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A rapid narrative review of the clinical
evolution of psychedelic treatment in
clinical trials

Check for updates

Ronit Kishon1,2, Nadav Liam Modlin3,4 , Yael M. Cycowicz1,2, Hania Mourtada2,5, Tayler Wilson2,
Victoria Williamson3,6, Anthony Cleare3,4 & James Rucker3,4

Pre-prohibition psychedelic research with complex psychiatric patients generated a wealth of
treatmentmethodologies andpractices, providing invaluable clinical insights pertaining to themedical
administration of psychedelics in various mental health diagnoses. Building upon these early studies,
which lack the rigor and research tools available today, contemporary psychedelic research has
focused on investigating the safety and efficacy of psychedelics in randomized controlled trials via
psychometric measures and symptom assessments. Both then and now, the treatment context and
the role of clinicians in psychedelic treatment has been recognized as an essential feature for positive
patient outcomes. To broaden the knowledge base of modern psychedelic research and support the
training of clinicians conducting medically supervised psychedelic research studies, this paper
provides a review of pre-prohibition clinical research narratives pertaining to the phenomenology of
psychedelic treatment and the role of the non-pharmacological treatment factors in the patient
experience. Lastly, this paper explores a range of clinician perspectives and psychological
interventions employed in pre-prohibition psychedelic research to inform future research directions
and best practice guidelines.

Medical reports concerning the effects of psychedelics such as 3,4,5-tri-
methoxyphenethylamine (mescaline) date back to the 1890s, noting their
profound effects on perception, cognition, and potential ‘value for
psychology’1. However, scientific research remained sporadic until the
synthesis of lysergic acid diethylamide (LSD) by Dr. Hofmann in 19382,3

which marked the beginning of the pre-prohibition era of psychedelic
research. During this prolific period of clinical experimentation and sci-
entific inquiry, clinicians and researchers studied the use of LSD and other
classical psychedelics in the treatment of a range psychiatric disorders4.
However, increased recreational use, concerns about safety and abuse, and
shifting political attitudes led to the prohibition of psychedelics by the late
1960s and early 1970s.

Clinically, the unique phenomenology of LSD inspired hypotheses
regarding its potential psychiatric applications5. The pharmaceutical com-
pany Sandoz pursued research in this domain by distributing LSD to
investigators worldwide free of charge. Sandoz recommended its use as an
aid to psychotherapy, referred to as the “psycholytic”6. The treatment

involved administrating small, gradually increasing doses of psychedelics
alongside established psychoanalytic treatment, to patients diagnosed with
difficult-to-treat conditions7. Subsequently, many pre-prohibition, pre-
dominantly psychoanalytically oriented psychiatrists, noted psychedelics’
therapeutic potential8, highlighting their capacity to stimulate the emer-
gence of unconscious material by enhancing the transference and eliciting
highly associative states9.

As the clinical use of psychedelics increased across residential9,10 and
outpatient settings11, in individual12 or group-based13 treatment protocols
(Table 1), psychedelics appeared to challenge the prevailing psychoanalytic
theories regarding the etiology ofmental illness. LSD’s psychosis-like effects
led some to propose biological models where endogenous compounds
similar to mescaline and LSD caused psychotic disorders14, challenging
traditional psychoanalytic conceptualizations of mental illnesses15 and
adding to the evolving field of neuropsychiatry. This paradigm shift enabled
the introduction of the first antipsychotic in 1952, superseding psycho-
analytic schizophrenia treatment16. Further, LSD’s structural serotonin

1Department of Psychiatry, Columbia University, New York, NY, USA. 2New York State Psychiatric Institute, New York, NY, USA. 3The Institute of Psychiatry,
Psychology and Neuroscience, King’s College London, London, UK. 4South London and Maudsley NHS Foundation Trust, Maudsley Hospital, London, UK.
5Department of Clinical Psychology, Teachers College, Columbia University, New York, NY, USA. 6Department of Experimental Psychology, AnnaWatts Building,
University of Oxford, Oxford, UK. e-mail: Nadav.modlin@kcl.ac.uk
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resemblance sparked hypothesizing in 1954 that serotonin dysfunction
played a pathogenic role in affective illnesses17, shifting perspectives further
toward biological frameworks. However, despite these novel perspectives,
pre-prohibition researchers consistently emphasized the significance of
psychological interventions to positive treatment outcomes18,19.

