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Summary 
Psychedelic-assisted psychotherapy (PAP) is emerging as a novel inter-
vention for major psychiatric disorders, most notably major depres-
sive disorder (MDD) and post-traumatic stress disorder (PTSD). While 
psychotherapy is widely regarded as a core element of PAP its precise 
role remains poorly defined. This narrative review traces the develop-
ment of PAP within contemporary Western psychiatry, outlines the 
therapeutic framework of preparation, dosing, and integration, and 
synthesizes findings from recent high-impact randomized controlled 
trials with psilocybin and MDMA. The primary purpose of this review 
is to clarify the role of psychotherapy in PAP. Despite methodological 
rigor, studies differ substantially in their therapeutic orientation, de-
gree of manualization, and therapist involvement, yet all report sig-
nificant clinical benefit. Some evidence points to the fact that treat-
ment outcomes may not depend on the number of psychotherapy 
hours, raising questions about whether psychotherapy functions as 
an active ingredient, a facilitative context, or a safeguard. In light of 
these inconsistencies, we discuss novel phenomenological accounts 
of change in PAP, which propose that psychedelics exert therapeutic 
effects by altering “existential feelings,” with psychotherapy primar-
ily serving to stabilize and integrate these shifts. Current evidence 
highlights both the promise of PAP and the unresolved uncertainty 
regarding its psychotherapeutic components. Clarifying these issues 
will require trials that explicitly address psychotherapeutic variables, 
as well as the establishment of standardized protocols, ethical safe-
guards, and licensure pathways for practitioners.
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3,4-methylenedioxymethamphetamine (MDMA), depression, post-
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INTRODUCTION

Defining psychedelics and psychedelic-assisted 
psychotherapy

Psychedelics are traditionally defined as psychoactive 
agents that induce perceptual changes and altered states 
of consciousness (1). They are potent psychoactive sub-
stances and include both synthetic compounds and natu-
rally occurring alkaloids (2). Common examples studied 
in a therapeutic context include psilocybin, lysergic acid 
diethylamide (LSD), 3,4-methylenedioxymethamphet-
amine (MDMA), ketamine, and ibogaine (2,3).

Given the challenges of treating severe conditions 
such as chronic or treatment-resistant depression, novel 
interventions have been explored, including psychedelic 
compounds or related agents like ketamine (4–6), as well 
as modifications of existing psychotherapeutic approach-
es (7). Within this context, psychedelics administered in 
conjunction with psychotherapy (PAP) represent a logi-
cal candidate among new treatment strategies.

Psychedelic-assisted psychotherapy (PAP) is an emerg-
ing and experimental treatment modality that involves the 
administration of psychedelic substances in conjunction 
with psychotherapy (3,8). Current PAP models emphasize 
psychotherapeutic support provided before, during, and 
after the ingestion of a psychedelic to maximize both safety 
and clinical benefit (3,8). Although psychotherapy is rou-
tinely invoked as a central element of psychedelic-assisted 
psychotherapy, the field lacks a clear and operationalized 
definition of what this term entails in the context of PAP.

However, American Psychological Association (APA) 
defines psychotherapy as any “psychological service pro-
vided by a trained professional that primarily uses forms 
of communication and interaction to assess, diagnose, 
and treat dysfunctional emotional reactions, ways of 
thinking, and behavior patterns” (9). By this definition, 
much of the “psychological support” offered in PAP trials 
is considered psychotherapy (3). Lack of defining charac-
teristics of what specifically makes up the “psychothera-
py” in PAP may be one of the reasons for the uneven qual-
ity of evidence for the efficacy of this approach, which is 
explored in depth in the remainder of this paper.

HISTORY AND PRESENT STATE

We acknowledge that psychedelic plants have been used 
for millennia in Indigenous, shamanic, and other tra-
ditions; analysis of these approaches lies outside of our 
scope. In the present review, we focus on the contempo-
rary Western biomedical research and practice.

Early research into the therapeutic potential of psy-
chedelics, including their use in psychotherapy, was ac-
tively pursued between the 1950s and 1970s for a range 
of conditions, including neuroses, alcohol use disorder, 

end-of-life anxiety, and chronic pain (10). However, this 
initial wave of clinical and experimental work was largely 
ended by the early 1970s, driven by political backlash and 
increasing concerns over recreational misuse (2).

As for the present state of use of PAP for medicinal 
purposes, patchwork pathways to PAP implementation 
have already emerged internationally, already evident in 
Oregon, Colorado, and Australia (3). For example, in Oc-
tober 2022, Alberta became the first jurisdiction in Can-
ada to create a formal regulatory framework for psyche-
delic therapy, including psilocybin and MDMA. Since 
January 2023, clinics in Alberta can provide psychedelic 
therapy if they meet licensing and practice requirements 
(11). This illustrates how patchwork legalization creates 
uneven clinical standards. 

Literature on PAP is increasing and, frequently, while 
answering one question, opens more questions than an-
swers. The field itself remains marked by unresolved 
issues and at times contradictory findings, particularly 
regarding the role and weight of psychotherapy. Thus, 
the goal of our paper is to provide a short overview of the 
PAP concept, to show key RCT trials in a narrative form 
of PAP in common psychiatric disorders – MDD and 
PTSD – and to discuss possible mechanisms of the clini-
cal improvement.

METHOD

Studies were identified through targeted searches of 
PubMed/MEDLINE and Web of Science (January 2019 
– December 2025) using keywords including “psyche-
delic-assisted psychotherapy,” “psilocybin,” “MDMA,” 
“major depressive disorder,” “depression,” “PTSD,” and 
“randomized controlled trial.” Eligible studies were then 
selected based on methodological clarity, clinical rele-
vance, and impact, with emphasis on the most highly cited 
RCTs in MDD and PTSD published in the past five years.

