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Introduction

There is growing evidence that 3,4-methy-
lenedioxymethamphetamine (MDMA) and
other psychedelic drugs have the potential
to powerfully catalyze psychological heal-
ing if they are used wisely. Data to support
this hypothesis are now available from rig-
orously designed and conducted clinical re-
search. Clinical trials using MDMA are not
simply drug trials in the usual sense; they
are designed to test MDMA in combination
with psychotherapy. This approach, using a
drug as a catalyst during psychotherapy ses-
sions, indicates a new direction in psychia-
try. Interest in such an approach arose in the
1950s with lysergic acid diethylamide (LSD)
and other psychedelics, but despite promis-
ing results published in respected journals,
clinical psychedelic research was virtually
abandoned for more than 20 years because
of regulatory and political opposition begin-
ning in the 1970s (Tupper, Wood, Yensen,
& Johnson, 2015).

The medical use of psychedelics does have
historical precedent in ancient practices by
indigenous cultures using psychedelic plants
as tools for healing, spirituality, and com-
munity life (Alrashedy & Molina, 2016), but
has not yet been incorporated into current

Western medical practice. Fortunately, care-
ful exploration of this drug-assisted thera-
peutic approach was taken up again in the
1990s, primarily with studies of psilocybin
and MDMA as therapeutic tools. Data from
six Phase II clinical trials of MDM A-assisted
psychotherapy sponsored by the Multidisci-
plinary Association for Psychedelic Studies
(MAPS) was presented to the U.S. Food and
Drug Administration (FDA) in 2016. These
data were the basis upon which the FDA
granted Breakthrough Therapy designation
to MDMA-assisted psychotherapy for post-
traumatic stress disorder (PTSD) in order to
expedite Phase III clinical trials that were
then begun in November 2018. If the results
of these trials confirm the levels of safety
and efficacy demonstrated in Phase II stud-
ies, regulatory approval of MDMA for clini-
cal use should follow. This treatment has the
potential to save lives and reduce suffering
for millions of people for whom existing
treatments are inadequate.

We present in this chapter quantitative
data regarding treatment effects and discuss
some of what is understood about therapeu-
tic mechanisms of MDM A-assisted psycho-
therapy. In addition, we present observa-
tions from clinical research in descriptive
form, aimed at conveying the richness of the
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therapeutic process that can be catalyzed by
MDMA and the questions it raises about the
nature of human healing. These descriptive
observations are offered in the interest of
avoiding premature conclusions or reduc-
tionist explanations for complex phenomena
that our current conceptual models do not
adequately explain. Researchers exploring
treatments using the combination of psy-
chedelics and psychotherapy are confronted
with the challenge of understanding and
facilitating complex interactions among at
least three factors: (1) drug effects, (2) the
psychotherapeutic method, and (3) influ-
ences of the relationship with the therapists.
Making therapeutic use of and attempting to
understand this interaction challenges our
current limited understanding of psycho-
logical injury and the mechanisms by which
it is healed. In addition to direct physiologi-
cal effects of MDMA, it is hypothesized that
MDMA can increase access to an intrinsic
healing potential within the psyche.

History of MDMA Prior to Controlled
Clinical Trials

Ongoing clinical trials of MDMA-assisted
psychotherapy fall under an investigational
new drug (IND) application number granted
by the FDA to MAPS. This IND for MDMA
is unusual in two respects: (1) MAPS, as a
501c¢3 organization is engaged in not-for-
profit drug development and (2) MDMA
is not a new drug. It is relatively new in
terms of the FDA drug development evalu-
ation process, but it has been taken by mil-
lions of individuals over more than 40 years
under names such as “Adam,” “Ecstasy,” or
“Molly” (National Institute on Drug Abuse
[NIDA], 2018). A detailed description of this
unique and interesting history is beyond the
scope of this chapter, but well-researched ac-
counts providing more detail are available,
and this section has relied heavily on infor-
mation from these sources, where primary
references can be found (Holland, 2001;
Passie, 2018; Passie & Benzenhofer, 2016).
MDMA was first synthesized in 1912 and
patented in 1914 by the German pharmaceu-
tical company Merk as a possible hemostatic
drug. Animal testing was subsequently con-
ducted but use of the drug was not pursued
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further by the company. Some additional
animal studies were conducted at the Uni-
versity of Michigan for the U.S. Army, but
were kept secret, and no human studies were
conducted until the 1970s, the same period
when the first seizures of MDMA were made
by U.S. and Canadian law enforcement. By
the late 1970s, MDMA use had begun to
spread, following two different tracks: use
by psychotherapists as a tool to catalyze
psychotherapy, and so-called “recreational
use,” which presumably included a range
of activities from thoughtful use for self-ex-
ploration, interpersonal communication and
connection with other people, to more care-
less and risky use in uncontrolled settings
and in conjunction with other drugs.

While not the first chemist to synthesize
MDMA in the 1960s and 1970s, Alexan-
der Shulgin was instrumental in setting it
onto the therapeutic track in 1977 by giving
a sample to Leo Zeff, a therapist who had
previously used other psychedelics in psy-
chotherapy. Zeff’s enthusiasm for MDMA
as an adjunct to psychotherapy reportedly
led him to postpone retirement in order to
teach other therapists about it (Stolaroff,
2004). Ann Shulgin, Alexander Shulgin’s
wife, was one of the people who became
involved in this work on the West Coast,
and she influenced other therapists by de-
veloping guidelines for conducting MDMA
sessions. At about the same time, another
group on the East Coast, sometimes referred
to as “The Boston Group,” was also explor-
ing MDMA in conjunction with psychother-
apy (Passie, 2018). At this point MDMA,
while not an approved drug, was not illegal
to possess, and it is estimated that several
hundred therapists in the United States used
it in their practices until it became illegal
to do so in 1985. Although there were no
controlled trials conducted during this time,
there were published series and case reports
by psychiatrists describing the therapeutic
effects of MDMA in well-supported psycho-
therapy sessions (Downing, 1986; Greer &
Tolbert, 1986). It is important to note that
these therapists focused on the therapeutic
potential of MDMA and were exploring ap-
proaches to make safe and effective use of
this potential (Adamson & Metzner, 1988;
Greer & Tolbert, 1998). Much of what they
learned from clinical experience informed
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the therapeutic approaches and dosages used
subsequently in more formal research. We
discuss these therapeutic approaches later in
the chapter.

Therapeutic work with MDMA during the
late 1970s and early 1980s was intentionally
carried out with relatively little publicity be-
cause therapists were concerned that wide-
spread use could lead to criminalization.
Despite these precautions, less controlled,
“recreational” use was steadily increasing,
and by 1983 had come to the attention of
the U.S. Drug Enforcement Administration
(DEA). In July 1984, the DEA (n.d.) recom-
mended that MDMA be placed in Schedule
1 of the Controlled Substances Act, the cri-
teria for which are defined as “drugs with no
currently accepted medical use and a high
potential for abuse.”

A month later, an organization called
Earth Metabolic Design Laboratories
(EMDL) requested a hearing on the pro-
posed scheduling, a request that the DEA
was required to grant. EMDL had been
formed by a group that included many of the
psychiatrists and others who had an interest
in preserving access to MDMA as a thera-
peutic tool and in raising money for MDMA
research. One of the founders was Rick
Doblin, who later went on to found MAPS,
which has been the sponsor of all recent and
current clinical trials of MDMA-assisted
psychotherapy. At the DEA hearings, testi-
mony was given by experts in the field, in-
cluding prominent physicians and scientists
who argued that MDMA has therapeutic
potential and can be used safely. The con-
clusion of the administrative law judge con-
ducting the hearings was that MDMA did
not fit the criteria for Schedule 1 and should
be placed in Schedule 3. Despite this con-
clusion based on medical and scientific tes-
timony, the DEA did not follow the judge’s
recommendation, and MDMA was placed
in Schedule 1. This decision stopped all legal
therapeutic use and made clinical research
much more difficult because of added regu-
latory requirements and scarcity of funding
sources, while “recreational use” continued
to increase dramatically. NIDA (2020) re-
ports that in 2017 the prevalence of using
Ecstasy or Molly (purported to be MDMA)
in the United States was 12% in 18- 25-year-
olds and 7% in people over 25.
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Another striking result of the DEA deci-
sion to criminalize MDMA was that a num-
ber of therapists, probably several hundred
in the United States and Europe, contin-
ued to treat patients with MDMA-assisted
therapy in secret or “underground.” One
estimate is that between 1985 and 2017,
more than 60,000 patients were treated un-
derground with MDMA-assisted therapy
(Passie, 2018). No doubt, there was a wide
range of motivations for this among the
therapists, but for people with professional
training and licenses to risk the loss of their
livelihoods and even criminal prosecution,
one must assume that the decision was not
taken lightly. The implication is that there
must have been something very compelling
about the experience of using MDMA in
psychotherapy, both to the therapists and
to the thousands of patients who elected to
have this treatment underground.

An interesting exception to the criminal-
ization of MDMA occurred in Switzerland,
when, between 1988 and 1993, a group of
five psychiatrists, who had formed the Swiss
Medical Society for Psycholytic Therapy
(SAPT), were granted government permis-
sion to use MDMA and LSD to treat patients
(Gasser, 1996). No formal research was done,
but a good safety record was reported, and
in a follow-up survey, patients generally re-
ported benefit (Gasser, 1994). Several SAPT
members later conducted MAPS-sponsored
Phase II clinical trials in Switzerland: Peter
Ochen and Verena Widmer with MDMA
and Peter Gasser with LSD.