Correspondingly, psychedelic treatment presented two distinct factors
that necessitated careful clinical consideration. First, psychedelics appeared
to induce a phenomenology that encompassed biological, psychological,
interpersonal, and spiritual dimensions. Reported effects appeared dose-
dependent and included sensory distortions, synesthesia, mystical-type
experiences, intensification of affect, and increased suggestibility9,20. These
effects were at once potentially destabilizing and therapeutic, compelling
patients to confront disturbing and repressed content contributing to
psychopathology21,22.Meaning-making capacities also appeared to intensify,
with the memorable subjective effects produced by psychedelics appearing
necessary to clinical gains9,23. Crucially, patients’ interpretation of psyche-
delics’ phenomenology seemed to highly depend on the nature and quality
of the treatment’s non-pharmacological factors24,25. For example,musicmay
be imbued with layers of significance and evoke transcendent wonder21.
Correspondingly, the terms ‘set’ and ‘setting’ eventually evolved to describe
the various psychological and environmental influences on psychedelic
treatment26,27. ‘Setting’ refers to the clinical and environmental context in
which the treatment occurs. Themind ‘set’ refers to the expectations, beliefs,
and any pre-existing psychological factors (including psychopathology) the
patient brings to the treatment session28,29.

The second factor during psychedelic treatment is the therapist’s
unique role, which does not overlap with the conventional roles of psy-
chiatrists and psychotherapists. In psychedelic treatment, researchers
found, the clinician is compelled to work alongside and follow the patients’
responses to the psychedelic effects, promoting a sense of safety, rather than
directing the patient toward insight30. Correspondingly, as psychedelics’
enhanced patients’ sensitivity to the staff, pre-prohibition clinicians dis-
covered that the quality of their interpersonal skills impacted patients’
experienceduring the acute drugeffects31. Thenecessity tomitigatepotential
psychological and behavioral risks, along with the need to support patients
to reflect on their psychedelic experience to elicit therapeutic effects, led to
the development of a commonway of administrating the drug treatment. It
included three phases: preparation, psychedelic treatment session, and
integration, occurring after the drug administration session30,32.

Since 2006, clinical research with psychedelics has seen a revival after
years of inactivity; recent studies indicate their potential efficacy in treating a
range of severe psychiatric conditions, including treatment-resistant
depression, anxiety disorders, and alcohol and substance use disorders33,34.
In the renewed era of psychedelic research, trial protocols have upheld the
imperative need for psychological care during the three phases35. Modern
psychedelic research studies and their associated clinical frameworks are
presented in Table 2. The chosen articles provide a representative sample of
modern psychedelic research across indications, compounds, and ther-
apeuticmethodologies. In linewithpre-prohibition research, contemporary
studies highlight the significance of set and setting factors to clinical
improvements27.Moreover, psychedelicsmay support therapeutic processes
by temporarily relaxing rigid thinking patterns36, inducing non-dual
awareness37, facilitating emotional breakthroughs38, and increasing psy-
chological insight39. However, there is still a lack of sound empirical data
supporting integrative models of care delineating specific ‘set and setting’
factors to optimize outcomes. Further, the therapist’s role and the benefits of
integrating psychological tools during treatment remains understudied1,40.

As psilocybin in the treatment of depression41 and MDMA-assisted
therapy for post-traumatic stress disorder (PTSD)42 are investigated in
phase II and III studies and with their supervised use approved in Oregon
andAustralia43,44 there is a need for rigorous research to evaluate the impact
and therapist effects and associated interventions. To that end, a review of
the pre-prohibition period becomes crucial, as it originally inspired
sophisticated reflections on the intricate relationship between biological and
psychological factors in treating mental illness. Despite the limitations of

that period, marked by poor controls, inconsistent diagnoses, unvalidated
outcomes and lack of adverse effect reporting3, revisiting the two afore-
mentioned fundamental factors can inform current and future research in
this evolving field.

