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Abstract
Rationale  Psychedelic-assisted psychotherapy (PAP) has emerged as a potential treatment for a variety of mental health 
conditions, including substance use disorders and depression. Current models of PAP emphasize the importance of psy-
chotherapeutic support before, during, and after ingestion of a psychedelic to maximize safety and clinical benefit. Despite 
this ubiquitous assumption, there has been surprisingly little empirical investigation of the “psychotherapy” in PAP, leaving 
critical questions about the necessary and sufficient components of PAP unanswered.
Objectives  As clinical trials for psychedelic compounds continue the transition from safety- and feasibility-testing to evaluat-
ing efficacy, the role of the accompanying psychotherapy must be better understood to enhance scientific understanding of 
the mechanisms underlying therapeutic change, optimize clinical outcomes, and inform cost-effectiveness.
Results  The present paper first reviews the current status of psychotherapy in the PAP literature, starting with recent debates 
regarding “psychotherapy” versus “psychological support” and then overviewing published clinical trial psychotherapy 
models and putative models informed by theory. We then delineate lessons that PAP researchers can leverage from traditional 
psychotherapy research regarding standardizing treatments (e.g., publish treatment manuals, establish eligibility criteria for 
providers), identifying mechanisms of change (e.g., measure established mechanisms in psychotherapy), and optimizing clini-
cal trial designs (e.g., consider dismantling studies, comparative efficacy trials, and cross-lagged panel designs). Throughout 
this review, the need for increased research into the psychotherapeutic components of treatment in PAP is underscored.
Conclusions  PAP is a distinct, integrative, and transdisciplinary intervention. Future research designs should consider 
transdisciplinary research methodologies to identify best practices and inform federal guidelines for PAP administration.

Keywords  Psychedelic · Psychedelic-assisted psychotherapy · Psychotherapy · Psilocybin · Psychotherapy models · Review

“There is considerable variation in dosage and method 
of managing patients while they are under the influ-

ence of [lysergic acid diethylamide; LSD]. Further, 
there is no uniformity in views expressed as to how 
the drug facilitates psychotherapy. This is inevitable, 
since there is no universally accepted theoretical basis 
for psychotherapy, and each psychotherapist develops 
techniques of management of patients under the drug 
in accordance with the principles of his general psy-
chotherapy.” - Whitaker (1964).

High-dose administration of a classic psychedelic (e.g., 
psilocybin or LSD) paired with psychotherapy or “psy-
chological support” before, during, and after dosing ses-
sions is increasingly being studied as a potential therapeu-
tic intervention for multiple disorders (Bogenshutz et al. 
2022; Carhart-Harris et al. 2021). This tight combination of 
pharmacological and psychological treatments is arguably 
unlike anything else in psychiatry and represents a potential 
paradigm shift for the field (Schenberg 2018). There are two 
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major rationales for this unusual, combined approach: (1) 
Safety: High doses of psychedelics can confer acute psycho-
logical risks that are thought to be mitigated with therapeutic 
support (Schlag et al. 2022); and (2) Efficacy: psychedelics 
appear to transiently relax prior beliefs (Carhart-Harris and 
Friston 2019), increase suggestibility (Carhart-Harris et al. 
2015), and promote neuroplasticity (Nardou et al. 2023). 
Such increased sensitivity to context (i.e., extra-pharmaco-
logical variables) necessitates a nuanced understanding of 
the optimal dose and modality of psychotherapy to pair with 
clinical administration of a psychedelic compound to maxi-
mize participant safety and clinical effectiveness (Devenot 
et al. 2022; Hartogsohn 2016).

In order to determine the role of psychotherapy in PAP 
outcomes, a critical preliminary step would be to clearly 
define and distinguish “psychotherapy” from “psychological 
support,” a term Carhart-Harris and colleagues (2016) intro-
duced to the psychedelic literature because they believed 
the psychotherapeutic component “wasn’t clearly enough 
formalised” (Carhart-Harris 2024). The American Psycho-
logical Association (APA) defines psychotherapy as “any 
psychological service provided by a trained professional 
that primarily uses forms of communication and interaction 
to assess, diagnose, and treat dysfunctional emotional reac-
tions, ways of thinking, and behavior patterns,” (APA 2023). 
By this definition, the so-called “psychological support” 
provided in many PAP trials constitutes “psychotherapy.” 
Hence, moving forward, the present paper will primarily use 
the term “psychotherapy” as a description of this interper-
sonally supportive component of PAP.