Subjective Effects

MDMA is administered orally, typically on
an empty stomach to avoid a delay in ab-
sorption. Subjective effects are usually no-
ticed in 30—60 minutes after administration,
though in treatment trials, onset between 60
and 90 minutes has been observed. Peak ef-
fects occur at 90-120 minutes and last from
3 to 6 hours (Vollenweider, Gamma, Liechti,
& Huber, 1998). The elimination half-life is
8-9 hours (de la Torre et al., 2000).
MDMA is often referred to as a psyche-
delic or hallucinogen, but it is quite different
in many respects from classic psychedelics
such as LSD or psilocybin. MDMA rarely
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causes hallucinations and has less tendency
to be disorienting or frightening than many
psychedelics. People taking MDMA are
usually more inclined and better able to en-
gage in verbal interaction than those taking
classic psychedelics. Other terms that have
been suggested for MDMA and similar com-
pounds are “empathogen” (Metzner, 1983),
referring to the tendency of MDMA to in-
crease empathy for self and other, and “en
tactogen” (Nichols, 1986), referring to the
increased self-awareness or ability to “touch
within” that is often stimulated.

Therapists who administered MDMA be-
fore it was placed in Schedule 1 described
the effects as follows:

MDMA “reduced defensiveness and fear
of emotional injury, thereby facilitating
more direct expression of feelings and
opinions, and enabling people to receive
both praise and criticism with more ac-
ceptance than usual” (Greer, 1985).
MDMA can cause “artificial sanity, a
temporary anesthesia of the neurotic self”
(Naranjo, 1989).

“It produces no images or hallucinations.
It does produce a general sense of well-
being . . . feelings of fear and anxiety lift.
One feels that one can examine both one’s
motives and actions, and those of others,
calmly and ob]ectlvely, with acceptance
and compassion. . Dependmg on the
material contained in the unconscious, the
patient will deal with any situation, from
childhood traumas to long-felt adult in-
securities, to deeply repressed emotions”
(Downing, 1985).

“The psychologlcal problem-solving that
occurs is . . . most frequently a shift in
perspective, a reframing of the belief
that may also be healing” (Adamson &
Metzner, 1988).

Observations from clinical trials of
MDMA-assisted psychotherapy have been
largely consistent with these early reports;
however, it has been noted that, especially
in individuals with severe PTSD, significant
anxiety and feelings of loss of control can
occur, especially as the effects of MDMA
are beginning. In addition, processing trau-
matic memories in MDM A-assisted psycho-
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therapy is often challenging and painful,
even with the helpful effects of MDMA de-
scribed earlier (Mithoefer, Mithoefer, Feduc-
cia, et al., 2018). Several participants in the
PTSD studies remarked, “I don’t know why
they call this ‘ecstasy.”” They reported that
MDMA allowed them to revisit traumatic
experiences without being overwhelmed by
anxiety or becoming emotionally numb as
they had in therapy without MDMA, but
it was still a painful process (Mithoefer,
2018). Later in this chapter examples from
MDMA-assisted sessions further illustrate
the subjective effects.

Neurophysiological Effects

MDMA stimulates release and inhibits
reuptake of the monoamines serotonin, do-
pamine, and norepinephrine, with most po-
tent effects on serotonin (de la Torre et al.,
2000), and has affinity for 5-HT, , receptors
(Simmler, Rickli, Hoener, & Liechti, 2014).
Pretreatment with a serotonin reuptake in-
hibitor attenuates most physiological and
psychological effects (Liechti, Baumann,
Gamma, & Vollenweider, 2000; Liechti &
Vollenweider, 2000). Coadministration with
a monoamine oxidase inhibitor could cause
dangerous serotonin syndrome and is con-
traindicated (Gillman, 2005). Interestingly,
MDMA has self-limiting subjective and
physiological effects with frequent repeated
administration because it inhibits activity
on tryptophan hydroxylase that prevents
further serotonin production and release
(Bonkale & Austin, 2008; Schenk, Abra-
ham, Aronsen, Colussi-Mas, & Do, 2013).
Other neurobiological effects of MDMA
include increased serum levels of oxytocin
and arginine vasopressin (AVP) (Dumont et
al., 2009; Hysek et al., 2014). Some studies
suggest that MDMA increases interpersonal
trust and decreases reactivity to threatening
cues such as angry faces, an effect thought to
be partially associated with oxytocin release
as well as monoamine receptor activation
(Bedi, Hyman, & de Wit, 2010; Dumont
et al., 2009), though the role of oxytocin
in MDMA-induced increases in empathy is
in doubt (Kuypers et al., 2014). It is likely
that these combined effects contribute to
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improving the therapeutic alliance in MD-
MA-assisted psychotherapy, particularly in
patients with PTSD, who may have difficul-
ty trusting and may be hypervigilant about
perceived anger or disapproval in therapists’
expressions or behavior.

Neuroimaging with MDMA and psyche-
delics is a rapidly evolving area of research.
In several studies, MDMA has been shown
to decrease cerebral blood flow (CBF) in the
amygdala and hippocampus and increase
CBF in prefrontal cortex, among other ef-
fects (Carhart-Harris et al., 2015; Gamma
et al., 2000). The changes in CBF correlates
with the intensity of the drug effect. This fits
well with clinical observations during treat-
ment trials that participants are often able to
approach traumatic memories with a capac-
ity for introspection and cognitive clarity,
without being overwhelmed by fear or anxi-
ety, and without the sedation or memory
impairment that occurs with most anxiolyt-
ics. This state has been referred to in pub-
lications about other therapeutic methods
as the “optimal arousal zone” or “window
of tolerance”: the level of arousal at which
effective therapeutic processing can occur
(Ogden, Minton, & Pain, 2006).

Also reported in the Carhart-Harris and
colleagues (2015) study were decreases in
resting-state functional connectivity (RSFC)
between midline cortical regions, the ven-
tromedial prefrontal cortex (vmPFC), and
medial temporal lobe regions, including the
posterior cingulate cortex (PCC), as well as
increases in connectivity between the amyg-
dala and hippocampus. There were trend-
level correlations between these effects and
ratings of intense and positive subjective ef-
fects. The authors note that

decreased vmPFC-PCC RSFC has also been
found with psilocybin (Carhart-Harris et al.,
2012), a nonselective 5-HT,, receptor agonist
with potent consciousness-altering properties.
Psilocybin produces an unconstrained style
of cognition that is the inverse of the con-
strained, ruminative style of thinking that is
characteristic of depression. Participants de-
scribed a similar liberation of cognition and
imagination after MDMA administration and
vmPFC-PCC coupling was decreased after
administration of MDMA. (Carhart-Harris et
al., 2015)
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This “unconstrained style of cognition”
and “liberation of . . . imagination” is consis-
tent with observations that MDM A-assisted
psychotherapy sessions often afford striking
shifts in perspective and understanding for
individuals who have been at the mercy of
the negatively skewed thinking typical of
PTSD (Mithoefer et al., 2013). To describe
the therapeutic significance of these brain
changes, Mendel Kaelen, a neuroscientist in
Carhart-Harris’s lab, uses the analogy that
habitual thought patterns and information
flow in the brain are like sleds going down
a snowy hill; the more they take the same
track, the harder it is to deviate from that
deepening track. Perhaps MDMA and clas-
sic psychedelics temporarily flatten the snow
so new and more adaptive routes can be ex-
plored (Kaelen, 2017a, 2017b).

Cardiovascular Effects

MDMA reliably produces sympathomimetic
effects including elevation of heart rate and
blood pressure (BP) (Downing, 1986; Les-
ter et al., 2000), primarily due to norepi-
nephrine release (Hysek, Schmid, Rickli, &
Liechti, 2013). Greater elevations have been
seen in individuals with certain catechol-O-
methyltransferase (COMPT) or serotonin
reuptake transporter (SERT) genotypes,
but the degree of increase does not suggest
a contraindication in these groups (Pardo-
Lozano et al., 2012). In subjects with PTSD
in Phase II clinical trials, the percentage who
reached systolic BP values of 160 mmHg or
greater was 44.8% for those receiving 125
mg of MDMA compared to 16.7% for those
receiving 40 mg, and 0% for lower doses.
The maximum systolic BP reached for any
subject receiving MDMA was 200 mmHg.
Diastolic BP elevations above 110 mmHg
occurred in 10.3% of subjects receiving 125
mg of MDMA, with the maximum value
reached being 135 mmHg. Heart rate ex-
ceeded 110 beats per minute in 50% of sub-
jects with 125 mg, and the maximum rate
observed was 160 beats per minute. All val-
ues returned to baseline without need for
medical intervention (MAPS, 2017); howev-
er, it should be noted that these were careful-
ly screened and relatively medically healthy
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research subjects. Anyone with known un-
derlying cardiovascular disease or cerebro-
vascular disease was excluded from enroll-
ment. Some individuals with well-controlled
chronic hypertension were enrolled but only
after additional screening with a nuclear or
echo exercise test and carotid ultrasound.
The only drug-related serious adverse event
in six Phase II studies with a total of 105
participants was one subject, who had an in-
crease in frequency of preexisting ventricu-
lar premature beats (VPBs) after receiving
125 mg MDMA. There were no ill effects,
but because frequent VPBs persisted into
the evening, the subject was admitted to the
hospital overnight for monitoring and fur-
ther evaluation. The extra systoles returned
to baseline, and workup did not reveal cardi-
ac ischemia or structural abnormalities. He
was discharged after one night in the hospi-
tal without sequelae (Mithoefer, Mithoefer,
Feduccia, et al., 2018).