FORMALIZED PSYCHOTHERAPY FOR PAP:  
A NECESSARY COMPONENT?

As previously mentioned, despite the widespread con-
sensus that psychotherapy is a central component of PAP, 
there has been surprisingly limited empirical examina-
tion of the psychotherapeutic process itself within PAP 
protocols (3,12).

There may be several reasons for this. The FDA’s 
2023 draft guidance for PAP trials recognizes the limited 
evidence on psychotherapeutic mechanisms and directs 
investigators to specify how psychotherapy inf luences 
outcomes (13). It further recommends assigning differ-
ent therapists (i.e., preparation/integration versus dos-
ing sessions), despite no data showing that this improves 
safety or efficacy or reduces expectancy bias (3).
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However, Aday et al. (3) note that, beyond the drug 
session itself, PAP protocols frequently embed estab-
lished psychotherapies in the preparation and integration 
phases, for example, CBT-oriented work (14), Motiva-
tional Enhancement Therapy (15,16), and integrative 
blends drawing on existential, psychodynamic, and CBT 
traditions (17). They further catalogue a rapidly expand-
ing roster of candidate adjuncts: ACT (18), Internal 
Family Systems (19), EMDR (20), existential approaches 
(21), mindfulness-based methods (22), psychoanalyt-
ic frameworks (23), group formats (24), virtualreality 
augmentation (25), and PAPspecific therapeutic models 
(26,27). Since established psychotherapies often show 
comparable outcomes in a variety of psychiatric issues 
– likely ref lecting shared “common factors” such as ther-
apeutic alliance, expectancy, and a supportive relational 
frame (28) – current PAP trials (with heterogeneous and 
incompletely specified psychotherapeutic components) 
are not well suited to detect modality-specific differences 
between therapeutic orientations.

Moreover, comparisons between approaches seem de-
batable (3), given that evidence from the broader psycho-
therapy literature cautions that standard RCT designs are 
often insensitive to outcome differences across different 
psychotherapies. Because many common factors (e.g., al-
liance, expectancy, hope, reassurance) are shared across 
modalities, headtohead trials frequently yield minimal 
separation, a pattern long labeled the “Dodo Bird Ver-
dict” (29,30).

Contemporary approaches to psychotherapy within 
PAP are largely derived from trial-and-error practices es-
tablished by early psychedelic researchers and shaped by 
the experiential knowledge of modern community and 
“underground” practitioners, rather than grounded in 
systematic empirical study (2). This underscores a press-
ing need for rigorous research specifically targeting the 
psychotherapeutic components of PAP (if not the spe-
cific modalities), including their mechanisms, optimal 
structure, and contribution to clinical outcomes. This 
involves a shift from historically prominent first-person 
experience accounts to more rigorous third-person data 
obtained through controlled experimental models.

THERAPEUTIC FRAMEWORK

Even when no “formalized” psychotherapy is being used 
(i.e., CBT, ACT, etc.), clinical trials of PAP generally fol-
low a three-stage intervention sequence: preparation, 
dosing, and integration (31). 

Preparation sessions focus on establishing safety, 
clarifying intentions, and fostering a therapeutic alliance, 
while providing psychoeducation about the psychedelic 
experience and setting expectations regarding possible 
emotional and perceptual effects (3,32). These sessions 
aim to cultivate an attitude of openness and trust, often 

summarized by the guidance to “trust, let go, and be 
open,” which is thought to reduce avoidance and anxiety 
during the acute experience (33).

Dosing sessions involve the administration of the psy-
chedelic substance in a carefully controlled, supportive 
environment, typically lasting several hours depending 
on the compound. Therapeutic input during this phase is 
generally non-directive, emphasizing emotional contain-
ment, reassurance, and safety rather than active psycho-
therapeutic techniques, allowing patients to engage with 
internally generated experiences as they unfold (10,34).

Integration sessions are intended to help participants 
ref lect on and contextualize the psychedelic experience, 
identify personally meaningful insights, and explore how 
these may be incorporated into everyday life. Clinical-
ly, integration is often described as a phase in which the 
experiential material elicited during dosing is stabilized 
and linked to ongoing psychological change, thereby 
supporting durability of treatment effects and mitigating 
potential distress or confusion following the acute expe-
rience (10,35).

While structured psychotherapeutic methods are typ-
ically employed during the preparation and integration 
phases of psychedelic-assisted psychotherapy, dosing 
sessions often rely on a “semi-structured, non-directive 
approach” (3,10). This non-directive stance emphasizes 
patient-led exploration within a supportive therapeutic 
presence. However, the approach remains a subject of 
debate, as some therapeutic models advocate for more ac-
tive interventions by the therapist during the acute psy-
chedelic experience (10).

The therapeutic effects of psychedelic-assisted psy-
chotherapy are widely understood to emerge from the 
dynamic interaction between the pharmacological action 
of the drug and several contextual factors, namely, the 
patient’s mindset (“set”), the external environment (“set-
ting”), and the presence and role of the therapist (34).

CURRENT EVIDENCE FOR EFFICACY:  
DOES PSYCHOTHERAPY MATTER?

