses, helping to counter stigma, normalise
experiences, and reduce shame. This may foster
openness to altered states induced by psilocybin,
potentially increasing treatment receptivity.
Additionally,  therapist—participant  pairings
should be considered to minimise relational
dynamics that may contribute to destabilisation
or distress. Women survivors of sexual violence,
for example, may hesitate to express preferences
for a therapist’s gender, particularly when
assigned male therapists. Actively involving par-
ticipants in therapist selection and emphasising
psychological safety, clear boundaries and col-
laborative decision-making may enhance trust
and treatment engagement, particularly for those
with histories of prolonged interpersonal trauma.

LGBTQIA+ and BIPOC populations. LGBTQIA+
individuals face high rates of TE, mental health
challenges, and systemic discrimination, which
may foster distrust towards providers.!3%140 Racial
trauma profoundly impacts the mental, emotional
and physical health of Black, Indigenous and Peo-
ple of Colour (BIPOC) through systemic and
interpersonal racism. Black individuals experi-
ence disproportionate levels of anti-Black racism
(ABR), leading to psychological injuries with

symptoms resembling post-traumatic stress disor-
der (PTSD), such as nightmares, hypervigilance
and avoidance.!#! Furthermore, experimental tri-
als and psychedelic studies indicate substantial
underrepresentation of minorities and BIPOC
compared to non-Latino White populations,!42.143
emphasising the need for greater inclusion. To
address these barriers, culturally attuned recruit-
ment, assessment and retention strategies should
be implemented in psychedelic PTSD studies.44
Diversifying research teams to reflect partici-
pants’ cultural and identity backgrounds may fos-
ter trust and improve communication.!45 Research
protocols should also prioritise inclusivity by
adapting flyers and recruitment materials with
culturally relevant language and visuals, taking
into consideration attitudes towards psychedelics
and trauma to ensure they resonate with local,
diverse communities. Treatment settings should
be affirming and inclusive, incorporating gender-
neutral facilities and culturally representative art-
work, music and therapeutic approaches.!4>

Military veterans. Military veterans with PTSD
face distinct biopsychosocial challenges influ-
enced by combat trauma, military culture, and
pre-enlistment adversity.146:147 Despite increased
efforts to improve care, veterans engage in mental
health treatment at lower rates than civilians, cit-
ing stigma, mistrust, physical disabilities, and cul-
tural barriers.148:149 Some may also feel alienated
from civilian clinicians unfamiliar with military
culture, reinforcing reluctance to engage in ther-
apy.15% Additionally, the transition to civilian life
presents challenges, including identity loss, lone-
liness and moral injury, where perceived viola-
tions of personal ethics exacerbate guilt and
shame.151:152 Many veterans with PTSD also
experience chronic pain, psychiatric comorbidi-
ties and psychosocial dysfunction, further compli-
cating treatment, 153,154

To improve outcomes, clinicians should receive
training in military-specific trauma and moral
injury to build rapport and improve engage-
ment.!%> Including veteran peer mentors in trials
may foster trust and reduce stigma, encouraging
participation. Expanding telehealth options for
screening, preparation and integration can also
enhance accessibility, particularly for rural or
remote veterans. Furthermore, group therapy for-
mats and peer support may provide a scalable
approach to psilocybin treatment while reinforc-
ing camaraderie and peer support known to sup-
port treatment engagement among veterans. 156
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Taken together, the heterogeneity of TE and its
adverse impact on individuals’ biopsychological
makeup may significantly influence patient
responses to psychedelics. TE individuals may be
more vulnerable or sensitive to the adverse effects
associated with psychedelics, including transient
anxiety, confusion, or physical discomfort, poten-
tially leading to exacerbation of symptoms.
Therefore, incorporating detailed trauma histo-
ries into routine eligibility assessments in psyche-
delic studies can help identify individuals at risk
of disorder transitions and intervention suitabil-
ity, thereby enabling the customisation of psycho-
logical support offered to trial participants.

Trauma-sensitive informed consent

The emphasis on enhancing informed consent
processes is a response to the risk of retraumatisa-
tion and the possibility of destabilising and unpre-
dictable perceptual and psychological effects and
changes during and after psychedelic treatment.
TE may increase the potential for retraumatisa-
tion when accessing care by disrupting patients’
ability to trust and accurately assess danger, lead-
ing to relational distrust, impaired decision-mak-
ing and increased vulnerability to subsequent
victimisation.!>” The cyclical nature of TE and
retraumatisation, where each new traumatic event
may exacerbate the effects of previous ones,
underscores the need for interventions that priori-
tise the restoration of a clinically meaningful sense
of safety and the promotion of trust in self, others
and world. In turn, psychedelics can induce acute
perceptual changes, ego dissolution, and altered
metaphysical beliefs that may persist beyond the
immediate experience.!>%15° Such experiences,
while therapeutic for some, can also be disturbing
and disorienting, potentially leading to adverse
outcomes, including increased suicidal ideation,
elevated anxiety or persistent perceptual distur-
bances.1%0 Together, there may be a heightened
risk of TE patients to experience intensified feel-
ings of vulnerability, suggestibility and anxiety
before, during and after treatment. The lack of
research investigating the impact of TE on the
nature, trajectory and outcome of psychedelic
treatment underscores the importance of enhanced
informed consent in psychedelic research.

Enhanced informed consent processes that
address the potential adverse sequelae of TE
could help ensure that participants are fully aware
of the potential challenges, benefits, and the
unpredictable nature of psychedelic treatment.

To enhance informed consent processes,
researchers should consider adopting a variety of
approaches and best practices.161-164 These may
include thorough preparation that fosters trust,
dynamic consent, simplified language, digital
health tools, the breakdown of complex informa-
tion into smaller sections, and the use of visual
aids or interactive questioning to ensure compre-
hension. Participants should also be informed
about the potential for prolonged effects and the
variability in individual responses. Importantly,
TE is associated with impairments in attention,
memory, executive functions, and other cognitive
domains.!®> Therefore, continuous consent
should be obtained throughout psychedelic trials
of trauma-related conditions, especially since par-
ticipants’ cognitive capacities may modulate due
to the intense subjective effects catalysed by
psychedelics. Furthermore, as patients’ will have
likely attempted a range of standard treatments,
including medications and exposure-based, cog-
nitive behavioural therapies, it is important that
prospective participants fully understand and
agree to the novel, psychedelic treatment process.
Crucially, highlighting the rationale for the
deployed therapeutic approach and how it differs
from evidence-based PTSD treatments in terms
of processing of traumatic material may support
patients develop a sense of agency and autonomy,
rebuild trust in clinical teams and self, reduce
anticipatory anxiety, and foster a collaborative
interpersonal dynamic to promote safety out-
comes. By enhancing informed consent proce-
dures, tailored to the unique presentation of
traumatised individuals and the specific elements
of psychedelic treatment, researchers can uphold
ethical standards and mitigate the potential for
retraumatisation, potentially leading to psychiat-
ric destabilisation and adverse events.