Other Physiological Effects
Thermoregulatory Effects

In studies of healthy volunteers, MDMA was
found to produce a mean elevation in body
temperature of 0.6°C that was not affected
by ambient temperature (Freedman, Johan-
son, & Tancer, 2005). In Phase II trials of pa-
tients with PTSD, the increases were greater
than 1°C in 50% of subjects receiving any
dose of MDMA, compared to 20% (2 of 10)
receiving inactive placebo. The maximum
temperature observed was 38.7°C, and there
were no related complications or need for
medical intervention (MAPS, 2017). These
thermoregulatory effects of MDMA are
distinct from the possibility of rare events
such as malignant hyperthermia or sero-
tonin syndrome, and the moderate doses of
known purity and controlled setting are dis-
tinct from settings in which ecstasy is used
in conjunction with physical exertion, vari-
able hydration, and sometimes concurrently
with other drugs. There have been reports of
deaths from complications of rhabdomyoly-
sis and hyperthermia outside of research or
clinical settings (Eede, Montenij, Touw, &
Norris, 2012; Gowing, Henry-Edwards, Ir-
vine, & Ali, 2002; Henry, Jeffreys, & Dawl-
ing, 1992).
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Osmoregulatory Effects

Associated with an acute rise in AVP follow-
ing MDMA ingestion, a small decrease in
serum sodium has been observed (Forsling
et al., 2001). This effect has not been clini-
cally significant in clinical trials, but there
are reports of fatal cerebral edema after ec-
stasy ingestion, probably related to an AVP-
mediated decrease in free water clearance
combined with excessive water intake. In
one reported case, several gallons of water
were consumed in a short time in an attempt
to avoid dehydration (Ghatol & Kazory,
2012).

Immunological Effects

An oral dose of 100 mg of MDMA has been
shown to have modest immunosuppressive
and anti-inflammatory effects that are di-
minishing but still detectable 24 hours later
(Pacifici et al., 2001). This effect is attenu-
ated by administration of paroxetine, a se-
rotonin reuptake inhibitor (Pacifici et al.,
2004). This degree of immunosuppression is
unlikely to be clinically significant in healthy
individuals beyond the possibility of tran-
sient increased susceptibility to infections.

Hepatic Effects

Some degree of hepatotoxicity was reported
in approximately 16% of 199 case reports
of adverse events in ecstasy users, and was
thought to be influenced by a number of fac-
tors, including polydrug use, temperature,
and other environmental factors (Carvalho,
Pontes, Remido, Bastos, & Carvalho, 2010).
Acute liver failure has been reported after
ingestion of as little as one ecstasy tablet
(Ellis, Wendon, Portmann, & Williams,
1996). In contrast, standard toxicity studies
in rats or dogs failed to find liver damage
after 28 days of MDMA exposure, and a
study in 166, mostly MDM A-naive, healthy
volunteers failed to detect any changes in
liver function following MDMA adminis-
tration (Vizeli & Liechti, 2017). In Phase II
trials with patients with PTSD there were no
liver-related adverse events, and in the two
trials that measured alanine aminotransfer-
ase (ALT), there were no significant changes
after MDMA exposure (MAPS, 2017).
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Acute Cognitive Effects

MDMA has been shown to decrease perfor-
mance acutely on some measures of psycho-
motor speed, visual memory, and attention
to digital symbol substitution (Cami et al.,
2000), but not on tasks requiring attention
and response to visual stimuli or visually
presented words (Vollenweider et al., 1998).
MDMA also acutely impaired performance
in learning and remembering lists of words
and recalling object position, but not in
spotting scene changes, and it reduced weav-
ing in a driving simulation (Kuypers & Ra-
maekers, 2005, 2007).

Mood Effects

Some reports indicate an association be-
tween ecstasy use and mild depressive symp-
toms (Maclnnes, Handley, & Harding,
2001); however, a recent Phase II trial com-
paring Beck Depression Inventory (BDI-II)
scores before and after two administrations
of MDMA found a statistically significant
improvement in the group receiving 125
mg of MDMA compared to the compara-
tor group receiving 30 mg of MDMA (-24.6
vs. =4.6, p = .0003) and a trend toward
improvement in the group receiving 75 mg
compared to that receiving 30 mg (-15.4 vs.
-4.6, p = .052) (Mithoefer, Mithoefer, Fe-
duccia, et al., 2018).

Possible Chronic Toxicity

Concern about possible chronic neurotox-
icity was originally raised in animal stud-
ies showing that repeated or high doses of
MDMA in rats or monkeys reduce brain
serotonin production for 2 weeks or longer
(Mechan et al., 2006), but do not increase
markers of neurotoxicity associated with
neurodegeneration (Wang, Baumann, Xu,
Morales, & Rothman, 2005). Monkeys self-
administering MDMA over 18 months had
slight reductions in brain serotonin but no
chemical markers of neuronal injury (Fan-
tegrossi et al., 2004; MAPS, 2017). Some
studies in rodents and primates using repeat-
ed high doses showed damage to serotonin
axons (Green, Mechan, Elliott, O’Shea, &
Colado, 2003; Slikker et al., 1989); however,
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it appears that doses used in most of these
studies were too high to be comparable to
clinical doses used in humans (Baumann et
al., 2009; Mueller et al., 2009).

Because of concerns raised by animal
studies, researchers in many countries have
conducted neuropsychological studies of ec-
stasy users. Interpretation of these results is
difficult because studies are often conflict-
ing, and almost all are retrospective, so that
premorbid functioning is not known, the ec-
stasy taken is of unknown purity, and often
polydrug use and other lifestyle factors are
possible confounds. A retrospective study
with a relatively pure sample of ecstasy users
and a control group matched for lifestyle
concluded that “in a study designed to mini-
mize limitations found in many prior inves-
tigations, we failed to demonstrate marked
residual cognitive effects in ecstasy users.
This finding contrasts with many previous
findings—including our own—and em-
phasizes the need for continued caution in
interpreting field studies of cognitive func-
tion in illicit ecstasy users” (Halpern et al.,
2011). One of the only prospective studies
of cognitive function before and after initia-
tion of ecstasy use did find an association
between ecstasy use and verbal memory, but
not attention or working memory. All scores
were within the normal range, and the dif-
ference was that the people not reporting
ecstasy use had greater improvement on the
second assessment. As the authors point out,
the groups were similar at baseline in most
respects, but the ecstasy users had more
baseline cannabis use and higher baseline
scores associated with attention seeking, so
it is possible that they had less patience with
repeating tedious and demanding cognitive
tests (Schilt et al., 2007). Considering these
preclinical and nonclinical studies together,
there is still some uncertainty about whether
repeated heavy ecstasy use could cause some
adverse effects on memory, but there is little
reason to think that the doses and frequency
under study for psychiatric treatment pose a
significant risk in this regard.

More germane to the risk-benefit assess-
ment of clinical use of MDMA are prospec-
tive data from controlled clinical trials. In
two of the U.S. Phase II trials of MDMA-
assisted psychotherapy for PTSD, neuropsy-
chological testing was performed at baseline
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and after two MDMA or placebo sessions
using the Repeatable Battery for Assessment
of Neuropsychological Status (RBANS)
(Randolph, Tierney, Mohr, & Chase, 1998)
and the Paced Auditory Serial Addition Task
(PASAT) (Gronwall, 1977). There was no
significant pre-post difference in either test
(Mithoefer et al., 2019; see Figures 12.1 and
12.2).

Acute, Self-Limited Side Effects
in Clinical Trials

Side effects in Phase II clinical trials of MD-
MA-assisted psychotherapy for PTSD were
common but self-limited. Table 12.1 shows
the most common treatment emergent reac-
tions during 8-hour psychotherapy sessions,
with control groups receiving either inactive
placebo, low-dose MDMA as an active com-
parator, or active dose of MDMA (75 mg,
100 mg, or 125 mg), each dose followed by
an optional supplemental dose of half the
original dose 90-150 minutes later.

Anxiety, the most common side effect
during MDMA sessions, often occurs ini-
tially as participants first notice the effects
of the drug. The sympathomimetic effects
can simulate past experiences of anxiety or
panic, and the sense of shifting conscious-
ness can raise fears of loss of control. This
early anxiety generally responds best to re-
assurance and techniques such as diaphrag-
matic breathing to aid in relaxation. Later
in the session, anxiety is more likely related
to specific content that is coming up, and
the approach is to encourage participants to
experience, express, and explore the feelings
as much as possible. Anxiety was treated
with a medication only once in more than
300 sessions in the six Phase II studies. That
occurred in the second half of a 30-mg ses-
sion at the insistence of a participant who
had tapered off chronic benzodiazepine use
during the enrollment period as required by
the protocol. She later tolerated three 125-
mg sessions without requesting treatment
for anxiety.