There are several studies that provided high-quality evi-
dence on the efficacy of different psychedelics for MDD 
and PTSD. However, due to the extensive differences 
between psychotherapy protocols (among others), it is 
impossible to ascertain the significance of psychothera-
py in this context. The current evidence base for psyche-
delic-assisted psychotherapy rests primarily on a small 
number of high-impact randomized controlled trials, no-
tably the psilocybin studies for major depressive disorder 
(36,37) and the MDMA-assisted psychotherapy trials for 
PTSD (38,39). These four studies are widely regarded as 
some of the most methodologically rigorous and have set 
the standard for evaluating both efficacy and the role of 
psychotherapy in PAP.
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Carhart-Harris et al. (36) conducted a phase 2, dou-
ble-blind RCT comparing psilocybin with an active 
comparator, escitalopram, in patients with long-standing 
moderate-to-severe MDD. At six weeks, no significant 
difference was found in the primary outcome (QIDS-
SR-16), but secondary measures, including remission 
rates (57% vs. 28%), generally favored psilocybin. Both 
treatments were well tolerated, with no serious adverse 
events.

A distinctive element of this trial was its carefully 
structured program of psychological support. As de-
scribed in the supplementary materials, all participants 
received the same psychotherapy treatment, regardless 
of the randomization arm: (a) allocation of two “guides”, 
typically trained clinicians, providing continuous sup-
port; (b) three-hour preparation sessions emphasizing 
emotional openness and the ACE model (33); (c) in-ses-
sion non-directive support, with music serving as a “hid-
den therapist”; and (d) multiple integration sessions, both 
in person and via follow-up calls. The guiding stance 
emphasized trust, containment, and non-directive pres-
ence rather than active intervention. Thus, while the tri-
al seemingly tested pharmacological efficacy, its design 
underscores that even when psilocybin is compared to 
a conventional antidepressant, outcomes are embedded 
in a framework of psychotherapeutic support, at least ac-
cording to 

Raison et al. (37) published a large, multicenter phase 
2 RCT across 11 US sites, testing a single 25 mg dose of 
psilocybin against 100 mg niacin (active placebo) in 104 
adults with MDD. Psilocybin significantly outperformed 
niacin on the primary outcome of MADRS reduction at 
day 43, as well as on several secondary measures, includ-
ing early response (day 8) and functional impairment. 
Sustained response was observed in 42% of participants 
in the psilocybin group compared to 11% in the placebo 
group. The treatment was generally well tolerated, with 
adverse events limited to transient dosing-day effects, in-
cluding headache, nausea, and perceptual changes.

As in the previously described study, these outcomes 
were embedded within a structured psychological sup-
port program. Both groups received a standardized pack-
age: approximately 6–8 hours of preparatory meetings 
with two trained facilitators, a monitored dosing session 
lasting 7–10 hours in a comfortable setting (including 
eyeshades and a curated music playlist), and around 4 
hours of post-dose integration work. Lead facilitators 
were doctoral-level psychologists or physicians, support-
ed by co-facilitators with at least a bachelor’s degree in a 
mental health field. The manual was based on the set and 
setting protocol (40). Notably, the authors acknowledged 
that treatment fidelity was not assessed, leaving open the 
question of how much facilitator variability may have in-
f luenced outcomes.

When considered together, the trials by Carhart-Har-
ris et al. (36) and Raison et al. (37) illustrate both the 

consistency and the variability in how psychotherapeu-
tic support has been operationalized in PAP research. In 
the Carhart-Harris trial, psychological support includ-
ed preparation sessions explicitly oriented around the 
ACE model (“accept, connect, embody”) (33), in-session 
non-directive support supplemented by music as a “hid-
den therapist,” and multiple integration sessions extend-
ing beyond the dosing day. The emphasis here was on 
cultivating emotional openness and facilitating post-ses-
sion meaning-making. The Raison et al. trial appeared 
to use a more manualized, standardized support proto-
col designed for scalability across 11 US sites. However, 
fidelity to the support manual was not systematically 
monitored, while the therapeutic stance was deliberately 
kept non-directive, focusing on safety, containment, and 
patient-led exploration rather than formal psychothera-
peutic techniques.

This highlights a broader issue in the field: while both 
studies provided structured psychological support, they 
seemed to differ in the theoretical orientation, manual-
ization, and “therapists” who provided guidance. The fact 
that both trials nevertheless reported significant antide-
pressant effects underscores the current uncertainty re-
garding which psychotherapeutic elements are necessary, 
sufficient, or merely supportive within PAP protocols.

On the other hand, representative studies of MD-
MA-assisted therapy for PTSD include those performed 
by Mitchell et al (38,39). 

In the phase 3 RCT multisite trial of Mitchel (39; 
MAPP1), 90 patients with chronic, severe PTSD were 
randomized to MDMA-assisted therapy vs. placebo 
with identical therapy. All participants received a man-
ualized therapy protocol consisting of 3 preparatory 
sessions, 3 day-long MDMA or placebo dosing sessions, 
and 9 integrative therapy sessions. Results at two months 
post-treatment showed MDMA with therapy was far 
more effective: CAPS-5 PTSD symptom scores dropped 
by -24.4 points in the MDMA group vs. -13.9 in placebo. 
Functional impairment (SDS scores) also improved more 
with MDMA. Notably, both arms had the same therapeu-
tic support, underscoring that MDMA enhanced the ef-
fects of supportive therapy, with 67% of MDMA-treated 
participants no longer meeting PTSD criteria (vs 32% on 
placebo) by study end. 

In the follow-up trial (MAPP2), Mitchel et al. (38) as-
signed 104 participants with PTSD to MDMA-assisted 
therapy or placebo, with the same study design (blinded, 
1:1). The CAPS-5 scores improved by -23.7 points with 
MDMA vs. -14.8 with placebo. Once again, functional 
impairment was reduced. 