In this article, we examine selected pre-prohibition trials, explore
clinician and patient narratives pertaining to the treatment process, and
discuss their relevance to modern research. We gathered articles from the
pre-prohibition era that showcase this period’s diverse perspectives and
therapy methods. The chosen articles provide a clinically meaningful,
representative sample of the essential aspects that defined psychedelic
research and treatment during this period. Our aim is to trace the evolution
of contemporary psychedelic treatment protocols, as observed in modern
randomized clinical trials (RCTs). This includes an analysis of various
components from the pre-prohibition era including clinician-reported
psychedelic phenomenology, preparation, treatment sessions, and integra-
tion practices. The overarching objective is to contribute valuable insights to
inform best practices and guide future research endeavors.

Pre-prohibition clinician-reported psychedelic
phenomenology
During the midcentury era, the use of psychedelics in psychiatry typically
followed one of two models: the psycholytic and the psychedelic. In the
psycholytic approach, low to moderate doses (e.g., LSD 25–200 µg) of
psychedelicswereusedas anadjunct to conventional psychotherapy, aiming
to facilitate access to unconscious material and to enhance the traditional
psychodynamic treatment process6. The underlying assumption of the
psycholytic approach was that therapeutic progress relies more on the
psychodynamic process occurring during and between the non-drug psy-
chotherapy sessions than on the experience induced by the psychedelic
medication. In contrast, the psychedelic approach aimed to instigate ther-
apeutic gains by eliciting intense transcendental and affective states through
the administration of high doses of psychedelics (e.g., LSD > 200 µg), over
1–3 treatment sessions. Within the psychedelic approach, there were two
methods of treatment: psychedelic chemotherapy32 and psychedelic-peak
therapy9,30. In these approaches, therapeutic gainswere directly attributed to
the profound and cathartic impact of experiencing dramatic, unitive, and
visionary states, with less emphasis on the core tenets of relationally driven
forms of person-centered counseling or psychoanalytic psychotherapy.

The difference in the dose quantity between these two psychedelic
models mirrors their distinct approaches to facilitating positive psycholo-
gical shifts. In the psycholytic model, mental changes were anticipated to
unfold more subtly yet with the potential for meaningful impact, as the
biochemical psychedelic effects aid insight-oriented psychoanalysis.
Whereas the psychedelic approach relied on intense and immersive psy-
chedelic states that elicit profound anddisruptivemystical-type experiences,
often accompanied by emotional breakthroughs, shifts in belief systems and
self-narratives, serving as the primary catalysts for change.Wenowdescribe
themanifestation of the states of consciousness in eachmodel using a range
of selected researcher narratives from pre-prohibition trials.

Clinician-reported phenomenology in psycholytic
therapy
Pre-prohibition researchers aligned with the psycholytic model9,24,45,46

extensively detailed the physiological and psychological effects of LSD. The
description underscored LSD’s characteristic outcomes, including heigh-
tened distortion of perception and enhanced emotion, as well as the elici-
tation of introspection and the unveiling of the individual’s unconscious
during the drug treatment session. While toxicity from small-moderate
doses of LSD were rare, reported adverse effects included nausea, dizziness,
sensations of heat/cold, and sweating. Despite the drug’s intended goal of
aiding psychological treatment, specific psychological effects, often linked to
the patient’s characteristics, at times proved counterproductive for psy-
choanalytic psychotherapy. For example, in psycholytic sessions, the
influence of LSD could exacerbate pre-existing neurotic symptoms, heigh-
tening anxiety and causing bodily trembling46. During these instances, some
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patients craved human contact, while some withdrew and became
increasingly unreachable, potentially undermining the therapeutic
process24. Although ego functions largely persisted, allowing for the internal
registration of the psychedelic experience, patients oscillated between
mentally exploring immersive inner realms and experiencing moments of
uncontrollable psychic overwhelm as ego barriers dissolved46. However,
often enough, three main phenomena occurred during the most potent
moments of the drug action, shaping the therapeutic session and potentially
contributing to improving disease symptoms:
(a) Non-specific hallucinations: Psychedelics induce sensory experiences,

