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Introduction
Post-traumatic stress disorder (PTSD) remains a 
significant global mental health issue, affecting 
millions.1 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.2 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.3 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.4 Trauma survivors frequently experience 
cumulative trauma across their lifespan, leading 
to widespread biopsychosocial dysfunction that 
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necessitates a nuanced understanding and 
approach to treatment.5

Despite advancements in understanding the 
development and maintenance of PTSD, effec-
tive treatment remains elusive for many patients.6 
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.7 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.8 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%.9

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%.11 SSRIs have been criticised 
as being ill-suited for PTSD treatment in gen-
eral.12 Additionally, side effects such as sexual 
dysfunction, weight gain, and gastrointestinal 
issues can limit their tolerability and adherence.13 
SSRIs may also exacerbate symptoms, including 
insomnia, suicidality and agitation in some 
patients.14 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.15 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.16,17 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.18 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.19 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.20 Nonetheless, reapplication 
remains possible with additional supporting 
evidence.

To date, only one psilocybin treatment in PTSD 
study has been conducted.21 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,22 including end-of-life 
anxiety,23 treatment-resistant depression24 and 
anorexia nervosa.25 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.27 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.28 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.29

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.30

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.31 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.33 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.34 These disruptions are further com-
pounded by alterations in white matter tracts, 
such as the cingulum bundle and uncinate fas-
ciculus.35 This in turn may diminish connectivity 
between key brain regions, potentially weakening 
top-down affective regulation and amplifying fear 
responses.35 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,36 further 
exacerbating neurocognitive deficits.

Psychosocially, pretrauma variables including 
gender, age, educational attainment, and baseline 
cognitive adaptability appear to modulate PTSD 
risk and burden37 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.39

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.40 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.41 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.42 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 psychopathology6,22 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,44 excessive use of psy-
chological defences,45,46 development of negative 
cognitive appraisals and harmful self-narratives47 
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and dysfunctional interpersonal dynamics.48 
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 stimuli)  
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.49 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.50 Amygdala hyperactivity, 
impaired hippocampal contextual processing and 
diminished prefrontal regulatory control51 may 
represent the neurobiological underpinnings of 
this pre-determined framework and may further 
reinforce its persistence. Furthermore, these  
processes perpetuate affective dysregulation, 

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.
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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. 
‘I 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.54 
Psilocybin is a selective partial agonist of the 
5-HT2A receptors, occasioning acute behav-
ioural and psychological effects55 and promoting 
default mode network (DMN) modulation, a net-
work of brain structures involved in self-referen-
tial processing and rumination.56 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 5HT-2A receptor.57 Furthermore, 
the pharmacological disruption of the DMN is 
thought to promote psychological flexibility.58 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.59 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.60 This 
hypothesis is lent credence by the known associa-
tion between trauma-related stress, hippocampal 
atrophy, and impaired neuroplasticity.61 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,62 
psilocybin also facilitates emotional break-
throughs, allowing patients to process repressed or 
previously avoided emotions.52 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.63 
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.22 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.44 
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.73 PTSD is 
characterised by distinct HPA axis dysregulation, 
including hypocortisolism, where reduced base-
line cortisol levels occur despite elevated cortico-
tropin-releasing hormone (CRH) concentrations.74 
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.75 Moreover, 
emerging evidence suggests that the periaque-
ductal grey (PAG) plays a critical role in mediating 
defensive reactions, particularly in dissociative 
subtypes of PTSD.76,77 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.51 Additionally, psilocybin may help bal-
ance activity in cortical-midline structures, poten-
tially strengthening the fronto-parietal control 
over amygdala reactivity51 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.51 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.78,79 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.80 
Furthermore, structural dissociation, a core fea-
ture of PTSD and trauma-related conditions,81 

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


NL Modlin, V Williamson et al.

journals.sagepub.com/home/tpp	 7

Ta
bl

e 
1.