For more details about MDMA effects, a
comprehensive review of the MDMA litera-
ture that is updated regularly can be found
in the Investigator’s Brochure at maps.org
(MAPS, 2017).
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Regulatory Challenges with MIDMA
Clinical Research

Unlike most drugs in development as poten-
tial treatments, MDMA, while proceeding
through the FDA regulatory process as an
IND, continues to be widely ingested around
the world (NIDA, 2018). Another unusual
feature of the MDMA drug development
process is the series of regulatory challenges
and delays that have marked, and often im-
peded, the course of legal MDMA research.
Fortunately, over time, these obstacles have
been overcome, and MDMA is proceeding
into Phase III trials much as any other drug
with promising Phase II data. One remain-
ing distinctive feature of MDMA clinical
research is that it is sponsored by a small
not-for-profit organization without govern-
ment or pharmaceutical industry funding.
Now that the research has reached this stage
of the process, science will prevail; if Phase
III results are statistically significant, there
is no reason to think that MDMA will not
receive an FDA indication for use as a legal
treatment. However, to understand the sci-
ence in context, it is worth remembering that
nonscientific factors have played a major
role in causing a 40-year delay between re-
ports of promising clinical use and the start
of Phase III trials of MDMA. It is important
to remember this history and strive to avoid
repeating it because undue delay in investi-
gating new treatments for people who are
suffering and dying is not consistent with
the ethical values of healing professions or
with the quest for scientifically based treat-
ment approaches.

In 1985, when it became clear that MDMA
would be placed in Schedule 1, EMDL, later
to become MAPS, contracted with Purdue
University chemist, David Nichols to pro-
duce 1 kg of MDMA to be registered with
FDA and used for legal research purposes.
This batch of MDMA has remained re-
markably stable and was used for all MAPS
studies prior to Phase III trials, as well as
being donated for other research. Securing a
legal source of highly pure MDMA was an
important first step in Rick Doblin’s deter-
mined efforts toward making MDMA into
a legal medicine.

Before human research can begin with
any drug, preclinical research in animals is
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TABLE 12.1. Treatment-Emergent Adverse Events and Expected Reactions
during Two Blinded MIDMA Sessions and 7 Days Following

Control Active MDMA Total

(n=31) (n=72) (n=103)
Top reactions during experimental sessions, No. (%)?
Anxiety 15 (48.39) 52(72.22) 67 (65.05)
Dizziness 6 (19.35) 29 (40.28) 35 (34.00)
Fatigue 18 (58.06) 35 (48.61) 53 (51.46)
Headache 22 (70.97) 38 (52.78) 60 (58.25)
Jaw clenching, tight jaw 6 (19.35) 46 (63.89) 52 (50.49)
Lack of appetite 7 (22.58) 35 (48.61) 42 (40.78)
Nausea 6 (19.35) 29 (40.28) 35(33.98)
Psychiatric TEAEs, No. (%)?
Anxiety 3(9.7) 17 (23.6) 20 (19.4)
Depressed mood 1(3.2) 6 (8.3) 7 (6.8)
Irritability 3(5.6) 3(2.9)
Panic attack 3(5.6) 3(2.9)

Note. TEAEs, treatment-emergent adverse events.

7Frequency of subjects who reported an expected, spontaneously reported reaction collected
during and 7 days following blinded experimental Sessions 1 and 2 (only reactions reported
by 240% of participants in any group are displayed, see supplemental for full list of reactions).

bFrequency of subjects who self-reported psychiatric adverse events after first drug admin-
istration until the day before experimental Session 3 (only AEs reported by three or more

subjects in either group displayed).

required. Although MAPS did fund some
preclinical research, one of the few advan-
tages stemming from the widespread illegal
use of MDMA is that governments around
the world have funded a large number of
preclinical MDMA studies. There was no
need to repeat these already published stud-
ies, which saved MAPS millions of dollars.
The first MAPS-sponsored clinical trial,
and the first FDA-approved human admin-
istration of MDMA was a Phase I trial in
healthy volunteers conducted by Charles
Grob, Division Chief and Professor of Psy-
chiatry and Pediatrics at Harbor UCLA
Medical Center (Grob, 1998; Grob, Poland,
Chang, & Ernst, 1996). Two other U.S.
Phase I trials followed (Harris et al., 2002;
Tancer & Johanson, 2001), paving the way
for Phase II trials. Grob later considered re-
submitting to the FDA a Phase II protocol to
study MDMA for treating anxiety in cancer
patients; however, in part because of a po-
liticized climate around published research
claiming that MDMA caused neurotoxicity,

he decided to proceed with a similar pro-
tocol using psilocybin instead of MDMA.
Grob had been very critical of the method-
ology and conclusions of MDMA research,
including the failure to publish data demon-
strating a no-effect dose of MDMA (Grob,
2000; Grob, Bravo, & Walsh, 1990). This is
an example of the course of research being
influenced by obstacles arising from atti-
tudes toward a drug rather than investiga-
tors’ objective scientific conclusions based
on reliable data.

In early 2000, Doblin was able to obtain
necessary approvals for a Phase II trial in
Spain designed to study MDMA in conjunc-
tion with psychotherapy for treating PTSD.
Unfortunately, because of political pres-
sures, not scientific or medical concerns,
the study was shut down 2 years later after
only seven subjects were treated with rela-
tively low doses of MDMA (Bouso, Doblin,
Farré, Alcdzar, & Gobmez-Jarabo, 2008).
Meanwhile in the United States, Doblin and
Mithoefer had agreed to develop a similar
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protocol to submit to the FDA, which they
did in October 2001 (Wagner, Mithoefer,
& Doblin, 2019). The fact that this applica-
tion was approved by the FDA 1 month later
demonstrates the objectivity of the FDA sci-
entific review process, as well as the merits
of the protocol and careful preparation of
the application. The fact that final Institu-
tional Review Board (IRB) and DEA ap-
proval were not obtained until March 2004
is an example of a lack of objectivity leading
to regulatory delays not based on reliable
scientific data. A more detailed account of
these delays is available elsewhere (Wagner
et al., 2019), so here we provide only a brief
outline based on that paper. The original
FDA-approved protocol had listed the study
site as the General Clinical Research Center
at the Medical University of South Carolina
(MUSC), where Mithoefer held a clinical
faculty appointment.

Shortly following FDA approval, there
was a national media article about the
study, and it immediately became clear that
there was resistance at the medical school to
being involved in MDMA research because
of its controversial nature. After 6 months
of unsuccessful attempts to have the proto-
col reviewed by the MUSC IRB, a protocol
amendment was submitted to the FDA re-
questing a change of the study location to
Mithoefer’s private office. He was later told
by the acting chairman of the MUSC De-
partment of Psychiatry that the University
had been concerned that the government
might perform a “punitive audit” of all their
federally funded research if they got in-
volved in MDMA studies. After 3 months of
negotiation about equipment and personnel
to provide emergency medical backup at the
office, the amended protocol was approved
by the FDA. A short time later, approval was
obtained from the Western IRB, a freestand-
ing review board.

With FDA and IRB approval in hand,
the only additional approvals needed for re-
search with a Schedule 1 drug were from the
DEA and the State Bureau of Drug Control.
Unfortunately, less than 2 months later, the
IRB reversed its decision and withdrew ap-
proval, saying that their executive commit-
tee had decided not to get involved in “this
kind of research.” It turned out that the de-
cision was prompted by a paper by George
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Ricaurte, a prominent NIDA-funded re-
searcher, that had been accepted for publica-
tion in the prestigious journal Science. The
paper claimed to have demonstrated that
MDMA, at doses claimed to be equivalent
to typical human recreational or clinical
doses, caused toxicity to dopamine neurons,
causing severe illness and death in the pri-
mates studied (Ricaurte et al., 2002).

A letter from the MAPS researchers pub-
lished in response to the Ricaurte paper
was met with a dismissive response by the
authors (Mithoefer, Jerome, Doblin, &
Ricaurte, 2003). Because of concerns raised
by this paper, all attempts to gain approval
from a different IRB were unsuccessful until,
almost exactly 1 year after the Western IRB
withdrawal letter, Ricaurte and colleagues
(2002) retracted their paper, stating that
they had discovered that the bottle labeled as
MDMA was mislabeled. They had inadver-
tently administered methamphetamine not
MDMA to the primates (Ricaurte, 2003).
After a year’s delay caused by Ricaurte’s
paper, the MAPS protocol was promptly ap-
proved by the Copernicus IRB.

Approval by the DEA was not to be forth-
coming until February 24, 2004, 19 months
after the initial DEA application, and this
occurred only after many e-mails, letters,
and phone calls between the investigators
and the DEA, and after Mithoefer appealed
to U.S. Senator Fritz Hollings to ask for a
more timely response from the DEA.

It is easy to understand why these undue
regulatory delays, along with absence of
government or industry funding, would
have discouraged many researchers from
doing clinical studies with MDMA or other
Schedule 1 compounds. It is encouraging to
report that subsequent MAPS MDMA pro-
tocols have been handled much more expe-
ditiously by the DEA, while FDA and IRB
reviews have continued to be rigorous but
efficient.

Phase Il Clinical Trials

Between 1994 and 2018, nine MAPS-spon-
sored Phase II clinical trials of MDMA-
assisted psychotherapy were completed at
seven different sites in four different coun-
tries. Six of these studies treated individuals
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with PTSD and are the basis upon which the
FDA has granted permission for Phase III
trials under the Breakthrough Therapy des-
ignation. We discuss these studies first and
mention the studies of other indications later
in the section.

Study Design

After informed consent and careful screen-
ing, including baseline measures adminis-
tered by an independent rater, participants
were enrolled and had three 90-minute pre-
paratory sessions with a male—female ther-
apy team. They were then randomized to
receive either active doses of MDMA, inac-
tive placebo, or low dose MDMA as a com-
parator, depending on the particular study
protocol, which varied somewhat among
the six studies. MDMA or comparator was
administered in two 8-hour therapy sessions
1 month apart, referred to as “experimental
sessions.” Each session was followed by an
overnight stay in the clinic (with a night at-
tendant on duty) and a follow-up 90-minute
“integration session” with the therapists the
next morning, then daily phone check-in for
7 days. Two or three more integration ses-
sions occurred over the next several weeks
before the next experimental session, which
was followed by the same schedule of over-
night stay, integration sessions, and phone
follow-up.

