TThis clinical trial was funded by the Multidisciplinary Association for Psychedelic
Studies (MAPS; www.maps.org). We thank Maria Jests Vico for preparing the medications for
the study, Dr. Valentin Corcés for his assistance during the clinical trial development process,
Dr. Jordi Riba for his comments on the first draft of the paper, Dr. Christopher Ryan for
proofreading the English of the original manuscript, Dr. Lisa Jerome for her accurate detailed
comments on the manuscript and help in the editing process, and Maite Mufioz for her assistance
in the patient recruitment process. The clinical team for this project includes Mercedes
Matarranz, Psychotherapist, Clinical Psychologist, Private Practice, Spain.; Elisa Reyes, Blind
Evaluator, Psychologist, Private Practice, Spain. Marcela Ot’alora G. M.A.,

LPC., Psychotherapist, Private Practice, Boulder, Colorado.; and Pedro Sopelana, Psychiatrist,
Centro de Salud Mental de Alcald de Henares, Madrid, Spain.

*Researcher, Clinical Psychologist, Departamento de Psicologia Bioldgica y de la Salud,
Facultad de Psicologia, Universidad Auténoma de Madrid, Madrid, Spain.

**President, Multidisciplinary Association for Psychedelic Studies (MAPS), [city?]

**% [job title?] Pharmacology Unit-IMIM, Institut Municipal d’Investigacié Médica,
Barcelona, Spain.

**#*Horensic Psychologist, Departamento de Ciencia Politica y Sociologia, Universidad
Carlos III, Getafe, Madrid.

*xH%%k Associate Professor, Departamento de Psicologia Bioldgica y de la Salud, Facultad
de Psicologia, Universidad Auténoma de Madrid, Madrid, Spain.

Please address correspondence and reprint requests to José Carlos Bouso Saiz,
Departamento de Psicologia Biolégica y de la Salud, Facultad de Psicologia, Universidad

Auténoma de Madrid, 28049 Cantoblanco, Madrid, Spain. Email: jcbouso@gmail.com

Journal of Psychoactive Drugs 1 Volume 40 (3), September 2008



Bouso et al. MDMA-Assisted Psychotherapy

MDMA-Assisted Psychotherapy,
Using Low Doses in a Small Sample
of Women with Chronic
Posttraumatic Stress Disorder

José Carlos Bouso, [Ph.D.2]#; Rick Doblin, Ph.D.**; Magi Farré, M.D.***; Miguel Angel

Alcéazar, [Ph.D.2]**** & Gregorio Gomez-Jarabo, Ph.D **%%**

Abstract—The purpose of this study was to investigate the safety of different doses of MDMA-
assisted psychotherapy administered in a psychotherapeutic setting to women with chronic PTSD
secondary to a sexual assault, and also to obtain preliminary data regarding efficacy. Although
this study was originally planned to include 29 subjects, political pressures led to the closing of
the study before it could be finished, at which time only six subjects had been treated.
Preliminary results from those six subjects are presented here. We found that low doses of
MDMA (between 50 and 75 mg) were both psychologically and physiologically safe for all the
subjects. Future studies in larger samples and using larger doses are needed in order to further

clarify the safety and efficacy of MDMA in the clinical setting in subjects with PTSD.
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3 4-Methylenedioxymethamphetamine (MDMA, “Ecstasy”) is a ring-substituted
phenethylamine with a chemical structure related both to mescaline and methamphetamine.
MDMA possesses a distinctive and unique psychological profile characterized by a specificity to
act over the human emotional sphere (Shulgin & Nichols 1978) without notably affecting other
psychological functions, such as visual perception or cognitive process (Harris et al. 2002;
Tancer & Johanson 2001; Cami et al. 2000; Vollenweider et al. 1998). Because of this unusual
quality, a new pharmacological category, entactogens, has been established to denote MDMA
and some other chemically-related compounds (Hermle et al. 1993; Nichols 1986).

MDMA was first synthesized by the pharmaceutical company Merck in 1912 as a
precursor of a haemostatic drug called methylhydrastinin, but it was not tested at that time either
in humans or animals (Freudenmann, Oxler & Bernschneider-Reif 2006). In the 1950s, the U.S.
army assayed a number of phenethylamines, including MDMA,, in toxicological animal studies
(Hardman, Haavik, & Seevers 1973) but there are no references regarding its use in military
human experiments. This research remained secret until publication in 1973. At the beginning of
the 1970s, the former Bureau of Narcotics and Dangerous Drugs (now the Drug Enforcement
Administration—DEA) found MDMA for the first time being used on the street (Gaston &
Rasmussen 1972) but the first scientific references regarding its pharmacological profile did not
appear until the end of that decade (Anderson et al. 1978; Shulgin & Nichols 1978), some years
after its rediscovery by the chemist Alexander Shulgin (Shulgin & Shulgin 1991).

From the rediscovery of MDMA until its prohibition [in the U.S.?] in 1985, MDMA was
widely used as an adjunct to the psychotherapeutic process (Grinspoon & Bakalar 1986),
although no formal controlled studies were undertaken. It has been estimated that during this

period around 500,000 doses of MDMA were administered in psychotherapeutic settings
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(Rosenbaum & Doblin 1991) and that about 4,000 people were introduced to the therapeutic use
of MDMA just by Leo Zeff, Ph.D., the “Secret Chief” and leader of the underground therapeutic
use of MDMA, (Stolaroff 1999 [2004 in references]; Shulgin & Shulgin 1991).

The inclusion of MDMA in the list of Schedule I controlled substances shut down all
legal use, though in recent years there is a resurgence in the scientific investigation of the
psychotherapeutic potential of MDMA (Check 2004; Doblin 2002), with studies investigating
MDMA -assisted psychotherapy in subjects with PTSD approved in the U.S., Switzerland and
Israel and one study at Harvard Medical School approved to investigate MDMA-assisted
psychotherapy in subjects with anxiety associated with advanced-stage cancer patients (Allen
20006).

Before the prohibition of MDMA in 1985, it was used by a wide range of
psychotherapists to treat diverse psychological disorders, including psychosis and anxiety, in
individuals and couple therapy as well in group therapy (Grinspoon & Bakalar 1986; Greer
1985). MDMA was also useful in reducing physical pain secondary to some kinds of cancer
(Greer & Tolbert 1998). Most clinicians agreed that it was most useful in the treatment of
sequelae secondary to psychological trauma, such as child abuse or war stress (Greer 1985). The
only quantitative data regarding the efficacy of MDMA were provided by Greer & Tolbert
(1998, 1990, 1986) in their publications describing MDMA-assisted psychotherapy in 80
patients. Greer and Tolbert found that 90% of their patients reported positive experiences with
lasting beneficial effects that remained at the one-year follow-up. Of those 90%, one third had
experienced just one dose of MDMA, another third had experienced two doses, and the last third
had taken more than two doses. In a follow-up utilizing a self-report questionnaire mailed to 171

patients treated by psychiatrists with MDMA and/or LSD-assisted psychotherapy in Switzerland
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between 1988 and 1993 (121 or 71% of questionnaires were returned with data), Gasser (1996,
1995) found that 65% of these respondents reported “good improvement” and 26% “slight
improvement” after a course of LSD or MDMA -assisted therapy. Treatment consisted on
average of three years of therapy with 70 nondrug sessions and seven sessions with MDMA or
LSD. Anecdotal accounts of MDMA-assisted therapy exist in print and in other media, including
documents and testimony at the hearings on the scheduling of MDMA (www.maps.org/dea-
mdma; Greer & Tolbert 1998; Grinspoon & Bakalar 1986; Wolfson 1986). Lastly,
psychotherapeutic models using MDMA as an adjunct to the psychotherapeutic process in the
treatment of depression (Riedlinger & Montagne 2001; Riedlinger & Riedlinger 1994),
schizophrenia (Holland 2001), and posttraumatic stress disorder (PTSD) (Bouso 2001) have been
proposed.