 D
is

ru
pt

in
g 

P
TS

D
 in

 p
si

lo
cy

bi
n 

tr
ea

tm
en

t.

Ta
rg

et
in

g 
dy

sr
eg

ul
at

ed
 

bi
ol

og
ic

al
 fe

ar
 r

es
po

ns
es

P
ot

en
ti

al
 m

ec
ha

ni
sm

D
es

cr
ip

ti
on

M
od

ul
at

io
n 

of
 th

re
at

 
pe

rc
ep

tio
n 

an
d 

am
yg

da
la

 
re

ac
tiv

ity
51

• �
P

si
lo

cy
bi

n 
ap

pe
ar

s 
to

 r
ed

uc
e 

ex
ce

ss
iv

e 
at

tr
ib

ut
io

n 
of

 s
ig

ni
fic

an
ce

 to
 p

er
ce

iv
ed

 th
re

at
s 

by
 m

od
ul

at
in

g 
sa

lie
nc

e 
ne

tw
or

k 
co

nn
ec

tiv
ity

.
• �

P
si

lo
cy

bi
n 

al
so

 in
fl

ue
nc

es
 c

or
tic

al
-m

id
lin

e 
st

ru
ct

ur
es

, p
ot

en
tia

lly
 im

pr
ov

in
g 

fr
on

to
-p

ar
ie

ta
l r

eg
ul

at
io

n 
of

 th
e 

am
yg

da
la

 a
nd

 r
ed

uc
in

g 
hy

pe
rr

ea
ct

iv
ity

 to
 n

eg
at

iv
e 

st
im

ul
i.

• �
P

si
lo

cy
bi

n 
de

cr
ea

se
s 

am
yg

da
la

 a
ct

iv
ity

, i
m

pr
ov

in
g 

em
ot

io
na

l r
eg

ul
at

io
n 

an
d 

th
er

eb
y 

po
te

nt
ia

lly
 m

iti
ga

tin
g 

ex
ag

ge
ra

te
d 

fe
ar

 r
es

po
ns

es
 a

nd
 h

yp
er

ar
ou

sa
l i

n 
P

TS
D

.

 
En

ha
nc

em
en

t o
f 

pr
ef

ro
nt

al
-a

m
yg

da
la

 
co

nn
ec

tiv
ity

51

• �
P

si
lo

cy
bi

n 
m

ay
 e

nh
an

ce
 b

id
ir

ec
tio

na
l c

on
ne

ct
iv

ity
 b

et
w

ee
n 

th
e 

am
yg

da
la

 a
nd

 m
ed

ia
l p

re
fr

on
ta

l c
or

te
x 

(m
P

FC
), 

a 
m

ec
ha

ni
sm

 b
el

ie
ve

d 
to

 b
e 

cr
iti

ca
l f

or
 r

eg
ul

at
in

g 
em

ot
io

na
l r

es
po

ns
es

. I
m

pr
ov

ed
 c

on
ne

ct
iv

ity
 in

 th
is

 n
et

w
or

k 
co

ul
d 

fa
ci

lit
at

e 
m

or
e 

ef
fe

ct
iv

e 
to

p-
do

w
n 

m
od

ul
at

io
n 

of
 fe

ar
 r

es
po

ns
es

 a
nd

 c
on

tr
ib

ut
e 

to
 th

e 
re

st
or

at
io

n 
of

 e
m

ot
io

na
l 

re
gu

la
tio

n,
 w

hi
ch

 is
 o

ft
en

 d
is

ru
pt

ed
 in

 P
TS

D
.