such as visions of animals, people, and shapes, even in the absence of
external stimuli. Patients may withdraw into timeless worlds with
ancient atmospheres, alternating between immersive hallucinatory
periods where time ceases and reality breaks down, occasionally
accompanied by moments of realization that their mind had
constructed an unreal realm11,24. Some patients reported assigning
roles to those present in the treatment room based on the emerging
inner drama, whichwere classified into twomajor types: Identification
andProjection24. Identifyingwith the emergentphenomenonappeared
to help bring resolution to internal conflicts. During the Projection
processes, people and places in the immediate surroundings could
represent the patient’s unsolved developmental and oedipal conflicts.

(b) Reliving repressed memories: Repressed memories spanning the
patient’s lifespan could surface, but somebelieved that LSDenabled the
vivid recall of childhood traumatic memories, allowing the patient to
re-experience their body and affective state at the time of
traumatization25. Therefore, psycholytic treatment sessions could elicit
potent recollections of childhood trauma, providing full sensory
immersion into the traumatized self-identity.

(c) Impersonal archetypal unconscious imagery: Profound emotions can
accompany vivid unconscious imagery and symbols emerging during
psychedelic states.These included typical primal patterns anduniversal
themes (e.g., ancient landscapes, religious iconography, visions of the
natural world and the cosmos) that resonated across cultures11,22.

Based on this phenomenology, psycholytic researchers considered
psychedelics’ primary function as an adjunct to on-going psychotherapy,
asserting, “the reaction which was desired was to make the patient more
accessible butwas not of such intensity as to create hallucinations”47. In turn,
psycholytic treatment aimed to increase patient openness to therapist
interpretations, mobilize the patient’s ego functions and strengths, enable
rapid insight, and facilitate confrontation with repressed traumatic events
through concurrent psychoanalytical psychotherapy11,48. As the primary
mechanism of change in the psycholytic model focused on facilitating the
transference, intense, psychedelic-induced subjective experiences, such as
ego dissolution, disembodiment, and a sense of unity with nature and
humanity49, at times, defied themore traditional psychoanalytic, neutral and
interpretative clinical stance.

Clinician-reported phenomenology in psychedelic
‘peak’ therapy
In modern-day research, extensive literature has documented alterations in
consciousness during intense psychedelic treatment sessions50,51. Lacking
sophisticated neurobiological research tools and methods, pre-prohibition
researchers relied on patient reports and clinical observations to understand
the medical psychedelic experience21. For example, Alnæs30 reported
observations of 20 patients and 20 volunteers who were administered high
doses (<250mcg LSD) during treatment. Focusing on the profound psy-
chedelic effects, Alnaes reported three phases:

The initial phase involved various physical experiences leading to so-
called ego death and dissolution - sensations of cold clamminess, bodily
pressure, trembling, nausea, and vibrations were reported. At the precipice
of ego death, subjects reported perceiving a clear light, aligning with
descriptions inTibetan literature of the process of dying29. The secondphase
included immersive visions and mythic content. These included feelings ofT
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mind/body separation, visions filled with light, and encounters withmythic
heroes/demons. Further, symbolic birth themes were reported in psyche-
delic sessions, featuring canyon-like passages52,53. The third phase included
re-orientation and integration of insights. At this stage, guided self-insight,
inwhich patientswere supported to reach their own conclusions about their
experience, appeared invaluable48. During this phase, suggestibility and
memory increased, and repressedmaterial arose.More specifically, patients
were more receptive to novel ideas, environmental cues, and divergent
thinking, with their entrenched worldviews becoming more malleable to
change9,11,30,32.