The therapeutic potential of MDMA consists in temporarily reducing or eliminating
anxiety and fear, thus helping subjects gain access to their emotions and internal conflicts
without the overwhelming fear normally associated with these emotions and memories. This
ameliorative effect simultaneously helps subjects access these traumatic emotions and
communicate them to a therapist, thus enhancing both the therapeutic alliance and the
psychotherapeutic process (Greer & Tolbert 1998; Grinspoon & Bakalar 1986; Greer 1985).
Since it enhances both introspection and the strength of the therapeutic alliance —the most
important variables predicting therapeutic outcome (Alexander & Luborsky 1986) —MDMA
seems an ideal tool for use in the psychotherapeutic process, especially for the treatment of
PTSD (Bouso 2001). This article presents preliminary data from the first government-approved
clinical trial designed to assess the safety and efficacy of MDMA in the treatment of PTSD. This

study was approved by the Ethics Committee of the University Hospital “La Paz” and by the
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Spanish Ministry of Health. Although the approved protocol anticipated the participation of 29
women with chronic PTSD secondary to a sexual assault in the first phase, a series of political
decisions as a result of favorable media coverage, and unrelated to any scientific or ethical
considerations, led to the sudden discontinuation of the study (Caudevilla 2006, 2003; Bouso
2003; Bouso & Gémez-Jarabo 2003; Doblin 2002) when only six subjects had been treated. Data

from those six subjects who took part in the study are presented and discussed below.

MATERIALS AND METHODS

Sample

The study enrolled six women with chronic, treatment-resistant PTSD. [Where, when
and how were they recruited?] They were between 29 and 49 years old, weighed between 50
and 61.3 kg and had no previous experience with MDMA. All subjects were in good physical
health, confirmed by medical history, laboratory tests, ECG, and urinalysis, and had no other
psychiatric disorder (except for PTSD and comorbid symptoms), as assessed by the structured
psychiatric interview for the DSM-IV [reference?]. Subjects had previously failed to respond to
at least one standard treatment and were free of medications for at least one month before the
beginning of the study. All subjects had to have negative pregnancy tests just prior to the drug

administration session.

Study Design
The study was originally designed to assess the safety of a single dose of MDMA in

women with chronic PTSD secondary to a sexual assault. It was planned to study five increasing
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doses of MDMA, ranging from 50 to 150 mg, in 29 women assigned to five different groups.
[How or why were dosages chosen?] The study design was a double-blind, ascending-dose
study, randomized and placebo-controlled within each dose condition. Subject assignment to
successive MDMA dose conditions occurred only after all subjects for the previous MDMA dose
condition completed the experimental sessions. Groups 1 (group of 50 mg) and 5 (group of 150
mg) were composed of four subjects each, three receiving the MDMA dose and one receiving a
placebo dose. Groups 2 (group of 75 mg), 3 (group of 100 mg) and 4 (group of 125 mg) were
composed of seven subjects each, with five women receiving the MDMA dose and two women
the placebo in each group. In this way, we planned to have 21 subjects receiving an MDMA dose
and eight subjects receiving a placebo, allowing us to compare across doses and between drug
and placebo. As mentioned above, the study was suddenly shut down as a result of political
pressure when only six subjects had been treated. The data presented here were gathered from
those six subjects: subject 2 and 6 received placebo; subject 1, 3 and 4 received a 50 mg dose of
MDMA; and subject 5 received a dose of 75 mg of MDMA.

All subjects had six nondrug psychotherapy sessions with two therapists (a man and a
woman), three before the experimental session (sessions 1, 2 and 3) and the other three (sessions
5, 6 and 7) after the experimental session (session 4). The psychotherapy before the experimental
sessions consisted of preparing subjects for the possibility of an MDMA experience, and therapy
sessions after the experimental session consisted of discussing the events and material from the
experimental session with subjects so that they could understand and integrate the MDMA
experience into everyday life. Each nondrug session was 90 minutes long, while the
experimental sessions lasted six hours plus another two hours of rest. Blood pressure and heart

rate were measured every 30 minutes during the first six hours of the experimental session. At
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hour 8, all subjects went home accompanied by a relative or by a close friend. One
psychotherapy session took place the day following the experimental session; this session was
designed to help the subject further explore and integrate the experiences that took place during
the experimental session. The rest of the sessions took place with a five to seven day interval.
Subjects filled out a Therapeutic Alliance questionnaire after each session, and a questionnaire of
subjective effects after the experimental session. They also filled out a questionnaire assessing
side effects 24 hours and again five to seven days after the experimental session. Subjects also
completed a battery of psychological tests at the beginning and at the end of the treatment,
administered by an independent evaluator (a woman) who was blind to the treatment assignment.
Follow-ups were planned at one, three, six, nine and 12 months after the treatment though none
of the subjects could be reached for all of the follow-ups. Subjects 1, 3, 4 and 5 underwent the
first follow-up, subjects 4 and 5 completed the second follow-up, and only subject 4 completed

the third follow-up. No one was reached for the final [two?] follow-up.

Psychological Approach

As described above, the psychological approach involved three 90-minute
psychotherapeutic sessions before and after an eight-hour experimental session that included six
hours of psychotherapy and two hours of rest before leaving the hospital facilities. During the
three psychotherapy sessions before the experimental session, the therapists and subjects
discussed the nature of the MDMA experience, stressing its potential lasting benefits as well as
the difficulties that might appear during the experience. Two therapists worked with each subject
to develop specific objectives for the MDMA session, and they discussed the different phases of

the MDMA experience and their potential risks and benefits. During these three preliminary
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sessions, both therapists and the subject worked with any emotions the subject had associated
with the traumatic event, seeking to explore how the subject was affected and what types of
internal resources she had to confront the event during the experimental session. During these
first three psychotherapy sessions, therapists needed to respect the subject’s psychological limits,
without forcing her to go farther than she could tolerate. The therapists trained the subject in
some relaxation techniques, such as breath control respiration, that could be helpful during the
MDMA/placebo experience. The main objective of the first three sessions was to develop a
realistic purpose and to gain a deep knowledge about the impact that the traumatic event retained
over the emotional and psychological sphere.

The experimental session was intended to offer subjects a deep psychological experience
where they could reexperience the traumatic event without being emotionally overwhelmed, and
where they would perceive emotional control as internally rather than externally situated.
Immediately after the administration of the MDMA (or the placebo), the patient was invited to
wait for the first psychological effects while lying in the bed with eyes closed and practicing the
relaxation and breath techniques that she learned in the first three sessions. This time was also
used to discuss again the different MDMA phases emphasizing the things that can happen during
the beginning and the ending of the effects, perhaps the two most critical phases of the
experience. When the subject was relaxed, the therapists played CDs that they had previously
selected, and invited the subject to wait for the coming of the effects. The therapists remained
with the subject throughout the experimental session, supporting her while she confronted the
traumatic event. There was little dialogue between the subject and therapists at this time. After
approximately two hours, the therapists invited the subject to sit in a chair and share her

experience with them. During the remainder of the session, the therapists and subject worked
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together to go deeper into the experience and to put it into words in order to keep the experience
fixed in the subject’s consciousness. Relevant narratives regarding the traumatic event and new
insights were intensively discussed, trying to enable the subject to experience as much as
possible, emphasizing the importance of organizing new thoughts and emotions. After about six
hours of therapy, when both subject and therapists agreed that they had reached a conclusion, the
main part of the session ended and the subject and therapists shared a meal. After another two
hours of resting and when the therapists judged that drug effects had waned and the subject had
reached an ordinary state of consciousness, subjects left the hospital’s facilities, driven by a
friend or significant other.