 
• �

B
y 

po
te

nt
ia

lly
 s

tr
en

gt
he

ni
ng

 fu
nc

tio
na

l c
on

ne
ct

io
ns

 b
et

w
ee

n 
th

e 
m

P
FC

 a
nd

 li
m

bi
c 

st
ru

ct
ur

es
, s

uc
h 

as
 th

e 
am

yg
da

la
 

an
d 

hi
pp

oc
am

pu
s,

 p
si

lo
cy

bi
n 

m
ay

 h
el

p 
re

du
ce

 h
yp

er
vi

gi
la

nc
e,

 in
tr

us
iv

e 
m

em
or

ie
s,

 a
nd

 e
m

ot
io

na
l d

ys
re

gu
la

tio
n,

 
th

er
eb

y 
su

pp
or

tin
g 

m
or

e 
ad

ap
tiv

e 
em

ot
io

na
l p

ro
ce

ss
in

g 
an

d 
re

si
lie

nc
e.

 
Fa

ci
lit

at
io

n 
of

 fe
ar

 
ex

tin
ct

io
n 

an
d 

en
ha

nc
em

en
t o

f 
ne

ur
op

la
st

ic
ity

51

• �
P

si
lo

cy
bi

n 
m

ay
 p

ro
m

ot
e 

th
e 

ex
tin

ct
io

n 
of

 c
on

di
tio

ne
d 

fe
ar

 r
es

po
ns

es
, a

 p
ro

ce
ss

 c
on

si
de

re
d 

es
se

nt
ia

l f
or

 tr
au

m
a 

re
co

ve
ry

. P
re

cl
in

ic
al

 s
tu

di
es

 in
di

ca
te

 th
at

 p
si

lo
cy

bi
n 

co
ul

d 
en

ha
nc

e 
fe

ar
 e

xt
in

ct
io

n 
by

 in
fl

ue
nc

in
g 

m
ol

ec
ul

ar
 p

at
hw

ay
s 

as
so

ci
at

ed
 w

ith
 n

eu
ro

pl
as

tic
ity

 a
nd

 m
od

ul
at

in
g 

ac
tiv

ity
 w

ith
in

 fe
ar

-r
el

at
ed

 n
eu

ra
l n

et
w

or
ks

.

 
• �

P
si

lo
cy

bi
n 

ap
pe

ar
s 

to
 r

ed
uc

e 
am

yg
da

la
 r

ea
ct

iv
ity

, p
ot

en
tia

lly
 d

im
in

is
hi

ng
 th

e 
em

ot
io

na
l i

nt
en

si
ty

 o
f t

ra
um

a 
re

ca
ll.

 
N

eu
ro

im
ag

in
g 

fin
di

ng
s 

su
gg

es
t t

ha
t t

hi
s 

at
te

nu
at

io
n 

of
 a

m
yg

da
la

 h
yp

er
ac

tiv
ity

 m
ay

 im
pr

ov
e 

em
ot

io
na

l r
eg

ul
at

io
n,

 
cr

ea
tin

g 
op

po
rt

un
iti

es
 fo

r 
tr

au
m

a 
re

pr
oc

es
si

ng
 w

ith
 r

ed
uc

ed
 d

is
tr

es
s.

• �
P

si
lo

cy
bi

n 
ha

s 
be

en
 s

ho
w

n 
to

 in
cr

ea
se

 n
eu

ro
pl

as
tic

ity
 m

ar
ke

rs
, i

nc
lu

di
ng

 d
en

dr
iti

c 
gr

ow
th

 a
nd

 s
yn

ap
tic

 d
en

si
ty

, 
pa

rt
ic

ul
ar

ly
 in

 th
e 

pr
ef

ro
nt

al
 c

or
te

x.
 T

he
se

 c
ha

ng
es

 m
ay

 c
on

tr
ib

ut
e 

to
 th

e 
re

m
od

el
lin

g 
of

 n
eu

ra
l c

ir
cu

its
 in

vo
lv

ed
 in

 
em

ot
io

na
l m

em
or

y 
pr

oc
es

si
ng

 a
nd

 a
da

pt
iv

e 
re

gu
la

tio
n 

of
 tr

au
m

a-
re

la
te

d 
re

sp
on

se
s.