These trials of MDMA-assisted psychotherapy for 
PTSD employed a manualized protocol developed by Mi-
thoefer et al (35). Each participant was paired with two 
therapists and received three preparatory sessions prior 
to dosing to establish trust and expectations. This was 
followed by three-day-long dosing sessions (6–8 hours) 
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spaced approximately one month apart, during which 
participants received either MDMA or a placebo in a 
comfortable, non-clinical setting, with music and eye-
shades often used to facilitate inward focus. Therapists 
adopted a supportive but non-directive stance, encourag-
ing participants to attend to their inner process and inter-
vening only to ensure safety, grounding, or containment. 
After each dosing day, participants engaged in three inte-
gration sessions designed to help them process traumatic 
material, derive meaning from the experience, and con-
solidate insights into daily life. In total, the protocol in-
volved approximately 42 hours of therapist contact across 
preparation, dosing, and integration (38,39,41).

Even with the efficacy data, a key question arises: 
should this be considered psychotherapy, or is it more 
accurately a hybrid support model unique to PAP? And 
further: If much of the work consists of non-directive 
presence during altered states, is it closer to therapeutic 
facilitation than psychotherapy proper?

IS PSYCHOTHERAPY EVEN NECESSARY FOR 
TREATMENT WITH PSYCHEDELICS?

A central unresolved question is whether therapeutic ben-
efit in PAP stems from the psychedelic substance itself, 
its combination with psychotherapy, or from non-spe-
cific supportive elements (42). There is no consensus 
on the optimal type of psychotherapy, its duration, or 
the balance of preparation and integration sessions (40). 
Strikingly, a new meta-analysis by Hultgren et al. applied 
mixed-effects meta-regression, examining findings in 
MDD and psilocybin in the context of therapy hours, and 
found that the amount of psychotherapy provided was 
not associated with clinical outcomes, suggesting that the 
efficacy of PAP may hinge less on therapy hours than on 
other factors (40). Importantly, the absence of a relation-
ship between the number of psychotherapy hours and 
outcome should not be interpreted as evidence that psy-
chotherapy is unnecessary. Rather, all trials included in 
this meta-analysis provided a baseline level of structured 
psychological support, suggesting that additional thera-
py hours beyond this minimum may not linearly enhance 
outcomes.

EXISTENTIAL FEELINGS AS A POSSIBLE 
MECHANISM OF CHANGE

Approaches to resolving this issue of whether psycho-
therapy is necessary must address the proposed mecha-
nism of change. Multiple explanatory frameworks have 
been proposed, ranging from neurobiological accounts 
(e.g., receptor- and network-level changes) to psycholog-
ical models (e.g., expectancy effects and common factors 
of psychotherapy).

Recent phenomenological work suggests that the 
therapeutic efficacy of psychedelic-assisted therapy may 
be understood primarily through its capacity to facilitate 
fundamental alterations in existential feelings (43–46). 
Existential feelings are pre-intentional background ori-
entations that shape how individuals experience their re-
lationship to the world, including possibilities for action, 
connection, and meaning. In psychopathology, these 
orientations are often altered (constricted). For example, 
depression is associated with a felt loss of future possibili-
ties, estrangement, and existential loneliness, resulting in 
a world experienced as closed, threatening, or devoid of 
significance (46,47).

Psychedelics, as Tijhuis and colleagues argue, may be 
uniquely capable of producing acute “oceanic shifts” in 
existential feelings, marked by ego-dissolution, boundary 
loss, and experiences of profound unity or connectedness. 
Such experiences are consistently correlated with clinical 
improvements across trials (48–50). Importantly, when 
these episodic existential shifts consolidate into more 
lasting “oceanic orientations”, patients report enduring 
changes such as increased openness, connectedness, and 
future-directed narratives. 

An open question is whether such existential feelings 
can change without psychotherapy. We have hypothe-
sized elsewhere that alterations in existential orientation 
may, in principle, be induced directly through pharmaco-
logical action, given that all kinds of psychotropic drugs 
affect the embodied mind rather than merely the “objec-
tive body” (Körper) (51). From this perspective, at least 
part of the therapeutic effect might arise independently 
of structured psychotherapeutic input.

However, as Tijhuis and colleagues (46) emphasize, 
for transient “oceanic shifts” to develop into more en-
during “oceanic orientations,” the experience must be 
processed as meaningful and positively integrated into 
a person’s life-world. This makes it unlikely that ther-
apeutic benefit can occur in the complete absence of 
psychological support, even in its most basic form. Such 
support, whether framed as preparation, containment, or 
integration, arguably falls within the APA’s definition of 
psychotherapy, insofar as it relies on interaction, commu-
nication, and relational guidance to foster change (9). 

This perspective also helps explain why the quantity 
or modality of psychotherapy has not consistently pre-
dicted outcomes (40): the therapeutic leverage may lie 
less in the formal content of psychotherapy and more in 
its capacity to hold open the experiential possibility space 
for existential change.

Still, findings that psilocybin’s efficacy in depression 
does not depend on the number of psychotherapy hours 
(and strikingly, not even on psilocybin dose) call into 
question the very premise of how treatment components 
contribute to outcome (40). These results run counter 
to evidence from conventional depression care, where 
combining psychotherapy and antidepressants improves 
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efficacy (52). Yet, as Hultgren et al. (40) emphasize, all 
representative studies from the literature still provide at 
least a minimal level of therapy (no less than 4.5 hours 
on average; 53), suggesting that while extensive psycho-
therapy may not be essential, some degree of structured 
therapeutic support remains a likely prerequisite for safe 
and optimal outcomes.