The integration session occurred one day after the MDMA/placebo experience. During
the integration session, the subject and the therapists began addressing the experimental session
in a discussion that continued through the next three psychotherapy sessions. During discussions
of the MDMA experience that took place in integration sessions, the therapists tried to keep the
subject focused on the benefits she achieved during and after the experience as they worked
through difficulties. The therapist and subject worked to help the subject experience and
integrate the emotions arising in response to recalling and confronting difficult areas of the
experimental session. The therapists worked intensively during the integration sessions to assist
the subject in finding strategies for confronting future difficulties in experiencing intensively felt
emotions, in order to extrapolate the benefits gained into the future and into the subject’s
everyday life. In sum, our therapeutic approach was quite similar to that developed in the past
(Greer & Tolbert 1998) when MDMA was administered legally in psychotherapy, and to the
therapeutic approach that is used in other government approved MDMA/PTSD studies (Ruse et

al. 2005).
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Psychological Assessment

As our main objective in this study was to assess the safety of a single psychotherapy
session using one of five ascending doses of MDMA in patients with chronic PTSD, we used a
wide range of psychological tests in order to cover all the symptoms associated with PTSD,
including comorbid symptoms. The scales employed were as follows:

Sociodemographic interview: The Semi-Structured Interview about Sexual Assault
(Echeburia et al. 1995) collects sociodemographic data about the victims, the situational and
descriptive characteristics of the aggression(s) and aggressor(s), the personal characteristics of
the victim before the aggression, and the personal consequences resulting from the aggression.

Outcome psychopathological scales: The Severity of Symptoms Scale for Post-traumatic
Stress Disorder (SSSPTSD) (Echeburta et al. 1997) is an Spanish adaptation of the PSS (PTSD
Symptom Scale; Foa et al. 1993); it is based on the DSM-IV criteria for PTSD and designed to
assess the principal symptoms of PTSD: re-experiencing (RE), avoidance (A), and increased
arousal (IA), plus a supplementary scale (SS) that assesses somatic symptoms related to anxiety.
This scale has been found to be sensitive to therapeutic changes, and is useful in planning
treatment and in research involving sexually-assaulted women with chronic PTSD (Corral et al.
1995a, b; Echeburtia et al. 1995). The scale is composed of 17 items (global scale—GS, range: O-
51), each one scored in a Likert-type scale from O to 3: five items for re-experiencing symptoms
(range: 0-15), seven items for avoidance symptoms (range: 0-21), five items for increased
arousal symptoms (range: 0-15), and 13 items for the supplementary scale (range: 0-39). For a

subject to be included in the study, she had to score more than 15 on the global scale, and more
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than 5, 6, and 4 on the re-experiencing, avoidance and increased arousal subscales, respectively.
No restrictive criteria were established for the rest of the outcome scales.

The State-Trait Anxiety Inventory, State Version (STAI-S; Spielberger, Gorsuch &
Lushene 1970) is comprised of two separate self-report scales that measure two independent
concepts of anxiety, state (S) and trait (T). State anxiety, which is the only one used in this study,
is defined as a transitory emotional state or condition of the human organism characterized by
subjective feelings of tension and apprehension and by autonomic hyperactivity. It is variable in
duration and intensity. The state scale has 20 items on a Likert scale from O to 3 (range: 0-69; cut
off point: 31). The Spanish version was adapted by Seisdedos (1982).

The Beck Depression Inventory (BDI; Beck et al. 1961) is composed of 21 items, each of
which evaluates a symptom of depression. Each item has four possible responses, from 0 to 3
according to the intensity of the symptom (Range: 0-63; cut off point: 18). It assesses depression,
giving greatest importance to cognitive symptoms. The Spanish version was adapted by Conde &
Franch (1984).

The Hamilton Rating Scale (HAM-D; Hamilton 1960) is focused more on the behavioral
and physiological symptoms of depression, which makes it a good complement to the BDI scale.
It is composed of 21 items plus one final item to specify other symptoms, which are measured on
a scale of either three or five points, depending on the item (range: 0-84; cut off point: 18). The
Spanish version of this scale was also adapted by Conde & Franch (1984).

The Modified Fear Scale (MFS III; Veronen & Kilpatrick 1980)is a self-report measure
based on the “Fear Questionnaire” (Wolpe & Lange 1964) with the addition of 42 items related
to issues specific to sexual assault. In this study, we used the version containing only these

additional items. Responses are made on a Likert-type scale ranging from 1 to 5 (score range:
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45-225; no cut off point specified). The Spanish version of this scale was adapted by Echeburta
and collagues (1995).

The Maladjustment Scale (MS; Echeburtia & Corral 1998) is composed of six items, each
of which refer to one of the following factors related to social and work-related adjustment: work
and/or studies, social life, free time, intimate relationships, family life, and overall life.
Responses are made on a Likert-type scale from 1 to 6 (range: 0-30; no cut off point specified).

The Rosenberg Self-Esteem scale (SE/R; Rosenberg 1965) is a self-report measure
consisting of 10 items, with responses made on a Likert scale from 1 to 4 (range: 14-40; cut off
point: 29) that evaluates elements from self-acceptance to self-esteem expressed in a general
sense. The Spanish version was adapted by Maldonado (1988).

Subjective effects scale: The Hallucinogen Rating Scale (HRS; Strassman et al. 1994)
consists of 100 items, with individual items assessing one of six factors: somaesthesia (reflecting
somatic effects); affect (sensitive to emotional and affective responses); volition (indicating the
volunteer’s capacity to willfully interact with herself and/or the environment); cognition
(describing modifications in thought process or content); perception (measuring visual, auditory,
gustatory, and olfactory experiences); and intensity (which reflects the strength of the overall
experience). The Spanish version was adapted by Riba and colleagues (2001). The computation
range for all the subscales is O to 4.

Side effects scale: The UKU Scale of Secondary Effects (Lingjaerde et al. 1987) is a scale
that assesses the clinical side effects of the use of psychoactive medications at therapeutic
dosages, whether in daily use or in clinical studies. It consists of 43 items that measure four
groups of effects: psychological (P), neurological (N), anatomical (A) and others (O). Each

symptom is evaluated as being absent (0), mild (1), moderate (2), or severe (3).
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Therapeutic alliance scale: The Penn Helping Alliance Questionnaire (HAq; Alexander &
Luborsky 1986) is a scale for measuring the patient’s experience of the helping alliance. The
subject completed the HAq at the end of each session. The HAq consists of 11 items that the
subject responds to using a scale ranging from +3 to —3 according to the degree of agreement she
feels with each statement (range: +33 to -33). The scale also contains two open-ended questions
about ways in which her condition has improved or worsened after treatment, and one question
about overall improvement on the Likert-type scale running from 1 to 5. The Spanish version of

this questionnaire was adapted by Poch & Avila (1998).