M
od

ul
at

in
g 

ex
ce

ss
iv

e 
us

e 
of

 
ps

yc
ho

lo
gi

ca
l d

ef
en

ce
s

P
ot

en
ti

al
 m

ec
ha

ni
sm

D
es

cr
ip

ti
on

 
M

iti
ga

tin
g 

av
oi

da
nc

e 
re

sp
on

se
s 

an
d 

be
ha

vi
ou

rs
62

,6
4

• �
P

si
lo

cy
bi

n 
m

ay
 p

ro
m

ot
e 

a 
th

er
ap

eu
tic

 s
ta

te
 th

at
 e

na
bl

es
 p

at
ie

nt
s 

to
 c

on
fr

on
t a

nd
 p

ro
ce

ss
 tr

au
m

a-
re

la
te

d 
m

at
er

ia
l 

pr
ev

io
us

ly
 a

vo
id

ed
.

 
• �

B
y 

re
du

ci
ng

 e
xp

er
ie

nt
ia

l a
vo

id
an

ce
 o

f t
ra

um
a-

re
la

te
d 

af
fe

ct
, s

om
at

ic
 s

ta
te

s,
 c

og
ni

tio
ns

, a
nd

 m
em

or
ie

s,
 p

si
lo

cy
bi

n 
m

ay
 s

up
po

rt
 p

at
ie

nt
s 

en
ga

ge
 w

ith
 h

ig
hl

y 
di

st
re

ss
in

g 
ex

pe
ri

en
ce

s 
in

 a
 s

af
e 

an
d 

co
nt

ro
lle

d 
se

tt
in

g.

 
A

dd
re

ss
in

g 
di

ss
oc

ia
tiv

e 
sy

m
pt

om
s51

,6
4

• �
B

y 
re

ca
lib

ra
tin

g 
ac

tiv
ity

 in
 th

e 
vm

P
FC

 a
nd

 d
A

C
C

, p
si

lo
cy

bi
n 

m
ay

 h
el

p 
re

du
ce

 d
is

so
ci

at
iv

e 
sy

m
pt

om
s 

su
ch

 a
s 

de
pe

rs
on

al
is

at
io

n 
an

d 
em

ot
io

na
l n

um
bi

ng
.

 
C

ou
nt

er
ac

tin
g 

de
ni

al
 a

nd
 

m
in

im
is

at
io

n
• �

P
si

lo
cy

bi
n 

m
ay

 a
tt

en
ua

te
 d

en
ia

l b
y 

en
ha

nc
in

g 
se

lf
-r

ef
er

en
tia

l p
ro

ce
ss

in
g 

in
 b

ra
in

 n
et

w
or

ks
 li

ke
 th

e 
de

fa
ul

t m
od

e 
ne

tw
or

k 
(D

M
N

).65

• �
P

ro
m

ot
in

g 
in

tr
os

pe
ct

io
n,

66
 th

is
 m

ay
 fa

ci
lit

at
e 

ac
ce

ss
 to

 s
up

pr
es

se
d 

tr
au

m
a-

re
la

te
d 

m
at

er
ia

l f
or

 p
at

ie
nt

s,
 fo

st
er

in
g 

ac
kn

ow
le

dg
em

en
t o

f t
he

ir
 li

ve
d 

ex
pe

ri
en

ce
 a

nd
 s

up
po

rt
in

g 
m

or
e 

ad
ap

tiv
e 

ps
yc

ho
lo

gi
ca

l p
ro

ce
ss

in
g.