Approximately 1 month after the second
experimental session, outcome measures
were administered by the independent rater,
the primary outcome measure being the Cli-
nician-Administered PTSD Scale, DSM-IV
version (CAPS-IV). Following the outcome
measures, the blind was broken and people
who had received full doses of MDMA (125
mg followed by an optional supplemental
dose of 62.5 mg) received a third full dose
in an open-label continuation. Participants
who had received placebo or low-dose com-
parator could elect to enter an open-label
crossover protocol with three full-dose ses-
sions accompanied by the same schedule
of integration sessions. Qutcome measures
were repeated 2 months and 1 year or more
after the last MDMA session. Figure 12.3
illustrates the general design used in Phase
II trials. The full protocols can be found at
maps.org.
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Results of MAPS-Sponsored Phase |l
Clinical Trials

Analysis of pooled data from the six Phase
IT trials showed a large between-group Co-
hen’s d effect size of 0.8. When the group
randomized to receive psychotherapy with
comparator drug (inactive placebo or low-
dose MDMA, depending on the study),
crossed over to receive psychotherapy with
MDMA, the response was comparable to
that of the original active-dose group. Gains
were maintained by most participants, with
mean CAPS scores 12 months or more after
the last MDMA session for both groups (see
Figure 12.4; Mithoefer et al., 2019).

Secondary Measures in Phase Il Studies

The BDI-II was administered in four of the
six trials. Depression symptom improvement
on the BDI-II was greatest for the active-dose
group, estimated mean standard error (SE)
change active -12.4 (1.84) versus control
group—6.5 (2.69), with the difference between
groups trending toward significance [t(61) =
-1.97, p = .053] (Mithoefer et al., 2019).

Sleep quality was measured in two stud-
ies with the Pittsburg Sleep Quality Index
(PSQI). In the first of these studies, the two
active-dose groups showed statistically sig-
nificant improvements compared to the low-
dose comparator group (analysis of variance
[ANOVA] for mean change in PSQI scores p
=.029), and #-tests indicated superiority in
the 75 mg (p = .014) and 125 mg (p = .022)
groups compared with the 30-mg group
(Mithoefer et al., 2018a). In the second study
using the PSQI the mean (standard deviation
[SD]) change in PSQI total scores was —0.8
(2.5) for 40 mg, -3.6 (6.2) for 100 mg, and
-2.0 (4.7) for 125 mg, indicating some im-
provement in sleep quality for all groups,
yet this failed to reach significance (F2,26 =
.583, p =.57) (Ot’alora et al., 2018).

In two studies in which personality fac-
tors were assessed with the Neuroticism—
Extroversion—Openness Personality Inven-
tory—Revised (NEO-PI-R), one showed
statistically significant increased openness
(p = .032) and decreased neuroticism (p =
.003) when comparing baseline personal-
ity traits with long-term follow-up traits.
Only the increased openness correlated with
improvement in CAPS scores. In the other
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Pooled CAPS data from six Phase II studies.

study, the group receiving 75 mg of MDMA
had a greater increase in openness than the
30-mg comparator group (p = .02)

Results of four of the six completed Phase
II trials have been published (Mithoefer et al.,
2011; Mithoefer, Mithoefer, Feduccia, et al.,
2018; Oehen, Traber, Widmer, & Schnyder,
2013; Ot’alora et al., 2018). Of note is the
fact that the same treatment approach was ef-
fective for both for victims of crime such as
childhood physical or sexual abuse or adult
rape or assault (Mithoefer et al., 2011) and for
military veterans, firefighters and police offi-
cers with PTSD from their service (Mithoefer,
Mithoefer, Feduccia, et al., 2018).

Phase Il Study Design
and the Challenge of Study Blinding

A challenge inherent in studying psychoac-
tive drugs is that it is very difficult to main-
tain an effective double blind. In the first

of the six Phase II studies, two participants
who received inactive placebo thought they
has received MDMA in their first blinded
session only, but all the rest guessed cor-
rectly. The therapists, while not always cer-
tain, always guessed the condition correctly.
It was judged that an “active placebo” such
as niacin or an amphetamine would not sig-
nificantly improve the blinding and could
have unknown effects on the therapy. In
subsequent Phase II trials, various low doses
of MDMA, ranging from 25 mg to 75 mg,
were used as active comparators in hopes of
producing a more effective blind or finding
a dose escalation effect.

There were two discoveries in these stud-
ies that informed the Phase III design:

There is a threshold dose below which
the blind is not significantly improved
and above which the blind is improved
but the treatment is effective, so there is
no inactive comparator and no dose esca-
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lation effect at higher doses. The thresh-
old dose is in the neighborhood of 75 mg,
which was found to be even more effec-
tive than 125 mg in one study (Mithoefer,
Mithoefer, Feduccia, et al., 2018).

Doses of 50 mg and below appear to
interfere with the psychotherapy by in-
creasing anxiety without being helpful,
so lower doses are not valid comparators
because, by interfering with the effect of
the psychotherapy, they could make the
active doses appear more effective than
they actually are.

At one study site the improvement in CAPS
scores with psychotherapy plus inactive
placebo was 20.5 points (Mithoefer et al.,
2011), and in a separate study with the same
therapist team the CAPS improvement with
30 mg MDMA (followed by a 15-mg sup-
plemental dose) was 11.4 points (Mithoefer,
Mithoefer, Feduccia, et al., 2018). The con-
clusion from Phase II was that there is no
valid and effective way to maintain a strong
double blind in studies of MDM A-assisted
psychotherapy, much as there is no effective
blind in psychotherapy studies without drug
administration.

In meetings with FDA at the end of Phase
I, it was agreed that valid Phase III stud-
ies could be done comparing active doses of
MDMA to inactive placebo combined with
the same therapy as long as the outcome
measures were conducted by well-blinded
independent raters. In current Phase III tri-
als, there is a centralized pool of experienced
CAPS raters administering the measures re-
motely by telemedicine who never rate the
same participant twice and are blind not
only to condition but to which study visit
they are rating. No subject will be unblinded
until all subjects at all sites have completed
the study.

A MAPS-sponsored Phase III trial has
recently been completed at 13 sites in the
United States, two sites in Canada (results
pending), and two sites in Israel compar-
ing inactive placebo with active doses of
MDMA, each administered during three
8-hour psychotherapy sessions at month-
ly intervals with accompanying prepara-
tory and integration sessions. The doses of
MDMA are 80 mg in the first session, with
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the option to either stay at 80 mg or increase
to 120 mg in the second and third sessions
(each initial dose is followed by an optional
supplemental dose 90-120 minutes later).

Pilot Studies of Other Indications

Most MDMA treatment research to date
has focused on individuals with PTSD in
support of a future FDA New Drug Appli-
cation (NDA) for that indication; however,
MAPS has also sponsored exploratory stud-
ies for three other indications, all of which
have produced promising data calling for
further studies in the future.

MDMA-Assisted Therapy for the Treatment
of Social Anxiety in Adults with Autism

In a study by Danforth and colleagues
(2018) at UCLA, 12 adults with autism were
randomized to receive either MDMA (75—
125 mg) or inactive placebo in two 8-hour
psychotherapy sessions 1 month apart. Im-
provement in the primary outcome measure,
the Leibowitz Social Anxiety Scale (LSAS),
from baseline to the primary endpoint was
significantly greater for the MDMA group
compared to the placebo group (p =.037), as
was the improvement at 6-month follow-up
(p = .036). The placebo-subtracted Cohen’s
d effect size was large at both time points (d
= 1.4 and 1.2, respectively) (Danforth et al.,
2018).

MDMA-Assisted Psychotherapy for Anxiety
Assaociated with Life-Threatening lliness

Wolfson (2020) recently completed a study
in which 18 participants with anxiety from
a life-threatening illness were randomized in
a double-blind study to receive MDMA (125
mg, 7 = 13) or placebo (7 = 5) during two
8-hour psychotherapy sessions. The primary
outcome was change from baseline in State—
Trait Anxiety Inventory (STAI) Trait scores
at 1 month post the second experimental
session. The MDMA group had the largest
mean drop in STAI, indicating less anxiety
compared to the placebo group, with group
differences trending toward significance, a
large effect size, and good safety record.
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MDMA-Assisted Cognitive-Behavioral
Conjoint Therapy