RESULTS

Demographic Data

The demographic data of the sample, gathered by the use of the semistructured interview,
are summarized in Table 1. The ages of the six women ranged from 29 to 49 years old.
Regarding educational level, one woman never went to school, three out of the six had finished
elementary studies, another had finished secondary school, and the last had finished university
studies. Regarding the sexual aggression, two out of six women suffered anal rape, another two

vaginal rape and the other two body touching and other kinds of sexual aggression.

Psychological Assessment

Table 2 shows the direct scores obtained by each subject in each outcome
psychopathological scale and subscale at the pretreatment stage, at post-treatment, and at follow-
ups; Table 3 shows the differences [amount of improvement?] attained by each subject in these

variables and at these same evaluation times. Because only six subjects were treated in this
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clinical trial, it was not possible to perform any statistical analysis comparing between groups, so
the present analysis is only descriptive. Thus, in addition to the direct scores of each subject, the
means obtained by each group in each scale and subscale have been calculated. Since most of the
subjects only underwent one follow-up assessment, statistical analyses cannot make within-
subjects comparisons across time.

MDMA induced higher subjective effects in subject 5 (75 mg) than in the any of the 50
mg group (Table 4), and an improvement in almost all the outcome scales (Tables 2 & 3). In the
Severity of Symptoms Scale for Post-traumatic Stress Disorder results we find that at the post-
treatment phase subject 5 (75 mg) improved seven points more as compared with the 50 mg
group, while the 50 mg group improved 4.5 points as compared to the placebo group, who
improved 4.5 points. The total improvement for subject 5 was 16 points between pre- and post-
treatment, 17 points between pre-treatment and the first follow up (vs. 12.3 points for the 50 mg
group), and 20 points between pre-treatment and the second follow up. By comparison, the total
improvement for the placebo group at the post-treatment was 4.5 points, and for the 50 mg group
9 points, and 12.3 points between pre-treatment and the first follow-up.

Subject 5 also showed greater improvement than the 50 mg group and the placebo group
on the first and second follow-ups in the STAI/S. Subject 5 attained lower scores than the
placebo and the 50 mg group subjects on post-treatment and follow-up measures on both
depression scales (BDI and HAM-D), and in the MFS III. The 50 mg group scored lower than
the placebo group in all PTSD symptoms, and higher on subjective effects. The 50 mg group
scored better than subject 5 on the MS, and both 50 mg group subjects and subject 5 scored
better than the placebo group. This is because subject 3 (50mg) had a dramatic reduction in her

scores, destabilizing the mean value for the 50 mg group. However, comparing subject 5 with
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subjects 1 and 4, we can see that subject 5 improved more than the other two. In the SE/R,
subject 5 attained higher post-treatment scores than the other groups, and though at the first
follow-up the 50 mg group scored one point higher than subject 5 as compared to pretreatment,
by the second follow-up subject 5 improved one point more when compared to the pretreatment
scores.

All subjects except subject 6 had a higher therapeutic alliance, indicated via higher HAq
scores post-treatment when compared with pretreatment scores, though the data do not suggest

that this improvement is related to undergoing the experimental session (see Table 5).

Side-Effects Assessment

The UKU scale of side effects was administered 24 hours and seven days after the
experimental session. Only subjects 1 (50 mg) and 5 (75 mg) reported very mild side effects at
the 24 hour assessment (Table 6). As shown in Table 7, neither blood pressure nor heart rate
reflected notable increases at any time during the experimental session when compared with

baseline values.

Other Assessments

Table 8 shows the doses of MDMA in milligrams per kilogram received by each subject.
Table 9 shows time in days between last day of menstrual cycle and experimental session, and
Table 10 shows what both subjects and therapists believed concerning the dose administered
during the experimental session, including whether it was placebo or MDMA and beliefs

concerning dosage.
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DISCUSSION

This report is about the world’s first fully approved, controlled study to investigate the
safety of administering MDMA to a patient population. Though the clinical trial was originally
planned to include 29 women with chronic PTSD who had previously failed to respond to
conventional treatments, only six subjects could be treated before political pressure resulted in
the sudden termination of the study (Caudevilla 2006; Caudevilla 2003; Bouso 2003; Bouso &
Goémez-Jarabo 2003; Doblin 2002). Since then, two other clinical trials assessing the safety and
efficacy of MDMA -assisted psychotherapy in patient populations have been approved in the
U.S., one of them with PTSD patients in which 16 out of 20 subjects have been treated
generating very promising data, and the other one with advanced-stage cancer patients with
anxiety arising from their diagnosis and short life expectancy. Ethics boards and regulatory
agencies have approved another two clinical trials using MDMA-assisted psychotherapy in
subjects with PTSD, one study in Israel and the other in Switzerland (see www.maps.org/mdma
for detailed information regarding these studies).

The study reported on in this article followed an ascending-dose, placebo controlled,
double-blind design, with subjects in each dose condition randomly assigned to receive MDMA
or placebo. An evaluator blind to condition assignment and not present during psychotherapy
performed the psychological assessment. Two out of six subjects received placebo, three
received 50 mg of MDMA, and one received 75 mg of MDMA. The subjective effects of
MDMA were greater in the subject who received 75 mg as compared to subjects who received
50 mg, inasmuch as this subject obtained the greatest reduction in almost all the outcome scales

employed, including the PTSD scale. The finding that the 75 mg subject obtained better scores
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on outcome measures as compared to the 50 mg group, and that the 50 mg group improved more
than the placebo group, supports greater efficacy as doses increase, at least within the range
studied here. As is true of psychotherapies involving exposure to traumatic memories or trauma-
associated items, one of the main risks of MDMA psychotherapy for the treatment of PTSD is
that the reexperiencing of the traumatic event could induce retraumatizations. It is interesting to
note that none of the subjects in this study showed increased scores in the reexperiencing
subscale at the post-treatment phase or at the follow-ups. It is also interesting to note that subject
5 had the highest score on the PTSD scale at the pretreatment phase yet she experienced the
greatest improvement of all the subjects. Given these findings, it would be important to explore
the effects of higher doses of MDMA in order to see what dose exhibits the best outcomes with
the fewest side effects. Based in part on accounts of therapy occurring before the scheduling of
MDMA (e.g. Stolaroff 2004; Greer & Tolbert 1986), ongoing and planned studies of MDMA -
assisted therapy are administering a 125 mg dose of MDMA, and several studies will include the
possibility of administering a supplemental dose of 62.5 mg. (see www.maps.org/mdma). An
ongoing randomized, placebo-controlled comparison of two sessions of MDMA-assisted therapy
with 125 mg MDMA for people with PTSD has produced encouraging preliminary findings and
no drug-related serious adverse events (Mithoefer 2006, 2004). The study now includes the
opportunity for participants assigned to the placebo condition to take part in an open-label study
continuation. Recently, the FDA and the institutional review board overseeing the study
permitted the addition of a third experimental session and the use of a supplemental dose of 62.5
mg MDMA or placebo, administered 2 to 2 1/2 hours after the initial dose. To date, experimental
sessions using supplemental doses have gone without incident. This suggests that doses of at