Mitigating re-enactments and managing power
dynamics

The potential for re-enacting painful and unhelp-
ful relational dynamics during psychedelic treat-
ment may be heightened, especially in PTSD
patients. Re-enactments refer to processes of con-
scious and unconscious repetitions of past painful
or traumatic experiences in an individual’s every-
day life.1°¢ Trauma survivors may involuntarily
recreate situations that mirror their original
trauma, such as engaging in relational dynamics
or behaviours that repeat the adverse characteris-
tics of past, traumatic experiences. These re-
enactments in routine practice, if not properly
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managed, can lead to further psychiatric destabi-
lisation.16%:167 For instance, trauma survivors may
be at risk for retraumatisation, particularly in
therapeutic settings where power dynamics can
mirror past abuses. In healthcare, this can mani-
fest when clinicians unknowingly replicate
dynamics of abuse, such as minimising autonomy
or facilitating a maladaptive state of dependence.
The potential for adverse power dynamics is par-
ticularly enhanced in relationships where the cli-
nician holds significant authority, which can
inadvertently reinforce the patients’ sense of help-
lessness. This may be highly pertinent to psyche-
delic treatment, where trial participants are
significantly dependent on the clinical team for
safety due to the disorienting and powerful effects
of psychedelics.

To mitigate the potential for harmful re-enact-
ments and adverse relational power dynamics,
research teams should consider adopting practices
that prioritise patient autonomy and empower
survivors.!23 This includes ongoing sensitivity to
power imbalances, a collaborative approach to
goal setting, and ensuring that participants have a
subjective sense of control over the pace and direc-
tion of the intervention. Acknowledging power
differentials and the potential for intense treat-
ment processes, psychedelic research protocols
should address the limited and safe use of sup-
portive physical touch, elevated patient vulnera-
bility, and the importance of provider monitoring
and supervision. By addressing these factors,
researchers can create safer environments that
reduce the risk of retraumatisation.

Standardising care by promoting consistency

Manualised approaches to standard PTSD treat-
ments promote consistency and adherence to
evidence-based  psychological interventions,
enhancing treatment safety, effectiveness and
replicability.198 These structured treatment pro-
tocols guide clinicians through established proce-
dures and techniques, reducing variability and
improving patient outcomes in face of often chal-
lenging therapeutic processes. Similarly, robust
ethical and clinical guidelines in psychological
treatments are vital, safeguarding patient rights,
promoting transparency and providing a frame-
work for monitoring and supervision of clinicians
delivering care. Given the complexity and hetero-
geneity of PTSD symptomatology, coupled
with the largely unpredictable and potentially
challenging nature of psychedelic treatment,

encompassing participants’ subjective responses
to the elicited psychedelic effects, manualised
psychedelic treatment protocols and ethical
guidelines are essential for patient safety. The
uniformity of treatment protocols and ethical
guidelines offers a coherent clinical and theoreti-
cal framework, improving care delivery, enabling
meaningful clinical supervision and allowing for a
systematic approach to data analysis, crucial for
regulatory approval processes and monitoring.

However, across TE and non-TE patient popula-
tions, manualised psychological treatments are
not necessarily superior to non-manualised inter-
ventions.1%%-171 For example, the non- and self-
directed methods employed in various forms of
psychedelic therapy appear to provide unique
therapeutic opportunities that are not typically
available through standard, highly manualised
trauma-focused treatments.??2 Some patients may
benefit from more exploratory, psychodynamic,
interpersonal, psychospiritual or psychosocial
interventions as an adjunct to psilocybin treat-
ment. Nevertheless, given the novelty of psilocy-
bin research in PTSD, future trials should aim to
standardise therapeutic approaches that are first
and foremost responsive to psilocybin’s acute
effects while fostering participants’ sense of safety
and agency to enhance their capacity for inner
exploration and immersion in the psychedelic
experience.

Optimising clinical training

Specialist training of therapists supporting par-
ticipants in psychedelic studies is standard.!72173
In the context of traumatic stress, as psychedelic
treatment may evoke intense emotional responses
and enable access to previously avoided material,
without adequate training, providers may fail to
provide the necessary support during treatment,
unintentionally exposing patients to re-traumati-
sation and re-victimisation. To address these
challenges, supplementing current training proto-
cols with trauma-informed practices could sup-
port research teams and participants achieve
better safety outcomes. First, therapists would
benefit from a foundational understanding of the
wide-ranging adverse biopsychosocial effects of
TE, as well as how psychedelics may interact with
these processes. For example, providers should
be capable of providing support that acknowl-
edges the non-pathological function of trauma
responses, including experiential avoidance,
excessive need for control, anxiety reactions due
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to disturbing somatic states and interpersonal dis-
trust. Given, the broad phenomenological nature
of psychedelic states encompassing somatic,
interpersonal, psychological and spiritual dimen-
sions!7%175 and the inherent diversity of trauma
responses,!’® viewing these as potentially clini-
cally meaningful, treatment-catalysed processes
requiring exploration rather than elimination may
support participants engage with the more chal-
lenging psychosomatic states potentially involved
in treatment. Second, training of therapists and
clinical research organisations should emphasise
the development of strong, positive interpersonal
dynamics based on transparency, collaboration,
trust, safety and patient empowerment. Given
that PTSD patients often struggle with trust due
to forms of betrayal associated with interpersonal
forms of TE,!77 therapists and research sites must
be skilled in creating secure clinical environments
by providing predictable and consistent experi-
ences of care. This involves recognising and
responding to signs of distress arising from
adverse interpersonal dynamics as well as being
adept at stress management techniques, which
can help patients stay present and engaged during
difficult treatment sessions. Moreover, providers
should receive training in recognising and manag-
ing their own emotional responses to patients’
material. Regular mentoring or supervision, peer
debriefing and self-care practices should be inte-
gral components of training programs to help
therapists maintain their own mental health while
providing effective care to traumatised patients in
psychedelic trials.

Conclusion

The conceptualisation of PTSD in Figure 1 high-
lights the complex network of factors that sustain
the condition. Psilocybin may represent a poten-
tial novel therapeutic approach, facilitating the
disruption of maladaptive interpretative frame-
works related to self, others, and the world. By
targeting dysregulated fear responses, modulating
psychological defences, challenging harmful self-
narratives, and improving interpersonal dynamics
(Table 1), psilocybin treatment could enhance
existing PTSD interventions. However, current
evidence remains preliminary, largely drawn from
preclinical research and early-phase trials, neces-
sitating further investigation.

Future research should consider empirical valida-
tion of these hypotheses, focusing on the develop-
ment of trauma-informed protocols that prioritise

participant safety. Investigators may need to
address the impact of TE, refine informed consent
processes and adopt trauma-sensitive practices to
reduce risk and improve outcomes. It will also be
valuable to explore how trauma history and psy-
chopathology influence responses to psychedelics,
using psychometric tools and qualitative method-
ologies to assess the relationship between trau-
matic stress symptoms and psychedelic experiences.
The neurobiological, psychosocial and phenome-
nological dimensions discussed in this manuscript
could inform the design and delivery of structured
psychological support during psilocybin treatment.
This approach could enhance participant safety,
improve provider training and establish consistent
care practices across clinical research settings.
Further refinement of trauma-informed proce-
dures may improve feasibility and safety across
populations with varying PTSD subtypes.

