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Objective: This systematized review sought to fill a gap in
psilocybin research by investigating the structure and for-
mat of psilocybin-assisted psychotherapy (PAP), with a
focus on the counseling components of the treatment.

Methods: A systematized review of PAP was conducted by
using the PubMed and PsycInfo databases to search for
peer-reviewed studies of human clinical trials, published
within the past 25 years, in which psilocybin was adminis-
tered with psychological support in a clinical setting.

Results: Eleven articles matched the criteria necessary for
inclusion in this review. PAP was found to consist of three
stages: pretreatment sessions to prepare participants for
psilocybin, treatment sessions in which psilocybin was
administered, and posttreatment sessions to integrate the

Research into treatments for mental illness has evolved sub-
stantially, encompassing wide-ranging approaches to treat-
ment intervention that span across psychotherapy and
pharmacotherapy. A new wave of research has recently
emerged with the resurgence of psychedelic drugs in the con-
text of treating mental illness (1). Research into the clinical
utility of psychedelics has typically emphasized the pharma-
cological mechanisms of the psychedelic drug and the psycho-
therapeutic processes surrounding its administration as the
primary mechanisms for change (1, 2). In this way, psyche-
delic therapy creates a unique and innovative way of bridging
the fields of psychotherapy and pharmacotherapy (1, 2).
Psilocybin is one of the most thoroughly studied psyche-
delic substances in modern clinical research (2). Psilocybin-
assisted psychotherapy (PAP) is a term used to define the
established research protocol for safely administering psilocy-
bin with psychological support as a clinical intervention (1, 2).
PAP has shown clinically significant results in several studies
for various psychiatric conditions (3, 4). Most, if not all, pub-
lished research (1, 2) on psilocybin in the past 25 years has dis-
cussed the importance of adequately preparing the participant
for psilocybin treatment and of providing psilocybin in an
environment that feels safe and welcoming. The importance
of these two factors, colloquially known as the “set and
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experience with daily life. Conventional psychotherapy
was primarily seen in the pre- and posttreatment sessions.
Psychotherapies included in PAP differed among studies,
but most often included music therapy and a nondirective
supportive approach to treatment.

Conclusions: This systematized review found important
commonalities among clinical trials of PAP published within
the past 25 years and revealed key differences among stud-
ies in psychotherapy's incorporation into PAP. Additional
research is needed to identify the unique effect of psycho-
therapy in PAP.
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setting,” is held as paramount to safe and efficacious PAP
administration (1, 2). In light of this information, one can infer
that the context in which psilocybin is administered, including
the psychotherapy involved in PAP, has considerable influ-
ence on PAP outcomes. Despite this inference, the present
PAP literature contains limited research investigating the
structure and content of PAP and viable psychotherapeutic
treatments to administer in conjunction with psilocybin (2).
The present systematized review was intended to bridge
the research gap between psilocybin and psychotherapy by
summarizing findings from a review of clinical trials of PAP

HIGHLIGHTS

¢ Psilocybin-assisted psychotherapy consists of three
stages of treatment, spanning pretreatment, treatment,
and posttreatment sessions.

e The purpose of each stage was consistent across
studies, but the content of these stages differed.

* The role of therapists during treatment sessions was
nondirective and supportive, and therapists had a more
direct role during the pretreatment and posttreatment
sessions.

Am J Psychother 74:4, 2021


http://psychotherapy.psychiatryonline.org

over the past 25 years. This article answers the following ques-
tions: What is the role of therapists in PAP? What is the gen-
eral structure in which PAP is currently conducted? and What
psychotherapeutic modalities and techniques have been inte-
grated into PAP? Treatment outcomes will also be briefly
summarized for the studies included. This review is intended
to assist future research in refining the PAP process and deter-
mining viable psychotherapeutic adjuncts to complement psi-
locybin in treating mental illness.

METHODS

The authors conducted a systematized review of recent psilo-
cybin literature to provide a structured and detailed represen-
tation of current practices in PAP trials. A systematized
review includes many aspects of a systematic review; it is con-
ducted in a systematic manner to determine what is known
about a particular topic and to establish a rationale for future
research (5). This review differed from a systematic review in
that it did not evaluate the risk of bias in collected studies and
lacked a second independent reviewer (5). A protocol for sys-
tematically searching databases for studies including PAP was
formulated by the first author (D.M.H.) by using PRISMA
guidelines (6) and was then evaluated and refined for
appraisal of methodological quality by an additional author
(B.M).

Eligibility Criteria

Human clinical trials of psilocybin published between Decem-
ber 31, 1994, and January 23, 2021, were eligible for inclusion
in the study. Studies included in this review were also
searched on clinicaltrials.gov to confirm they were clinical tri-
als. To address the variegated nature of psilocybin research,
eligible studies must have included administration of psilocy-
bin in a clinical setting with psychological support to investi-
gate the efficacy of PAP for psychological treatment of a
particular mental illness or to investigate the structure and/
or content of PAP to determine the best practices as a psycho-
logical treatment. In this way, the present review sought to
narrow the selection criteria to publications pertaining to
PAP and not merely psilocybin publications with clinically rel-
evant outcomes. Relevant literature excluded from the sys-
tematized protocol was considered for its potential to
elaborate on the included studies. Any clinical trial meeting
all of the eligibility criteria was incorporated into the review,
including phase 1 clinical trials.