least 125 mg will prove safe and efficacious in this patient population.
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As the objective of this study was to assess the safety of MDMA in a chronic PTSD
population, a wide range of psychopathological scales was used in order to measure not only
PTSD symptoms, but also its associated comorbidities, such as anxiety, depression, phobias,
maladjustment and damaged self-esteem. Neither of the two doses of MDMA increased
symptomatology in any of the psychopathological scales in any of the subjects treated, thus
demonstrating that the doses administered in this trial were psychologically safe for all the
subjects. Blood pressure, heart rate and other somatic side effects were also assessed and showed
no significant elevation, again suggesting that the doses administered were physiologically safe.
Because of the variations along all the measurements, it is not possible to establish a dose-
response curve for blood pressure and heart rate in this study. Subject 4 met criteria for
tachycardia and for hypertension at some points during the MDMA session but her scores can be
considered between the range of safety since previous research has reported elevations in blood
pressure and heart rate without any need for medical intervention (Mas et al. 1999; Vollenweider
et al. 1998). The doses of MDMA used in this study also were found to be both psychologically
and physiologically safe in previous clinical pharmacological trials with nonpatient populations
(Ramaekers & Kuypers 2005 [2006 in references]; Cami et al. 2000; Grob et al. 1996). Lastly,
one of the two therapists believed that subject 1 received placebo while she actually received a
50 mg dose of MDMA, and both therapists and the patient believed that subject 6 received a 75
mg dose of MDMA while she actually received placebo; and they believed that subject 2
received a low dose of MDMA while she actually received the placebo. Furthermore, subject 4
believed that she received placebo while she actually received a 50 mg dose, and subject 6 also

believed that she received a medium dose of MDMA while she actually received a placebo. All
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those data suggest that, at least for low doses, the double-blind approach is effective in
MDMA/PTSD research.

In conclusion, low doses of MDMA administered as an adjunct to psychotherapy were
found to be safe for the six subjects with chronic PTSD treated in this clinical trial and there
were promising signs of efficacy and reduced PTSD symptomatology. Further studies with a
larger sample size and with the administration of higher doses of MDMA are clearly needed in
order to clarify both the safety and the efficacy of MDMA-assisted psychotherapy in patient

populations.

REFERENCES

Alexander, G.E. & Luborsky, L. 1986. The Penn Helping Alliance Scales. In: L. Greenberg &
W. Pinsof (Eds.) The Psychotherapeutic Process: A Research Handbook. New York: Guilford
Press.

Allen, S.2006. A good death. Boston Globe May 15: [pages?].

Anderson, G.M.; Braun, G.; Braun, U.; Nichols, D.E. & Shulgin, A.T. 1978. Absolute
configuration and psychotomimetic activity. In: G. Barnett; M. Trsic & R. Willette (Eds.)
Quantitative Structure Activity Relationships of Analgesics, Narcotic Antagonists, and
Hallucinogens. NIDA Research Monograph 22. Rockville, MD: NIDA.

Beck, A.T.; Ward, C.H.; Mendelson, M; Mock, J; Y & Erbaugh, J. 1961. An inventory for
measuring depression. Archives of General Psychiatry 4: 561-71.

Bouso, J.C. 2003. Qué son las Drogas de Sintesis. Barcelona: RBA-Integral.

Journal of Psychoactive Drugs 20 Volume 40 (2), June 2008



Bouso et al. MDMA-Assisted Psychotherapy

Bouso, J.C. 2001. Using MDMA in the treatment of post-traumatic stress disorder. In: J. Holland
(Ed.) Ecstasy: The Complete Guide. A Comprehensive Review of the Risks and Benefits of
MDMA. Rochester, Vermont: Park Street Press.

Bouso, J.C. & Gémez-Jarabo, G. 2003. Investigacion terapéutica con MDMA. Medicina Clinica
121 (8): 318.

Cami, J; Farre, M..; Mas, M.; Roset, P.N.; Poudevida, S.; Mas, A.; San, L. & de la Torre, R.
2000. Human pharmacology of 3 4-methylenedioxymethamphetamine (‘ecstasy’): Psychomotor
performance and subjective effects. Journal of Clinical Psychopharmacology 20 (4): 455-66.
Caudevilla, F. 2006. MDMA (éxtasis). Madrid: Amargord.

Caudevilla, F. 2003. Extasis: Una revisién de la literatura sobre la MDMA.. Medicina Clinica
120 (13): 505-15.

Check, E. 2004. The ups and downs of Ecstasy. Nature 429 (13 May): 126-28.

Conde, V. & Franch, J.I. 1984. Escalas de Evaluacion Comportamental para la Cuantificacion
de la Sintomatologia de los Trastornos Angustiosos y Depresivos. Madrid: UP-JOHN
Farmacoquimica, S.A.

Corral, P; Echeburta, E; Sarasda, B. & Zubizarreta, I. 1995a. Tratamiento cognitivo-conductual
del trastorno por estrés postraumético agudo en victimas de agresiones sexuales: Un estudio
piloto. Psicologia Conductua 3 (2): 195-210.

Corral, P; Echeburta, E; Zubizarreta, I. & Sarasua, B. 1995b. Tratamiento psicoldgico del
trastorno de estrés postraumadtico crénico en victimas de agresiones sexuales: Un estudio
experimental. Andlisis y Modificacion de Conducta 21 (78): 455-82.

Doblin, R.E. 2002. A clinical plan for MDMA (Ecstasy) in the treatment of posttraumatic stress

disorder (PTSD): Partnering with the FDA. Journal of Psychoactive Drugs 34 (2): 185-94.

Journal of Psychoactive Drugs 21 Volume 40 (2), June 2008



Bouso et al. MDMA-Assisted Psychotherapy

Echeburta, E. & Corral, P. 1998. Escala de Inadaptacién. In: E. Echeburda (Ed.) Manual de
Violencia Familiar. Madrid: Siglo XXI.

Echeburda, E; Corral, P; Amor, P.J.; Zubizarrte, I. & Sarasua, B. 1997. Escala de gravedad de
sintomas del trastorno de estrés postraumadtico: Propiedades psicométricas. Andlisis y
Modificacion de Conducta 23 (90): 503-26.

Echeburda, E; Corral, P; Zubizarreta, I; & Sarasua, B. 1995. Trastorno de Estrés Postraumdtico
Cronico en Victimas de Agresiones Sexuales. A Coruiia: Fundacién Paideia.

Foa, E.B.; Riggs, D.S.; Dancu, C.V. & Rothbaum, B.O. 1993. Reliability and validity of a brief
instrument assessing post-traumatic stress disorder. Journal of Traumatic Stress 6: 459-74.
Freudenmann, R.W .; Oxler, F. & Bernschneider-Reif, S. 2006. The origin of MDMA (ecstasy)
revisited: The true story reconstructed from the original documents. Addiction 101: 1241-45.
Gaston, T.R. & Rasmussen, G.T. 1972. Identification of 3,4 methylenedioxymethamphetamine.
Bureau of Narcotics and Dangerous Drugs 38: 60-1.

Gasser, P. 1996. Die psycholytische psychotherapie in der schweiz von 1988-1993. Eine
Katamnestische Erheburng. Schweixzer Archiv fiir Neurology und Psychiatrie 147 (2): 59-65.
Gasser, P. 1995. Psycholytic therapy with MDMA and LSD in Switzerland. MAPS Bulletin 5 (3):
3-7.

Greer, G. 1985. Using MDMA in psychotherapy. Advances 2 (2): 57-59.

Greer, G. & Tolbert, R. 1998. A method of conducting therapeutic sessions with MDMA.
Journal of Psychoactive Drugs 30 (4): 371-79.