Current approaches to psychotherapy in psychedelic-
assisted psychotherapy (PAP) are largely the product of trial-
and-error from early psychedelic researchers and contempo-
rary community or “underground” psychedelic practitioners. 
Although these sources of knowledge have been incredibly 
valuable for the field, systematic study of the psychother-
apy in PAP has been lacking (Feduccia et al. 2023). Indeed, 
although the drug component in trials has frequently been 
manipulated (e.g., by comparing different dosages of the 
same psychedelic or by using active or inert placebos), stud-
ies have rarely systematically manipulated the non-pharma-
cological aspects of treatment, including psychotherapy (see: 
Griffiths and colleagues’ 2018 study for a notable excep-
tion). Similarly, the wide variety of terms used to describe 
individuals supporting patients through psychedelic experi-
ences, such as “guide” (Leary 1966), “sitter” (Thal et al. 
2022a) “monitor” (Ching et al. 2023), “facilitator” (Golden 
et al. 2022), and “psychedelic therapist” (Aday et al. 2023a), 
among others, underscores the lack of consensus in the field 
concerning the psychotherapeutic component. This ambigu-
ity regarding what is PAP, and the guidelines for training 
of psychedelic therapists, have contributed to uncertainty 
surrounding best practices for the field and raised the risk of 

ethical and boundary violations (McNamee et al. 2023). That 
is, the overly broad definition of what can be considered 
“appropriate” PAP gives clinicians the flexibility to intro-
duce practices that could compromise interpretation of study 
outcomes and potentially lead to real-world practices that are 
unethical or, at a minimum, not evidence-based.

The challenge of parsing psychotherapeutic versus phar-
macologic effects in the overall combined ‘package’ of PAP 
remains a contentious area of debate (Aday et al. 2023c; 
Goodwin et al. 2023). Moreover, there is much the field has 
yet to leverage from decades of non-psychedelic psycho-
therapy research to optimize the psychotherapeutic aspect 
of treatment. Here, we outline psychotherapeutic models 
that have been utilized and proposed to be synergistic with 
psychedelics, summarize emerging debates regarding these 
models, as well as delineate how the field can address these 
issues by leveraging important lessons from traditional psy-
chotherapy research. Throughout this review, we underscore 
the need for increased research to determine the content, 
frequency, and intensity with which psychotherapy should 
be embedded within psychedelic treatments, as well as the 
role it may play in clinical mechanisms and outcomes.

Current psychotherapy models in PAP

Contemporary clinical trials of PAP often include the same 
general sequence for the intervention, comprising three 
stages: preparation, dosing, and integration (Horton et al. 
2021). Preparation sessions are largely intended to pro-
vide psychoeducation, set expectations, and identify goals 
for treatment, while establishing a therapeutic relationship 
between participant and therapist(s). It is commonly empha-
sized during these sessions to develop an approach over an 
avoidant mindset for dosing sessions (e.g., “trust, let go, be 
open”). During dosing sessions, psychedelics are typically 
administered in a relaxing environment with music and “psy-
chotherapeutic support” from the therapists. The length of 
dosing sessions can vary by drug, but are typically at least 
six hours with psilocybin (Horton et al. 2021). Subsequent 
integration sessions assist participants in making meaning of 
their experiences and exploring ways of potentially general-
izing insights from the dosing session to improve their daily 
lives (Johnson et al. 2008). Each phase of PAP (i.e., prepa-
ration, dosing, integration) contains distinct approaches to 
providing adjunctive psychotherapy, with more traditional 
forms of structured psychotherapy present during the prepa-
ration and integration stages of treatment, and a semi-struc-
tured, “non-directive” approach during dosing sessions (Thal 
et al. 2022b, 2023, 2024).

Almost all modern trials of PAP cite a foundational 
paper written by Johnson and colleagues (2008), titled 
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“Human Hallucinogenic Research: Guidelines for Safety.” 
These early guidelines provided the broad framework of 
preparation, dosing, and integration for PAP trials to 
examine the potential clinical benefits of PAP across a 
variety of conditions. Johnson and colleagues (2008) 
drew heavily from a model described as “psychedelic 
peak therapy,” which was specifically designed to induce 
peak, transformative, and altered states of consciousness 
with high doses of psychedelics, typically LSD (Grof 
1980). Notably, mid-twentieth century PAP researchers 
and clinicians also experimented with psychotherapeutic 
approaches beyond psychedelic peak therapy, including 
psycholytic therapy, which involves the use of low doses 
of psychedelics in combination with ongoing psychother-
apy (Grob and Grigsby 2021). Nonetheless, the psyche-
delic peak therapy model has been ubiquitously applied 
to modern PAP research—across various psychedelic 
drugs, research groups, and clinical diagnoses (Davis et al. 
2021b; Johnson et al. 2014; Ross et al. 2016).