Search Strategy

We searched for relevant literature in two databases: PsycInfo
and PubMed. These databases were chosen for their relevance
and to follow prior systematic reviews of psilocybin research,
which have included these databases in their data acquisition
(7, 8). Only the term “psilocybin” was searched in each data-
base to ensure all relevant studies were captured in the liter-
ature search process. When necessary, attempts to contact
study authors were initiated for additional information or

Am J Psychother 74:4, 2021

HORTON ET AL.

clarification. The authors also searched the reference lists of
studies that the authors determined might reveal additional
relevant studies.

Study Selection

The PubMed and PsycInfo databases were searched for stud-
ies relevant to the present review through two levels of
screening. Level 1 screening included reading the title and
abstract of every article that appeared as a search result
when entering “psilocybin” into the search bar of each data-
base. If the title and abstract did not disqualify an article
from inclusion, that article was included in level 2 screening.
Level 2 screening assessed full-text articles for study inclusion
by using the same eligibility criteria described above.

Recorded Variables, Data Extraction, and Analysis
Recorded variables included the following: study authors, year
of publication, presence or absence of blinding (if applicable),
sample size, population worked with, therapeutic constructs
measured, primary outcomes, credentials of the therapists
or sitters involved in the PAP process, quantity and content
of meetings between participants and study therapists, and
quantity of dosing. Data were extracted from studies and orga-
nized into data tables and figures created by using Microsoft
Excel.

RESULTS

Details regarding the phases of the systematized review pro-
cess for both databases are illustrated in a flow diagram (see
online supplement). In total, 1,058 articles were reviewed
for level 1 title and abstract screening. After a review of the
titles and abstracts, 912 articles failed to meet the eligibility
criteria and were excluded from the analysis, leaving 146
full-text articles for level 2 screening. After accounting for
duplicates, 11 clinical trials (3, 4, 9-17) were included in
the present review. Table 1 summarizes the 11 trials and
their target populations. Several of these trials (3, 4, 10, 15)
provided data relevant to this review in separate publications
(18-23).

Role of Therapists in PAP

All 11 trials included the presence of session therapists, whose
core responsibilities included preparing participants for psilo-
cybin treatment, providing psychological support during
treatment, and facilitating integration of the psilocybin expe-
rience into the area of desired change (1, 2). Therapists were
also referred to as sitters, guides, or monitors (1, 2, 23); for
consistency, they will be referred to as therapists for the
remainder of this review. All 11 studies had at least two thera-
pists present during psilocybin administration. Research with
psilocybin has historically used a dyadic structure of two ses-
sion therapists, as outlined by the guidelines for human hallu-
cinogen research (1). According to these guidelines (1), at least
one therapist is present at each study stage, and both thera-
pists must be present when the psilocybin is administered.
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TABLE 1. Characteristics and outcomes of psilocybin clinical trials®

Therapeutically
Study Target population N relevant constructs Measure Effect size p
Anderson et al,, Male OLTAS with 18 Demoralization DS-II dym=.78"
2020 (9) moderate-to-severe
demoralization
Bogenschutz et al., AUD 10 Days drinking TLFB d=1.19¢ .007**
2015 (10)
Carhart-Harris TRD 209  Depression BDI, STAI-T d=1.40¢ <.0001,"* <.0001""
et al, 2016 (3) and anxiety d=1.50¢
Davis et al, 2021 MDD 24 Depression and anxiety ~ BDI, STAI-T n2=.79° <.001,"™* <.001"**
(11) n?=.55¢
Griffiths et al., 2016 Palliative care 51 Depression and anxiety ~ BDI, STAI-T d=163f <.001,"* <.001"**
(12) d=1.20f
Griffiths et al,, 2018 Healthy participants 75 Ratings of attitude, PEQY d=1.56, <.05*
(13) mood, and behavior 2.02"
Grob et al,, 2011  Palliative care 12 Depression and anxiety BDI, STAI-T t=2.17, .05, .001™*
(14) t11=4.36'
Johnson et al,, TUD 15 Tobacco use TLFB t4=11.10 <.001"**
2014 (15)
Moreno et al., OCD 9 OCD YBOCS F=9.37" .028"
2006 (16)
Nicholas et al., Healthy participants 12 Ratings of attitude, PEQY t=7.87" <.001"*
2018 (17) mood, and behavior
Ross et al., 2016 (4) Palliative care 29 Depression and anxiety ~ BDI, STAI-T d=1.03,
93,m
d=172,
1.03™

2 AUD, alcohol use disorder; BDI, Beck Depression Inventory; DS-I1I, Demoralization Scale-II; MDD, major depressive disorder; OCD, obsessive-compulsive
disorder; OLTAS, older long-term AIDS survivor; PEQ, Persisting Effects Questionnaire; STAI-T, Stait-Trait Anxiety Inventory, Trait Version; TLFB, timeline
follow-back; TRD, treatment-resistant depression; TUD, tobacco use disorder; YBOCS, Yale-Brown Obsessive-Compulsive Scale.

© Cohen's d repeated measures presented for change in mean demoralization from baseline to 3-month follow-up (95% Cl=.33-1.28); assessed with
repeated measures two-way analysis of variance (ANOVA).

¢ Cohen’s d presented for change in mean percentage of days drinking from baseline to 6-month follow-up. Assessed with paired t tests.

9 Sample size includes additional participants enrolled in the study after the original publication. Information for these participants was provided in the
6-month follow-up study. Cohen’s d presented for change in BDI and STAI-T scores from baseline to 6-month follow-up; assessed with two-tailed t tests.