Greer, G. & Tolbert, R. 1990. The therapeutic use of MDMA. In: S.J. Peroutka (Ed.) Ecstasy:
The Clinical, Pharmacological and Neurotoxicological Effects of the Drug MDMA. Boston:

Kluver Academic Publishers.

Journal of Psychoactive Drugs 22 Volume 40 (2), June 2008



Bouso et al. MDMA-Assisted Psychotherapy

Greer, G. & Tolbert, R. 1986. Subjective reports of the effects of MDMA in a clinical setting.
Journal of Psychoactive Drugs 18 (4): 319-27.

Grinspoon, L. & Bakalar, J.B. 1986. Can drugs be used to enhance the psychotherapeutic
process? American Journal of Psychotherapy 40 (3): 393-404.

Grob, C.S.; Poland, R.E.; Chang L. & Ernst, T. 1996. Psychobiologic effects of 3,4-
methylenedioxymethamphetamine in humans: Methodological considerations and preliminary
observations. Behavioral and Brain Research 73 (1-2): 103-7.

Hamilton, M. 1960. A rating scale for depression. Journal of Neurology, Neurosurgery and
Psychiatry 23: 56-62.

Hardman, H.F; Haavik, C.O. & Seevers, M.H. 1973. Relationship of the structure of mescaline
and seven analogs to toxicity and behavior in five species of laboratory animals. Toxicological
Applied Pharmacology 25 (2): 299-309.

Harris, D.S.; Baggott, M.; Mendelson, J; Mendelson, J.E. & Jones, R.T. 2002. Subjective and
hormonal effects of 3 ,4-methylenedioxymethamphetamine (MDMA) in humans.
Psychopharmacology 162: 396-405.

Hermle, L; Spitzer, M; Borchardt, D.; Kovar, K.A. & Gouzoulis, E. 1993. Psychological effects
of MDE in normal subjects. Are entactogens a new class of psychoactive agents?
Neuropsychopharmacology 8 (2): 171-6.

Holland, J. 2001. Using MDMA in the treatment of schizophrenia. In: J. Holland (Ed.) Ecstasy:
The Complete Guide. A Comprehensive Review of the Risks and Benefits of MDMA. Rochester,
Vermont: Park Street Press.

Lingjaerde, O.; Ahlfors, U.G.; Bech, P.; Denckes, S.J. & Elgen, K. 1987. The UKU Side-Effects

Rating Scale. A new comprehensive rating scale for psychotropic drugs and a cross-sectional

Journal of Psychoactive Drugs 23 Volume 40 (2), June 2008



Bouso et al. MDMA-Assisted Psychotherapy

study of side-effects in neurologic-treated patients. Acta Psychiatrica Scandinava 76 (sup. 334):
1-100.

Maldonado Buitrago, C.L. 1988 Una Investigacion Clinica Sobre la Eficacia Diferencial de los
Tratamientos Cognitivos Y/O Farmacologicos de la Depresion Mayor. Madrid: Universidad
Complutense de Madrid.

Mas, M.; Farre, M; de la Torre, R.; Roset, P.N.; Ortuno, J.; Segura, J. & Cami, J. 1999.
Cardiovascular and neuroendocrine effects and pharmacokinetics of 3, 4-
methylenedioxymethamphetamine in humans. Journal of Pharmacology and Experimental
Therapeutics 290: 136-45.

Mithoefer, M. 2006. MDMA -assisted psychotherapy in the treatment of posttraumatic stress
disorder (PTSD): Seventh update on study progress. MAPS Bulletin 16 (4): 7-8.

Mithoefer, M. 2005. MDMA -assisted psychotherapy in the treatment of posttraumatic stress
disorder (PTSD): Fifth update on study progress. MAPS Bulletin 15 (1): 3.

Nichols, D.E. 1986. Differences between the mechanism of action of MDMA , MBDB, and the
classic hallucinogens. Identification of a new therapeutic class: entactogens. Journal of
Psychoactive Drugs 18 (4): 305-13.

Poch, J. & Avila, A. 1998. Investigacion en Psicoterapia. Barcelona: Paidods.

Ramaekers, J.G. & Kuypers, K.P. 2006. Acute effects of 3,4-methylenedioxymethamphetamine
(MDMA) on behavioral measures of impulsivity: Alone and in combination with alcohol.
Neuropsychopharmacology 31 (5): 1048-55.

Riba, J.; Rodriguez-Fornells, A.; Strassman, R.J. & Barbanoj, M.J. 2001. Psychometric

assessment of the Hallucinogen Rating Scale. Drug and Alcohol Dependence 62: 215-23.

Journal of Psychoactive Drugs 24 Volume 40 (2), June 2008



Bouso et al. MDMA-Assisted Psychotherapy

Riedlinger, J. & Montagne, M. 2001. Using MDMA in the treatment of depression. In: J.
Holland (Ed.) Ecstasy: The Complete Guide. A Comprehensive Review of the Risks and Benefits
of MDMA. Rochester, Vermont: Park Street Press.

Riedlinger, T.J. & Riedlinger, J.E. 1994. Psychedelic and entactogenic drugs in the treatment of
depression. Journal of Psychoactive Drugs 26 (1): 41-55.

Rosenbaum, M. & Doblin, D. 1991 Why MDMA should not have been made illegal. In: J.A.
Inciardi (Ed.) The Drug Legalization Debate. Studies in Crime, Law and Justice Vol. 7.
Newbury Park, California: Sage Publications.

Rosenberg, M. 1965. Society and the Adolescent Self-image. Princeton, New Jersey: Princeton
University.

Ruse, J.M.; Jerome, L.; Mithoefer, M.; Doblin, R. & Gibson, E. 2005. MDMA-Assisted
Psychotherapy for the Treatment of Posttraumatic Stress Disorder. A Revised Teaching Manual
Draft. Accessed at http://www.maps.org/research/mdma/ptsd_study/ treatment-
manual/053005/index.html [currently not at this location]

Seisdedos, N. 1982. STAI. Cuestionario de Ansiedad Estado-Rasgo. Adaptacion Espaiiola del
Cuestionario y Redaccion del Manual. Madrid: TEA.

Shulgin, A.T. & Nichols, D.E. 1978. Characterization of three new psychotomimetics. In: R.C.
Stillman & R.E. Willete (Eds.) The Psychopharmacology of Hallucinogens. New York:
Pergamon Press.

Shulgin. A.T. & Shulgin, A. 2001 [1991 in text]. PIHKAL: A Chemical Love Story. Berkeley,
California: Transform Press.

Spielberger, C.D.; Gorsuch, R.L. & Lushene, R.E. 1970. The State-Trait Anxiety Inventory. Palo

Alto, CA: Consulting Psychologist Press.

Journal of Psychoactive Drugs 25 Volume 40 (2), June 2008



Bouso et al. MDMA-Assisted Psychotherapy

Stolaroff, M.J. 2004. The Secret Chief. Conversations with a Pioneer of the Underground
Psychedelic Therapy Movement. Charlotte, North Carolina: Multidisciplinary Association for
Psychedelic Studies.

Strassman, R.J.; Qualls, C.R; Ulenhuth, E.H. & Kellner, R. 1994 Dose response study of
N,N-dimethyltryptamine in humans. II. Subjective effects and preliminary results of a new rating
scale. Archives of General Psychiatry 51: 98-108.

Tancer, M.E. & Johanson, C.E. 2001. The subjective effects of MDMA and mCPP in moderate
MDMA users. Drug and Alcohol Dependence 65: 97-101.