The psychedelic peak therapy model includes a semi-
structured approach to adjunctive psychotherapy, histori-
cally described as a “non-directive supportive” framework, 
in which therapists minimize verbal interactions with par-
ticipants during the dosing experience (Griffiths et al. 2016). 
Outside of dosing sessions, modern trials have incorporated 
other modalities of psychotherapy in the preparation and 
integration phases, including CBT (Johnson et al. 2014), 
Motivational Enhancement Therapy (Bogenschutz et al. 
2015, 2022), and an eclectic treatment drawing from exis-
tential, psychodynamic, and CBT models (Ross et al. 2016). 
The list of approaches that have been proposed to be syner-
gistic with PAP cascades into a myriad of psychotherapies, 
including Acceptance and Commitment Therapy (Sloshower 
et al. 2020), Internal Family Systems Therapy (IFST; Mor-
gan 2020), Eye Movement Desensitization and Reprocessing 
Therapy (EMDR; Rose and Raine-Smith 2023), existential 
psychology (Moreton et al. 2020), mindfulness (Felsch and 
Kuypers 2022), psychoanalysis (Guss 2022), group psycho-
therapy (Trope et al. 2019), virtual reality therapy (Aday 
et al. 2020), and even novel modalities specifically designed 
for PAP (Brennan and Belser 2022; Wolfson 2022; Watts and 
Luoma 2020). Similarly, a range of putative psychological 
mechanisms of change have been identified in PAP, such as 
awe (Hendricks 2018), mystical-type experiences (Griffiths 
et al. 2016), acceptance (Wolff et al. 2020), decreased rumi-
nation (Barba et al. 2022), cognitive flexibility (Doss et al. 
2021), and therapeutic alliance (Levin et al. 2024; Murphy 
et al. 2021). Thus, views regarding best psychotherapeutic 
practices for PAP vary widely beyond the standard psyche-
delic peak therapy framework that includes “non-directive 
support”, and there has been very limited empirical investi-
gation to date of these diverse approaches in the context of 
PAP (Cavarra et al. 2022).

Emerging debates

Challenges related to the empirical investigation into, and 
operationalized definition of, the “psychotherapy” paired 
with psychedelics date back to the mid-20th century (Whi-
taker 1964). Recently, researchers have debated whether psy-
chotherapy is even a necessary component of the treatment, 
with a publication from Goodwin and colleagues (2023), 
suggesting “the effects observed thus far in the best con-
trolled studies of psychedelic treatment must be attributed 
to the drug itself and not to psychotherapy”. Yet, the same 
researchers expressing skepticism of the necessity of psy-
chotherapy in PAP recently published a phase 2 clinical trial 
(Goodwin et al. 2022) that included (a) trained “therapists” 
present at each stage of the study intervention, (b) an unpub-
lished “therapist manual” guiding therapist interactions with 
participants, and (c) explicit indication of initiating various 
forms of psychotherapy for participants tapering off prohib-
ited medications as part of study participation, including 
“CBT,” or cognitive behavioral therapy. Goodwin et al.’s 
(2023) publication proved to be incredibly provocative, with 
six reply letters published from researchers across the globe 
expressing concern that minimizing the psychotherapeutic 
component of treatment could compromise the safety and 
efficacy of PAP (Alpert et al. 2024; Bogenschutz 2024; 
Deckel et al. 2024; Earleywine et al. 2024; O’Donnell et al. 
2024; Schenberg et al. 2024).