(C
on

tin
ue

d)

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


Volume 15

8	 journals.sagepub.com/home/tpp

Therapeutic Advances in 
Psychopharmacology

C
ha

ll
en

gi
ng

 n
eg

at
iv

e 
co

gn
it

iv
e 

ap
pr

ai
sa

ls
 a

nd
 

ha
rm

fu
l s

el
f-

na
rr

at
iv

es

P
ot

en
ti

al
 m

ec
ha

ni
sm

D
es

cr
ip

ti
on

 
R

ed
uc

in
g 

ne
ga

tiv
e 

se
lf

-
re

fe
re

nt
 c

og
ni

tio
ns

• �
C

og
ni

tiv
e 

fl
ex

ib
ili

ty
 a

nd
 r

ec
al

ib
ra

tio
n:

 P
si

lo
cy

bi
n 

co
ul

d 
di

sr
up

t r
ig

id
 c

og
ni

tiv
e 

pa
tt

er
ns

 in
 th

e 
D

ef
au

lt
 M

od
e 

N
et

w
or

k 
(D

M
N

), 
re

du
ci

ng
 m

al
ad

ap
tiv

e 
be

lie
fs

 a
nd

 c
re

at
in

g 
an

 o
pt

im
al

 w
in

do
w

 fo
r 

co
gn

iti
ve

 r
es

tr
uc

tu
ri

ng
.67

• �
B

y 
en

ha
nc

in
g 

ps
yc

ho
lo

gi
ca

l f
le

xi
bi

lit
y,

68
 p

si
lo

cy
bi

n 
m

ay
 h

el
p 

pa
tie

nt
s 

br
ea

k 
cy

cl
es

 o
f r

um
in

at
io

n,
 a

lle
vi

at
in

g 
sh

am
e 

an
d 

se
lf

-b
la

m
e 

w
hi

le
 fo

st
er

in
g 

he
al

th
ie

r,
 m

or
e 

ad
ap

tiv
e 

se
lf

-p
er

ce
pt

io
ns

.

 
Ex

pa
nd

in
g 

se
ns

e 
of

 s
el

f 
an

d 
be

lie
fs

 a
bo

ut
 s

el
f, 

ot
he

rs
 a

nd
 th

e 
w

or
ld

69

• �
P

si
lo

cy
bi

n 
m

ay
 fa

ci
lit

at
e 

an
 e

xp
an

de
d 

se
ns

e 
of

 s
el

f, 
al

lo
w

in
g 

pa
tie

nt
s 

to
 r

e-
ev

al
ua

te
 a

nd
 r

ec
on

ce
pt

ua
lis

e 
th

ei
r 

id
en

tit
y 

be
yo

nd
 th

e 
co

ns
tr

ai
nt

s 
of

 tr
au

m
a.

• �
Th

is
 b

ro
ad

er
 p

er
sp

ec
tiv

e 
m

ay
 p

ro
m

ot
e 

th
e 

fo
rm

at
io

n 
of

 m
or

e 
ad

ap
tiv

e 
be

lie
fs

 a
bo

ut
 s

el
f, 

ot
he

rs
, a

nd
 th

e 
w

or
ld

.

 
D

is
ru

pt
in

g 
ri

gi
d 

an
d 

ha
rm

fu
l t

ra
um

a-
re

la
te

d 
se

lf
-n

ar
ra

tiv
es

 a
nd

 
im

pl
ic

it 
tr

au
m

a 
id

en
tit

y

• �
P

si
lo

cy
bi

n 
ap

pe
ar

s 
to

 fa
ci

lit
at

e 
sh

ift
s 

in
 p

er
sp

ec
tiv

e 
an

d 
de

ep
en

 in
si

gh
t, 

po
te

nt
ia

lly
 a

llo
w

in
g 

pa
tie

nt
s 

to
 r

e-
ev

al
ua

te
 

ri
gi

d 
tr

au
m

a-
re

la
te

d 
na

rr
at

iv
es

 th
at

 r
ei

nf
or

ce
 a

n 
im

pl
ic

it 
tr

au
m

a 
id

en
tit

y.