LIMITATIONS AND FUTURE DIRECTIONS

A major limitation in the current literature is the “sur-
prisingly little empirical investigation of the ‘psycho-
therapy’ in PAP,” leaving fundamental questions about 
its necessary and sufficient components unresolved (3). 
Compounding this issue is the lack of consensus on ter-
minology for those delivering psychotherapeutic sup-
port, with terms such as “guide,” “sitter,” “facilitator,” and 
“psychedelic therapist” used inconsistently across studies 
(3). Furthermore, as Aday and colleagues note, descrip-
tions of psychotherapeutic interventions in clinical trials 
are often minimized or insufficiently detailed, hindering 
both replication and the development of standardized 
training protocols.

Secondly, most studies have rarely systematically ma-
nipulated the non-pharmacological aspects (e.g., psycho-
therapy content) compared to drug components. Issues 
like inadequate double-blinding (difficult due to the in-
tense psychedelic experience) and the common practice 
of combining multiple psychological interventions make 
it hard to isolate the unique effects of psychedelics on 
treatment gains (1,3).

As for understanding the proposed mechanisms of 
how psychedelic treatment might work, it is important 
to underline that even comprehensive phenomenological 
frameworks of psychedelic therapy, such as that proposed 
by Tijhuis et al. (46), are not currently intended as man-
uals for clinical intervention but rather as explanatory 
models of change, which highlights the gap between phe-
nomenological insight and operationalized psychothera-
peutic techniques.

It is also important to illustrate several ethical issues. 
Cheung et al. (11) emphasize that, unlike other areas of 
psychiatry, robust practice guidelines are lacking for PAP. 
The Institute of Medicine and APA frameworks recom-
mend evidence-based systematic reviews followed by 
guideline panels, but in the case of psilocybin, such pro-
cesses have not yet been undertaken due to the novelty 

of regulatory changes and the scarcity of large-scale trials 
(11). As a result, physicians often rely on heterogeneous, 
potentially biased sources (e.g., producer manuals and 
advocacy documents).

Other important issues include the possibility of pro-
found changes in consciousness and long-term person-
ality shifts, which participants need to be aware of (54). 
Because patients in psychedelic states are highly suggest-
ible and vulnerable, clear ethical guidelines are needed to 
prevent exploitation or inappropriate therapist behavior. 
From this point of view, psychotherapy may be an addi-
tional safeguard: even if modality-specific techniques are 
less important, ethical safeguards, training, and bound-
aries in therapeutic conduct are essential (11).

The evidence base for PAP is still characterized by 
inconsistencies and open questions. Core assumptions 
– such as the extent to which psychotherapy contributes 
to outcomes, or how much its structure matters – remain 
unsettled. These contradictions underline the need for 
clearer definitions, greater methodological rigor, and 
standardized approaches to psychotherapy in PAP. Thus, 
we join in the almost universal call among researchers 
in this topic, that is, the imperative to establish clear li-
censure, training, and competency standards for psyche-
delic therapists (3,12,55). Future work should directly 
test the psychotherapeutic components of PAP. Priority 
questions include designing and performing dismantling 
studies comparing psychedelic treatment with minimal 
vs. structured preparation/integration; mechanistic 
studies examining how variables such as alliance, expec-
tancy, and integration processes relate to outcomes; and 
development and empirical evaluation of standardized 
therapy manuals, including therapist training and fidelity 
monitoring.

Acknowledgment: N/A
Funding Information: No funding was received for 

this work.
Conflict of interest: None.
Author contributions: S.J. conducted the literature 

review, drafted the manuscript, and conceptualized the 
study. O.C. critically revised the manuscript, provided 
theoretical and critical input and interpretation. N.M. 
critically revised the manuscript, provided interpretation 
and conceptualized the study. All authors reviewed and 
approved the final version of the manuscript.

Ethics approval: N/A
Informed consent: N/A

References
1.	 Wheeler SW, Dyer NL. A systematic review of psychedelic-assisted 

psychotherapy for mental health: An evaluation of the current wave 
of research and suggestions for the future. Psychol Conscious Theory 
Res Pract. 2020;7(3):279–315. https://doi.org/10.1037/cns0000237

2.	 Schenberg EE. Psychedelic-Assisted Psychotherapy: A Paradigm 
Shift in Psychiatric Research and Development. Front Pharmacol. 

2018;9. Available from: https://www.frontiersin.org/article/10.3389/
fphar.2018.00733/full. https://doi.org/10.3389/fphar.2018.00733

3.	 Aday JS, Horton D, Fernandes-Osterhold G, O’Donovan A, Brad-
ley ER, Rosen RC, et al. Psychedelic-assisted psychotherapy: 
where is the psychotherapy research? Psychopharmacology (Berl). 
2024;241(8):1517–26. https://doi.org/10.1007/s00213-024-06620-x



| 7

Psychotherapy in psychedelic treatment

4.	 Jerotic S, Nestorovic M, Nesic J, Szuła A, Moskalewicz M. When 
mood and time align: nasal esketamine reduces lived time distur-
bances in treatment-resistant depression. Int J Psychiatry Clin Pract. 
2025;29(3):167–9. https://doi.org/10.1080/13651501.2025.2528692

5.	 Jerotić S, Poleksić J, Ivković M, Latas M. Use of intranasal esket-
amine in the treatment of treatment-resistant depression: A case re-
port. Srp Med Časopis Lek Komore. 2024;5(2):239–47. DOI: 10.5937/
smclk5-51004