¢ Eta-squared presented for differences in mean BDI and STAI-T scores; assessed with repeated-measures ANOVA with time (baseline and follow-up) and
condition (immediate vs. delayed treatment groups).

f Cohen's d presented for differences in mean BDI and STAI-T scores between baseline and 6-month follow-up; assessed with repeated-measures
regressions.

9 The PEQ included items covering a number of different domains, but with no composite score. The effect size presented relates to items addressing
participants’ attitudes toward life.

" Cohen'’s d presented for differences in ratings of positive attitude between groups 1 and 2 (d=1.56) and groups 1 and 3 (d=2.02); assessed with ANOVA with
planned comparisons between groups.

' The t scores are presented for differences in BDI and STAI-T scores between baseline and 1-month follow-up; assessed with t tests. The 1-month follow-up
was selected because of decline in participants completing latter follow-ups.

J The t score is presented for changes in smoking between baseline and 6-month follow-up; assessed with two-tailed paired t tests.

X The t score is presented for changes in mean YBOCS scores between baseline and 24 hours postdose; assessed with multivariate ANOVA.

' The t score is presented for changes in mean ratings of positive attitude between baseline and 1-month follow-up; assessed with repeated-measures
ANOVA.

MCohen's d presented for changes in mean BDI and STAI-T scores between baseline and 6.5 months posttreatment for the psilocybin-first group and the
niacin-first group; assessed with planned between-group comparisons.

"p<.05, "p<.01, *p<.001

All but one study indicated that at least two therapists were
present during the treatment sessions; the exception was
Johnson et al. (15). Three of the studies (16-18) indicated
intentional inclusion of both a male and female therapist dur-
ing the treatment sessions. The reasons for this arrangement
stem from early psychedelic research, which suggested that
a male-female dyad provides a sense of security to the partic-
ipant during the treatment sessions (1). The guidelines for
human hallucinogen research (1) suggest that having two
therapists of the same gender as the participant is an accept-
able alternative.
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All 11 studies included therapist training in facilitating
psychedelic psychotherapy and in understanding the treat-
ment. This training often included didactic instruction on
psychedelic experiences and possible adverse effects as
well as role-playing or discussion of vignettes to train
therapists in the accompanying therapy. This training
was prioritized over academic credentials in terms of qual-
ifications for therapists (1, 24). The guidelines for human
hallucinogenic research (1) indicate that therapists should
be knowledgeable and skilled in human relations and pro-
vide an empathic abiding presence. Table 2 summarizes the
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credentials of the therapists in
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TABLE 2. Credentials of therapists in psilocybin clinical trials

psilocybin clinical trials. Cre-
dentials varied widely through-
out the studies, but the most

common titles were psycholo-
gist (N=19) and psychiatrist
(N=19). Therapists also held
master’s-level degrees (N=15),
often in social work (N=38).
Eight therapists held a bache-
lor’s degree. Other therapist
titles (N=8) included chaplain,
nurse, shiatsu therapist, and
life coach.

Master's-
level social Other Bachelor's-
worker or licensed level
Study Psychiatrist Psychologist counselor professional staff
Anderson et al.,, 2020 (9) 5 5 2 2 1
Bogenschutz et al., 2015 (10) 2 1
Carhart-Harris et al., 2016 (3) 2
Davis et al,, 2021 (11) 2 3 1 4
Griffiths et al., 2016 (12) 1 2 1 1
Griffiths et al., 2018 (13) 2 2 1
Grob et al,, 2011 (14) 2 1
Johnson et al,, 2014 (15) 2 2 2
Moreno et al.,, 2006 (16)
Nicholas et al.,, 2018 (17) 2 4
Ross et al., 2016 (4) 6 2 6 1

Five of the 11 studies (7-10, 12)
indicated that therapists served
different roles in the study, typically a primary role or an assis-
tant or cofacilitator role (8, 10). This separation of roles may
explain the varied range of therapist credentials. The respon-
sibilities of the therapists hinged on the stage of treatment and
the varying components of therapy embedded in PAP across
studies; a close examination of the structure and contents of
PAP will illuminate the role and responsibilities of therapists
at each stage of PAP.

Structure of PAP

Each of the 11 studies consisted of three stages: pretreatment,
treatment, and posttreatment. The three stages of PAP are dis-
cussed in detail below, and their structure and psychotherapy
content are presented in Table 3.

Pretreatment sessions. The first stage of PAP included at least
one pretreatment session (N=11,100%). During pretreatment,
therapists met with participants to discuss psilocybin’s effects
and to build the therapeutic alliance prior to treatment
(N=11). The primary intention of these sessions across all 11
trials was to prepare participants to receive psilocybin safely
and to help them feel supported while under psilocybin’s
effects. This aspect of pretreatment has led some researchers
to describe this stage of treatment as the preparatory
stage (17). Pretreatment sessions varied among studies in total
hours (mean*SD=6.06*1.70) and number of sessions
(3.31=1.44). Preparation for psilocybin occurred before the
first psilocybin treatment session in all 11 studies, and two
studies indicated inclusion of additional preparatory sessions
for subsequent treatment sessions (10, 17). With one exception
(16), all of the studies involved a discussion of the participant’s
life experiences, experiences with the presenting problem,
and/or setting intentions or goals for the treatment.