To conclude, during the pre-prohibition era,methodological questions
concerning the nature, timing, and focus of clinical interventions aimed at
leveraging the potential therapeutic effects associated with psychedelic peak
experiences were raised. In contemporary research, largely concerned with
establishing an evidence base for the safety and efficacy of psychedelics,
these questions have yet to be the focus of rigorous empirical studies.Noting
that some patients suffered adverse events and struggled to leverage reve-
latory shifts without ongoing care, pre-prohibition clinicians explored, and
modern-day researchers are asking, what, if any, type of psychological
interventions are optimal during and following psychedelic treatments that
may dissolve ego structures and abruptly overhaul rigidly held worldviews.

In the next section, we will discuss the paradigm of psychedelic treat-
ment: preparation -> treatment session -> integration as it was created at the
time and the therapist’s role in each phase.

Therapist’s role: preparation, psychedelic treatment,
and integration sessions
In the 1950s and 1960s, researchers recognized the complex interactivity
between psychedelics’ pharmacological properties, patients’ intrapsychic
dispositions, and the treatment’s non-pharmacological factors3. By 1965
three broad treatment methods based on dosage and therapy techniques
existed:
(1) “Psycholytic” protocols that involved multiple low to moderate doses

(25–200 μg) and psychodynamic psychotherapy interventions to
promote gradual personality changes.

(2) “Psychedelic chemotherapy” sessions that involved a single high dose
of LSD (200+ μg) in medical settings with limited psychological
interventions, prioritizing the patient’s physical safety and relying on
the acute effects of the drug.

(3) “Psychedelic Peak Therapy” which consolidated intentional patient
preparation, empathetic support during heightened suggestible ego-
dissolved states, and integration processes after the psychedelic
treatment session to promote enduring psychological and spiritual
transformations regarding self-concept, relationships, and meaning.

In this section, we will explore how psychedelic chemotherapy evolved
into psychedelic-peak therapy, using the three-part method of psychedelic
treatment: preparation, treatment session, and integration. Additionally, we
will explore how psycholytic therapy integrated itself into this treatment
method.

Preparation
The current framework for the administration of psychedelics in research
settings was developed to address the challenges that were identified during
early research. The challenges were exemplified in Smith’s32,54 report on
using LSD or mescaline in psychedelic chemotherapy for patients with
alcohol use disorder (AUD).

In Smith’s protocol, patients were initially admitted to a 1-week eva-
luation and professional rapport-building in a psychiatric ward. Smith
stressed retroactively the importance of introducing encouragement, enti-
cement, and directive guidance prior to drug administration to prime
patients to benefit from the drug treatment. Distinguishing the psychedelic
approach from psycholytic models, Smith also asserted that there less need
to provide insights (or psychoanalytic interpretations) to patients as many
seemed to have gained a better understanding of themselves due to the

psychedelic experience. Further, if patients perceived their therapists as
distant or disinterested, they tended to be more anxious or paranoid,
therefore having difficulties immersing in the experience. Similarly, Smart
et al55. who treated 30 AUD patients with a long history of uncontrolled
drinking, noted “the role of the therapists’ conviction and personal com-
mitment to a treatment approach has rarely been investigated as a factor in
success but it might well be important”. Acknowledging the therapists’ role
in supporting treatment success via establishing trust and safety, Smart also
provided patients with information concerning the drug effects during the
preparation phase.

Drawing from insights gained from the psychedelic chemotherapy
modality, the psychedelic-peak approach developed a clinically meaningful
understanding of the non-pharmacological factors influencing patient
outcomes. Researchers adjusted the treatment environment, staff training,
and instituted guidelines regarding interpersonal interactions with
patients21,30. Over time, researchers discerned that effective preparation
played a pivotal role in guiding patients through inner explorations by
employing diverse approaches such as aesthetic appreciation, the area of
philosophy that studies the nature of beauty and art30,56. Alnaes conducted
preparation sessions based on principles ‘The Tibetan Book of the Dead’29.
In this approach, the same preparation used by the Tibetans before death
served as an informative introduction in preparation for psychedelic
experiences. Further, Abramson detailed additional preparation activities,
such as establishing trust between the patient and therapist, conducting
group preparation sessions, and employing techniques such as picture
imagination, in which therapists helped patients focus on mental images in
order to evoke feelings of relaxation57. Further, autogenic training, a ther-
apeutic technique designed to help patients achieve a calm state by focusing
on specific sensations and imagery or occasionally hypnosis with post-
hypnotic suggestions, was employed.

