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The therapeutic potential of psychedelics: the European

regulatory perspective

In the EU, mental health problems affect more than one
in six people with considerable impacts for individuals
and society and economic costs that exceed 4% of gross
domestic product across the EU.** There is a need for
effective, safe new treatments for mental disorders.
In the past decade there has been a renewed interest
worldwide in psychedelics as potential treatments for
various mental health conditions,®> such as treatment-
resistant depression, addictive disorders, post-traumatic
stress disorder, and end-of-life psychological distress.*”
These psychoactive compounds have overlapping effects
via different mechanisms of actions which, in the context
of therapeutic use, remain to be established.® Psychedelic
substances induce alterations of consciousness,
including visual effects, transient feelings of oneness
with the universe, transcendence of time and space,
and ego dissolution, but can also induce anxiety and
psychological distress,” which can be alleviated through
interpersonal support during administration.®®" Classic
psychedelics act via 5-HT2A receptor agonism and
include mescaline, N,N-dimethyltryptamine, lysergic acid
diethylamide, and psilocybin. Atypical psychedelics (eg,
3,4-methylenedioxymethamphetamine and ketamine),
have different pharmacological mechanisms of action
and also differ in terms of legal status (eg, ketamine
and esketamine are approved as medicines in the EU).
We do not, therefore, include atypical psychedelics in
this discussion of the European regulatory context for
potential therapeutic uses of psychedelics in mental
disorders. The issues we raise here are informed by our
work for the European Medicines Agency (EMA), the
EMA's Central Nervous System Working Party, and the
European College of Neuropsychopharmacology (ECNP).
More research is needed to determine the therapeutic
potential of psychedelics for mental disorders and there
are multiple challenges that must be overcome for
psychedelics to become safe and effective treatment
options in Europe.” Challenges with
methodology need to be addressed to enable valid
efficacy estimations in clinical trials. Maintaining double
blinding in trials is challenging since placebo can be
distinguished from the psychedelic experience by
both patients and raters. Other study design strategies

research

have been used, such as low-dose comparators or
an active placebo.® However, the absence of a real
placebo group might bias the effect estimate in either
direction. Another important factor to consider is the
role of positive expectancy™ in the treatment effect and
whether it leads to inflation bias. Similarly, consideration
must be given to the role of disappointment or negative
expectancy among research participants and its effect
on symptom worsening or safety issues (nocebo
effect).” The use of independent, blinded external raters,
including psychedelic naive patients, and quantifying
unblinding and expectancy should be considered in
clinical trials.

Investigation is required to establish optimum doses
of psychedelics, the relation between characteristics
of the acute psychedelic experience and clinical
improvement, and the need for individualised dosing
due to inter-individual variability in drug metabolism
and pharmacokinetics in relation to factors such as age,
sex, or bodyweight.*®

Trials also need to establish the added value of
psychedelics compared with psychotherapy or psycho-
logical support alone. In clinical trials of psychedelics
it is standard to include psychological support or
psychotherapy,*”” and this approach is expected to be
reflected in future labelling. Trials should confirm that
clinical improvements are not due to psychotherapy
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alone and characterise appropriate clinical settings,
including pre-dose and post-dose psychological support
or psychotherapy needed for optimal treatment. The
need for and content of preparatory psychotherapy
sessions should be investigated, because such therapy
may lead to an increase in expectancy among patients
and unblinding. The role of psychotherapy poses
additional  methodological  challenges—eg,
to best evaluate the effects and compare different
types of psychotherapy or psychological support.’®*
Maintenance of effect, the need for repeated sessions,
follow-up psychotherapy, or adjunctive pharmacological
treatment must also be investigated.

The safety of psychedelics needs to be thoroughly
assessed based on trial data and pharmacological
properties, especially half-life. Further investigation of
potential effects is warranted, including anxiety with
derealisation, headaches, increased blood pressure,
tachycardia, and suicidal ideations and behaviours.***
Safety data on drug-drug interactions are also important,
especially for regular co-administration with other
medications.” Possible separation of acute versus long-
term effects should be further elucidated: can the acute
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psychedelic effects be separated from the long-term
effects? All conditions and restrictions related to safe
and effective use of the psychedelic treatment would
need to be defined at the time of approval, notably how
and by whom the product should be administered,
and what monitoring requirements should be in place
before, during, and after the administration. Regulatory
tools can be used to achieve this (eg, summary of
product characteristics, risk management plan, and
pharmacovigilance studies) together with additional risk
minimisation measures, such as educational materials,
appropriate training of staff, and controlled access
programmes, which have been successfully implemented
in the EU since 2019 after the authorisation of esketamine
for treatment-resistant major depression in adults.”
Additionally, the UN classification of psychedelic
substances as schedule 1 drugs** might need to be revised
given the emerging research on psychedelics. Classic
psychedelics do not show potential for addiction™ and the
justification for the UN schedule 1 classification (ie, drugs
with “no currently accepted medical use and a high
potential for abuse”), as adopted in the 1971 Convention
on Psychotropic Substances,® should be questioned by
evidence of the therapeutic potential of psychedelics.

Depending on clinical facilities and training capacities,
national health systems are likely to face practical and
financial issues with the implementation of psychedelic
therapies in comparison with approved treatments.

The EMA can support stakeholders to address some
of these challenges. The EMA can offer consultations
in parallel with the European Network for Health
Technology Assessment (EUnetHTA)” to obtain feedback
from regulators and HTA bodies. The EMA has also
provided scientific advice to some developers on their
development programmes.®  Specific qualifications
procedures on assessment instruments, methods, and
study design can also be requested. Additionally, EMA
guidelines are regularly updated—eg, the guideline on
the clinical investigation of medicinal products in the
treatment of depression is presently under revision.”
Other EMA platforms to support engagement with
regulatory processes and requirements for emerging
psychedelic treatments include the Innovation Task
Force, the small and medium-sized enterprises office,
and specific approval paths that can allow earlier access
to promising medicines through the priority medicines
scheme or accelerated assessment. The new EMA Clinical
Trials Regulation® could also facilitate the conduct of
larger trials and help harmonise approaches for clinical
investigation of psychedelics.

The therapeutic potential of psychedelics has triggered
new hopes and high expectations, but larger clinical
trials are needed to further evaluate efficacy and safety. A
thorough scientific assessment of the benefit-risk balance
will be required, as for any other medicines. Developers
are encouraged to engage early with the EMA through
all available scientific and regulatory platforms in their
efforts to overcome the challenges associated with the
development of psychedelic treatments.
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