Treatment sessions. Treatment sessions were the next stage of
PAP, during which psilocybin was administered to partici-
pants; this was the only stage of psilocybin treatment in which
psilocybin was administered (N=11, 100%). Details regarding
the dosage of psilocybin or control in each clinical trial are
provided in Table 4. Treatment sessions varied both in
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frequency (mean=2.08+0.76) and length (746*0.78 hours),
but all 11 studies asked the participant to lie down, wear eye-
shades, and listen to a standardized playlist of music for the
majority of the session or sessions. Ten studies (91%) admin-
istered psilocybin to participants in a decorated room
intended to make the participant comfortable; decorations
were often designed to resemble a living room (N=8, 73%).
The remaining study (15) did not specify the room design.
In each study, direct interaction between participants and
therapists increased toward the end of the session, typically
during the last hour.

Treatment sessions were conducted in a nondirective and
supportive setting (N=11). Research suggests that psilocybin
administered in a nondirective and supportive setting facili-
tates spiritually or meaningfully significant experiences (2,
25) and the relaxing of beliefs underlying psychological dis-
tress (26). This nondirective supportive model of therapy
with psilocybin is analogous to the psychedelic model used
as early as the 1950s; the key difference between the mid-
20th century model and today’s updated psychedelic model
is the implementation of carefully constructed control condi-
tions (1, 2). Therapists are present throughout the session to
provide this support. This laissez-faire approach to treatment
sessions shares many similarities with MDMA-assisted psy-
chotherapy, which identifies an individual’s inner healing
intelligence as the primary mechanism of change in treatment
(27). The nondirective approach to therapy takes this model
one step further, suggesting that the individual, not the psy-
chedelic nor the therapists, is the source of the healing; PAP
only facilitates this process of inner healing (27). Therapy
involved in treatment sessions has been referred to as a mod-
ified form of Rogerian, existential, and logotherapy modalities
az.

All 11 studies explicitly directed participants to focus their
intention on their internal experience or journey. Each of the
11 studies followed the nondirective supportive therapeutic
model, which attempts to facilitate a transformative, mystical-
type experience (2, 10, 25). The therapists provided psycho-
logical support in several forms during the session, such as
through physical reassurance and supportive touch (3, 4),
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TABLE 3. Structure and psychotherapy content of psilocybin sessions®

Pretreatment Treatment Posttreatment
Therapy Therapy
Study Sessions® Hours® Therapy content Sessions® Hours® content Sessions’ Hours? content
Anderson et al., 2020 5 7.5 Modified SEGT 1 8 Nondirective 5 8 Modified SEGT
(9), group 1 supportive
Anderson et al., 2020 5 7.5 Modified SEGT 1 8 Nondirective 7 1 Modified SEGT
(9), group 2 supportive
Bogenschutz et al., 4 MET 2 8 Nondirective 6 MET
2015 (10) supportive
Carhart-Harris et al., 1 4 2 6 Nondirective 6 Integrative
2016 (3) supportive
Davis et al., 2021 (11) 2 6 Supportive therapy 2 7 Nondirective 5 11 Integrative
supportive
Griffiths et al.,, 2016 2 8 Therapeutic 2 8 Nondirective 4 4 Support
(12) relationship supportive available as
needed
Griffiths et al.,, 2018 4 5 Therapeutic 2 7 Nondirective 1 1 Journaling,
(13), group 1 relationship, supportive group
group sessions sessions
Griffiths et al., 2018 5 10 Therapeutic 2 7 Nondirective 18 22 Journaling,
(13), groups 2and 3 relationship, supportive group
group sessions sessions
Grob et al., 2011 (14) 3 Supportive, 2 6 Nondirective 3 Integrative,
existential supportive existential
Johnson et al,, 2014 4 6 CBT 2 8 Nondirective 12 9.5 CBT
(15) supportive
Moreno et al., 2006 1 Therapeutic 4 8 Nondirective
(16) relationship supportive
Nicholas et al,, 2018 4 6 Supportive 3 8 Nondirective 4 6 Integrative
(17) supportive
Ross et al., 2016 (4) 3 6 Eclectic 2 8 Nondirective 3 6 Eclectic
supportive

@ Missing data were unable to be obtained, even after reaching out to at least two of the study authors. Missing data were excluded from calculations of means
and standard deviations. SEGT, supportive-expressive group therapy; MET, motivational enhancement therapy; CBT, cognitive-behavioral therapy.

® Mean+SD=3.31+1.44.
¢ Mean+SD=6.60=1.70.
9 Mean+SD=2.08+0.76.
¢ Mean+SD=7.46+0.78.
f Mean+SD=6.17+461.

9 Mean+SD=8.72+5.96.

reality orientation (4, 17), and interpersonal support with non-
judgmental, empathic listening (3, 4, 17).

Posttreatment sessions. At least 10 of the studies, with the
possible exception of Moreno et al. (16), included posttreat-
ment sessions pertaining to the experience and resulting
effects of the previous psilocybin treatment session. Nine
studies reported the number of posttreatment sessions, and
seven of the studies also provided the total number of hours
devoted to posttreatment sessions. Attempts to contact study
authors for missing data relevant to posttreatment sessions
were unsuccessful.