Once sufficient safety and efficacy data have been
generated, future studies could explore integrat-
ing evidence-based interventions or traditional
psychotherapies with psilocybin treatment. These
interventions could be delivered in the weeks sur-
rounding the psilocybin treatment session, lever-
aging existing protocols and trained personnel to
improve access, enhance outcomes, and promote
standardisation in clinical practice. Developing
standardised protocols may also help identify pre-
dictors of treatment response and enable the crea-
tion of tailored, patient-centred treatment plans,
ultimately contributing to more effective and per-
sonalised care for individuals with PTSD.

Declarations

Ethics approval and consent to participate
Not applicable.

Consent for publication
Not applicable.

Author contributions

Nadav Liam Modlin: Conceptualisation;
Project administration; Visualisation; Writing —
original draft, Writing — review & editing.

Victoria  Williamson: Conceptualisation;
Resources; Writing — original draft; Writing —
review & editing.

Carolina Maggio: Conceptualisation; Resources;
Writing — original draft; Writing — review &
editing.

journals.sagepub.com/home/tpp


https://journals.sagepub.com/home/tpp

NL Modlin, V Williamson et al.

Joanne Stubley: Conceptualisation; Resources;
Writing — review & editing.

Sunstone Therapies. Carolina Maggio has
received consulting fees from Beckley Academy,
Entheon Biomedical and Compass Pathways.
N.K. is a current employee of subsidiaries of Compass
Pathways plc and owns shares, share options, and/or
restricted share units in Compass Pathways plc.
Compass Pathways plc did not contribute to the con-
tent and views expressed in this publication and did
not financially support the preparation of this publica-
tion. Any contribution to this publication made by
NK was done outside of his employee capacity at

Namik Kirlic: Conceptualisation; Resources;
Writing — review & editing.

Anthony Cleare: Conceptualisation; Supervi-
sion; Writing — review & editing.

James Rucker: Conceptualisation; Resources;
Supervision; Writing — review & editing.

Acknowledgements
None. Compass Pathways plc.
Funding Availability of data and materials

The authors received no financial support for the
research, authorship, and/or publication of this
article.

Competing interests

J.R.is an associate editor of Therapeutic Advances
in Psychopharmacology and an author of this
paper; therefore, the peer-review process was
managed by alternative members of the board
and the submitting editor had no involvement in
the decision-making process. *All authors except

Not applicable.

ORCID iDs

Nadav Liam Modlin

https://orcid.org/0000-

0002-3900-4354

Joanne Stubley

https://orcid.org/0000-0002-

4940-5848

Anthony Cleare

https://orcid.org/0000-0002-

6990-939X

James Rucker

https://orcid.org/0000-0003-

NK declare: No shareholdings in pharmaceutical 4647-8088
companies, No shareholdings in companies

developing psychedelics, and DrJ.R., Mr. N.L.M.

and Ms. C.M. provide services for the psychoac- References

tive trials group at King’s College London. The
psychoactive trials group at King’s College
London receives grant funding (received and
managed by King’s College London) from

1.

Kessler RC, Aguilar-Gaxiola S, Alonso ], et al.
Trauma and PTSD in the WHO world mental
health surveys. Eur ¥ Psychotraumatol 2017,
8(Suppl. 5): 1353383.

Compass Pathv'va'ys,. .Sup porting . Wounded 2. Friedman MJ, Resick PA, Bryant RA, et al.

Veterans, Multidisciplinary Association for Considering PTSD for DSM.5. D i

Psychedelic Studies, Beckley PsyTech and e s o - epress dmacty
Syc ) > y sy ¢ 2011; 28(9): 750-769.

National Institute for Health Research. Dr J.R. is .

supported by the U.K. National Institute for 3. Moller L, Augsburger M, Elklit A, et al.

Health Research (NIHR) via Clinician Scientist Tramlna“;;;qg“enge; ICD’IH PTE?,CIISIID(;H

Fellowship Awards to Dr. J.R. (CS-2017-17-007) Z‘i’;ngo‘;’;s Acm’zfsnch;a;?czrnzng;()- a1 (‘5).

and by the NIHR Biomedical Research Centre at 42 1g_ 431, > ’ '

South London, Maudsley National Health ' )

Service Foundation Trust, and King’s College 4. Nestgaard Rod A and Schmidt C. Complex

London. Dr. J.R. has attended trial-related meet- PTSD: what is the clinical utility of the

ings paid for by Compass Pathways, Ltd.; he has diagnosis?. Eur ¥ Psychotraumatol 20215 12(1):

consulted for Beckley PsyTech and Clerkenwell 2002028

Health; and he is employed by Sapphire Medical 5. Briere ], Agee E and Dietrich A. Cumulative

Clinics, a private medical clinic. Prof A.C. has trauma and current posttraumatic stress disorder

received honoraria for presentations and/or serv- status in general population and inmate samples.

ing on advisory boards from the following phar- Psychol Trauma 2016; 8(4): 439-450.

maceutical companies: Janssen, Lundbeck, 6. Krediet E, Bostoen T, Breeksema J, et al.

Allergan, and Livanova. N.L.M. has received
consulting fees from Compass Pathways PLC,
Small Pharma Ltd, Beckley Psytech Ltd and

Reviewing the potential of psychedelics for the
treatment of PTSD. Int ¥ Neuropsychopharmacol
2020; 23(6): 385-400.

journals.sagepub.com/home/tpp


https://journals.sagepub.com/home/tpp
http://tpp.sagepub.com
https://orcid.org/0000-0002-3900-4354
https://orcid.org/0000-0002-3900-4354
https://orcid.org/0000-0002-4940-5848
https://orcid.org/0000-0002-4940-5848
https://orcid.org/0000-0002-6990-939X
https://orcid.org/0000-0002-6990-939X
https://orcid.org/0000-0003-4647-8088
https://orcid.org/0000-0003-4647-8088

THERAPEUTIC ADVANCES in

Psychopharmacology

Volume 15

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

Cuijpers P, Miguel C, Ciharova M, et al.
Absolute and relative outcomes of
psychotherapies for eight mental disorders:

a systematic review and meta-analysis. World
Psychiarry 20245 23(2): 267-275.

Varker T, Jones KA, Arjmand HA, et al. Dropout
from guideline-recommended psychological
treatments for posttraumatic stress disorder:

a systematic review and meta-analysis. ¥ Affect
Disord Rep 2021; 4: 100093.

Burback L, Brult-Phillips S, Nijdam M]J, et al.
Treatment of posttraumatic stress disorder: a
state-of-the-art review. Curr Neuropharmacol
2024; 22(4): 557-535.

Stein DJ, Ipser JC, Seedat S, et al.
Pharmacotherapy for post-traumatic stress
disorder (PTSD). Cochrane Database Syst Rev
2022; 3: CD002795.

Berger W, Mendlowics MV, Marques-

Portella C, et al. Pharmacologic alternatives to
antidepressants in posttraumatic stress disorder: a
systematic review. Prog Neuropsychopharmacol Biol
Psychiarry 2009; 33(2): 169-180.

DePierro J, Lepow L, Feder A, et al. Translating
molecular and neuroendocrine findings in
posttraumatic stress disorder and resilience to novel
therapies. Biol Psychiatry 2019; 86(6): 454—463.

Albucher RC and Liberson I. Psychopharmaco-
logical treatment in PTSD: a critical review.
F Psychiatr Res 2002; 36(6): 355-367.