Therapeutic use of MDMA before schedul-
ing in 1985 included use in couple therapy,
and it was reported to be very helpful for that
purpose because couples who took MDMA
together in a therapeutic setting “experi-
enced more closeness and/or enhanced com-
munication, and found it easier to receive
compliments or criticism” (Greer & Tolbert,
1998). After MDMA was placed in Schedule
1, there was not a clear path to studying this
formally because it would involve testing
the effects of a drug when administered to
two people simultaneously, for which there
had been no FDA precedent. In late 2013
and early 2014, there were two meetings
between MAPS representatives and leading
researchers in the National PTSD Center,
which directs PTSD research and treat-
ment in the U.S. Department of Veterans
Affairs (VA). Rick Doblin, PhD, Richard
Rockefeller, MD, and Michael Mithoefer,
MD, had requested the meetings to discuss
the possibility of starting MDMA research
in the VA system. The National Center was
represented by Matthew Friedman, MD,
PhD, Director; Paula Schnurr, PhD (now di-
rector); John Krystal, MD, Director, Clini-
cal Neurosciences; and Candice Monson,
PhD, a leading VA PTSD researcher and
developer of cognitive-behavioral conjoint
therapy (CBCT). The meetings did not lead
to any research within the VA, but the group
decided that this was a worthwhile area
to explore through a MAPS-funded study,
and suggested that Monson and Mithoefer
might do a study together combining CBCT
with MDMA-assisted psychotherapy. Mon-
son, whose method was focused on treating
the couple rather than the individual, had
published outcome data demonstrating that
CBCT for couples in which one person had
PTSD significantly improved both CAPS
scores of PTSD symptoms and measures of
relationship satisfaction. This was the ratio-
nale for submitting and obtaining regula-
tory approval for an open-label treatment
development study embedding two sessions
of MDMA-assisted psychotherapy within a
compressed course of CBCT lasting 6 weeks
(Monson et al., in press). Six dyads were
treated with very encouraging results, and
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the treatment protocol was refined at several
points during the study as experience was
gained with combining the methods. Be-
cause there was no control group, the study
was not designed to separate the effects of
MDMA from the effects of CBCT; however,
the results provided a basis for designing
larger, controlled trials in the future. The
researchers’ impression was that MDMA
helped the couples overcome obstacles to
communication and mutual empathy, and
CBCT provided valuable skills and struc-
ture for integrating the MDMA experiences
and maintaining the gains over time (Mon-
son, Wagner, & Macdonald, 2015; Wagner,
Mithoefer, Mithoefer, & Monson, 2017).

The Therapeutic Method
in MAPS-Sponsored MDMA
Clinical Trials

Note that all quotes in italics are from par-
ticipants in clinical trials conducted by Mi-
chael and Annie Mithoefer as recorded in
their notes or in audio recordings. Most are
verbatim, but some are paraphrased.

The therapeutic method used in these clin-
ical trials is described in detail in the MAPS
MDMA-Assisted Psychotherapy Training
Manual (Mithoefer, Mithoefer, Jerome, et
al., 2018). In Phase II MDMA clinical tri-
als the therapy has been delivered by two
cotherapists, usually a male and female, in
aesthetically pleasing rooms with a futon
or sofa that allows participants either to sit
leaning against pillows or lie down com-
fortably. MDMA sessions last 8 hours, and
participants in most studies spend the night
at the office with a night attendant on site.
Figure 12.5 shows one of the research sites.

Undoubtedly there are other methods that
could be equally or more effective, and it is
our hope that the future will bring continued
exploration and innovation. What is known
is that this approach has been effective in a
series of Phase II clinical trials and is now
being further tested in Phase III trials using
trained adherence raters to verify fidelity to
the method across sites and treatment condi-
tions.

The most direct influence on the therapeu-
tic method presented here and in the manual
came from Stanislav Grof and other trainers
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M FIGURE 12.5. MDMA research site. Photo: Hunter McRae.

who worked with him in the Grof Transper-
sonal Training Program for Holotropic
Breathwork facilitators. Holotropic Breath-
work is a nondrug method based largely on
Grof’s experience treating patients with LSD
and other psychedelics in therapeutic settings
when these drugs were still legal (Grof, 2019,
2001). Other important influences, both
through published work and personal com-
munications, come from therapists who had
experience with the therapeuticuse of MDMA
or other psychedelics before they became il-
legal. This group includes George Greer and
Requa Tolbert (1998), Ralph Metzner (Ad-
amson & Metzner, 1988), Claudio Naranjo
(Naranjo & Holland, 2001), Anne Shulgin
(Shulgun & Shulgin, 1991), William Rich-
ards (Naranjo & Holland, 2001; Richards,
2015), James Fadiman (2011), and others.
An overarching, less direct, influence on the
field comes from the many indigenous cul-
tures that have used psychedelic plants such
as peyote, psilocybin mushrooms, ayahuasca
teas, ibogaine, and others as tools for healing
and spiritual practices. Over centuries, these
cultures learned to respect these tools and to
develop practices for using them wisely and
safely (Nichols, 2016).

Our observations, and the observations
of other therapists conducting clinical trials
(Ot’alora et al., 2018), are consistent with

early reports of the use of MDMA in conjunc-
tion with psychotherapy. The basic premise
of this treatment approach is that the thera-
peutic effect is not due simply to the physi-
ological effects of the medicine; rather, it is
the result of an interaction among the effects
of the medicine, the therapeutic setting, and
the mindsets of the participant and the thera-
pists. MDMA produces an experience that
appears to temporarily reduce fear, increase
the range of positive emotions toward self
and others, and increase interpersonal trust
without clouding the sensorium or prevent-
ing access to emotions. MDMA may catalyze
therapeutic processing by allowing partici-
pants to stay emotionally engaged while re-
visiting traumatic experiences, without being
overwhelmed by anxiety or other painful
emotions. Frequently, participants are able to
experience and express fear, anger, and grief
as part of the therapeutic process, with less
likelihood of either feeling overwhelmed by
these emotions or avoiding them by dissocia-
tion or emotional numbing. As study partici-
pants have described this effect,

“Maybe one of the things the drug does is let
your mind relax and get out of the way because
the mind is so protective about the injury.”

“I felt deeply connected to painful feelings of
the traumas as I saw them go by in spheres, but
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it didn’t cause anxiety. I felt deep sadness in
my heart [crying] but also deep happiness that
I was healing it and letting it go.”

“It’s like, every time I go inside I see flowers
and I pick one, and that’s the thing to work
on next. And there are things that are hard
to take, but each time I move through them it
feels so much better.”

In addition, MDMA can enable a height-
ened state of empathic rapport that facili-
tates the therapeutic alliance and allows for
a corrective experience of secure attachment
and collaboration with the therapists. Often
at some point during the MDMA experi-
ence, feelings of empathy, love, and deep
appreciation emerge in conjunction with a
clearer perspective of the trauma as a past
event and a heightened awareness of the sup-
port and safety that exist in the present.

“I had never before felt what I felt today in
terms of loving connection. I'm not sure I can
reach it again without MDMA but I'm not
without hope that it’s possible. Maybe it’s like
having an aerial map so now I know there’s a
trail.”

Research participants have said that
being able to successfully process painful
emotions during MDMA-assisted psycho-
therapy without being overwhelmed, while
still painful, has given them a template for
feeling and expressing pain that has changed
their relationship to their emotions.

“I have respect for my emotions now (rather
than fear of them). What’s most comforting
is knowing now I can handle difficult feelings
without being overwhelmed. I realize feeling
the fear and anger is not nearly as big a deal as
I thought it would be.”

In addition to these salutary effects on
the therapeutic relationship and on trauma
processing, MDM A-assisted psychotherapy
sessions conducted in the relatively nondi-
rective manner described in this manual
invariably go beyond a focus on trauma
to include exploration and processing of
other life experiences, including family and
relationship dynamics. MDMA may also
catalyze access to meaningful spiritual and
other transpersonal experiences, release of
tensions in the body, and a sense of healing
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on a nonverbal level. Though incompletely
understood from a scientific viewpoint,
these experiences are considered important
by many participants.

“It wasn’t an easy experience, but it was so
worth it. It was a very spiritual experience,
very expansive. I feel a sense of calm and sta-
bility now.”

“I see huge white doors with beautiful white
glass, so huge and heavy, but a master has en-
gineered them so you can open them with one
hand. It’s only without the fear that the doors
are so light. How interesting! If I go up to them
with all the fears, it makes me weak. I'm tak-
ing those fears out of different parts of my
body, looking at them and saying, ‘It’s OK but
I’'m leaving you here.” The fear served me well
at one time, but not now for going through
these doors.”

In MDMA studies that formally tracked
spiritual experiences (z = 33) using the
States of Consciousness Questionnaire
(SOCQ; Griffiths, Richards, McCann, &
Jesse, 2006), approximately one-third of
participants reached the threshold for a “full
blown mystical experience.” For the subset
of individuals who had them, these powerful
spiritual or mystical experiences appeared to
be important aspects of their process, and
likely contributed to their therapeutic out-
come; however, in the group as a whole,
there was no significant correlation between
improvement on CAPS and whether there
was a mystical experience. This points to
the individual variation in participants’
therapeutic process that is consistently ob-
served across studies and supports the ratio-
nale for a relatively nondirective approach
that does not make assumptions in advance
about what kind of experience is most help-
ful for any given person. In psilocybin stud-
ies, not surprisingly, the incidence of mysti-
cal experience was greater, but in contrast
to MDMA studies, the therapeutic outcome
was mediated by the occurrence of drug-in-
duced mystical experiences (Griffiths et al.,
2016; Ross et al., 2016).

Perhaps the most important core principle
of the approach described in the manual is
that the potential benefits of MDMA are
mediated through access to each individual’s
innate healing capacity. This capacity can
be most fully expressed when the therapists’
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goal is to support each individual’s spon-
taneously arising and unique therapeutic
process rather than to direct the therapy
sessions according to some preconceived
concept or agenda. The therapists’ role can
be described as relatively nondirective. This
term does apply in many ways to the stance
of the therapists; however, it can mislead by
suggesting that there are not situations in
which therapists do give direction.