The Federal Drug Administration (FDA) recently pro-
posed standards for clinical trials involving PAP (FDA 
2023), including the role of psychotherapy in future 
research. These guidelines acknowledge the paucity of 
research investigating psychotherapeutic mechanisms in 
PAP, calling for researchers to account for the role of psy-
chotherapy on clinical outcomes. These guidelines go on to 
suggest that researchers provide separate psychotherapists 
for various stages of PAP (i.e., dosing sessions vs. prepara-
tion and integration), despite a lack of evidence suggesting 
this is (a) a safe or efficacious approach to the treatment, 
or (b) an effective means of mitigating expectancy effects 
(Aday et al. 2022). Indeed, in a recent trial where a similar 
approach was adapted, a participant noted “My team was 
different for every single dose and it seemed very haphaz-
ardly scheduled…Taking psychedelics is a moment of true 
vulnerability, and finding out shortly before a treatment ses-
sion that you’d have to reintroduce your story to a brand new 
team who are essentially strangers, was quite jarring and 
unnerving,” (Evans 2024). Collectively, these recent reports 
underscore an immediate need to determine the necessity 
and sufficiency of psychotherapy in PAP in order to inform 
considerations for safety, cost-effectiveness, and clinical effi-
cacy. The underlying complexity of this question was suc-
cinctly summarized by Dr. Johnson (2021): “Psychedelic 
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therapy is more psychotherapy than most pharma companies 
& neuroscientists know how to deal with, and more pharma-
cology than most psychotherapists know how to deal with.”

Informing PAP with traditional 
psychotherapy research

Given the large body of literature developed over the last 
century on standardizing clinical trial protocols, identifying 
mechanisms of change, and assessing the efficacy of compet-
ing approaches in traditional psychotherapy research, failure 
to leverage these methodological advancements to improve 
upon current PAP research and therapy models may repre-
sent an important missed opportunity (Table 1).

Standardizing protocols

First, in order for best practices to be established in PAP, 
it is evident that greater emphasis is needed on the specific 
content and intensity of the psychotherapy in psychedelic 
research papers. Descriptions of the psychotherapeutic com-
ponents of PAP have typically been minimized (Brennan 
et al. 2023); speculatively, this may be because many of 
the researchers in this area are not psychotherapists them-
selves and that manualizing interpersonal interactions can 
be intrinsically challenging. Additionally, the FDA does 
not generally regulate psychotherapy and it is difficult to 
patent psychotherapeutic techniques, which may incentiv-
ize industry sponsors seeking commercialization to mini-
mize the psychotherapeutic component of PAP. Notably, 
industry-sponsored clinical trials of PAP frequently use the 
term “psychological support” rather than explicit mention of 
psychotherapy when publishing primary outcomes.

While the issue of minimizing the psychotherapy in 
PAP is a separate issue altogether, challenges related to the 
standardization and replicability of behavioral intervention 
research have already been addressed in traditional psycho-
therapy literature. In 2018, an international group of psycho-
therapy researchers published recommendations to improve 
rigor in psychotherapy trials (Guidi et al. 2018). Regarding 
description of treatment components, the authors advocated 
that all potential treatment ingredients (e.g., how many hours 
were provided, the guiding principles and specific content 
of the treatment) should be listed in method sections. Ide-
ally, researchers would also include a published manual or 
supplement outlining important details of the therapy to 
improve replicability. Defining the eligibility criteria for 
care providers (e.g., training, licensure) may also promote 
consistency of intervention delivery and mitigate risks for 
boundary violations (Baier et al. 2020). Clarifying how extra 
therapy sessions were determined and how many occurred 
may also improve rigor and replicability (Zeifman and Maia Ta
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2023). Currently, these methodological details are not ade-
quately provided in clinical trials of PAP. Lastly, collecting 
measures of reliability and adherence to therapy manuals, 
as is done in clinical trials of many forms of non-psyche-
delic psychotherapy, are substantive steps that can easily be 
implemented to improve standardization in PAP trials. To 
this end, Serfaty et al. (2020) published the Therapy Com-
ponent Checklist (TCC) to measure adherence to manualized 
CBT. The authors concluded that the TCC provides a rapid 
and cost-effective method of evaluating the components of 
psychotherapy delivered, and that the instrument could be 
adapted for evaluating adherence to other psychological 
treatments, such as PAP. Thus, we recommend that future 
PAP trials include adapting the TCC to their specific treat-
ment manual and use it to evaluate adherence throughout 
the study.