6.	 Jerotic S, Ivkovic M. Pharmacological treatment of treatment-resis-
tant depression: towards evidence-based recommendations. Med Is-
traživanja. 2024;57(1):59–66. DOI: 10.5937/medi57-48086

7.	 Jerotić S. Izazovi u kognitivnoj psihoterapiji hronične depresije. En-
grami. 2023;45(1). https://doi.org/10.5937/engrami45-47583

8.	 Lee A, Rosenbaum D, Buchman DZ. Informed Consent to Psychedel-
ic-Assisted Psychotherapy: Ethical Considerations. Can J Psychiatry. 
2024 May;69(5):309–13. https://doi.org/10.1177/07067437231225937

9.	 American Psychological Association. Psychotherapy. In: APA Dic-
tionary of Psychology [Internet]. American Psychological Associ-
ation; 2023 [cited 2025 Sept 19]. Available from: https://dictionary.
apa.org/psychotherapy

10.	 Cavarra M, Falzone A, Ramaekers JG, Kuypers KPC, Mento C. 
Psychedelic-Assisted Psychotherapy—A Systematic Review of 
Associated Psychological Interventions. Front Psychol. 2022;13. 
Available from: https://www.frontiersin.org/articles/10.3389/
fpsyg.2022.887255/full. https://doi.org/10.3389/fpsyg.2022.887255

11.	 Cheung K, Brodie M, Chang SL, Deschamps P, Fallu JS, Farzin H, 
et al. Psychedelic Treatment with Psilocybin: Addressing Medi-
cal Malpractice Risk and Physicians’ Concerns. J Law Med Ethics. 
2025;53(2):256–64. https://doi.org/10.1017/jme.2025.10109 

12.	 Feduccia A, Agin-Liebes G, Price CM, Grinsell N, Paradise S, Rabin 
DM. The need for establishing best practices and gold standards in 
psychedelic medicine. J Affect Disord. 2023;332:47–54. https://doi.
org/10.1016/j.jad.2023.03.083

13.	 U.S. Food and Drug Administration. Psychedelic Drugs: Consider-
ations for Clinical Investigations. U.S. Food and Drug Administra-
tion; 2023. Report No.: FDA-2023-D-1987. 

14.	 Johnson MW, Garcia-Romeu A, Cosimano MP, Griffiths RR. Pilot 
study of the 5-HT2AR agonist psilocybin in the treatment of tobacco 
addiction. J Psychopharmacol (Oxf). 2014;28(11):983–92. https://doi.
org/10.1177/0269881114548296

15.	 Bogenschutz MP, Forcehimes AA, Pommy JA, Wilcox CE, Bar-
bosa PC, Strassman RJ. Psilocybin-assisted treatment for alcohol 
dependence: a proof-of-concept study. J Psychopharmacol (Oxf). 
2015;29(3):289–99. https://doi.org/10.1177/0269881114565144

16.	 Bogenschutz MP, Ross S, Bhatt S, Baron T, Forcehimes AA, Laska E, 
et al. Percentage of heavy drinking days following psilocybin-assist-
ed psychotherapy vs placebo in the treatment of adult patients with 
alcohol use disorder: a randomized clinical trial. JAMA Psychiatry. 
2022;79(10):953–62. doi:10.1001/jamapsychiatry.2022.2096

17.	 Ross S, Bossis A, Guss J, Agin-Liebes G, Malone T, Cohen B, et al. 
Rapid and sustained symptom reduction following psilocybin treat-
ment for anxiety and depression in patients with life-threatening 
cancer: a randomized controlled trial. J Psychopharmacol (Oxf). 
2016;30(12):1165–80. https://doi.org/10.1177/0269881116675512

18.	 Sloshower J, Guss J, Krause R, Wallace RM, Williams MT, Reed S, et 
al. Psilocybin-assisted therapy of major depressive disorder using ac-
ceptance and commitment therapy as a therapeutic frame. J Context 
Behav Sci. 2020;15:12–9. https://doi.org/10.1016/j.jcbs.2019.11.002

19.	 Morgan NL. Integrating psychedelic experiences utilizing the in-
ternal family systems therapeutic model. Int J Soc Sci Manage Rev. 
2020;3(4):257–64. https://doi.org/10.37602/IJSSMR.2020.3417

20.	 Rose J, Raine-Smith H. Case study EMDR as a preparation and in-
tegration tool in psychedelic-assisted therapy: a collaborative case 
study EMDR as a preparation and integration tool in psychedelic-as-
sisted therapy: a collaborative case study. 2023; 

21.	 Moreton SG, Szalla L, Menzies RE, Arena AF. Embedding existential 
psychology within psychedelic science: reduced death anxiety as a 
mediator of the therapeutic effects of psychedelics. Psychopharma-

cology (Berl). 2020;237(1):21–32. https://doi.org/10.1007/s00213-
019-05391-0

22.	 Felsch CL, Kuypers KP. Don’t be afraid, try to meditate-potential 
effects on neural activity and connectivity of psilocybin-assisted 
mindfulness-based intervention for social anxiety disorder: A sys-
tematic review. Neurosci Biobehav Rev. 2022;139:104724. https://doi.
org/10.1016/j.neubiorev.2022.104724

23.	 Guss J. A psychoanalytic perspective on psychedelic experience. Psy-
choanal Dialogues. 2022;32(5):452–68. https://doi.org/10.1080/1048
1885.2022.2106140