From the perspective of the patient or re-
search participant, the approach can be de-
scribed as “inner directed,” pointing to the
fact that direction ideally comes primarily
from within the individual, either through
cognitive realizations or on a nonverbal
level of images, emotions, or physical sen-
sations. A corollary is that while therapists’
knowledge and training are important, they
often find that their own instincts and felt
sense are the most reliable guides to engage-
ment with their clients in MDMA-assisted
sessions. One of the greatest cognitive chal-
lenges for many therapists is to remember
that beyond providing a conducive thera-
peutic set and setting, and compassionate,
attuned presence, in most circumstances
they are not called on to figure out what
the participant needs next or how to make
it happen. Agendas are replaced by engaged
curiosity about where the person’s process
will go next.

On the other hand, direction from the
therapists can be very helpful at times, and is
consistent with this method as long as it is in
response to the participant’s unfolding pro-
cess, and is proposed only after ample time
and encouragement have been given for the
process to take its own direction, and as long
as any direction is offered as a choice that
the participant is free to decline rather than
as an instruction. As Mendel Kaelen’s ear-
lier analogy vividly points out, MDMA can
allow for a new and unexpected track down
the mind’s snowy hill, a chance to escape
the restriction of following established ruts
of either the participant or the therapists. As
Irvin Yalom (2007) has said of his approach
to psychotherapy, “The therapist must strive
to create a new therapy for each patient.” In
MDMA-assisted psychotherapy this might
be extended to say, “The therapists must
strive to allow and encourage each patient
to create a new therapy for themselves.” An
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example of the benefit of this approach is as
follows:

A veteran of the Iraq war had been suf-
fering with severe PTSD for 10 years when
he enrolled in a Phase [T MDMA study. His
first MDMA session (125 mg) was spent
almost entirely focused inward with eye-
shades and headphones, and he spoke to the
therapists only briefly once an hour, when
they checked in with him and took his vital
signs. Each time he indicated he was doing
well and had no need to talk further. At one
check-in he said, “When I check inside to see
if I need to talk about it my body says, ‘No,
lets keep going deeper.””

Consistent with the therapeutic approach,
since he reported that he was handling the
experience well, the therapists validated his
decision and did not ask him to tell them
more about his experience, either during
the session or at the end of the day. That
night he wrote extensively about his experi-
ence and read it to the therapists during the
follow-up session the next morning. During
his MDMA session, he had confronted the
one of his many war traumas that bothered
him the most and about which he felt tre-
mendous guilt, when a friend was hit by a
mortar blast and died in front of him. In the
session he had a vivid experience of meeting
his friend’s soul and being forgiven.

“The explosion hit. Seconds later I'm stand-
ing over him, he looks at me for salvation. ’'m
frozen in fear. Suddenly everything stops; he
stands up and walks to me and tells me it’s
OK. There was never anything I could have
done. As ’'m writing this, I still imagine that
we are hugging in eternity, a moment fixated
in time, an embrace of forgiveness not just by
(my friend) but for myself to allow me to let go,
understanding that I did what I could . . . and
there is no reason to hold onto something that
cannot be changed. [My friend] would want
that. He wouldn’t want his death to inspire
pain for years and years to come, but rather
love and forgiveness. I salute you (my friend)
and I will never forget.”

Later he added:

“It was such a surreal, spiritual experience.
Almost like a rebirth. It was Christ-like in
the sense that my ego was crucified and rose
again with a softer, more open-minded and
new spiritual consciousness. . . . I felt alive,
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fulfilled by God . . . finally detached from a
past that has kept me a prisoner. . . . ’'m confi-
dent again, ready to take on whatever comes.”

Years of psychotherapy had not gotten
him to this perspective and this self-forgive-
ness. The study therapists had no way of
knowing in advance that this direct experi-
ence of making peace with his friend would
be a crucial element in his therapy. Too
much direction or even much more interac-
tion on their part might have interfered. He
said later that the presence of the therapists
was very important in helping him trust that
he could surrender to whatever experience
came, and that their noninterference was
equally important. His global CAPS-IV
score at baseline was 79; after two MDMA
sessions, it was 9, and at 1 year, it was 2.

In keeping with this approach, we have
been struck by how readily most people rec-
ognize the experience catalyzed by MDMA
as their own creation rather than as some-
thing created by the drug. When asked their
perspectives about the MDMA sessions, it
is rare for participants to dismiss them as
simply the artificial effects of the drug. They
often say things such as the following;:

“It was a real experience. It was my own ex-
perience. The drug made it possible, but it was
my experience.”

“I got a glimpse of more of what I’'m capable of
growing into. . . . ’'m motivated to keep prac-
ticing openness until it gets more developed.”

“I know this is part of the drug, but when I ask
myself, ‘Am I going to be able to hold onto this
understanding, this wisdom, this knowledge I
have now?’ I feel like it’s so profound that I
don’t think I could really forget it.”

The Importance of Preparation

In addition to addressing any of the partici-
pants’ questions or concerns and develop-
ing an effective therapeutic alliance as one
would in any psychotherapy, it is important
to prepare participants for the possible ef-
fects of MDMA and the inner-directed ap-
proach to the sessions. To ensure adequate
informed consent, as well as effective
preparation, individuals should understand
that unlike most psychiatric drugs that
are intended to directly reduce symptoms,
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MDMA is intended to catalyze processing of
the underlying cause of the symptoms, and
as that is happening, symptoms may become
more pronounced before they improve. The
participant should be encouraged to culti-
vate an attitude of curiosity and openness
toward whatever occurs during the MDMA-
facilitated experience, remembering that the
deepest, most effective healing experiences
often take a course that is quite different
from what might be predicted by the par-
ticipant’s or the therapists’ rational minds.
The participant is encouraged to welcome
difficult emotions as much as possible rather
than to suppress them, operating from the
assumption that whatever arises is being
presented at that moment as an opportunity
for healing. Fully feeling, exploring, and ex-
pressing whatever emotions, memories, im-
ages, or body sensations arise can make best
therapeutic use of the session.

The format of the sessions should be dis-
cussed, including the encouragement of par-
ticipants to spend periods of time focused
inward without talking (using eyeshades
and listening to music through headphones
if they are comfortable doing so), alternat-
ing with periods of time talking to the thera-
pists. Careful agreements should be made
about whether the participant is open to
the possibility of nurturing touch from the
therapists such as hand holding, a hand on
the shoulder or a hug. It should be explicitly
stated that there will be no sexual touch and
the participants boundaries will be scrupu-
lously respected. The same ethical guidelines
and importance of boundaries in any thera-
py apply to MDMA-assisted psychotherapy,
and therapists should be aware that the in-
tensity of working with drugs that stimulate
shifts in consciousness can present particu-
lar challenges in this regard (Taylor, 2017).

The Importance of Integration

The importance of integration is discussed
during the introductory therapy sessions,
when the participant and therapists discuss
the likely trajectory of the therapeutic pro-
cess, emphasizing that the MDMA sessions
catalyze a process that will continue to un-
fold over time. It helps participants to know
there will undoubtedly be issues left unre-
solved and symptoms that persist at the end
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of the session, but they can expect that with
proper intention and support, the therapeutic
process stimulated by the MDMA will con-
tinue long after the MDMA has worn off. As
we often say, “It’s not about just what hap-
pens during the MDMA sessions.” Knowing
this, participants are encouraged to make
time every day to attend to their inner expe-
rience and to reach out for support if needed.

The challenges during the integration
stage are to facilitate continued emotional
processing and address any difficulties that
arise as the experience from the session con-
tinues to unfold, and at the same time to
help the participant apply to daily life any
benefits gained in the MDMA-assisted ses-
sions. These benefits are likely to include
valuable insights and perspectives, a broad-
er emotional range, greater resilience, and
deepened interpersonal skills.

Since it is hard to predict how much dif-
ficulty a given participant will have during
the integration process, it is important to be
alert to possible problems, such as shame
and self- judgment about having revealed se-
crets, or challenging shifts in relationships
and family systems as the participant heals
and changes. Conversely, the therapists
should be open to the possibility of an easy
integration that requires minimal interven-
tion beyond empathic listening and sharing
appreciation for the participant’s healing
and growth. The therapists should there-
fore remain flexible in their response to each
participant’s particular experiences. Some
illustrative participants’ comments during
integration sessions follow:

“Now that the medicine has worn off, I some-
times feel guilty for saying the things I did
about my parents not being emotionally avail-
able. I know it wasn’t about blame, but there’s
still that judging voice that says we don’t talk
about any of this.”

“The anger feels like a volcano. 'm afraid of
being a one-man wrecking crew. I feel such
sadness, loneliness, nausea.”

“Since I’ve realized how shut down I had been,
I don’t ever want to go back to being that way,
so I’'m having a hard time in business situa-
tions or with my father, knowing when not to
say everything I’'m feeling.”

“After all these years of not talking about it,
was it really safe to reveal that I felt physi-
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cal pleasure along with horror when I was
abused?”

“I don’t have my defense mechanisms any-
more. . . . | opened a door that I'd kept
locked.” With support in integration sessions
and reminders that opening doors is part of
the healing process, he came to realize, “I
don’t know what I was thinking, that I could
clean the house out and not touch some of the
stuff in the attic!”

“As interesting as the sessions are, I know
from experience now that it’s even more inter-
esting what happens after the sessions when
you’re making connections.”