The number of posttreatment sessions (mean=6.17+4.61,
N=10), as well as the length of these sessions (8.72%+5.96,
N=7), differed among studies. Ten studies (91%) indicated
discussion of the participant’s experiences in at least one post-
treatment session; Moreno et al. (16) included this discussion
at the end of the treatment session but did not suggest the
presence of posttreatment sessions. Discussion of the treat-
ment session was often referred to as the “integration
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process” of the treatment, leading some studies to label post-
treatment sessions as “integration sessions” (4, 16). Posttreat-
ment or integration sessions often occurred between doses
(N=8), and four studies (36%) included at least three sessions
between administrations of psilocybin.

Psychotherapy Modalities Integrated in PAP Studies
All 11 of the collected studies indicated use of psychotherapy
modalities or mechanisms of change in varying degrees over
the course of the treatment. Four of the studies (4, 9, 10, 15)
cited specific psychotherapy modalities; the remaining seven
studies included psychotherapeutic components, although
no particular modality was described. The role of therapists
in the treatment process depended on the psychotherapeutic
components or modalities incorporated into the PAP.

Music therapy. Music was used during the treatment ses-
sions of all 11 clinical trials. A study (28) on the role of music
in psychedelic therapy has stated that the purpose of includ-
ing music is to support and foster meaningful experiences
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during the session. This pur-
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TABLE 4. Characteristics of dosing in psilocybin clinical trials

pose is in accord with early psy-

Low-dose High-dose
chedelic research, in which session(s) session(s)
music’s role in psychedelic Study Study type® Placebo Randomization mg/kg mg/kg
therapy was to facilitate emo- Anderson et al,, Open label None None N/A .30 for cohort
tional release and provide 2020 (9) 1, .36 for
direction and structure to the gihn%rtg
experience (29). The use of music Bogenschutz et al., Open label None No 3 4
with psilocybin corresponds to 2015 (10)
the purpose of music therapy, Carhart-Harris Open label None No 10 mg® 25 mg®
namely, to induce or magnify an et al, 2016 (3)

. . Davis et al,, 2021 RCT None Yes 2 3
emotional state to achieve thera- 1)
peutic progress (30). Specifically,  Grifitns etal, 2016 RCT None Yes  04or 01° 43 or 31°
psilocybin research has relied on 12)
the passive or receptive compo-  Griffiths et al,, 2018 RCT .01 mg/kg Yes .01 or .29 43
nents of music therapy rather (13) psilocybin

. . Grob et al,, 2011 RCT 250 mg niacin Yes 2 N/A
than on active or creative compo- (14)
nents (30). Johnson et al,, Open label None No 3 4
All 11 studies included a stan- 2014 (15)

dardized playlist of music during  Moreno et al,, Modified .025 mg/kg No 10, .20¢° .3
treatment sessions, although two 12006 (16) double blind psilocybin
studies allowed some flexibility Nlél’éci?s(lt;t) al., Open label None No .30, .45 .6
in the music selection either possetal,2016(4)  RCT 250 mgniacin  Yes N/A 3

toward the end of the session
(16) or when it seemed appropri-
ate (9). Grob et al. (14) standard-
ized the playlist shortly after the
trial began. The content of the
playlists varied among studies,
but generally included a mix of
neoclassical, classical, or ambient music with minimal lyrics
(3, 11). Traditionally, music in psychedelic therapy has been tai-
lored to the individual; however, some authors (14) indicated
that they decided to standardize the playlist to allow for
more accurate comparisons of outcomes between participants.

@ RCT, randomized controlled trial.

® Administered 10 mg and 25 mg to each participant, irrespective of participant weight.

€ Dosing was reduced from 0.43 to 0.31 mg/kg in the high dose session, because 0.43 resulted in heightened
reporting of psychologically challenging experiences. Likewise, the low-dose session (functionally a placebo)
was lowered from 0.04 mg/kg to 0.01 mg/kg to ensure it was an inactive placebo.

9 Participants participated in up to four treatment sessions, beginning with the lowest dose and increasing the

dose in subsequent sessions.

Motivational enhancement therapy. Bogenschutz et al. (10)
incorporated seven sessions of motivational enhancement
therapy (MET) into the pretreatment and posttreatment
sessions. MET uses motivational interviewing and cognitive-
behavioral therapy (CBT) to support individuals’ efforts to
reduce or quit drinking, which was the behavior targeted by
that particular study (10). The study authors indicated that
12 sessions of psychosocial interventions were included in
the study, consisting of seven sessions of MET, three prepara-
tion sessions, and two debriefing sessions. The authors further
elaborated that these 12 sessions were split into four sessions
prior to the first treatment session, four between treatment
sessions, and four after the second treatment session.
Although the authors did not indicate the placement of psy-
chosocial interventions into these groups of four sessions,
the information provided suggests that MET was incorpo-
rated before and after treatment sessions.

CBT. Johnson et al. (15) used CBT in pretreatment sessions for
tobacco cessation with a sample of 15 individuals who smoked

Am J Psychother 74:4, 2021

an average of 19 cigarettes per day. The study implemented
four pretreatment sessions of CBT for tobacco cessation.
Components of CBT used in the study included a signed con-
tract to quit, program cards to be read each time a participant
smoked a cigarette or had an urge to smoke, a smoking diary, a
brief motivational statement, psychoeducation regarding the
financial and health consequences of smoking, cognitive
reframing, assignment of a target quit date, and support for
dealing with urges after the target date. In addition to these
CBT components, pretreatment sessions included preparation
of individuals for psilocybin treatment and discussion of the
participant’s developmental years, interpersonal relationships,
work, hobbies, and other relevant information. Material cov-
ered in the pretreatment CBT sessions was reviewed during
the posttreatment sessions, along with staff provision of sup-
port for smoking abstinence and discussion of the ses-
sion experience.