Identifying mechanisms of change

There are also specific psychotherapeutic mechanisms of 
change that have been established as fundamental to effec-
tive psychotherapy, yet remain minimally examined in PAP 
research. Identification of relevant mechanisms in any form 
of health treatment is important for improving treatment 
efficacy, as well as targeting populations most likely to 
benefit from the intervention (Baier et al. 2020). Twomey 
and colleagues (2023) recently surveyed a large number of 
psychotherapy clinicians and researchers (N = 1,998) from 
a variety of theoretical orientations regarding principles 
of change that guide routine psychotherapy practice. They 
found that there was consensus regarding five principles: (1) 
fostering hope, positive expectations, and motivation, (2) 
facilitating the therapeutic alliance, (3) increasing awareness 
and insight, (4) encouraging corrective experiences, and (5) 
emphasizing ongoing reality testing.

There is variability regarding the extent to which 
researchers have assessed these principles in the context 
of PAP. Certainly, fostering hope, positive outcome expec-
tations, and motivations prior to dosing in PAP is consid-
ered to be integral to facilitating positive and therapeutic 
experiences with psychedelics; however, researchers have 
rarely measured expectations (Aday et al. 2022). Similarly, 
therapeutic alliance between therapists and participants in 
PAP appears predictive of greater emotional breakthrough, 
mystical-type experiences, and decreases in depression 
(Levin et al., 2024; Murphy et al. 2021), but has most often 
not been measured. Regarding insight, evidence is emerging 
that experiences of insight facilitated with psychedelics may 
predict persisting clinical benefits (Davis et al. 2021a; Peill 
et al. 2022), although further research is needed. Wolff and 
colleagues (2020) theorized that the state of belief relaxation 
conferred by psychedelics may facilitate corrective experi-
ences (i.e., processing an emotional event or relationship in a 

novel and unexpected way), but no PAP studies to-date have 
specifically examined corrective experiences. Lastly, to the 
authors’ knowledge, emphasis of ongoing reality testing has 
not been incorporated as a fundamental aspect of PAP nor 
measured in any trials, but may align with purported psy-
chological mechanisms of PAP (e.g., cognitive reframing, 
psychological flexibility, memory reconsolidation). Beyond 
these transtheoretical principles, there may be additional 
mechanisms of change derived from traditional psychother-
apy (e.g., mindfulness, experiential avoidance; Payne et al. 
2021; Zeifman et al. 2020) that are applicable to PAP, and 
it should also be highlighted that PAP may involve unique 
mechanisms that traditional psychotherapeutic frameworks 
do not typically consider (e.g., mystical-type experiences). 
In summary, many cognitive-emotional and interpersonal 
processes involved in PAP are also core constructs targeted 
in psychotherapy interventions (Wolff et al. 2024). Leverag-
ing decades of research on how traditional psychotherapy 
“works”—while maintaining vigilance over what makes 
PAP distinct—may expedite crucial insights into relevant 
therapeutic elements of PAP.

Assessing efficacy of specific techniques

Another opportunity to utilize lessons from traditional psy-
chotherapy research lies in assessing differences in treatment 
efficacy and safety, including the direct head-to-head empiri-
cal evaluation of psychotherapeutic approaches or tech-
niques within a single trial. Such research has been critical 
for evaluating distinctions between modalities of psychother-
apy, yielding information that can inform treatment assign-
ment and responsiveness. A recent network meta-analysis 
of behavioral interventions for posttraumatic stress disorder 
(PTSD) exemplified the value of such research, with results 
indicating between-treatment differences in acute- and long-
term treatment response, as well as PTSD remission (Yunitri 
et al. 2023). A similar analysis evaluating psychotherapies 
for late-life depression found Life Review Therapy to be the 
most preferred modality, when accounting for both effec-
tiveness and acceptability. These analyses underscore the 
importance of head-to-head interventions, as treatments that 
share similar effectiveness may benefit from treatment tailor-
ing to minimize patient dropout (see: Schnurr et al. 2022).

Despite these findings, non-psychedelic psychotherapy 
research also suggests that there is reason to doubt that 
traditional randomized controlled trials (RCTs) are sensi-
tive to detecting differences between distinct therapeutic 
approaches (Wampold 2013). Indeed, this has been a sim-
mering issue for the field of psychotherapy for almost a cen-
tury (Rosenzweig 1936). That is, the high number of “com-
mon factors” among different psychotherapeutic techniques 
(e.g., therapeutic alliance, positive expectations, hope, 
reassurance) often makes it difficult to identify outcome 
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differences among approaches when directly compared in a 
clinical trial (Cuijpers et al. 2019), a phenomenon referred 
to as “The Dodo Bird Verdict” (Luborsky et  al. 2002). 
Gukasyan and Nayak (2022) outlined how common factors 
of psychotherapy converge with key components of PAP, 
including “1) an emotionally charged, confiding relationship 
with a helping person, 2) a healing setting, 3) a rationale, 
conceptual scheme, or myth that provides a plausible expla-
nation for the patient’s suffering and a means of alleviation, 
and 4) a ritual that requires participation of both patient 
and therapist, which is mutually believed to be the means 
of succor.”