Accordingly, the primary goal of the preparation phase was to support
patients to accept the drug’s effects without fear, emphasizing a readiness to
experience the expected and unexpected somatic and psychic effects.
Importantly, in cases lacking adequate preparation, researchers observed
that most patients struggled counterproductively, experiencing increasing
dysregulation, avoidance, and despair during the psychedelic treatment
session7,9,30. Conversely, patients who were more amenable to temporarily
relinquish their familiar ego functions and accept the experience appeared
more likely to achieve positive outcomes9,24,32.

Psychedelic treatment session
Due to the high dosage and its often dramatic effects, psychodynamic
interventions were not feasible or advisable during drug administration30.
However, it soon became evident that patients required specific forms of
support during the acute drug effects. Staff members with LSD experiences
or those frequently observing LSD sessions were thought to be better suited
to support patients during psychedelic treatment32. Researchers also
observed that personnel maintaining neutrality during the acute phase of
the drug effects were more likely to provoke fear and hostility in patients55.
Correspondingly, Parley described how nurses carefully prepared patients
for their LSD treatment, providing reassurance and guidance throughout
the treatment session, and helping patients process their emotions and
insights afterwards58. She emphasized the importance of the nurse-patient
relationship and the need for empathy, intuition, and creativity in this
unique therapeutic context. Far from being mere observers, these nurses
acted as companions, guides, and anchors for patients receiving psychedelic
treatment, providing reassurance, support, and understanding throughout
the drug administration session. Further, by 1958, psychedelic treatment
clinics began emphasizing the importance of “set and setting” in achieving
desired outcomes9,24,30,59. Auditory stimuli, such as relaxing classical and
semi-classical music, enhanced perception and diverted attention from self-
focused fears induced by the experience21. Visual stimuli, like artwork or
personal photographs prompted emotional reflection on unhealthy atti-
tudes and relational dynamics, contributing to post-session reflection46.
Lastly, it became apparent that the patient-reported phenomenology often
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entailed encounters with psychospiritual states that diverged from tradi-
tional psychiatric and psychoanalytic frameworks.

Correspondingly, to accommodate the distinct phenomenology of the
psychedelic state, researchers administering psychedelic-peak treatment
sought additional frameworks that expanded on traditional psychoanalytic
practices18. For instance, Chwelos et al.21 encouraged patients to accept
themselves without rationalizations, meaning-making, or guilt over emer-
ging material during peak emotional periods. Similarly, Chandler asserted,
“It is best to let the fantasy unfold its meaning by encouraging the patient to
go along with it and see it through to the end.”11 This approach emphasized
the utility of patients’ courage, willingness to surrender to the drug effects,
self-acceptance, and responsibility for change59. Following psychedelic
treatment sessions, many patients engaged in spiritual or religious discus-
sions exploring the spiritual implications of their experiences22,30,60.

These discussions highlighted the contrast between biological and
psychoanalytic conceptualizations of pathology and mystical-type experi-
ences, there by redirecting the clinical focus to interventions concernedwith
leveraging transpersonal states for therapeutic gains21. Correspondingly,
discussing treatment responders, Pahnke stated, “If the psychedelic peak
experience is achieved and stabilized, the clinical picture can be described as
follows: Mood is elevated and energetic; there is a relative freedom from
concernsof thepast, fromguilt andanxiety, and thedispositionandcapacity
to enter close interpersonal relationships is enhanced”61. However, the acute
and potentially highly distressing treatment effects were noted across stu-
dies. Coupled with experimental and unsubstantiated interventions deliv-
ered to treatment-resistant and complex patient populations, including
schizophrenia, adverse events were under reported, however, certainly
present and many patients did not improve62,63.

