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Both public and medical opinion is changing quickly 
and substances that were once regarded as ‘party drugs’, 
psychedelics such as MDMA, LSD and psilocybin (the 
active ingredient found in magic mushrooms) are now being 
studied increasingly as potential treatments for a number 
of different neurospsychiatric disorders including PTSD, 
intractable depression and alcohol addiction. This renewed 
interest is carried out by the fact that more trials (40) have 
been conducted involving MDMA, LSD and psilocybin over 
the last three years than in the previous nine years combined.1

Yet, despite this current perception, go back a little further and 
many of these substances – mescalin, LSD and psilocybin – had their 
origins as therapeutic agents, especially during the 1950s and 1960s. 
These early trials had as many as 40,000 patients and were showing 
some encouraging results. But as a result of wider recreational use (in 
the late 60s) and ultimately the banning in the USA of 81 substances, 
inducing psilocybin, many decades of research have been lost. Even 
as recently as just ten years ago (2009) Prof. David Nutt was dismissed 
from his UK Government role as chief drug adviser as a result of 
his findings – that ‘ecstasy was less dangerous to public health than 
alcohol and tobacco’2 – in the country’s largest ever drugs review, 
emphasising that public and Government opinion globally was 
perhaps not yet ready to embrace mass clinical research. Fast forward 
to today, however and Prof. Nutt is a lead on an Imperial University 
trial benchmarking two doses of psilocybin verses a six-week course 
of a leading SSRI (Escitalopram).3 This anecdote however is just the 
tip of an ever-expanding research iceberg, as many institutes from all 
around the world and pharma companies are pushing ahead in ever 
greater numbers exploring psychedelic substances as therapeutic 
agents. Yet, while there is rightly much excitement, undertaking 
this research comes with some significant technical and regulatory 
challenges.

Designing clinical trials to evaluate the short and long-term 
therapeutic benefits of psychoactive drugs requires a lot of careful 
thought if the results are going to be meaningful and accepted by 
regulatory bodies. However, that should not be a barrier to research, 
as the FDA's recent approval (March, 2019) of ketamine for treatment-
resistant depression shows. Since then, we have also seen a phase 3 
study come out from the Multidisciplinary Association of Psychedelic 
Studies (MAPS). They were evaluating MDMA for PTSD and have 
just released impressive results showing greater effect sizes than 
recent pivotal trials of other PTSD pharmacotherapiesi.4 Additionally, 
Compass Pathways just announced results of their Phase 2b study, 
the largest randomised controlled trial of psilocybin to date, showing 
significant reduction in depressive symptoms among those with 
treatment-resistant depression.5 

Apart from the fact that these substances are classified as Schedule 
1 of the UN Convention on Psychotrophic Substances – which are 
deemed to lack therapeutic effects and have a high potential for abuse 
coupled with serious side effects – meaning there is strict control on 
the sourcing and use, it can also be very difficult to successfully blind 
trials involving their use. For these reasons, to date, there has been 
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until recently a dearth of large-scale research into the true therapeutic 
potential these substances may have.

Innovators and CROs must carefully consider blinding, choice of 
comparator arm, choice of dose, number and timing of doses, and 
the set and setting of the dosing session when designing these trials, 
as they will present key touch points from a regulatory perspective. 

It remains extremely difficult to come up with an effective blind 
so that the patient doesn't know if they have been given a powerful 
hallucinogenic or a placebo. For example, some studies have used 
active comparators in their control group, such as niacin, which 
usually creates a flushing sensation in the skin, but even this is 
purported to be easily distinguished from the drug under trial. Other 
studies have considered a low dose of the active drug; this aids in 
obscuring the participant’s perception of the treatment assignment 
but can also make it more difficult to achieve signal detection with 
the active drug. 

Another approach to blind maintenance is to separate the clinical 
site staff who are involved in the dosing of the patient and those who 
are involved in assessing its efficacy. This means the latter are blinded 
to what the patient has been given and even which study visit for 
which they are administering an assessment (e.g., baseline vs. post-
dosing), and this firewalling should be an advantage from a regulatory 
submission perspective.