Veronen, L.J. & Kilpatrick, D.G. 1980. Self reported fears of rape victims: A preliminary
investigation. Behaviour Modification 4: 383-96.

Vollenweider, F.X.; Gamma, A.; Liechti, M. & Huber, T. 1998. Psychological and
cardiovascular effects and short-term sequelae of MDMA (‘ecstasy’) in MDMA-naive healthy
volunteers. Neuropsychopharmacology 19 (4): 241-51.

Wolfson, P.E. 1986. Meetings at the edge with Adam: A man for all seasons? Journal of
Psychoactive Drugs 18 (4): 329-33.

Wolpe, J. & Lang, P.J. 1964 A fear survey schedule for use in behavior therapy. Behavior and

Research Therapy 2: 27-30.

Journal of Psychoactive Drugs 26 Volume 40 (2), June 2008



Bouso et al.

Current Age

Age at the Time
of the Assault

Marital Status
# of Children

Lives with

Educational Level

Profession

Current
Occupation

Socioeconomic
Level

Place of Attack

Time of Attack

Type of Coercion

# of Aggressors

# of Victims

Relationship with
the Aggressor

Reaction to
Aggressor

Acts Committed
by the Aggressor

Was Attack
Reported?

TABLE 1

MDMA-Assisted Psychotherapy

Sample Demographic Information (N = 6)

Subject 1 Subject 2

29 31

6-14 30

Married Single

3 0

Husband and Parents and
daughters brothers
Literate Grade School
None None
Unemployed Unemployed

Low-medium

Father’s home

Not specified
Verbal threat,
physical violence,
heavy objects, gun

1

2 (she and
her mother)

Daughter

Insults & threat,
blows & cuts,
body touching,
masturbation

No

Journal of Psychoactive Drugs

Low-medium

At work

Not specified
Verbal threat,
physical
violence

1

1

Employee

Tried to persuade

and resist

Subject 3
32

30
Single
0

Parents and
sister

High school
University

student

Unemployed

Medium-High

Istanbul hotel
while on holidays

At dawn
Physical
violence
1

1

Acquaintance

Gave in to
the threat

Insults & threat, Anal coitus

blows & cuts,

body touching,

masturbation

27

Subject4  Subject 5
49 38

6 5
Married Separated
3 0
Husband Alone

Grade School

Housewife

Housewife

Medium

Street

Not specified

Niece

Gave in to
the threat

Vaginal coitus

College

Teacher

Subject 6
35

34
Married
0

Husband

Grade School

Pharmacist’s
assistant

Teacher; mental Unemployed

sick leave

Medium

Medium

Street, aggressor’s At work

house
Afternoon
Verbal
intimidation
1

1

Granddaughter

Gave in to
the threat

Body ,
touching
anal coitus

Between 12-15 pm

Verbal threat

Employee

Tried to
persuade

Vaginal coitus

Volume 40 (2), June 2008



Bouso et al. MDMA-Assisted Psychotherapy

TABLE 2
Direct Scores per Subject and Group Mean Values for the Psychopathological Assessment Scales (N = 6)

Subject 1 Subject 2 Subject 3 Subject 4 Subject 5 Subject 6 Group Group
MDMA Placebo MDMA MDMA MDMA  Placebo Mean Mean
(50 mg) (50 mg) (50 mg) (75 mg) Placebo MDMA
N=2) 50 mg
N=3)
Pre 43 (14;19; 45 (13;17; 32(8:15;9; 37 (15; 14; 48 (14;19; 44 (12;13; 445 (12.5;15; 37.3(12.3; 16;
10; 29); 35; 15; 22); 38; 11); 51;24; 8; 25); 30; 15;32); 34; 13;28); 19; 13.5; 25); 9;21.6); 38.6;
37;41; 148; 21;26;111; 51;95;30;21 16;25; 104, 25;60; 132; 19;45; 128; 28.5;20;35.5; 25.6;39;115.6;
26;22 22;37 21;31 28;24 18; 18 119.5;20;27.5 25.6;24.6
Post 25 (105 10;5; 39 (11; 16; 20(5;8;7; 40 (15; 17, 32(14;9; 41 (13; 16; 40 (12; 16; 28,3 (10; 11.6;
18); 24; 28; 12;9); 25; 13); 29; 3; 8;29); 24; 9;9); 24; 12; 28); 31; 12; 18.5); 28;  6.6; 20); 25.6;
32;127; 24,20 16;21; 69; 10; 69; 0; 35 14; 24, 115; 1;19;78; 31; 44, 152; 23.5;225; 15;22; 103.6;
26; 40 20; 27 20;33 20; 20 110.5;23;30 14.6;27.3
Follow-up #1
(1 month) 37 (105 19; - 21(5;9; 17 (9; 6;2; 31(5;9; 25(8;8.3;5.6;
8;25); 37; 7; 13); 35; 14); 27; 4; 16; 10; 21) 17.3) 33; 16.6;
41, 45; 147, 5;,7,73; 13; 88; 18; 28;21; 39; 21.6; 102.6;
26; 16 3;21 34 96;22;22 - -- 15.6;23.6
Follow-up #2
(3 months) - - - 17 (8;7;2; 28 (4; 10; - - -
17);24; 1; 14; 16); 27,
11; 86; 18; 14; 43;
30 86; 24; 25

Follow-up #3
(6 months) - - - 27 (105 11;

6;9); 23;0;

15;72;18;31 - - -- --
Follow-up #4
(9 months) - - - - - - - -
Follow-up #5
(12 months) - - - - - - - -

Note: The figures appeared in each box correspond in this order to: SSSPTSD (RE; A; 1A; SS); STAI/S; BDI; HAM-D; MSF III;
MS; SE/R.
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TABLE 3
Improvements of Each Subject and Group Between the Pre, Post and Follow Ups (N = 6)

Subject 1 Subject 2 Subject 3 Subject 4 Subject 5 Subject 6 Group Group

MDMA Placebo MDMA MDMA MDMA Placebo Mean Mean
(50 mg) (50 mg) (50 mg) (75 mg) Placebo MDMA
N=2) 50 mg
N=3)
Pre-Post 18 (4;9; 6(2;1;- 12357, -3(0;-3;0; 16 (0;10; 3(-1;-3; 4.5(1; 9(23;43;
5;11); 11; 3; 13); 13; 2;12);-2; -3);6;2;1;  6;23); 10; -1;0);-12; -1;2;6.5); 2.3;2);
11; 9; 21; 5;5;42; 22;23;41; -1151; -4 24; 41; -125 15 0.5;-3.5; 13;12;
2;-2 43 26; 30; 14 54;8:9 -24;-2;2 0 339 17; 12;
-3;25 11;2.6
Pre-Follow- 6(4;0;2:4); - 11(3; 6; 2; 20 17 - - 123
up #1 -2;-4;-3; 11); 2; 16; (6;8;6;11); (9;3;5;11); (4.3;4.6;33;
1;0;-6 - 19; 44, 22; 3;12;12; 6;4;21; 4.3);5,6;9;
27;0 16;3;3 36; 6; -2 17.6; 19.5;
10; -3
Pre-Follow- - - - 20 (7,7, 20 (10;
up #2 6; 8); 6; 9; 1; 16);
15;15; 18; 7,11; 17,
3;-1 46;4; 1 -- --
Pre-Follow- - - - 10
up #3 (5;3;2; 16);
7;16; 19;
32:3:0 - - - -