24.	 Trope A, Anderson BT, Hooker AR, Glick G, Stauffer C, Woolley JD. 
Psychedelic-assisted group therapy: a systematic review. J Psychoac-
tive Drugs. 2019;51(2):174–88. https://doi.org/10.1080/02791072.201
9.1593559

25.	 Aday JS, Davoli CC, Bloesch EK. Psychedelics and virtual re-
ality: parallels and applications. Ther Adv Psychopharmacol. 
2020;10:2045125320948356. https://doi.org/10.1177/2045125320948356

26.	 Brennan W, Belser AB. Models of psychedelic-assisted psychother-
apy: A contemporary assessment and an introduction to EMBARK, 
a transdiagnostic, trans-drug model. Front Psychol. 2022;13:866018. 
https://doi.org/10.3389/fpsyg.2022.866018

27.	 Wolfson E. Psychedelic-supportive psychotherapy: A psycho-
therapeutic model for, before and beyond the medicine ex-
perience. J Psychedelic Stud. 2023;6(3):191–202. https://doi.
org/10.1556/2054.2022.00192

28.	 Cuijpers P, Reijnders M, Huibers MJH. The Role of Common Factors 
in Psychotherapy Outcomes. Annu Rev Clin Psychol. 2019;15:207–
31. https://doi.org/10.1146/annurev-clinpsy-050718-095424

29.	 Budd R, Hughes I. The Dodo Bird Verdict—controversial, inevita-
ble and important: a commentary on 30 years of meta-analyses. Clin 
Psychol Psychother. 2009;16(6):510-522. 

30.	 Luborsky L, Rosenthal R, Diguer L, Andrusyna TP, Berman JS, Lev-
itt JT, et al. The dodo bird verdict is alive and well--mostly. 2002; 

31.	 Horton DM, Morrison B, Schmidt J. Systematized review of psycho-
therapeutic components of psilocybin-assisted psychotherapy. Am 
J Psychother. 2021;74(4):140–9. https://doi.org/10.1176/appi.psycho-
therapy.20200055

32.	 Johnson MW, Richards WA, Griffiths RR. Human hallucino-
gen research: guidelines for safety. J Psychopharmacol (Oxf). 
2008;22(6):603–20. https://doi.org/10.1177/0269881108093587

33.	 Watts R, Luoma JB. The use of the psychological flexibility mod-
el to support psychedelic assisted therapy. J Context Behav Sci. 
2020;15:92–102. https://doi.org/10.1016/j.jcbs.2019.12.004

34.	 Reiff CM, Richman EE, Nemeroff CB, Carpenter LL, Widge AS, Ro-
driguez CI, et al. Psychedelics and Psychedelic-Assisted Psychother-
apy. Am J Psychiatry. 2020;177(5):391–410. https://doi.org/10.1176/
appi.ajp.2019.19010035

35.	 Mithoefer M. A Manual for MDMA-Assisted Psychotherapy in 
the Treatment of Posttraumatic Stress Disorder. 2017. Available 
at: https://maps.org/wp-content/uploads/2022/05/MDMA-Assist-
ed-Psychotherapy-Treatment-Manual-V8.1-22AUG2017.pdf [Ac-
cessed 17 September 2025].

36.	 Carhart-Harris R, Giribaldi B, Watts R, Baker-Jones M, Murphy-Be-
iner A, Murphy R, et al. Trial of psilocybin versus escitalopram for 
depression. N Engl J Med. 2021;384(15):1402–11. DOI: 10.1056/NE-
JMoa2032994

37.	 Raison CL, Sanacora G, Woolley J, Heinzerling K, Dunlop BW, Brown 
RT, et al. Single-Dose Psilocybin Treatment for Major Depressive 
Disorder: A Randomized Clinical Trial. JAMA. 2023;330(9):843–53. 
doi:10.1001/jama.2023.14530 

38.	 Mitchell JM, Ot’alora G M, van der Kolk B, Shannon S, Bogenschutz 
M, Gelfand Y, et al. MDMA-assisted therapy for moderate to severe 
PTSD: a randomized, placebo-controlled phase 3 trial. Nat Med. 
2023;29(10):2473–80. https://doi.org/10.1038/s41591-023-02565-4

39.	 Mitchell JM, Bogenschutz M, Lilienstein A, Harrison C, Kleiman S, 
Parker-Guilbert K, et al. MDMA-assisted therapy for severe PTSD: 
a randomized, double-blind, placebo-controlled phase 3 study. Nat 
Med. 2021;27(6):1025–33. https://doi.org/10.1038/s41591-021-01336-3



8 |

Medicinska istraživanja 2026

40.	 Hultgren J, Hafsteinsson MH, Brulin JG. A dose of therapy with psi-
locybin - A meta-analysis of the relationship between the amount 
of therapy hours and treatment outcomes in psychedelic-assisted 
therapy. Gen Hosp Psychiatry. 2025 Sept;96:234–43. https://doi.
org/10.1016/j.genhosppsych.2025.07.020

41.	 Mithoefer MC, Grob CS, Brewerton TD. Novel psychopharmacolog-
ical therapies for psychiatric disorders: psilocybin and MDMA. Lan-
cet Psychiatry. 2016;3(5):481–8. DOI: 10.1016/S2215-0366(15)00576-
3 

42.	 Goodwin GM, Malievskaia E, Fonzo GA, Nemeroff CB. Must psilocy-
bin always “assist psychotherapy”? Am J Psychiatry. 2024;181(1):20–
5. https://doi.org/10.1176/appi.ajp.20221043

43.	 Ratcliffe M. The feeling of being. J Conscious Stud. 2005;12(8–9):43–
60. 

44.	 Ratcliffe M. Feelings of being: Phenomenology, psychiatry and the 
sense of reality. Oxford University Press; 2008. 

45.	 Ratcliffe M. Existential feelings. In: The Routledge handbook of phe-
nomenology of emotion. Routledge; 2020. p. 250–61. 