Patients being able to assess so easily whether they have been 
given a drug or a comparator can also make retention in these 
trials problematic. Those receiving the placebo may be more likely 
to withdraw as they may perceive they are not going to receive 
any therapeutic benefit, and this differential dropout can bias trial 
results. Several study designs can be considered to mitigate this issue, 
including crossover designs or an open-label extension in which 
patients in a placebo-controlled trial receive the drug once they have 
completed the trial. Key benefits of an open label extension are that 
it allows for the collection of additional longer-term safety data and 
can provide data on additional doses if the active drug is given to both 
the drug and placebo groups during the extension.  

Expectancy effects, where participants or observers have an 
expectation of a result which unconsciously affects the outcome, can 
be a real problem in these situations where maintaining the blind 
is difficult. Participants and/or therapists knowing which treatment 
they have been given can induce positive effects in the active group 
and negative effects in the placebo group, leading to a potential 
overestimation of the treatment effect. 

Another key challenge when designing these trials is endpoint 
selection – and particularly the timing of when the primary outcome 
will be assessed. Unlike standard care treatments for conditions such 
as depression, which do not really kick in, or start working, for weeks 
to months, the psychedelics currently under investigation tend to 
have very immediate, rapid onset effects which can be seen within 
days. However, questions remain regarding the durability of the 
effect. Are outcomes going to be measured the next day, next week 
or six months after the primary or secondary dosing session, or a 
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combination of all three? In fact, with conditions like depression this 
is going to be an area of ongoing review to establish over what period 
of time and with what intervals between sessions offer the greatest 
therapeutic effect.

In addition to some of the study design challenges these trials face, 
several unique and important components of psychedelic drug trials 
are the role of the facilitator and the setting of the dosing session, 
both of which contribute significantly to the entire patient experience. 
Facilitators, usually a trained psychotherapist, establish a rapport 
and relationship with the study participants ahead of the dosing 
sessions. It is their role to ensure that the patients feel comfortable 
and prepared for the experience. Then, during the dosing session 
itself, the facilitators stay with the participants for the entire time, 
possibly up to eight hours, and lead them through their experience. 
They can help guide them through difficult conversations or potential 
visual perceptual effects they may be experiencing.

Over the following couple of days, these facilitators will need 
to support patients during drug-free integration sessions, covering 
aspects such as further processing of what happened during the 
dosing sessions and making sure that the participants are clear of 
any hallucinogenic effects that they may have experienced during 
dosing. 

Facilitators need to be well trained to correctly fill a role that is 
mission critical. Part of this should be hearing from leading experts 
in the field about what a patient actually goes through during these 
dosing sessions, the kind of imagery that may be evoked and how they 
can walk someone through these potentially frightening experiences.

In addition to the critical role of the facilitator, referring back to 
the environment around the trial, it is important that the dosing room 
is appropriately furnished and does not look like a typical doctor's 
office! What's needed is a comforting space, more like a living room, 
bedroom or up market hotel. This idea of set and setting is an integral 
component of the psychedelic experience.

Given the design and operational complexities of trials in this field 
as well as the emergence of myriad small pharmaceutical companies 
with limited experience in executing multisite RCTs, the importance 
of selecting a CRO with strong qualifications and experience in 
the field becomes paramount. Trials involving psychedelics are so 
different than those in other drug classes, and it is vital that companies 
partner with a CRO that can help them navigate successfully through 
all the special requirements these entail and allow them to hit the 
ground running. The Emmes Company has been supporting multisite 
randomized clinical trials in psychedelics for over 5 years and is 
uniquely positioned to partner with companies interested in breaking 
into this exciting space. 

The value a strong CRO can add to ensuring the success of these 
trials starts early on in the drug development lifecycle. We are at a 
unique time right now where companies and regulatory agencies are 
being faced with many complex questions about how to run rigorous 
trials in this space and the kind of data that need to be generated 
to support regulatory approval. CROs can help determine regulatory 
strategy and facilitate early conversations with regulatory bodies, 
which can guide the number and nature of trials that are planned.  
A collaboration between the Sponsor and CRO  established from 
the protocol concept phase onward will enable the CRO to provide 
expertise in issues related to design, operations, and analysis. CROs 
can help develop the research questions targeting the key issues 
Sponsors and regulators care about and translate these into testable 
statistical hypotheses. 