Supportive-expressive group therapy. Anderson et al. (9)
modified an existing adaptation of supportive-expressive
group therapy (SEGT), a palliative care-focused existential
modality of therapy. The authors cited SEGT’s focus on facil-
itating present-moment processing, emotional expression,
and reducing death anxiety (9), which has been described in
qualitative reports of psilocybin sessions (20, 21). Modifica-
tions to SEGT for this study included the substitution of
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breathing exercises and guided meditations instead of auto-
hypnosis. These modifications were intended to aid in facili-
tating group sessions and to provide tools for mindfulness
and self-regulation for use in psilocybin sessions.

Eclectic psychotherapeutic intervention. Ross et al. (4) used
CBT in posttreatment sessions for individuals experiencing
anxiety and depression in the context of life-threatening can-
cer. This study used other modalities in addition to CBT,
including supportive psychotherapy, existentially oriented
psychotherapies, and psychodynamic and/or psychoanalytic
therapy. The authors justified incorporating CBT, supportive
therapy, and existential therapy by emphasizing the relevance
of these therapies for treating anxiety and depression of indi-
viduals with advanced-stage cancer (4). Psychodynamic and
psychoanalytic therapy, on the other hand, were selected to
assist participants in interpreting the experiences of treatment
sessions (4). Psychoanalysis was used in psycholytic therapy, a
modified form of psychoanalytic therapy incorporating low-
to-moderate doses of psychedelics, which was used in early
studies of psychedelics (2, 4).

Ross et al. (4) began the integration process of PAP toward
the end of the treatment sessions in a format the study authors
likened to that of psycholytic therapy. The study authors (4)
provided three 2-hour sessions of psychotherapy in the pre-
treatment stage and after each treatment session, for a total
of 12 sessions of psychotherapy. Although the authors did
not indicate the specific modalities used in the pretreatment
sessions, the stated goals of these preparatory meetings
included intention setting, discussion of psychological and
existential distress related to the cancer, and the status of
the individual’s present relationships. After being contacted
for additional information, some study authors revealed that
in all stages of psilocybin therapy, they took an eclectic
approach to preparing, facilitating, and integrating the psilo-
cybin experiences, borrowing primarily from supportive and
existential therapy (11, 14, 17).

Psychotherapeutic Techniques Integrated in PAP

Throughout all stages of treatment, psilocybin studies have
incorporated psychotherapeutic components not tied to one
specific modality. Notably, eight of the 11 studies (73%) desig-
nated development of the therapeutic relationship, described
in some studies (10) as building rapport and trust, as one of the
primary goals of the pretreatment sessions. Emphasis on the
therapeutic relationship aligns with the conceptual frame-
work of a person-centered therapy orientation, which also
emphasizes the therapeutic relationship (31). Moreover, man-
dates for therapists have underscored the importance of
empathy and adopting a client-centered approach over any
academic or professional credentials (1, 24). The nondirective
supportive approach in treatment sessions also aligns with a
person-centered orientation, which views the individual as
an expert in his or her own life and places the responsibility
of guiding the therapeutic goals, process, and outcomes
on the individual rather than the therapist (31). Several
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psychotherapeutic tools were used within a person-
centered orientation.

Body scanning and writing. Body scanning is a mindfulness
technique for developing attentive flexibility by shifting focus
through different regions of the body (32). One study (15) had
participants engage in a 10-minute body scan at the beginning
of each pretreatment session and in open-ended narrative
writing at the end of treatment sessions to describe their psi-
locybin experiences. This narrative writing was discussed
with therapists the next day during a 1-hour integration meet-
ing (15). Similarly, another study (13) asked participants to
journal about their experiences and struggles with incorporat-
ing aspects of the psilocybin treatment into their daily lives.

Guided imagery. Guided imagery is a therapeutic technique
often associated with psychodynamic therapy, in which indi-
viduals lie on a couch with minimal external stimuli as the cli-
nician depicts visual scenery (such as a meadow) to the
individual (33). Guided imagery was used in two of the studies
(3,15). Johnson et al. (15) included guided imagery during pre-
treatment and posttreatment sessions and in the last hour of
the first treatment session; the authors of this study did not
indicate the intended effects of guided imagery, although
Carhart-Harris et al. (3) indicated use of guided imagery to
enhance relaxation. Nicholas et al. (17) also offered guided
meditation to aid participants in relaxing prior to psilocybin
administration.

Integration. Integration is loosely defined as reflecting on the
unusual thoughts and feelings arising from the psilocybin
experience and exploring implications of the experience for
the targeted areas of change (1, 2, 24). Eight studies indicated
incorporation of integration into posttreatment sessions. Grob
et al. (14) and Moreno et al. (16) did not indicate inclusion of
any posttreatment sessions, and Carhart-Harris et al. (3) did
not specify the content of posttreatment sessions. Attempts
to contact the authors of these studies failed. Integration ses-
sions were sometimes referred to as “debriefing sessions” (3,
10) or “support meetings” (1, 15).