 
• �

B
y 

he
lp

in
g 

in
di

vi
du

al
s 

re
co

ns
id

er
 th

e 
re

la
tio

ns
hi

p 
be

tw
ee

n 
th

ei
r 

se
ns

e 
of

 s
el

f a
nd

 th
ei

r 
tr

au
m

at
ic

 e
xp

er
ie

nc
es

, 
ps

ilo
cy

bi
n 

co
ul

d 
re

du
ce

 th
e 

bu
rd

en
 o

f m
al

ad
ap

tiv
e 

se
lf

-p
er

ce
pt

io
n.

R
em

ed
ia

ti
ng

 d
ys

fu
nc

ti
on

al
 

in
te

rp
er

so
na

l a
nd

 
ps

yc
ho

so
ci

al
 d

yn
am

ic
s

P
ot

en
ti

al
 m

ec
ha

ni
sm

D
es

cr
ip

ti
on

 
En

ha
nc

in
g 

co
nn

ec
te

dn
es

s 
an

d 
re

la
tio

na
l 

fu
nc

tio
ni

ng
70

• �
P

si
lo

cy
bi

n 
m

ay
 h

el
p 

pa
tie

nt
s 

cu
lt

iv
at

e 
fe

el
in

gs
 o

f c
on

ne
ct

ed
ne

ss
 to

 s
el

f, 
ot

he
rs

, a
nd

 th
e 

br
oa

de
r 

w
or

ld
, p

ro
m

ot
in

g 
em

pa
th

y 
an

d 
a 

se
ns

e 
of

 b
el

on
gi

ng
.

• �
Th

es
e 

ef
fe

ct
s 

m
ay

 h
el

p 
P

TS
D

 p
at

ie
nt

s 
re

bu
ild

 in
te

rp
er

so
na

l t
ru

st
 a

nd
 d

ev
el

op
 h

ea
lt

hi
er

 r
el

at
io

na
l b

eh
av

io
ur

s 
an

d 
at

tit
ud

es
.

 
D

is
ru

pt
in

g 
pa

in
fu

l 
re

la
tio

na
l p

at
te

rn
s 

an
d 

re
bu

ild
in

g 
tr

us
t

• �
B

y 
in

cr
ea

si
ng

 s
el

f-
aw

ar
en

es
s 

an
d 

se
lf

-c
om

pa
ss

io
n,

71
 p

si
lo

cy
bi

n 
m

ay
 h

el
p 

pa
tie

nt
s 

re
co

gn
is

e 
re

pe
tit

iv
e 

pa
tt

er
ns

 o
f 

re
la

tio
na

l d
yn

am
ic

s.

 
• �

A
dd

iti
on

al
ly

, t
he

 tr
ea

tm
en

t p
ro

ce
ss

 m
ay

 p
ro

vi
de

 a
 p

os
iti

ve
 e

xp
er

ie
nc

e 
of

 c
ar

e 
in

 a
 v

ul
ne

ra
bl

e 
st

at
e,

 w
hi

ch
 m

ay
 h

el
p 

pa
rt

ic
ip

an
ts

 r
eb

ui
ld

 in
te

rp
er

so
na

l t
ru

st
 a

nd
 s

af
et

y.

 
R

ed
uc

in
g 

is
ol

at
io

n 
an

d 
so

ci
al

 w
ith

dr
aw

al
72

• �
P

si
lo

cy
bi

n’
s 

po
te

nt
ia

l p
ro

so
ci

al
 e

ff
ec

ts
 m

ay
 m

iti
ga

te
 s

oc
ia

l w
ith

dr
aw

al
 a

nd
 lo

ne
lin

es
s 

by
 fo

st
er

in
g 

a 
se

ns
e 

of
 

co
m

m
un

ity
 a

nd
 b

el
on

gi
ng

, w
he

th
er

 th
ro

ug
h 

in
te

rp
er

so
na

l r
el

at
io

ns
hi

ps
, b

ro
ad

er
 s

oc
ia

l i
nt

er
ac

tio
ns

, s
pi

ri
tu

al
 

pr
ac

tic
es

, o
r 

co
nn

ec
tio

n 
w

ith
 n

at
ur

e.
• �

Th
es

e 
sh

ift
s 

m
ay

 s
up

po
rt

 P
TS

D
 p

at
ie

nt
s 

to
 r

ei
nt

eg
ra

te
 in

to
 s

oc
ia

l n
et

w
or

ks
 a

nd
 p

ro
m

ot
e 

gr
ea

te
r 

ps
yc

ho
so

ci
al

 w
el

l-
be

in
g.