46.	 Tijhuis FB, Coninx S, De Bruin LC. Existential feelings as a phenom-
enological framework for psychedelic therapy. Philos Psychol. 2024 
Oct 9;1–29. https://doi.org/10.1080/09515089.2024.2412195

47.	 Ratcliffe M. Experiences of depression: A study in phenomenology. 
OUP Oxford; 2014. 

48.	 Carhart-Harris RL, Erritzoe D, Haijen E, Kaelen M, Watts R. 
Psychedelics and connectedness. Psychopharmacology (Berl). 
2018;235(2):547–50. https://doi.org/10.1007/s00213-017-4701-y

49.	 Kałużna A, Schlosser M, Gulliksen Craste E, Stroud J, Cooke J. Being 
no one, being One: The role of ego-dissolution and connectedness in 
the therapeutic effects of psychedelic experience. J Psychedelic Stud. 
2022;6(2):111–36. https://doi.org/10.1556/2054.2022.00199

50.	 Roseman L, Nutt DJ, Carhart-Harris RL. Quality of acute psyche-
delic experience predicts therapeutic efficacy of psilocybin for treat-
ment-resistant depression. Front Pharmacol. 2018;8:974. https://doi.
org/10.3389/fphar.2017.00974

51.	 Jerotic S, Nesic J, Vukovic V, Madeira L. The Embodied Mind as 
Pharmacological Target: Towards a Phenomenology of Psychophar-
macological Interventions. Psychopathology. 2025;58(6), 366-378. 
https://doi.org/10.1159/000548625 

52.	 Cuijpers P, Noma H, Karyotaki E, Vinkers CH, Cipriani A, Furu-
kawa TA. A network meta‐analysis of the effects of psychothera-
pies, pharmacotherapies and their combination in the treatment of 
adult depression. World Psychiatry. 2020;19(1):92–107. https://doi.
org/10.1002/wps.20701

53.	 Rosenblat JD, Meshkat S, Doyle Z, Kaczmarek E, Brudner RM, Krati-
uk K, et al. Psilocybin-assisted psychotherapy for treatment resistant 
depression: a randomized clinical trial evaluating repeated doses 
of psilocybin. Med. 2024;5(3):190-200. e5. https://doi.org/10.1016/j.
medj.2024.01.005

54.	 Jerotic S. Is there room for ethics of authenticity in psilocybin re-
search? Neurosci Appl. 2025;4:105519. https://doi.org/10.1016/j.
nsa.2025.105519

55.	 Siegel JS, Daily JE, Perry DA, Nicol GE. Psychedelic drug legislative 
reform and legalization in the US. JAMA Psychiatry. 2023;80(1):77–
83. doi:10.1001/jamapsychiatry.2022.4101

PSIHOTERAPIJA POTPOMOGNUTA PSIHODELICIMA: RAZJAŠNJAVANJE ULOGE 
„PSIHOTERAPIJE“ 
Stefan Jerotić1,2, Olga Čolović3, Nađa P. Marić2,3

Sažetak

Psihoterapija potpomognuta psihodelicima (PAP) sve 
se češće razmatra kao novi terapijski pristup u lečenju 
psihijatrijskih poremećaja, pre svega depresivnog po-
remećaja i posttraumatskog stresnog poremećaja. Ovaj 
narativni pregled razmatra razvoj PAP-a u savremenoj 
zapadnoj psihijatriji, opisuje osnovni terapijski okvir koji 
obuhvata faze pripreme, primene supstance i integraci-
je, te sumira nalaze najznačajnijih randomizovanih kon-
trolisanih studija sa psilocibinom i MDMA-om. Cilj ovog 
preglednog rada jeste razumevanje uloge psihoterapije 
u PAP. Uprkos visokom kvalitetu dokaza, studije se znat-
no razlikuju u pogledu terapijske orijentacije, stepena 
manualizacije i uključenosti terapeuta. Istovremeno sve 
opisane studije beleže značajnu terapijsku efikasnost. 
Neki dokazi ukazuju da terapijski ishod nije u direktnoj 

vezi sa obimom psihoterapije postavljajući sledeće pita-
nje: da li psihoterapija u ovom kontekstu dejstvuje kao 
aktivni terapijski činilac, kao podržavajući okvir ili pre 
svega ima bezbednosnu svrhu? Polazeći od ovih pitanja, 
u radu se razmatraju savremeni fenomenološki pristupi 
koji sugerišu da psihodelici dejstvuju putem promena 
tzv. egzistencijalnih osećanja, dok psihoterapija ima ulo-
gu u stabilizaciji i integraciji tih promena. Dosadašnji do-
kazi istovremeno ukazuju na značajan terapijski poten-
cijal PAP-a, ali i na otvorena pitanja u vezi sa njegovim 
psihoterapijskim komponentama. Razjašnjavanje ovih 
pitanja zahteva buduće studije koje bi sistematski ispita-
le psihoterapijske činioce, kao i razvoj standardizovanih 
protokola, etičkih smernica i jasnih okvira za obrazova-
nje i licenciranje praktičara.

Ključne reči: psihoterapija potpomognuta psihodelicima, psilocibin, 3,4-methylenedioxymethamphetamine (MDMA), 
depresija, posttraumatski stresni poremećaj
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