The challenges related to common factors seem to have 
preliminary translation to PAP based on a single psilocybin 
study by Griffiths and colleagues (2018)—the only modern 
clinical trial of PAP to-date that has manipulated aspects of 
the “psychotherapeutic support” between conditions. In this 
trial, 75 healthy participants were randomized among three 
groups: (1) very low-dose (1 mg/70 kg on sessions 1 and 2) 
with moderate-level (“standard”) support for spiritual-prac-
tice (LD-SS); (2) high-dose (20 and 30 mg/70 kg on sessions 
1 and 2, respectively) with the same “standard” support 
for spiritual practice (HD-SS); and (3) high-dose (20 and 
30 mg/70kg on sessions 1 and 2, respectively) with “high” 
support for spiritual practice (HD-HS). At the six-month 
follow-up, compared with LD-SS, both high-dose groups 
showed large positive changes on longitudinal measures of 
interpersonal closeness, gratitude, life meaning/purpose, for-
giveness, death transcendence, daily spiritual experiences, 
religious faith and coping, and community observer ratings. 
Although a small number of differences in the trial emerged 
between the high-dose groups (e.g., increased ratings of spir-
itual experiences in the group with high support for spiritual 
practice as expected), there were generally more similari-
ties than differences—suggesting that drug dose was a more 
pertinent factor in trial outcomes than the contextual factors 
that were manipulated. To date, this is the only modern psy-
chedelic trial we are aware of to directly study aspects of the 
surrounding psychotherapeutic intervention, beyond music 
(Strickland et al. 2021), which is ubiquitously thought to be 
crucial to clinical outcomes.

Psychotherapy researchers have attempted to address 
issues like the Dodo Bird Verdict with innovative study 
designs, such as dismantling studies, comparative efficacy 
trials, and cross-lagged panel models (CLPMs). A disman-
tling study design typically involves comparing a full treat-
ment protocol to a “dismantled” control condition, where 
one or more components of the treatment thought to be an 
active mechanism(s) of action are removed. All other aspects 
of the study design and implementation are held constant 
between conditions, and attempts are made to ensure equiva-
lence across nonspecific aspects of care that might influ-
ence outcomes. The rationale is that if the removed portion 

of the treatment is an important “ingredient” in the overall 
treatment package, subsequent group comparisons should 
demonstrate reductions in clinically significant change in 
the dismantled group as compared to the group that received 
the complete treatment (Papa and Follette 2015). For exam-
ple, narrative reformulation is an assumed active ingredi-
ent of cognitive analytic therapy (CAT) in treating depres-
sion. Kellett and colleagues (2021) compared typical CAT 
with a dismantled control condition that removed narrative 
reformulation. They found that narrative reformulation did 
not enhance the efficacy of CAT for depression, suggest-
ing that it may be a redundant portion of the treatment that 
can be removed while maintaining treatment efficacy. In the 
context of PAP, dismantling studies could be leveraged to 
identify the timing and dose of psychotherapy needed to 
optimize clinical outcomes as well as explore the contribu-
tion of other factors assumed to be important in treatment 
(e.g., touch, music, etc.) However, it should also be noted 
that a stripped down approach may not be appropriate for 
all patients, and those requiring more support may be dis-
advantaged if insurance payers refuse to cover a more inten-
sive treatment. Although there are possible safety concerns 
regarding removing aspects of the psychotherapeutic support 
with PAP, risks may be minimized if done iteratively.

Similarly, comparative efficacy and non-inferiority tri-
als compare two active forms of treatment to assess treat-
ment superiority after a treatment has demonstrated effi-
cacy against an inactive control (Williams et al. 2016). 
Such designs could be systematically deployed to identify 
aspects of PAP that account for clinical change and inform 
best practices for the field. Although, it should be noted that 
these designs are limited by the need for larger sample sizes 
and higher costs.