Pre-Follow.up #4 -- -- -- -- - - I
Pre-Follow.up #5  -- -- -- -- -- - - -

Note: The figures appeared in each box correspond in this order to: SSSPTSD (RE; A; IA; SS); STAI/S; BDI; HAM-D; MSF III;
MS; SE/R.
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TABLE 4
Direct Scores per Subject and Mean Values per Group for the Hallucinogen Rating Scale

Subject 1 Subject 2 Subject 3 Subject 4 Subject 5 Subject 6 Group Group

MDMA Placebo MDMA MDMA MDMA Placebo Mean Mean
(50 mg) (50 mg) (50 mg) (75 mg) Placecbo  MDMA
N=2) 50 mg
(N=3)
Somaesthesia 1.23 0.00 123 0.00 2.54 0.69 0.345 0.82
Affect 147 0.00 1.18 0.24 2.06 0.29 0.145 1.17
Perception 0.00 0.06 0.29 0.00 1.88 0.12 0.09 0.723
Cognition 1.33 0.00 1.17 0.50 292 0.25 0.125 1.176
Volition 1.00 0.00 1.38 1.00 2.50 0.00 0.00 1.126
Intensity 1.00 0.00 1.75 0.00 275 0.00 0.00 0916
TABLE 5

Direct Scores per Subject Group Mean Values for the Helping Alliance Questionnaire

Subject 1 Subject 2 Subject 3 Subject 4 Subject 5 Subject 6 Group Group
MDMA  Placecbo MDMA MDMA MDMA  Placebo  Mean Mean

(50 mg) (50 mg) (50 mg) (75 mg) Placebo  MDMA
N=2) 50 mg
N=3)
Session 1 14 17 26 10 19 8 12.5 10
Session 2 11 - 24 18 - 13 13 (n=1) 17.6
Session 3 10 27 27 9 30 15 21 153
Session 4 (MDMA/
placebo) 18 26 28 18 24 15 20.5 21.3
Session 5 18 27 29 11 25 19 23 193
Session 6 18 33 27 16 26 22 27.5 203
Session 7 - 33 30 29 31 3 152 29.5 (n=2)
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TABLE 6
Secondary Effects for Subjects 1 (MDMA 50 mg) and 5 (MDMA 75 mg) 24 Hours after the Experimental
Session
Symptom Severity Causal Interference  Interference = Consequence
Relationship with Patient’s with Patient
Daily Per- Opinion
formance

Medical Criteria

Concentration difficulties (P) -32 -1 E | -2 -3;0
Asthenia/Lassitude/

Increased Fatigability (P) 3:3 1:1 0;1 0:;3 0:;0

Sleepiness/Sedation (P) 32 051 0;1 0;2 0;0

Failing memory (P) -32 -1 -1 -1 -0
Depression (P) -1 -5 1 -1 -5 1 -0
Tension/Inner Unrest (P) 251 251 0;1 0:;2 0:;0

Emotional indifference (P) -1 e | --30 --30 -0
Palpitations/Tachycardia (A) 25 -- 25 - 0;-- 0;-- 0;--

Diarrhea (A) -1 -0 -0 -0 -5 0
Photosensitivity (O) 2;-- 2;-- 0;-- 0;-- 0;--

Dismissed sexual desire (O) ;- 1;-- 0;-- 0;-- 0;--

Tension headache (O) 3:3 2;2 0; 0; 0;0

Migraine headache (O) ;3 -2 -33 -33 -30

TOTAL SCORE 16519 10; 11 0;12 0;17 0;0

RANGES 0-129 0-98 0-147 0-147 0-147

Note: The first figure in each box belongs to subject 1 and the second to subject 5. Only the symptoms scored by the subjects are
listed.
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TABLE 7
Systolic/Diastolic Blood Pressure and Heart Rate

Subject 1 Subject 2 Subject 3 Subject 4 Subject 5 Subject 6 Group Group

MDMA Placebo MDMA MDMA MDMA Placebo Mean Mean
(50 mg) (50 mg) (50 mg) (75 mg) Placebo  MDMA
N=2) 50 mg
N=3)
0 min. 105/73 108/71 124/73 140/100 102/76 111/92 109.5/81.5 123/82
(base line) 69 72 72 87 80 91 81.5 76
30 min. 103/72 104/89 110/85 160/110 104/81 111/89 107.5/89 124.3/89
71 112 73 87 87 85 98.5 77
60 min. 115/79 108/81 111/87 140/110 112/83 105/88 106.5/84.5 122/92
79 73 73 85 75 72 725 79
90 min. 119/76 114/68 121/84 140/110 126/93 120/87 117/77.5 126.6/90
85 98 71 96 83 64 81 84
120 min. 111/71 101/67 118/79 150/110 130/89 113/84 108.5/75.5 126.3/86.6
73 69 76 96 71 71 70 81.6
150 min. 124/80 117/76 119/79 140/110 120/80 106/84 111.5/80 127.6/89.6
76 72 72 100 71 71 715 82.6
180 min. 116/68 96/75 121/77 140/110 121/87 106/88 101/81.5 125.6/85
75 81 83 120 80 71 76 92.6
210 min. 104/66 115/71 118/78 140/110 117/82 103/80 109/75.5 120.6/85.3
91 83 78 96 91 65 74 88.3
240 min. 103/72 103/70 118/78 150/110 97/73 109/84 106/77 123.6/86.6
73 87 85 101 80 66 76.5 86.3
270 min. 105/73 115/81 121/80 150/110 108/76 103/82 109/81.5 125.3/87.6
69 116 80 109 91 73 945 86
300 min. 105/73 92/67 118/83 140/110 116/88 105/82 98.5/74.5 121/88.6
69 85 81 108 89 75 80 86
330 min. 103/72 101/63 108/79 120/100 122/82 108/82 104.5/72.5 110.3/83.6
71 85 76 105 91 71 78 84
360 min. 105/73 102/62 120/83 120/100 120/80 113/84 82/73 115/85.3
69 85 83 103 89 73 79 85
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TABLE 8

MDMA-Assisted Psychotherapy

Doses into mg/kg Received per Subject

Subject 1 Subject 2 Subject 3 Subject 4
MDMA Placebo MDMA MDMA
(50 mg) (50 mg) (50 mg)
Weight 61.3 kg 50 kg 579 kg 56 kg
Doses (mg/kg) 0.76 - 0.81 0.83
TABLE 9

Day of the Last Menstruation before the Experimental Session

Subject 1 Subject 2 Subject 3 Subject 4
MDMA Placebo MDMA MDMA
(50 mg) (50 mg) (50 mg)
Last menstruation 28 days 7 days 14 days Menopausal
TABLE 10

Subject and Therapist’s Beliefs Regarding the Administered Dose

Subject 1 Subject 2 Subject 3

MDMA Placebo MDMA

(50 mg) (50 mg)
Subject Low dose Placebo Low/medium
Therapist 1 50 mg 50 mg 50 mg
Therapist 2 placebo 50 mg 50 mg
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Subject 4
MDMA
(50 mg)
Placebo
50 mg

50 mg

Subject 5
MDMA
(75 mg)
53 kg
141

Subject 5
MDMA
(75 mg)
17 days

Subject 5

MDMA

(75 mg)
Medium
75 mg
75 mg

Subject 6
Placebo

563 kg

Subject 6
Placebo

27 days

Subject 6
Placebo

Medium

75 mg
75 mg
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