Cascade E, Kalali AH and Kennedy SH. Real-
world data on SSRI antidepressant side effects.
Psychiarry (Edgmont) 2009; 6(2): 16.

Krystal JH, Davis LL, Neylan TGC, et al. It is
time to address the crisis in the pharmacotherapy
of posttraumatic stress disorder: a consensus
statement of the PTSD psychopharmacology
working group. Biol Psychiatry 2017; 82(7):
e51-e59.

Calhoun CD, Stone K], Cobb AR, et al. The role
of social support in coping with psychological
trauma: an integrated biopsychosocial model for
posttraumatic stress recovery. Psychiatr Q 2022;
93(4): 949-970.

Vujanovic AA and Schnurr PP. Editorial overview:
advances in science and practice in traumatic
stress. Curr Opin Psychol 20175 14: iv—viii.

Wolfgang AS, Fonzo GA, Gray JC, et al. MDMA
and MDMA-assisted therapy. Am ¥ Psychiatry
2025; 182(1): 79-103.

O’Donnell KC, Okano L, Alpert M, et al.
The conceptual framework for the therapeutic
approach used in phase 3 trials of MDMA-

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

assisted therapy for PTSD. Front Psychol 2024;
15: 1427531.

Sisti D. Ethics in psychedelic science: promises
and responsibilities. ¥ Clin Psychopharmacol 2025;
45(1): 1-3.

Compass Pathways. Compass pathways
announces durable improvement in symptoms
through 12 weeks in open-label Phase 2 study of
COMP360 psilocybin in post-traumatic stress
disorder. Compass Pathways News & Events, 2024.

Modlin NL, Creed M, Sarang M, et al. Trauma-
informed care in psychedelic therapy research:

a qualitative literature review of evidence-

based psychotherapy interventions in PTSD

and psychedelic therapy across conditions.
Neuropsychiatr Dis Trear 2024; (20): 109-135.

Gasser P, Holstein D, Michel Y, et al. Safety and
efficacy of lysergic acid diethylamide-assisted
psychotherapy for anxiety associated with life-
threatening diseases. ¥ Nerv Ment Dis 2014;
202(7): 513-520.

Goodwin GM, Aaronson ST, Alvares O, et al.
Single-dose psilocybin for a treatment-resistant
episode of major depression. N Engl ¥ Med 2022;
387(18): 1637-1648.

Peck SK, Shao S, Gruen T, et al. Psilocybin
therapy for females with anorexia nervosa: a
phase 1, open-label feasibility study. Nat Med
2023; 29(8): 1947-1953.

Yehuda R and Lehrner A. Intergenerational
transmission of trauma effects: putative role of
epigenetic mechanisms. World Psychiatry 2018;
17(3): 243-257.

Jiang S, Postovit L, Cattaneo A, et al. Epigenetic
modifications in stress response genes associated
with childhood trauma. Front Psychiarry 2019; 10:
808.

Nelson CA and Gabard-Durnam L]J.

Early adversity and critical periods:
neurodevelopmental consequences of violating
the expectable environment. 7Trends Neurosci
2020; 43(3): 133-143.

Williamson C, Baumann J and Murphy D.
Adverse childhood experiences, military
adversities, and adult health outcomes among
female Veterans in the UK. ¥ Mil Ver Fam Health
2022; 8(2): 62-71.

Lanius RA, Vermetten E, Loewenstein R]J,

et al. Emotion modulation in PTSD: Clinical

and neurobiological evidence for a dissociative
subtype. Am ¥ Psychiarry. 20105 167(6): 640-647.

Bao W, Gao Y, Cao L, et al. Alterations in large-
scale functional networks in adult posttraumatic

journals.sagepub.com/home/tpp


https://journals.sagepub.com/home/tpp

NL Modlin, V Williamson et al.

stress disorder: a systematic review and meta-
analysis of resting-state functional connectivity
studies. Neurosci Biobehav Rev 2021; 131:
1027-1036.

32. Heim C, Schultebraucks K, Marmar CR, et al.
Neurobiological pathways involved in fear, stress,
and PTSD. Post-Traumatic Stress Disorder 2018;
(16): 331-352.

33. Motzkin JC, Philippi CL, Wolf RC, et al.
Ventromedial prefrontal cortex is critical for the
regulation of amygdala activity in humans. Biol
Psychiarry 2015; 77(3): 276-284.

34. Igbal J, Huang GD, Xue YX, et al. The neural
circuits and molecular mechanisms underlying
fear dysregulation in posttraumatic stress
disorder. Front Neurosci 20235 17: 1281401.

35. Foster JC, Hodges HR, Beloborodova A, et al.
Integrating developmental neuroscience with
community-engaged approaches to address
mental health outcomes for housing-insecure
youth: implications for research, practice, and
policy. Dev Cogn Neurosci 2024; (68): 101399.

36. Quadrelli S, Mountford C and Ramadan S.
Systematic review of in-vivo neuro magnetic
resonance spectroscopy for the assessment of
posttraumatic stress disorder. Psychiatry Res
Neuroimaging 2018; 282: 110-125.

37. Georgescu T and Nedelcea C. Pretrauma risk
factors and posttraumatic stress disorder symptoms
following subsequent exposure: Multilevel and
univariate meta-analytical approaches. Clin Psychol
Psychother 2024; 31(1): €2912.

38. McDonald P, Bryant RA, Silove D, et al. The

expectancy of threat and peritraumatic dissociation.

Eur ¥ Psychotraumatol 2013; 4(1): 21426.

39. Iacoviello BM and Charney DS. Psychosocial
facets of resilience: implications for preventing
posttrauma psychopathology, treating trauma
survivors, and enhancing community resilience.
Eur ¥ Psychotraumatol 2014; 5(1): 23970.

40. Ouhmad N, Deperrois R, El Hage W, et al.
Cognitive distortions, anxiety, and depression
in individuals suffering from PTSD. Int ¥ Ment
Health 20245 53(4): 336-352.

41. Wortmann JH, Park CL and Edmondson D.
Trauma and PTSD symptoms: does spiritual
struggle mediate the link? Psychol Trauma 2011;
3(4): 442.

42. Peres JF, Moreira-Almeida A, Nasello AG, et al.
Spirituality and resilience in trauma victims. ¥
Relig Health 2007; 46: 343-350.

43. Sinnott SM, Park CL and Huedo-Medina TB.
Cognitive coping reduces posttraumatic stress

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

symptoms, especially in the context of self-blame.
F Aggress Maltrear Trauma 2022; 31(8):
1108-1127.

Lanius R, Frewen P, Vermetten E, et al. Fear
conditioning and early life vulnerabilities: two
distinct pathways of emotional dysregulation and
brain dysfunction in PTSD. Eur ¥ Psychotraumatol
2010; 1(1): 5467.

Musetti A, Gori A, Michelini G, et al. Are
defense styles mediators between traumatic
experiences and maladaptive daydreaming? Curr
Psychol 2023; 42(30): 26683-26691.

Favaretto TC, Both LM, da Crus Benetti SP,

et al. Relationship between psychodynamic
functioning, defensive mechanisms and trauma in
patients with PTSD. Trends Psychiatry Psychother
2023; 17: 8.