Psychotherapy researchers have similarly acknowledged 
the drawbacks of dismantling designs as well as potential 
ethical limitations of withholding aspects of treatment. As 
an alternative, CLPMs have been put forth as a means for 
identifying mechanisms of change in psychotherapy (Falk-
enström et al. 2020). In a CLPM, two variables (X and 
Y) are repeatedly measured throughout treatment, which 
makes it possible to track session-by-session changes and 
focus on within-patient associations between predictors and 
outcomes. The primary advantage of CLPMs compared to 
traditional cross-sectional correlational analyses is account-
ing for temporality, a primary criterion for causal inference 
(Antonakis et al. 2010). Although CLPMs allow for greater 
confidence in causal inference, they are still limited by the 
potential for confounding variables and, therefore, require a 
large number of within-subject observations. This may be a 
particularly relevant hurdle for PAP, given that the treatment 
involves a limited number of sessions relative to traditional 
psychotherapy and can be characterized by periods of rapid, 
non-linear change in some cases (Palhano-Fontes et  al. 
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2019). Nonetheless, CLPMs represent another untapped 
resource provided by traditional psychotherapy researchers 
that has been as of yet underutilized by PAP researchers.

Looking forward

As patchwork legalization of PAP begins to unfold across 
the world, standards for psychotherapy will undoubtedly 
vary by jurisdiction, as has already been seen in Oregon, 
Colorado, and Australia. The effects of these inconsistent 
standards on treatment outcomes remain mostly unknown. 
Given the heightened state of vulnerability and sensitivity to 
context conferred by psychedelics, it is critical for research-
ers to begin systematically studying the role of the sur-
rounding psychotherapeutic component of treatment (Aday 
et al. 2023c). Relatedly, the importance of establishing clear 
guidelines and standards for appropriate licensure and train-
ing of psychedelic therapists is of the utmost importance 
(Feduccia et al. 2023; Siegel et al. 2023). Licensure and 
training are requirements for all psychotherapists, designed 
to ensure clinicians are appropriately trained and qualified 
to practice psychotherapy. Moreover, licensure is intended to 
mitigate risks for boundary violations and requires therapists 
to adhere to the Hippocratic oath to “do no harm.” Such 
considerations are paramount for PAP, as participants are 
given suggestibility-enhancing substances that may increase 
their vulnerability to therapist coercion and malpractice 
(Carhart-Harris et al. 2015; Barber and Dike 2023; Villiger 
and Trachsel 2023).

As previously outlined, the psychedelic peak therapy 
model could likely be better mechanistically understood and 
clinically optimized by leveraging the techniques developed 
in the context of traditional psychotherapy, and it may be 
the case that certain psychotherapeutic approaches may be 
more suitable for specific doses or conditions (Passie et al. 
2022). A final critical issue to underscore, however, is the 
paucity of federal funding for psychedelic studies, which 
has forced researchers to primarily rely on philanthropic 
and industry support for trials (Barnett et al. 2022). Due 
to the difficulty of patenting and monetizing psychother-
apy approaches, companies in the psychedelic industry 
are incentivized to focus on drug discovery and develop-
ment (Aday et al. 2023b). Moreover, although the National 
Institute of Health (NIH) has recently released requests for 
applications for psychedelic research investigations, the 
NIH’s de-emphasis on psychotherapy research more gener-
ally (Karter 2015; Markowitz and Friedman 2020) could 
threaten scientific growth in understanding the role of psy-
chotherapy in PAP. Increased federal support to study the 
psychotherapeutic component of PAP could shed light on 

therapeutic mechanisms, optimize the treatment model, and 
inform cost-effectiveness.

Conclusion

Recent clinical trials of PAP have shown early therapeutic 
promise for a variety of health conditions. However, to date, 
there has been considerable ambiguity and a lack of empiri-
cal investigation regarding the psychotherapeutic component 
of treatment. Given the crucial role of context, including 
psychotherapy, in PAP outcomes, more research is needed 
to identify best practices associated with the treatment, and 
there are valuable advancements developed in the context of 
traditional psychotherapy that PAP researchers have yet to 
fully leverage. Recent state approvals for the clinical use of 
PAP, coupled with calls from the NIH to better understand 
the mechanisms underlying changes induced by PAP, neces-
sitate investment and innovation into this research to reduce 
the risk of adverse effects, optimize clinical outcomes, 
inform cost-effectiveness, and enhance generalizability and 
comparability of study findings.
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