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SUMMARY
We present the preliminary data in an ongoing 
open-label safety and tolerability proof of 
concept study exploring the potential role for 
3,4-methylenedioxymethamphetamine (MDMA)-assisted 
psychotherapy in treating patients with alcohol use 
disorder. At this stage, seven participants have completed 
the full 8-week MDMA-assisted psychotherapy course, 
including two therapy sessions each with MDMA. 
This paper focuses on the safety and tolerability of 
the therapeutic course for the first four participants 
to complete treatment. Longer-term outcomes of 
drinking behaviour will be presented later when the 
full project data are published. Results show all four 
participants have successfully tolerated the treatment. 
There have been no serious adverse events related 
to MDMA, no unexpected physiological responses to 
the MDMA sessions or changes to blood results or 
electrocardiograms, measured before and after the 
8-week course. We conclude that the treatment is well- 
tolerated and are making plans to expand the project 
into a randomised placebo-controlled study.

BACKGROUND
3 , 4 - m e t h y l e n e d i o x y m e t h a m p h e t a m i n e 
(MDMA) therapy has been studied extensively as a 
treatment for post-traumatic stress disorder (PTSD) 
in recent years, but there has never been a study 
to explore MDMA’s role in treating addictions.1 In 
recently published studies, the ‘classic’ psychedelic 
drugs have shown impressive safety and efficacy as 
potential tools to treat a range of different addic-
tions.2 MDMA-assisted psychotherapy has qualities 
that could also make it well suited to this popula-
tion of patients.3 

A quarter of adults in England consume alcohol 
harmfully, and around 6% of men and 2% of 
women are diagnosed as alcohol dependent.4 
Patients dependent on alcohol often have a history 
of psychological trauma and present with high 
levels of depression and social anxiety.5 Alco-
hol-related health disorders, crime, accidents and 
domestic problems cost around £20 billion a year in 
England,6 and in 2017, there were over 9000 alco-
hol-related deaths.7

Despite the massive burden of alcohol use 
disorder (AUD) in the UK, there remains a lack 
of consistency about the efficacy of alcohol treat-
ments. Outcomes are generally poor, with rates of 
relapse after treatment up to 60% at 12 months8 
and 80% at 3 years.9

CASE PRESENTATIONS
Participant 1
A 34-year-old man with a 10-year history of AUD. 
He has attempted to stop drinking without formal 
services support on many occasions but always 
relapsed. He has no medical problems other than 
asymptomatic asthma, has no prior psychiatric 
history and is not on any medication. He has no 
history of trauma or abuse, lives in stable accom-
modation, is married with two children and is in 
full-time employment. There is no family history of 
substance misuse or mental illness.

Participant 2
A 63-year-old man with a 30-year history of AUD. 
He has never attempted recovery in the past. He 
has no medical problems, no prior psychiatric issues 
and is not on any medications. He has no history of 
trauma or abuse, is married with no children and 
worked full time before recently retiring. There 
is no family history of substance misuse or mental 
illness.

Participant 3
A 54-year-old woman with a 20-year history of 
AUD. She has had one previous inpatient detox 
and subsequently relapsed. She has no physical 
medical problems. She has experienced depression 
since adolescence and has made suicide attempts 
as a teenager and in the last 12 months. She is 
prescribed Quetiapine, Citalopram and Zopiclone. 
She described a difficult family life, with memories 
of neglect as a child, bullying at school and several 
unstable relationships as an adult. She has three 
children. There is no family history of substance 
misuse or mental illness.

Participant 4
A 50-year-old man with a 30-year history of AUD. 
He has attempted to stop drinking several times 
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in the past without formal support but always relapsed within 
weeks. He has mild asthma and uses inhalers occasionally. He 
has no psychiatric history. He describes childhood memories of 
parental disharmony. He was frequently truant from school and 
started drinking from age 15 years and experimented with d-Ly-
sergic diethylamide, psilocybin and ecstasy. He was a heroin user 
in his 20s, before successful treatment with methadone and has 
been opiate free for the last 20 years. There is no family history 
of psychiatric disorder or substance misuse.

INVESTIGATIONS
All four participants had normal ECGs and normal blood (urea 
and electrolytes, liver function tests and full blood count) at 
baseline assessment and 8 weeks, after receiving two experi-
mental sessions with MDMA.