Meditation. Griffiths et al. (13) explored the use of medita-
tion practices with psilocybin, asking participants to
engage in sitting meditation and daily awareness practice
before and after treatment sessions. After the psilocybin
treatment, this study incorporated individual meetings
and dialogue-group sessions into the intervention. In
these group sessions, participants discussed their psilocy-
bin treatment experiences, although these sessions primar-
ily focused on implementing and sustaining meditation and
journaling practices into daily life. The study relied on Eas-
waran et al’s (34) book on meditation as the primary teach-
ing resource for the group. No specific therapeutic modality
was specified for the group. Nicholas et al. (17) also offered
opportunities for meditation before and during the final
hour of treatment sessions.
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Outcomes Across PAP Studies

The section below briefly summarizes outcomes of the clinical
trials collected in this review. None of the 11 studies reported
serious adverse outcomes attributed to psilocybin, and no par-
ticipant in any of the studies required the rescue medication
available for participants during treatment sessions. Adverse
events common in the studies included hypertension, head-
aches, and anxiety; these adverse events were transient and
often mild.

Quantitative outcomes. Quantitative outcomes of the clinical
trials are displayed in Table 1. Each study used several psycho-
logical outcome measures, including the Beck Depression
Inventory (35), State-Trait Anxiety Inventory (36), Persisting
Effects Questionnaire (25), Timeline Follow-Back (37), and
the Yale-Brown Obsessive-Compulsive Scale (38). Table 1
presents results for measures common to each of the studies
working with a particular population, regardless of whether
these measures were of primary or secondary outcomes. All
but one study (14) achieved statistically significant improve-
ments in the targeted outcomes, such as depression and anx-
fety (3, 4, 11, 12).

Johnson et al. (15) demonstrated 7-day point prevalence of
abstinence from smoking among 80% of participants at the
6-month follow-up. A 12-month follow-up of this trial indi-
cated that 53% of participants had maintained abstinence
since the target quit date (39). Nicholas et al. (17) demon-
strated moderate effect sizes for increased positive attitudes
and mood in their study of healthy participants. Seven studies
(3, 4, 9-13) reported large effect sizes for the therapeutically
relevant constructs (Table 1). Four of the five studies measur-
ing depression and anxiety demonstrated clinically significant
reductions in these conditions (3, 4, 11, 12). Grob et al. (14)
eventually reached significance at the 6-month follow-up.
These outcomes suggest that psilocybin may be an effective
treatment for a range of psychological disturbances.

Qualitative outcomes. Qualitative data can capture valuable
information missed by quantitative analysis, especially in the
field of psychopathology (40). Noorani et al. (19) identified
pretreatment sessions and the therapeutic relationship as
two essential components of successful treatment. Watts et al.
(21 used thematic analysis with participants from Carhart-
Harris et al’s study (3); through conversations with partici-
pants, they identified two fundamental change processes
underlying PAP. One of these changes was a shift from feeling
disconnected to feeling connected with oneself, others, and
the world (21). The second change was a process of shifting
from avoidance of emotions to acceptance of emotions during
and after PAP. Participants from another study (15) stated that
they gained insight into themselves and their reasons for
smoking. These examples revealed a common thread between
these four studies: in PAP, participants seem to gain novel
insights into themselves, their presenting problems, or their
relationship with those problems. A participant from another
study (18) indicated that she began practicing meditation after

Am J Psychother 74:4, 2021

HORTON ET AL.

PAP in order to return to a state of mind she referred to as a
“really wonderful emptiness—that kind of really good feeling
of nothingness” (20).

Effects of psychotherapy on outcomes. Griffiths et al. (13) pub-
lished the only study in this review that measured the effects
of psychotherapy in the analysis. This study included psycho-
therapy as an independent variable to ascertain the effects of
psychotherapy on outcomes in PAP. Although the study did
not indicate use of a specific psychotherapeutic modality,
the authors reported the use of meditation practices, journal-
ing, spiritual practices, and group discussion of the psilocybin
experience. The results of this study suggested that indivi-
duals with greater psychotherapeutic support throughout
treatment exhibited greater short- and long-term effects in
domains such as daily life experiences, gratitude, and meaning
or purpose in life (13). No other study in this review accounted
for the effects of psychotherapy interventions on participant
outcomes, except for the effect of music in treatment sessions
(21-23). Qualitative studies (20-22) revealed that music was
identified by participants as an important component of the
experience. A follow-up study (22) of Ross and colleagues’
clinical trial revealed that all 13 participants described the
music played during the session as having a central role in
their experiencing of the treatment. In fact, participants
described the music as a conduit to the experience (22) and
a guide through challenging emotions (23). Watts et al’s (21)
qualitative study of individuals who received psilocybin for
treatment-resistant depression revealed that music enabled
participants to experience and accept painful emotions.
Together, these data suggest that music therapy may be inte-
gral in producing the clinically significant outcomes seen in
PAP studies.

DISCUSSION

This article reviewed the psilocybin literature regarding the
structure and format of PAP, including the role of therapists
and differences among studies in the structure and format
of sessions. Treatment with psilocybin demonstrated signifi-
cant improvements in symptoms of depression and anxiety
(3,4,11,12), demoralization (9), substance use (10, 15), and atti-
tude and mood (12, 13, 17).

The results revealed three distinct stages of PAP across all 11
clinical trials: pretreatment, treatment, and posttreatment. Pre-
treatment sessions involved direct interaction with therapists.
The primary goals of these sessions were to build a therapeutic
relationship between participants and therapists and to prepare
the participant for the psilocybin treatment. The psilocybin
treatment sessions were the only sessions in which psilocybin
was administered. These sessions involved nondirective sup-
portive therapy as well as a modified form of music therapy.
Posttreatment sessions included data collection and integration
of treatment session experiences into the participant’s life.