Gomez de La Cuesta G, Schweiser S, Diehle

], et al. The relationship between maladaptive
appraisals and posttraumatic stress disorder: a
meta-analysis. Eur ¥ Psychotraumatol 2019; 10(1):
1620084.

Markowitz JC, Milrod B, Bleiberg K, et al.
Interpersonal factors in understanding and
treating posttraumatic stress disorder. ¥ Psychiatr
Pract 2009; 15(2): 133-140.

Fani N, Tone EB, Phifer ], et al. Attention bias
toward threat is associated with exaggerated fear
expression and impaired extinction in PTSD.
Psychol Med 2012; 42(3): 533-543.

Paunovic N, Lundh LG and Ost LG. Memory
bias for faces that are perceived as hostile by
crime victims with acute post-traumatic stress
disorder. Cogn Behav Ther 2003; 32(4): 203-214.

Zaretsky TG, Jagodnik KM, Barsic R, et al.
The psychedelic future of post-traumatic stress
disorder treatment. Curr Neuropharmacol 2024;
22(4): 636-635.

Roseman L, Haijen E, Idialu-Ikato K, et al.
Emotional breakthrough and psychedelics:
validation of the emotional breakthrough
inventory. ¥ Psychopharmacol 2019; 33(9):
1076-1087.

Davis AK, Barrett FS, So S, et al. Development
of the psychological insight questionnaire
among a sample of people who have consumed
psilocybin or LSD. ¥ Psychopharmacol 2021;
35(4): 437-446.

Barrett FS, Johnson MW and Griffiths RR.
Validation of the revised mystical experience
questionnaire in experimental sessions with
psilocybin. ¥ Psychopharmacol 20155 29(11):
1182-1190.

journals.sagepub.com/home/tpp


https://journals.sagepub.com/home/tpp
http://tpp.sagepub.com

THERAPEUTIC ADVANCES in

Psychopharmacology

Volume 15

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

Vollenweider FX and Preller KH. Psychedelic
drugs: neurobiology and potential for treatment
of psychiatric disorders. Nat Rev Neurosci 2020;
21(11): 611-624.

Siegel JS, Subramanian S, Perry D, et al.
Psilocybin desynchronizes the human brain.
Nature 2024; 632(8023): 131-138.

Jaster AM and Gonzalez-Maeso J. Mechanisms
and molecular targets surrounding the potential
therapeutic effects of psychedelics. Mol Psychiatry
2023; 28(9): 3595-3612.

Hayes SC, Law S, Malady M, et al. The
centrality of sense of self in psychological
flexibility processes: what the neurobiological and
psychological correlates of psychedelics suggest. ¥
Contextual Behav Sci 20205 15: 30-38.

Shafiee A, Arabzadeh Bahri R, Rafiei MA, et al.
The effect of psychedelics on the level of brain-
derived neurotrophic factor: A systematic review
and meta-analysis. ¥ Psychopharmacol. 2024;
38(5): 425-431.

Weiss F, Magnesa A, Gambini M, et al.
Psychedelic-induced neural plasticity: a
comprehensive review and a discussion of clinical
implications. Brain Sci 2025; 15(2): 117.

Krystal JH, Abdallah CG, Averill LA, et al.
Synaptic loss and the pathophysiology of PTSD:
implications for ketamine as a prototype novel
therapeutic. Curr Psychiatry Rep 20175 19: 1-11.

Zeifman R], Wagner AC, Monson CM,

et al. How does psilocybin therapy work? an
exploration of experiential avoidance as a putative
mechanism of change. ¥ Affect Disord 2023; 334:
100-112.

Kaluzna A, Schlosser M, Gulliksen Craste E,

et al. Being no one, being One: the role of ego-
dissolution and connectedness in the therapeutic
effects of psychedelic experience. ¥ Psychedel Stud
20225 6: 111-136.

Khan AJ, Bradley E, O’Donovan A, et al.
Psilocybin for trauma-related disorders. Disrupt
Psychopharmacol 2022; 56: 319-332.

Lebedev AV, Lovdén M, Rosenthal G, et al.
Finding the self by losing the self: neural
correlates of ego-dissolution under psilocybin.
Hum Brain Mapp 2015; 36(8): 3137-3153.

Vaid G and Walker B. Psychedelic
psychotherapy: building wholeness through
connection. Glob Adv Health Med 2022; 11:
2164957X221081113.

Meshkat S, Tello-Gerez T], Gholaminezhad F,

et al. Impact of psilocybin on cognitive function:
a systematic review. Psychiatry Clin Neurosci 2024;
78(12): 744-764.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

Sloshower J, Zeifman R], Guss ], et al.
Psychological flexibility as a mechanism of
change in psilocybin-assisted therapy for major
depression: results from an exploratory placebo-
controlled trial. Scz Rep 20245 14(1): 8833.

Zeifman R], Spriggs M], Kettner H, et al. From
relaxed beliefs under psychedelics (REBUS) to
revised beliefs after psychedelics (REBAS). Sci
Rep 2025; 15(1): 3651.

Watts R, Kettner H, Geerts D, et al. The Watts
Connectedness Scale: a new scale for measuring a
sense of connectedness to self, others, and world.
Psychopharmacology 20225 239(11): 3461-3483.

Agin-Liebes G, Nielson EM, Zingman M, et al.
Reports of self-compassion and affect regulation
in psilocybin-assisted therapy for alcohol use
disorder: an interpretive phenomenological
analysis. Psychol Addict Behav 2024; 38(1): 101.

Bhatt KV and Weissman CR. The effect of
psilocybin on empathy and prosocial behavior: a
proposed mechanism for enduring antidepressant
effects. Npj Ment Health Res 2024; 3(1): 7.

Tsigos C and Chrousos GP. Hypothalamic-
pituitary-adrenal axis, neuroendocrine factors and
stress. F Psychosom Res 20025 53(4): 865-871.

Schumacher S, Niemeyer H, Engel S, et al. HPA
axis regulation in posttraumatic stress disorder: a
meta-analysis focusing on potential moderators.
Neurosci Biobehav Rev 2019; 100: 35-57.

Neigh GN and Ali FF. Co-morbidity of PTSD
and immune system dysfunction: opportunities
for treatment. Curr Opin Pharmacol 20165 29:
104-110.

Vazquez-Leén P, Miranda-Paez A, Valencia-
Flores K, et al. Defensive and emotional
behavior modulation by serotonin in the
periaqueductal gray. Cell Mol Neurobiol 2023;
43(4): 1453-1468.

Corrigan FM, Lanius UF and Kaschor B. The
defense cascade, traumatic dissociation and the
self: a neuroscientific model. In: Dissociation and
the dissociative disorders. Abingdon: Routledge,
2022, pp. 587-601.

Fang S, Chung MC and Wang Y. The impact of
past trauma on psychological distress: the roles
of defense mechanisms and alexithymia. Front
Psychol 20205 11: 992.

Price JP. Cognitive schemas, defence mechanisms
and post-traumatic stress symptomatology.
Psychol Psychother 2007; 80(3): 343-353.

Orcutt HK, Reffi AN and Ellis RA. Experiential
avoidance and PTSD. In: Emotion in postiraumatic
stress disorder. London: Academic Press, 2020, pp.
409-436.