DIFFERENTIAL DIAGNOSIS
The diagnosis of AUD in each patient was confirmed by comple-
tion of the Structured Clinical Interview for the Diagnostic and 
Statistical Manual of Mental Disorders.10 

TREATMENT
The ongoing MDMA-assisted psychotherapy study aims to 
recruit 20 adult patients with a primary diagnosis of AUD who 
have successfully undergone community alcohol detoxifica-
tion. Exclusion criteria include a history of psychosis, person-
ality disorder, serious suicidal risk, cardiac disease, severe liver 
disease, unstable hypertension, dependence on drugs other than 
alcohol, regular user of ‘ecstasy’, pregnancy and breastfeeding.

Eligible patients receive an 8-week course of MDMA-assisted 
psychotherapy, comprising 10 therapeutic sessions. The psycho-
therapy sessions were delivered by a male-female dyadic pair 
(typical for non-ordinary state of consciousness-assisted psycho-
therapy) consisting of a consultant psychiatrist and a senior 
clinical psychologist; both experienced in the fields of psycho-
therapy and addictions. The 1-hour weekly non-drug psycho-
therapy sessions employ aspects of Motivational Enhancement 
Therapy and are conducted on an outpatient basis. The partici-
pant was brought to the outpatient clinic by taxi during working 
hours and returned home after the 1-hour session by taxi.

On two of the sessions (weeks 3 and 6), patients are admin-
istered open-label MDMA (125 mg initially, followed by an 
optional 62.5 mg booster dose after 2 hours). The MDMA 
sessions last for 6–8 hours, and patients are monitored overnight 
at the treatment facility. The drug-assisted therapy sessions start 
at 10 am, and the drug effects wear off by 5 pm. At which point, 
the two therapists handed over care of the participant to two 
trained over-night medical attendants, who stayed in the treat-
ment facility with the participant overnight. Participants are 
discharged home the following day, then telephoned daily for a 
week to collect data regarding quality of sleep, affect and poten-
tial suicide risk.

At the end of the 8-week therapeutic course, patients are 
followed- up for 9 months to assess longer-term data, including 
drinking behaviour.

Because patients with a history of heavy drinking frequently 
present with asymptomatic hypertension,11 and acute MDMA is 
known to cause a transient rise in blood pressure and tempera-
ture, we monitor physiological data regularly throughout the 
MDMA-assisted psychotherapy sessions.

The study has full ethical approval from the Central Bristol 
NHS Research Ethics Committee; reference number 16/
SW/0273 and approval from the Medicines and Healthcare 
products Regulatory Agency.

Figure 1 Blood pressure (BP) and temperature following MDMA at 
T=0, 125 mg (arrow) and T=120, 62.5 mg (arrow), n=4. Mean data 
combined for both MDMA therapy sessions, error bars±standard error 
of mean. MDMA, 3,4-methylenedioxymethamphetamine.

Figure 2 Individual POMS composite scores (n=4) for 7 days 
following MDMA-assisted psychotherapy (day 0). Data are 
mean of the two MDMA sessions. *On day 4, B03 scored very 
negatively due to an argument that was agreed unrelated to the 
study. The score for that day was subsequently removed. MDMA,  
3,4-methylenedioxymethamphetamine; POMS, Profile of Moods States. 

Figure 3 Self Compassion Scale (SCS), Generalised Health 
Questionnaire-7 (GAD-7), Patient Health Questionnaire-9 (PHQ-9) and 
Short Form Health Survey (SF-36) % improvement between baseline 
session and session 10, after completion of the 8-week psychotherapy 
course. Bars are mean data n=4.
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All participants were recruited from a local substance misuse 
service. Participation was voluntary, and all participants signed 
written consent forms to take part in the study and to consent for 
their data to be included in this British Medical Journal article.

OUTCOME AND FOLLOW-UP
Sixteen people have been screened so far for the study. Seven 
eligible participants have completed the 8-week open-label 
MDMA-assisted psychotherapy course and are still in the 
follow-up stage. Of the four patients included in this case series, 
two have remained totally alcohol free, and two have had a 
single one-off episode of low-dose alcohol use since finishing the 
therapeutic course. None of the four participants have returned 
to daily or harmful drinking during the therapeutic course. 
These results compare favourably with the pattern of heavy 
alcohol use, and all participants were engaged in before starting 
the study. There have been no serious adverse events related to 
the MDMA. During the MDMA sessions, none of the partic-
ipants experienced unexpected abnormal physiological events 
requiring intervention. Figure 1 indicates while blood pressures 
rose gently and then declined back to baseline, as expected, all 
data remain within the normal range for people with a history 
of AUD.