The review also found several conventional psychothera-
peutic modalities modified for use in psilocybin clinical trials:
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MET (10), CBT (4, 15), existential psychotherapy (4, 14, 17),
SEGT (9), and psychodynamic therapy (4). Many of the col-
lected studies used psychotherapeutic techniques during the
treatment session, such as guided imagery (3, 15, 17), open-
ended narrative writing (15), supportive touch (3, 4), reality
orientation (3), empathic support (3, 4, 15, 17), and nonjudg-
mental listening (3, 4, 15, 17).

Implementation of conventional psychotherapy techniques
in these PAP studies occurred almost exclusively outside of or
in the last hour of treatment sessions, regardless of the dosage
provided to participants. The dosage administered to partici-
pants had no effect on the therapeutic model used in the
reviewed studies, which contrasts with early psychedelic
research models, where the model of psychotherapy used dur-
ing treatment sessions often depended on the dose adminis-
tered in each session (2). Two modalities of therapy widely
used in the mid-20th century in the context of psychedelic
treatment of mental illnesses were labeled psycholytic therapy
and psychedelic therapy (2). The psycholytic model was often
implemented during sessions with a low-to-moderate dose
and included in-session psychoanalytic therapy, which
focused on bringing awareness to the unconscious (2). The
psychedelic model focused on occasioning a mystical experi-
ence and was primarily used during high-dose sessions (2).
According to the literature gathered for this review, no psilo-
cybin studies published within the past 25 years have followed
this model of using direct, interactive psychotherapy during a
low-dose psilocybin session.

Given the differing study designs and mixed results in this
review, future psilocybin research would benefit from investi-
gating which psychotherapeutic modalities and techniques
are most appropriate for incorporation into PAP. Such
research is a prerequisite for determining best practices in
this novel clinical treatment of mental illness. Research could
explore which psychotherapies work best at low versus high
doses of psilocybin as well as modifications to make PAP ben-
eficial for individuals from all cultural, racial-ethnic, and
socioeconomic backgrounds and for those with disabilities
or chronic illness. For instance, the requirement of some stud-
ies to include a male-female dyad may be seen as heteronor-
mative and insensitive to certain minority groups.

The present research acknowledges the impact that ses-
sion structure, context, and setting have on the psilocybin
treatment session; individual experiences during treatment
are affected by nonpsilocybin factors to such an extent that
participants and researchers have described them as integral
to the therapy (1, 22). In light of the importance of nonpsilo-
cybin factors, research must explore how to optimize the
structure, setting, and components of PAP to enhance the clin-
ical efficacy of psilocybin sessions. Specifically, the inclusion
of psychotherapies that are evidenced to be effective for the
relevant mental illness, aligned with the structure and inten-
tions of PAP, and sufficiently controlled to allow for adequate
analysis of treatment outcomes could maximize psilocybin’s
effects and provide optimal outcomes for individuals seeking
treatment.
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Trials similar to Griffiths et al. (13), in which groups of par-
ticipants receive psilocybin with minimal (ie., supportive,
largely nondirective) compared with extensive (e.g, an
evidenced-based treatment such as CBT) therapeutic support,
could be fruitful in determining the impact of psychotherapy
in PAP. The effects of therapy could be further isolated by
using a placebo dose of psilocybin (i.e., a very low dose) in
both treatment groups and hiring assessors blinded to the
treatment condition to collect primary measures. Moreover,
PAP research might seek to account for therapist allegiance
by finding experts in the fields of the adjunctive treatment
and the nonspecific supportive structure common across
PAP studies and assign each type of expert to their respective
group to better determine PAP’s efficacy.

The bedrock of PAP rests on providing nonjudgmental lis-
tening, empathic support, and a strong therapeutic relation-
ship (1, 2, 24). Although the PAP studies in this review have
largely been conducted and published within the domain of
psychiatry (4, 10, 14), and may thus seem distant from the
world of therapists, the fundamental components of PAP are
integral to nearly every model of psychotherapy. Moreover,
the therapists in the reviewed clinical trials were often not
psychiatrists, but master’s level counselors (N=7), social
workers (N=8), and clinical psychologists (N=19). This find-
ing suggests that, if PAP becomes a clinical practice, the indi-
viduals who will work directly with clients before, during, and
after psilocybin administration will likely be practicing thera-
pists. Clinicians may be able to incorporate their preexisting
knowledge and skills along with specific training in PAP to
help facilitate immediate and enduring positive changes in
the lives of their clients.

CONCLUSIONS

The present systematized review outlined the role of thera-
pists in PAP and consolidated the structure of sessions and
range of psychotherapeutic modalities and techniques imple-
mented in this therapy. The importance of isolating psilocy-
bin’s effects to better understand its mechanistic functions is
unquestionable. Additionally, the content of each stage of
PAP is essential to the efficacy of psilocybin treatment, and
the influence of psychotherapy on outcomes is likely higher
than current research suggests (2). Counselors and therapists
are poised to contribute immensely to the field of PAP, as they
will likely provide the in-session therapeutic services if or
when psilocybin becomes an FDA-approved treatment.
Therapists can get involved with PAP today by completing
PAP training, becoming a therapist on a PAP study, or simply
staying informed on PAP’s developments as this new form of
psychotherapy progresses toward clinical practice.
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