20

journals.sagepub.com/home/tpp


https://journals.sagepub.com/home/tpp

NL Modlin, V Williamson et al.

81. van der Hart O and Steele K. The theory of
trauma-related structural dissociation of the
personality. In: Dissociation and the dissociative
disorders. Routledge, 2022, pp. 263-280.

82. Huntjens R], Dorahy MJ and van Wees-Cieraad
R. Dissociation and memory fragmentation.
In: Cognitive behavioural approaches to the
understanding and treatment of dissociation.
Routledge, 2013, pp. 92-103.

83. Bromberg PM. Standing in the spaces: essays
on clinical process trauma and dissociation.
Routledge, 2014.

84. Selemon LD, Young KA, Crus DA, et al.
Frontal lobe circuitry in posttraumatic
stress disorder. Chronic Stress. 2019; 3:
2470547019850166.

85. Liberson I and Abelson JL. Context processing
and the neurobiology of post-traumatic stress
disorder. Neuron. 2016; 92(1): 14-30.

86. Maren S, Phan KL and Liberson I. The
contextual brain: implications for fear
conditioning, extinction and psychopathology.
Nat Rev Neurosci 20135 14(6): 417-428.

87. Stoliker D, Novelli L, Vollenweider FX, et al.
Neural mechanisms of resting-state networks
and the amygdala underlying the cognitive and
emotional effects of psilocybin. Biol Psychiatry,
96(1), 57-66, 2024.

88. Robinson MD, Hassija CM and Wellman JD.
Trauma-related shame, characterological self-
blame, and psychological outcomes among
sexual assault survivors. ¥ Loss Trauma 2024;
29(8): 1-20.

89. Leskela J, Dieperink M and Thuras P. Shame
and posttraumatic stress disorder. ¥ Trauma
Stress 2002; 15(3): 223-226.

90. Brown LA, Belli GM, Asnaani A, et al. A review
of the role of negative cognitions about oneself,
others, and the world in the treatment of PTSD.
Cognit Ther Res 2019; 43: 143—-173.

91. O’Kearney R and Perrott K. Trauma narratives
in posttraumatic stress disorder: a review. ¥
Trauma Stress 20065 19(1): 81-93.

92. Gomez de La Cuesta G, Schweiser S, Diehle
J, et al. The relationship between maladaptive
appraisals and posttraumatic stress disorder: a
meta-analysis. Eur J Psychotraumatol 2019; 10(1):
1620084.

93. Lindgren KP, Kaysen D, Wernts AJ, et al.
Wounds that can’t be seen: implicit trauma
associations predict posttraumatic stress
disorder symptoms. ¥ Behav Ther Exp Psychiatry
2013; 44(4): 368-375.

94. Lindgren KP, Jaffe AE, Kaysen D, et al.
Implicit trauma identity associations in

95.

96.

97.

98.

99.

100.

101.

102.

103.

104.

105.

treatment-seeking U.S. military personnel do

not predict or change in response to cognitive
processing therapy for PTSD. Psychol Trauma
2023; 15(4): 656-664.

Gomez JM, Lewis JK, Noll LK, et al. Shifting
the focus: Nonpathologising approaches

to healing from betrayal trauma through

an emphasis on relational care. ¥ Trauma
Dissociation 20165 17(2): 165-185.

Smith CP and Freyd JJ. Institutional betrayal.
Am Psychol 2014; 69(6): 575-587.

Stubley ] and Young L. Complex trauma: the
Tavistock model. Abingdon: Routledge, 2022.

Dolesal L and Gibson M. Beyond a trauma-
informed approach and towards shame-sensitive
practice. Humanit Soc Sci Commun 20225 9(1):
1-10.

Allen SF, Gilbody S, Atkin K, et al. The
associations among childhood trauma,
loneliness, mental health symptoms, and
indicators of social exclusion in adulthood: a UK
Biobank study. Brain Behav 2023; 13(4): ¢2959.

Muldoon OT, Haslam SA, Haslam C, et al.
The social psychology of responses to trauma:
social identity pathways associated with
divergent traumatic responses. Eur Rev Soc
Psychol 2019; 30(1): 311-348.

Lepow L, Morishita H and Yehuda R. Critical
period plasticity as a framework for psychedelic-
assisted psychotherapy. Front Neurosci 20215 15:
710004.

Griffiths RR, Johnson MW, Richards WA, et al.
Psilocybin-occasioned mystical-type experience
in combination with meditation and other
spiritual practices produces enduring positive
changes in psychological functioning and in trait
measures of prosocial attitudes and behaviors. ¥
Psychopharmacol 2018; 32(1): 49-69.

Mathai DS, Roberts DE, Nayak SM, et al.
Shame, guilt and psychedelic experience:
results from a prospective, longitudinal survey
of real-world psilocybin use. ¥ Psychoactive
Drugs. Epub ahead of print Feb 2025. DOI:
10.1080/02791072.2025.2461997.

Healy CJ, Lee KA and D’Andrea W. Using
psychedelics with therapeutic intent is
associated with lower shame and complex
trauma symptoms in adults with histories of
child maltreatment. Chronic Stress 2021; 5:
24705470211029881.

Monson CM, Fredman SJ and Dekel R.
Posttraumatic stress disorder in an interpersonal
context. In: Beck JG (ed) Interpersonal

processes in the anxiety disorders: Implications for

journals.sagepub.com/home/tpp

21


https://journals.sagepub.com/home/tpp
http://tpp.sagepub.com

THERAPEUTIC ADVANCES in
Psychopharmacology

Volume 15

106.

107.

108.

109.

110.

111.

112.

113.

114.

115.

116.

understanding psychopathology and trearment.
Washington, DC: American Psychological
Association, 2010. pp. 179-208.

Levy MS. A helpful way to conceptualise and
understand reenactments. ¥ Psychother Pract Res
1998; 7(3): 227.

Charuvastra A and Cloitre M. Social bonds and
posttraumatic stress disorder. Annu Rev Psychol
2008; 59(1): 301-328.

Forstmann M, Yudkin DA, Prosser AM,

et al. Transformative experience and social
connectedness mediate the mood-enhancing
effects of psychedelic use in naturalistic settings.
Proc Natl Acad Sci USA 2020; 117(5):
2338-2346.

Beaussant Y, Tarbi E, Nigam K, et al.
Acceptability of psilocybin-assisted group
therapy in patients with cancer and major
depressive disorder: qualitative analysis. Cancer
2024; 130(7): 1147-1157.

Kettner H, Gandy S, Haijen EC, et al. From
egoism to ecoism: psychedelics increase nature
relatedness in a state-mediated and context-
dependent manner. Int ¥ Environ Res Public
Health 2019; 16(24): 5147.

Borkel LF, Rojas-Hernandez J, Henriquez-
Hernandez LA, et al. Set and setting predict
psychopathology, wellbeing and meaningfulness
of psychedelic experiences: a correlational study.
Expert Rev Clin Pharmacol 20245 17(2): 165-176.

Carhart-Harris RL, Roseman L, Haijen E, et al.
Psychedelics and the essential importance of
context. ¥ Psychopharmacol 2018; 32(7): 725-731.