Integration
Once the psychedelic effects subsided, patients undergoing psychedelic
chemotherapy were transferred to regular hospital beds where they spent
the night32,55. If necessary, patients were given anxiolytics and released to the
clinic the next day55 or referred to primary care, including alcoholics
anonymous groups9. During regular individual or group meetings, patients
were free to discuss any insights associated with their treatment sessions,
however, therapists did not direct patients to examine their experiences
unless they initiated it themselves9,30. As for the patients undergoing psy-
chedelic peak therapy, the impact of psychedelic experienceswas thought to
extend beyond the treatment sessions, compelling the integration of events
spanning from the psychedelic treatment session to the present reality64. As
Maclean noted, patients “may become aware of those archetypal or uni-
versal meanings which underlie all human feeling and thinking60. The
symbols provide intermediate points of reference creating a bridge between
the habitual self-concept and a new concept based on self-understanding
and self-acceptance.”Correspondingly, to promote psychological safety and
effectiveness, in the days and weeks after psychedelic treatment sessions,
clinicians recognized that patients required structured procedures. These
included interviews with clinicians, peer-to-peer discussions, artistic
expression, and guiding patients to write accounts of their
experiences30,31,46,60.

Discussion
This narrative review highlights the wealth of insights garnered from the
utilization of psychedelics in the treatment of mental disorders during the
pre-prohibition era. While acknowledging that pre-prohibition research
methodologies do not align with contemporary randomized control trial
(RCTs) standards, the valuable clinical observationsmade by researchers in
that era, benefiting from freedom and flexibility in drug access and
administration, informed modern clinical trials and could inform future
investigations and caremodels. For example,modern researchersmay draw
inspiration from the pre-prohibition era to help optimize the treatments’
non-pharmacological factors. This may include experimenting with dif-
ferent treatment approaches (e.g., individual vs. group-based treatment
protocols) and the investigation of more flexible psychotherapeutic

techniques before and after the psychedelic treatment session. Further, pre-
prohibition researchers produced rich case reports describing their obser-
vations of patients undergoing psychedelic treatment. Despite changes to
theoretical conceptualizations ofmental ill health and advances in evidence-
based clinical technique,modern researchers and cliniciansmaygain insight
into the potential complexities of the treatment process by reviewing these
reports. In turn, this may promote better safety outcomes and contribute to
the design of best practice and ethical guidelines. Further, by combining the
insights from pre-prohibition studies with the methodological rigor of
modern RCTs, researchers can develop a comprehensive, evidence-based
approach to psychedelic forms of therapy. This synthesis may lead to
innovative treatment models that are tailored to individual needs while
maintaining scientific integrity.

The profound effects reported by pre-prohibition patients undergoing
psychedelic treatment coupled with heightened patient suggestibility and
regression potential65, compelled clinicians to organically devise specialized
protocols for administrating psychedelics. Regardless of the chosen treat-
ment model (e.g., psycholytic or psychedelic), practitioners converged on
common core principles for treatment66. Clinicians understood that ade-
quate preparation encompassing psychoeducation, establishing patient-
therapist rapport and clearly defining the role of therapists was crucial.
Providing a comfortable physical setting and an accepting and encouraging
interpersonal atmosphere were essential. Further, clinicians came to
appreciate patients’ need to intentionally reflect on their experience and
develop a clinically meaningful narrative of their subjective experience.
Similarly, the standard modern psychedelic RCT model of preparation – >
treatment -> integration was established. Further, in the psychedelic model,
clinicians moved from a largely interpretive clinical position to a more
explicitly supportive stance; implicitly suggesting that the patient’s internal
resources, rather than therapist’s theoretical perspectives, are the primary
driver of positive change. In the psycholytic approach, psychoanalytically
oriented clinicians, primarily focusedonpsychodynamic explorations of the
patients’unconscious via the transference/countertransferencephenomena,
expanded their clinical repertoire to accommodate patient reports of psy-
chospiritual states associated with the treatment18,67.