No participants experienced any suicidality or sleep distur-
bance for 7 days after each of their MDMA sessions. One partici-
pant reported minor tinnitus and mild memory disturbance in the 
days after the MDMA sessions. However, these can be related to 
chronic postwithdrawal phenomena and not commonly related 
to MDMA. Mood was monitored in all participants for a week 
after each MDMA session using the Profile of Moods States ques-
tionnaire. Results demonstrate a consistent positively felt mood 
across all subjects for a week after each MDMA session. This 
suggests, contrary to some recreational ecstasy users’ description 
of low mood in the days following use, there may, by contrast, 
be a potential ‘afterglow’ effect from clinical use of MDMA in a 
therapeutic environment (figure 2).

No participants reported any adverse psychological effects 
from the study interventions. Measurements of anxiety (Gener-
alised Anxiety Disorder 7), depression (Patient Health Question-
naire 9), quality of life/functioning (Short-Form Health Survey) 
and compassion (Self-Compassion Score) were taken at base-
line and week- 8 and at the end of the MDMA therapy course. 
All these measures improved during the course of the 8-week 
therapy (figure 3).

No participants have used recreational MDMA or ecstasy 
since taking part in the study, nor have they expressed any desire 
or craving to do so. There have been no drop-outs due to intol-
erance to the course of therapy. We are not reporting detailed 
outcome data in respect of drinking behaviour with this case 
series report, as the study is still ongoing.

DISCUSSION
There are no previous studies exploring MDMA-assisted psycho-
therapy as a treatment for AUD with which to compare this 
current ongoing study. However, MDMA Therapy—mainly for 
PTSD— has been explored since the 1980s.12 13 Recent MDMA-
PTSD studies have found statistically and clinically significant 
gains in symptom relief with no subjects reporting harm from 
participation.14–16

Carrying out clinical research on patients with AUD is difficult 
because of the high incidence of comorbidities in this popula-
tion. Physical problems include alcohol-induced hypertension 
and impaired liver functioning. Psychological comorbidities 

include high levels of trauma, polysubstance drug misuse and 
personality disorders. Unstable social factors, such as unemploy-
ment, insecure housing and poverty, are also common in this 
group of patients—all of which added to the complexity of this 
project. Despite these challenges, the massive personal, clin-
ical, societal and financial burden of AUD makes this diagnosis 
an important target for innovative research. This is especially 
imperative, given the current poor rates of lasting recovery with 
current best-approved treatments.

Patient’s perspective

Participant 1: It's not about the drinking, the MDMA healed me 
inside and the drinking looks after itself … I'm seeing things 
anew, nature for the first time … I'm in control of my decisions, 
I've got control back … Life is just good!

Participant 2: I’m pleased I’ve managed to get through both 
the MDMA sessions … The overall package (of the MDMA 
therapy course) has been put together well … I went into 
it expecting to feel strange … It’s called Ecstasy, but it was 
not an ecstatic feeling … (This course) is definitely a work in 
progress … I’m able to identify better when I am dealing with 
my feelings and when I’m doing things well … Its going to 
take quite a while to get fully better … I don’t know how much 
of the changes I’ve made are due to the MDMA or due to the 
(non-drug) psychotherapy sessions.

Participant 3: Better than other treatments, including inpatient 
detox … I enjoyed every moment of it. Thrilled to be part of 
the study … I feel energised … The treatment has worked for 
me, done me a lot of good. I’ve got a lot of confidence out of it. 
I’m calmer … It’s given me what I wanted; to be cured, to not 
have the cravings, to look at life differently. I’m not so angry at 
everything … Being under MDMA was beautiful. It showed me 
the real me; the me without alcohol.

Participant 4: A weight has been lifted off my shoulders. 
I haven’t felt like that for a long time. There are no nagging 
doubts. I’m getting my life back on track … Everything is so 
much clearer. It’s like a smog has been removed. I can see myself 
moving forward … It makes me think: why was I drinking that 
rubbish? I was just being stupid, idiotic, killing myself. There’s no 
reason to be doing that … Taking part in this study has helped 
me focus more on life and my goals … An uplifting experience 
that I would recommend to anyone.

Learning points

 ► An 8-week course of 3,4-methylenedioxymethamphetamine 
(MDMA)-assisted psychotherapy can be safely delivered to 
this population of patients with alcohol use disorder (AUD).

 ► Patients with AUD tolerate the medicine and the 
psychotherapy course well, with no acute or lasting negative 
changes in physiological data up to 8 weeks.

 ► Demonstrable improvements in quality of life, mindfulness, 
self-compassion, anxiety and depression scores were 
observed in all participants following the 8-week course of 
MDMA therapy.

 ► This study forms the basis of further plans for a randomised 
double-blind placebo-controlled study testing the efficacy of 
MDMA-assisted psychotherapy as a treatment for AUD.
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