Modlin NL, Miller TM, Rucker JJ, et al.
Optimising outcomes in psilocybin therapy:
considerations in participant evaluation and
preparation. J Affect Disord 2023; 326: 18-25.

Copeland WE, Shanahan L, Hinesley ], et al.
Association of childhood trauma exposure
with adult psychiatric disorders and functional
outcomes. FAMA Nerw Open 2018; 1(7):
e184493.

McCall-Hosenfeld JS, Mukherjee S and Lehman
EB. The prevalence and correlates of lifetime
psychiatric disorders and trauma exposures

in urban and rural settings: results from the
national comorbidity survey replication
(NCS-R). PLoS One 2014;9(11): el12416.

Lippard ETC and Nemeroff CB. The
devastating clinical consequences of child abuse
and neglect: increased disease vulnerability and
poor treatment response in mood disorders. Am
F Psychiarry 2020; 177(1): 20-36.

117.

118.

1109.

120.

121.

122.

123.

124.

125.

126.

127.

128.

129.

Shadani S, Conn K, Andrews SB, et al.
Potential differences in psychedelic actions
based on biological sex. Endocrinology 2024;
165(8): bqae083.

Cloitre M, Stolbach BC, Herman JL, et al. A
developmental approach to complex PTSD:
childhood and adult cumulative trauma as
predictors of symptom complexity. ¥ Trauma
Stress 2009; 22(5): 399-408.

Maercker A, Cloitre M, Bachem R, et al.
Complex post-traumatic stress disorder. Lancet
2022; 400(10345): 60-72.

Nijdam M]J, Vermetten E and McFarlane AC.
Toward staging differentiation for posttraumatic
stress disorder treatment. Acta Psychiarr Scand
2023; 147(1): 65-80.

National Institute for Health and Care
Excellence (NICE). Post-traumatic stress
disorder: NICE guideline [NG116]. NICE,
2018. https://www.nice.org.uk/guidance/
ngl16/resources/posttraumatic-stress-disorder-
pdf-66141601777861

American Psychological Association (APA).
Clinical practice guideline for the treatment of
posttraumatic stress disorder (PTSD) in adults.
APA guideline development panel for the treatment of
PTSD. 2017. https://www.apa.org/ptsd-guideline.

Sweeney A, Filson B, Kennedy A, et al. A
paradigm shift: relationships in trauma-informed
mental health services. BfPsych Adv 2018;
24(5): 319-333.

Chu JA. Rebuilding shattered lives: treating complex
PTSD and dissociative disorders. John Wiley Sons,
Hoboken, NJ, 2011.

Fonagy P, Campbell C and Luyten P.
Attachment, mentalising and trauma: then (1992)
and now (2022). Brain Sci 2023; 13(3): 459.

Aday JS, Davis AK, Mitskovits CM, et al.
Predicting reactions to psychedelic drugs: a
systematic review of states and traits related to
acute drug effects. ACS Pharmacol Transl Sci
2021; 4(2): 424-435.

Barrett FS, Johnson MW and Griffiths RR.
Neuroticism is associated with challenging
experiences with psilocybin mushrooms. Pers
Individ Dif 2017; 117: 155-160.

Modlin NL, Stubley J, Maggio C, et al.

On redescribing the indescribable: trauma,
psychoanalysis and psychedelic therapy. Br ¥
Psychother 2023; 39(3): 551-572.

Christiansen DM and Berke ET. Gender-and
sex-based contributors to sex differences in
PTSD. Curr Psychiatry Rep 20205 22: 1-9.

22

journals.sagepub.com/home/tpp


https://journals.sagepub.com/home/tpp
https://www.nice.org.uk/guidance/ng116/resources/posttraumatic-stress-disorder-pdf-66141601777861
https://www.nice.org.uk/guidance/ng116/resources/posttraumatic-stress-disorder-pdf-66141601777861
https://www.nice.org.uk/guidance/ng116/resources/posttraumatic-stress-disorder-pdf-66141601777861
https://www.apa.org/ptsd-guideline

NL Modlin, V Williamson et al.

130.

131.

132.

133.

134.

135.

136.

137.

138.

139.

140.

141.

Bryant-Davis T. The cultural context of trauma
recovery: Considering the posttraumatic stress
disorder practice guideline and intersectionality.
Psychotherapy 2019; 56(3): 400.

Hanshaw BD, Fusunyan M, Anderson CT,

et al. Psychedelic-assisted therapy among sexual
and gender minority communities. Nar Ment
Health. Epub ahead of print May 2024. DOI:
DOI:10.1038/s44220-024-00252-y.

Benjet C, Bromet E, Karam EG, et al. The
epidemiology of traumatic event exposure
worldwide: results from the World Mental
Health Survey Consortium. Psychol Med 2016;
46(2): 327-343.

Cowan A, Ashai A and Gentile JP. Psychotherapy
with survivors of sexual abuse and assault. Innov
Clin Neurosci 2020; 17(1-3): 22-26.

Mellen EJ, Kim DY, Edenbaum ER, et al. The
psychosocial consequences of sexual violence
stigma: A scoping review. Trauma Violence Abuse
2024. Advance online publication. https://doi.
org/10.1177/15248380241279860

Westfall NC and Nemeroff CB. The
preeminence of early life trauma as a risk factor
for worsened long-term health outcomes in
women. Curr Psychiatry Rep 2015; 17: 1-18.

Rosenfield S. Gender and dimensions of the self:
implications for internalising and externalising
behavior. In: Frank E (ed.) Gender and its effects
on psychopathology. Washington, DC: American
Psychiatric Publishing, Inc., 2000, pp. 23-36.

Gough B and Novikova 1. Mental health, men
and culture: how do sociocultural constructions of
masculinities relate to men’s mental health help-
seeking behaviour in the WHO European Region?.
Copenhagen: WHO Regional Office for Europe,
2020.

Irish LA, Fischer B, Fallon W, et al. Gender
differences in PTSD symptoms: an exploration
of peritraumatic mechanisms. ¥ Anxiety Disord
2011; 25(2): 209-216.

Marchi M, Travascio A, Uberti D, et al.
Post-traumatic stress disorder among LGBTQ
people: a systematic review and meta-analysis.
Epidemiol Psychiatr Sci 2023; 32: e44.

Pellicane MJ and Ciesla JA. Associations
between minority stress, depression, and suicidal
ideation and attempts in transgender and gender
diverse (TGD) individuals: systematic review
and meta-analysis. Clin Psychol Rev 2022; 91:
102113.

Jean PL, Lockett GM, Bridges B, et al.
Addressing the impact of racial trauma on black,

142.

143.

144.

145.

146.

147.

148.

149.

150.

151.

152.

indigenous, and People of Color’s (BIPOC)
mental, emotional, and physical health through
critical consciousness and radical healing:
recommendations for mental health providers.
Curr Treat Options Psychiatry 20235 10(4):
372-382.

Lam PC, Simpson D, John DA, et al.
Differential engagement by race/ethnicity in
experimental trials of mental health treatment
interventions: a systematic review. ¥ Clin
Psychiarry 2022; 83(6): 42782.

Thrul ] and Garcia-Romeu A. Whitewashing
psychedelics: racial equity in the emerging field
of psychedelic-assisted mental health research
and treatment. Drugs Educ Prev Policy 2021;
28(3): 211-214.