Modernpsychedelic RCTs are designed to support regulatory approval
of the compound and, therefore, are focused on generating replicable and
generalizable safety and efficacy data. Further, in amedicationRCT, all non-
drug factors must be standardized and held fixed to isolate the drug effects.
Correspondingly, to reduce treatment variables, standardized models of
psychological support68,69 or psychotherapy70–72 have been implemented
across trials. This necessary approach is appropriate for the developmental
stage of psychedelic treatments in mental health, which is reaching the
milestone of acceptance and adoption within medicine. Alongside this
process, literature is emerging regarding the type of psychological inter-
ventions that might be safe and effective in psychedelic treatment73–75.
Further, integrative psychotherapeutic approaches, incorporating inter-
pretations of findings from empirical research, have also been suggested76.
Yet sound empirical data that will inform the utility of these approaches is
currently limited. To that end, a mature and evidence-based form of psy-
chotherapy utilizing psychedelics, which would require specific research,
could turn to pre-prohibition trials for guidance and inspiration.

Reviewing the plethora of convergent and divergent perspectives of
pre-prohibition clinicians, who were not limited by the legality of psyche-
delics in clinical practice, suggests that if certain psychedelics were to receive
regulatory approval, a new era of rigorous research, focused on adjunct
psychological interventions, therapist effects and modulation of the treat-
ment’s non-pharmacological factors will be feasible, warranted and needed
to promote positive and durable patient outcomes. Pre-prohibition per-
spectives couldhelp design studies investigating the relevance, selection, and
significance of psychological interventions in psychedelic treatment.
Additionally, the clinical richness of pre-prohibition perspectives could
inform studies assessing the impact of therapist effects, guiding the devel-
opment of evidence-based training and supervision protocols to optimize
clinical outcomes.
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Further, pre-prohibition treatment was administered in both inpatient
and outpatient settings, in individual or group-based treatment protocols
and consistingof single tomultiplepsychedelic treatment sessions.Clinician
andpatient testimonials, andpre-prohibition treatment protocolsmay serve
as valuable guidance for designing future studies, delineating the roles of
various staffmembers, defining the treatment environment andprocedures,
and determining treatment frequency. For example, studies generating data
pertaining to the effects of different compounds, under specific clinical
conditions, in various patient populations, utilizing more sophisticated
psychological assessments, could inform whether and how psychological
interventions should be tailored to enhance patient outcomes.

Correspondingly, contemporary research utilizes psychometric mea-
sures, such as the Altered States of Consciousness Questionnaire77, to assess
peak states.While this detailed exploration provides valuable insights, using
additional research methodologies could increase the ability to discover
novel perspectives associated with psychedelic treatment. The rich
descriptions of the pre-prohibition era allowed clinicians to observe more
closely patients’ subjective experiences, informing potential interventions.
In modern trials, investigating patients’ experiences through qualitative
research methodologies and natural language processing may offer a more
nuanced understanding of peak states and optimize research and treatment
protocols. Importantly, novel measures that are based on clinical observa-
tions assessing patients’ readiness for psychedelic treatment78 and follow-up
assessments capturing biopsychosocial changes and integration processes79

may optimize screening, preparation, and post-treatment care where
indicated.

Further, during the pre-prohibition era, the effects of psychedelicswere
primarily characterized in terms of psychological changes, especially with
respect to the dramatic alterations in consciousness. Today, with advance-
ments in neuroimaging and molecular biology, we have modern tools that
can aid in understanding the neurobiological alterations in the nervous
system underlying the observed psychological phenomena80,81. Corre-
spondingly, this may support the development of a more comprehensive,
biopsychosocial understanding of mental ill health and approach to psy-
chedelic treatment, enabling the identification of biomarkers informing
patient suitability for treatment and predictors of response to inform pre-
cision treatment planning.

In summary, clinician and patient-reported qualitative narratives of
psychological processes of change were predominant in pre-prohibition
research, playing a crucial role in the evolution of psychedelic research and
treatment. However, in the modern era, the emphasis has shifted, and
evidence-based research now heavily relies on psychometric measures and
symptom assessments. Whether investigating psychedelics as a standalone
treatment with psychological support82 or considering their application as
an adjunct to psychotherapy75,83, it is essential to recognize that the nuanced
understanding and rich clinical narratives derived from pre-prohibition
data can significantly contribute to the design and implementation of future
investigations. This, in turn, holds the potential to advance contemporary
psychedelic treatment and care paradigms.
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