dA
C

C
, d

or
sa

l a
nt

er
io

r 
ci

ng
ul

at
e 

co
rt

ex
; P

TS
D

, P
os

t-
tr

au
m

at
ic

 s
tr

es
s 

di
so

rd
er

; v
m

P
FC

, v
en

tr
om

ed
ia

l p
re

fr
on

ta
l c

or
te

x.

Ta
bl

e 
1.

 (
C

on
tin

ue
d)

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


NL Modlin, V Williamson et al.

journals.sagepub.com/home/tpp	 9

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,87 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.88,89 Psilocybin has been shown to 
facilitate emotional breakthroughs and may reduce 
the use of maladaptive defences including experi-
ential avoidance.52,62 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.90,91 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,92–94 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.95,96 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.99,100

Psilocybin and other psychedelics could offer sev-
eral potentially beneficial mechanisms that may 
benefit PTSD patients, including enhanced neu-
roplasticity.101 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-
ocybin102 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.105 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.106 Distrust and irritability 
further complicate interpersonal interactions, 
while social withdrawal exacerbates feelings of 
loneliness and alienation.107 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.108–110 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.22 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.111,112 Established principles in psychedelic 
research emphasise set and setting alongside 

structured preparatory and integration sessions to 
improve safety and efficacy.113 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, interpersonal violence and non-interpersonal 
trauma are closely linked to difficult-to-treat con-
ditions such as personality, mood, anxiety, and 
substance use disorders.114,115 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.116 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.113,117 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.118,119 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.97 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.97 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.120 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,121 while in the US, early interven-
tion is encouraged for acute stress disorder to 
reduce the likelihood of PTSD progression.122 
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:

•• 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,98,123 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.

•• 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.124 During 
treatment, attachment-related responses 
may present as excessive reassurance-seek-
ing, difficulties with autonomy, or with-
drawal in response to perceived relational 
threats.125 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.126 For instance, individuals 
with high neuroticism could be more prone 
to negative responses,127 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.128 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.131 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.129 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.132 Specifically, women 
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survivors of sexual assault often experience guilt, 
shame, anger, and self-recrimination, which can 
affect treatment engagement.133 Societal factors, 
such as rape myths and victim-blaming, further 
exacerbate distress, contributing to isolation and 
demoralisation.134 Additionally, women are more 
likely to experience early-life trauma, which can 
disrupt developmental processes and increase 
their vulnerability to chronic trauma-related  
disturbances.135 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.136 Socialisation patterns shape how 
trauma is processed and expressed, with men 
often discouraged from emotional vulnerability 
and encouraged towards stoicism and self-reli-
ance.137 These norms may delay help-seeking and 
contribute to early dropout from PTSD treat-
ments, aligning with findings of higher attrition 
rates among men.138

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.139,140 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.141 Furthermore, experimental tri-
als and psychedelic studies indicate substantial 
underrepresentation of minorities and BIPOC 
compared to non-Latino White populations,142,143 
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.144 
Diversifying research teams to reflect partici-
pants’ cultural and identity backgrounds may fos-
ter trust and improve communication.145 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.145

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.150 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.155 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.157 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.158,159 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.160 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.165 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.106 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.166,167 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.123 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.168 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.169–171 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.22 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.172,173 
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-
sions174,175 and the inherent diversity of trauma 
responses,176 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,177 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.
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