Another aspect that the CRO can advise on is patient selection and 
target sample sizes. CRO experience with similar trials will provide 
better insights into how many patients are likely fail initial screening 
or dropout of the trial before its conclusion. With psychedelics, it 
is vital that patients with certain disorders, such as schizophrenia, 
are screened out and, for example, as MDMA is a derivative of 
amphetamine, patient predisposition to potential addiction needs to 
be factored into the selection criteria. In rare cases, psychedelics may 
also cause a lasting psychotic reaction so anyone with a family history 
of psychosis needs to be carefully assessed.

During the trial, two key aspects that need to have been carefully 
thought through are inspection readiness and risk management. Both 
need to be addressed in all clinical trials but those involving psychedelics 
are more at risk of regulatory audit of either the sponsor, sites, or the CRO 
itself. So having a robust risk management plan in place is particularly 
important and should be complemented by constantly evaluating 
trends that are being seen. Adopting this approach of continuous and 
centralised evaluation ensures that issues can be identified both within 
and across sites and mitigated during the trial rather than uncovered 
after the fact. Ideally, this kind of evaluation should be undertaken from a 
number of different perspectives. One of these should be from the clinical 
research associate staff who are working with the sites, as they are on 
the frontlines of any trial. They are ideally placed to report on any issues, 
trends or deviations they see on site visits and ensure that reporting is 
consistent across all the sites. Data management and statistical staff can 
centrally evaluate trends in data integrity, timeliness of data entries, and 
site performance, for example, to complement the boots-on-the-ground 
monitoring done by the CRAs. Finally, synthesising the trends, informing 
the sponsor of red flags, and suggesting and implementing follow-up 
actions is a critical CRO responsibility in implementing a successful risk 
management strategy.

And finally, the CRO’s relationship with site networks and a data-
driven site identification and feasibility process will be invaluable 
in meeting Sponsor timelines for study start-up and enrollment. For 
example, in order to get a trial up and running the site may require 
a DEA license and that’s a process that can take months of time 
to be put into place. So it is knowledge of this type of information 
that forms a critical path, identifying sites who have navigated the 
process already or working with the site and the investigators to meet 
these regulatory requirements is key to ensure that start-up can be 
successful. Additionally, having established links with key academic 
institutions and commercial sites with infrastructure in place and 
experienced facilitators and other staff can be critical to a CRO’s 
ability to get a trial off the ground. Unfortunately, experienced clinical 
sites with bandwidth to support the huge surge in trials in this field is 
currently in short supply, but with the growing interest there seems 
to be an increase in investigators at both academic and commercial 
institutions eager to get involved.

Conclusion
The most impressive and important thing we can say is that in the trials 
we have seen undertaken, while difficult to blind, dose and navigate 
regulatory issues, we have seen some surprising rapid onset treatment 
effects with the potential for durability over time. Of course, there are 
many outstanding questions, and we see the need for innovative designs 
and strategies to overcome some of these thorny issues. We are excited 
to serve as a leader in the field to support investigators as they wrestle 
with these challenges as we have for the past 5 years in supporting 
multisite psychedelic drug development work. Over the next 5 years, I 
think we may see psychedelics approved for a number of therapeutic 
indications related to mental well-being and even other neuroscience 
indications. For Emmes as a business, undoubtedly with our history in 
this area and our close relationships with these trial sites we will see 
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and, are already seeing, a rapid increase in companies coming to us 
to explore trial design, development and execution. The challenge, if 
we are to deliver on the promise already seen, is empowering enough 
innovators, both large and small, with experienced teams and clinical 
resources so that therapeutic options can be approved and brought 
to patients quickly. Yet the rate of growth is only expanding, and we 
are only at the beginning, with the full research opportunities now 
being revaluated from so many different angles and for many different 
indications. CROs and research institutions that have helped bring 
forward these initial successes are therefore going to be high demand, 
and if we can help innovators ensure they follow best practice and if 
the science bears it out we could be heading into a future where a whole 
raft of psychological disorders with limited or unsatisfactory treatments 
have a new option for fast and hopefully lasting relief. All on the back 
of drugs still perceived by society as purely for recreational purposes – 
what will be fascinating is to see, as perception changes, is all the new 
research opportunities that begin to abound, and we plan be guiding 
our partners every step of the way.
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