Haft SL, Downey AE, Raymond-Flesch M,

et al. A systematic review of participant diversity
in psychedelic-assisted psychotherapy trials.
Psychiatry Res 2025; 345: 116359.

Michaels TI, Purdon J, Collins A, et al.
Inclusion of people of color in psychedelic-
assisted psychotherapy: a review of the literature.
BMC Psychiarry 2018; 18(1): 1-14.

Gates MA, Holowka DW, Vasterling JJ, et al.
Posttraumatic stress disorder in veterans and
military personnel: epidemiology, screening,
and case recognition. Psychol Serv 20125 9(4):
361-370.

Diehle J, Williamson V and Greenberg N. Out
of sight out of mind: an examination of mental
health problems in UK military reservists and
veterans. ¥ Ment Health 2021; 30: 601-606.

Randles R and Finnegan A. Veteran help-

seeking behaviour for mental health issues:
a systematic review. BM¥ Mil Health 2022;
168(1): 99-104.

Sharp ML, Fear N'T, Rona R]J, et al. Stigma

as a barrier to seeking health care among
military personnel with mental health problems.
Epidemiol Rev 20155 37(1): 144-162.

Larsson G, Nilsson S, Ohlsson A, et al. Military
veterans’ perception of quality of care following
international operations. Cogent Psychol 2024;
11(1): 2306770.

Mobbs MC and Bonanno GA. Beyond war and
PTSD: the crucial role of transition stress in the
lives of military veterans. Clin Psychol Rev 2018;
59: 137-144.

Williamson V, Murphy D, Aldridge V, et al.
Development of an intervention for moral injury-
related mental health difficulties in UK military
veterans: a feasibility pilot study protocol. Eur ¥
Psychotraumatol 2022; 13(2): 2138059.

journals.sagepub.com/home/tpp

23


https://journals.sagepub.com/home/tpp
http://tpp.sagepub.com
https://doi.org/10.1177/15248380241279860
https://doi.org/10.1177/15248380241279860

THERAPEUTIC ADVANCES in

Psychopharmacology Volume 15

153. Thompson JM, Chiasson R, Loisel P, et al. 166. Orner RJ and Stols P. Making sense of repetition
A sailor’s pain: Veterans’ musculoskeletal phenomena by integrating psychotraumatology
disorders, chronic pain, and disability. Can Fam and psychodynamic psychotherapy. ¥ Trauma
Physician 2009; 55(11): 1085-1088. Stress 2002; 15: 465-471.

154. Williamson V, Stevelink SA, Greenberg K, 167. Cramer MA, Osherson S and Hatcher SL.
et al. Prevalence of mental health disorders in Re-enactments in their developmental context.
elderly US military veterans: a meta-analysis and Psychodyn Pract 20165 22(2): 120-130.
systematic review. Am § Geriatr Psychiatry 2018; .

26(5): 534-545. 168. Watkins LE, Sprang KR and Rothbaum BO.
Treating PTSD: a review of evidence-based

155. Wolfgang AS and Hoge CW. Psychedelic- psychotherapy interventions. Front Behav
assisted therapy in military and veterans Neurosci 2018; 12: 258.
healthcare systems: clinical, legal, and )
implementation considerations. Curr Psychiatry 169. Ben1§h SG, Imel SE and Wampold BE. T.he
Rep 2023; 25(10): 513-532. relative efficacy of bona fide psychotherapies for

treating post-traumatic stress disorder: a meta-

156. Skiles Z, Dixon J, Friedrich D, et al. Peer analysis of direct comparisons. Clin Psychol Rev
support and psychedelics. ¥ Mil Vet Fam Health 2008; 28(5): 746-758.

2023. Epub ahead of print December 2023.
DOTI: 10.3138/jmvfth-2023-0008. 170. Truijens F, Stihlke-van Hulsen L and Vanheule
S. To manualise, or not to manualise: Is

157. Sweeney A and Taggart D. (Mis) understanding that still the question? a systematic review of
trauma-informed approaches in mental health. empirical evidence for manual superiority in
J Ment Health 2018; 27(5): 383-387. psychological treatment. ¥ Clin Psychol 2019;

158. Aday JS, Mitskovits CM, Bloesch EK, et al. 75(3): 329-343.

Long-term effects of psychedelic drugs: a 171. Krakau L, Ernst M, Hautsinger M, et al.
systematic review. Neurosci Biobehav Rev 2020; Childhood trauma and differential response
113: 179-189. to long-term psychoanalytic versus cognitive-

159. Johnstad PG. Day trip to hell: a mixed methods behavioural thera;?y for chronic depression in
study of challenging psychedelic experiences. adults. Br j Psychiatry 2024; 225: 446-453.

J Psychedel Stud 20215 5(2): 114-127. 172. Phelps J. Training psychedelic therapists. In:

160. Palitsky R, Kaplan DM, Perna J, et al. A Advances in psychedelic medicine: state of the art
framework for assessment of adverse events therapeutic applicarions. Santa Barbara, USA:
occurring in psychedelic-assisted therapies. Praeger Books, 2019, pp. 274-294.

J Psychopharmacol 2024; 38(8): 690-700. 173. Tai SJ, Nielson EM, Lennard-Jones M, et al.

161. Marks M, Brendel RW, Shachar C, et al. Development and evaluation of a therapist
Essentials of informed consent to psychedelic training program for psilocybin therapy for
medicine. YAMA Psychiatry 2024; 81(6): treatment-resistant depression in clinical
611-617. research. Front Psychiatry 20215 12: 586682.

162. Lee A, Rosenbaum D and Buchman DS. 174. Preller KH and Vollenweider FX.

Informed consent to psychedelic-assisted Phenomenology, structure, and dynamic of
psychotherapy: ethical considerations. Can ¥ psychedelic states. Curr Top Behav Neurosci
Psychiarry 20245 69(5): 309-313. 2018; 36: 221-256.

163. Jacobs E. Transformative experience and 175. Miceli McMillan R and Fernandez AV.
informed consent to psychedelic-assisted Understanding subjective experience in
psychotherapy. Front Psychol 2023; 14: 1108333. psychedelic-assisted psychotherapy: the need

for phenomenology. Aust N Z ¥ Psychiatry 2023;

164. Appelbaum PS. Informed consent to psychedelic 57(6): 783-788.
treatment—a work in progress. ¥AMA Psychiatry
2024; 81(6): 543-544. 176. McNally R]. Psychological mechanisms in acute

response to trauma. Biol Psychiarry 20035 53(9):

165. Woon FL, Farrer T], Braman CR, et al. A meta- 779-788.

Visit Sage journals online analysis of the relationship between symptom
journals.sagepub.com/ severity of posttraumatic stress disorder and 177. Gobin RL and Freyd JJ. The impact of betrayal

home/tpp

S Sage journals

executive function. Cogn Neuropsychiatry 2017;
22(1): 1-16.

trauma on the tendency to trust. Psychol Trauma
2014; 6(5): 505.

24

journals.sagepub.com/home/tpp


https://journals.sagepub.com/home/tpp
https://journals.sagepub.com/home/tpp
https://journals.sagepub.com/home/tpp