Phase II trials of MDM A-assisted psycho-
therapy have enrolled people with a history
of suicidal thoughts and some who have
attempted suicide quite recently. For some
people, suicidal thoughts have become more
pronounced at the end of MDMA sessions
or in the course of therapy afterward. In one
study, a participant randomized initially to
receive 30 mg MDMA was hospitalized for
6 days for suicidal thoughts that increased
13 days after a low-dose MDMA session,
but was able to continue in the study and
receive the full dose in the open-label cross-
over. Suicidal thoughts and behavior were
tracked using the Columbia Suicide Severity
Rating Scale (CSSRS), and results were that
“at all posttreatment endpoints, the percent-
age of participants reporting suicidal ide-
ation and behavior was reduced compared
with baseline lifetime and pretreatment re-
port” (Mithoefer, Mithoefer, Feduccia, et
al., 2018). Across six Phase II trials there
was no suicidal behavior during the treat-
ment period after dosing (Mithoefer et al.,
2019), however, without proper attention to
follow-up integration and support, suicide
could be a risk.

How Different Is This from Other
Methods of Psychotherapy?

Some features of MDMA-assisted psycho-
therapy are dramatically different from most
methods of psychotherapy: 8-hour sessions,
two cotherapists, periods of time listening
to music with eyeshades and headphones,
using a drug to shift consciousness, and a
taking a largely inner-directed approach.
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At the same time, much of what occurs in
MDMA sessions would be recognizable to
most therapists as familiar elements of other
therapeutic approaches (Mithoefer, 2013).
Some examples follow.

Imaginal Exposure

A core element of one of the most widespread
trauma-focused treatments, prolonged ex-
posure, in which clients are directed to re-
peatedly talk about their “index trauma” in
order to overcome avoidance and decrease
distress associated with the memories (Foa,
Keane, Friedman, & Cohen, 2008), is re-
ferred to as imaginal exposure. In MDMA
sessions participants are not directed to do
imaginal exposure, but at some point they
almost always do it spontaneously. For some
people, this happens almost immediately;
for others, it occurs after other aspects of
their lives or suffering are encountered first.

For example, a middle-aged married
woman who had been raped 7 years previ-
ously and had severe PTSD despite treat-
ment with psychotherapy and psychophar-
macology, was enrolled in a Phase II clinical
trial. She told the research therapists during
preparation sessions that she knew she had
a lot to feel good about in her life now, but
she was unable to feel any of those good feel-
ings. Along with many other PTSD symp-
toms, this feeling of disconnection from love
and support added to her suffering. Early in
her first MDMA session (125 mg) she had a
profound experience of feeling love, safety,
and gratitude for her current life. She spent
little time in that first session revisiting the
rape, and after the session she remarked,
“Now I feel like I have a better platform to
operate from, so maybe next time I’ll be able
to go more into the rape, now I have a map
of the battlefield.”

During her second MDMA session,
without prompting, she processed the rape
intensely and in great detail. Her CAPS-
IV score went from 103 at baseline to 6, 2
months after the second session.

A military veteran who had served two
tours in the war in Iraq enrolled in a Phase
II trial because his PTSD had not responded
to treatment at the VA clinics. During prep-
aration sessions, he said the symptom that
troubled him most was the sudden rage that
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would erupt and be verbally directed toward
his wife. He described an image of a mon-
ster in his chest that was constantly trying to
come out, so he was trying to choke it to pre-
vent that, as the monster was stabbing him
in the side. In his first MDMA session, ap-
proximately 2 hours after receiving MDMA
(75 mg + 37.5 mg 90 minutes later), he took
off his eyeshades and headphones and talked
about what he had just been experiencing:

“I tried thinking about that aspect of me that’s
really rageful. . . . I had an image of it in a jail
cell, like I have that part of me locked up in
jail. T felt like T had put it there, and T went to
it and opened the door. . . . I stopped trying to
choke it and really embraced it. . . . I visualized
both of us taking apart the jail cell and really
becoming friends. I realized I was keeping him
locked up because 1 was so afraid of him . . .
because I think in Iraq I saw what he was capa-
ble of. By putting him in that cell and keeping
him locked up I was making it worse for him.
Of course, when he gets out he’s going to be
mean and hurtful. . .. It would be more benefi-
cial if we worked together; I mean I know it’s
me but I just describe it that way. . . . I get this
amazing sense of just, I guess wisdom. I feel so
much more at peace with everything.

Later in that session and in subsequent
sessions, he revisited traumatic experiences
from Iraq and described them in great detail
with better recall than ever before: “When I
got blown up myself, I see it completely dif-
ferent now, I can really go back and visual-
ize. I’ve never been able to visualize it so hard
before and really feel what it was like.” Later,
when tears of grief came, he said, “I don’t let
myself feel sometime how much it hurts.”

His CAPS-IV score at baseline was 75; a
month after two MDMA sessions, it was 6;
and at 12-month follow-up, it was 19.

These two examples illustrate one of the
advantages of a relatively nondirective ap-
proach. For both these people, vivid imagi-
nal exposure was an important part of the
therapeutic process. The other experiences
that spontaneously occurred first were obvi-
ously healing for them and appeared to give
them “a better platform to work from” when
revisiting the trauma. If there had been an
agenda to direct them toward exposure ear-
lier, the opportunity for these other experi-
ences might have been missed.
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For these two study participants, as for
most others, imaginal exposure did not re-
quire the frequent repetition used in pro-
longed exposure therapy. This may be, at
least in part, because they were better pre-
pared to benefit from imaginal exposure
after the other healing experiences that
spontaneously arose first. There is also evi-
dence from animal studies that the phar-
macological effect of MDMA can enhance
fear extinction (Young, Andero, Ressler,
& Howell, 2015; Young et al., 2017), and
there is an ongoing human study testing this
hypothesis in healthy volunteers (clinicaltri-
als.gov; Identifier: NCT03181763). A study
by the same investigators is planned to test
prolonged exposure combined with MDMA
administration (Williams, 2017).

Cognitive Restructuring

Cognitive restructuring—identifying and
correcting cognitive distortions—is a focus
of cognitive-behavioral therapy that is ap-
proached in a structured way directed by
the therapist. In MDMA-assisted psycho-
therapy, it happens frequently without direc-
tion from the therapists: “I said things I'd
never thought before. It’s not like I’d remem-
ber something cognitively and then say it; I'd
just say it and then say “Wow, where’d that
come from?’”

Attention to Transference
and Countertransference

In preparation sessions of MDMA-assisted
psychodynamic psychotherapy, the thera-
pists discuss transference and countertrans-
ference as normal phenomena that provide
an opportunity for discovering and pro-
cessing previously unconscious material in
the present moment. Participants taking
MDMA can be exquisitely sensitive to ver-
bal and nonverbal expression from the ther-
apists, and the therapists encourage hon-
esty and openness about any feelings that
arise. MDMA may make the unconscious
conscious quite rapidly, while also increas-
ing the participant’s capacity to acknowl-
edge and discuss transference issues and to
tolerate and benefit from this faster rate of
change. At the same time, the therapists are
challenged to be aware of their own reac-
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tions and to be honestly and empathically
engaged with the participant from moment
to moment. An example illustrates that with
MDMA, therapists rarely need to point out
or interpret the transference because the
participants usually do it spontaneously.

A woman who had been severely sexually
abused as a child was also neglected and sent
to grade school with dirty clothes and messy
hair. At one point during an MDMA session
(125 mg), she spent approximately 30 min-
utes in deep conversation with the female
therapist, with her back turned toward the
male therapists. At the end of that time, she
asked the female therapist, “Will you brush
my hair?” The female therapist spent time
brushing her long hair, with the male thera-
pist looking on in appreciation for this very
touching interaction. At the end of that time,
the participant thanked the female therapist,
lay down in silence for a few minutes, then
turned to the male therapist and said:

“OK, I’'m ready to talk to you now. Have you
noticed that every time I’ve talked to you be-
fore I’ve tried to impress you with how smart I
am? That’s what I did with my father because
he was smart and wasn’t around much. Now
I’'m ready to have a real conversation with

»

you.

This example also illustrates the fact that
MDMA often fosters an experience of cor-
rective secure attachment for participants
who have suffered early attachment injury.

The Multiplicity of the Psyche

The multiplicity of the psyche, while prob-
lematic at the extreme, is recognized as a
normal phenomenon by several models of
psychotherapy that provide specific meth-
ods for working with it therapeutically.
These models include psychosynthesis, voice
dialogue, and internal family systems (IFS)
therapy. In our experience, MDMA in a
therapeutic setting often raises awareness of
different “parts” of the psyche and simulta-
neously brings forth more of the awareness
referred to in IFS as “self energy,” allowing
exploration of the parts with greater com-
passion and clarity. In one Phase II trial of
MDMA-assisted psychotherapy, the fre-
quency with which parts were discussed was
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tracked with an exploratory, unvalidated,
instrument. In the sessions with active-dose
MDMA (75, 100, or 125 mg) discussion of
parts occurred in over 75% of sessions com-
pared to less than 30% of sessions with a
low-dose comparator (30 mg). In 68% of
these sessions, participants brought the
subject up spontaneously, and in the other
sessions, the therapists mentioned it only in
response to the participant’s indirectly refer-
ring to the phenomenon.

“I realize that part of me is not a monster, he’s
a warrior, a valuable part of me, and he needs
healing too.”

“I have a sense of much greater connection
with a wise inner voice, inner knowing. It used
to happen occasionally over the years, but now
since the MDMA sessions it’s very common.”

Attention to Somatic Manifestations of Trauma

Somatic manifestations of trauma are di-
rectly addressed in a number of therapeutic
approaches such as sensorimotor psycho-
therapy, somatic experiencing, Holotropic
Breathwork, Hakomi and others. In The
Body Keeps the Score, Bessel van der Kolk
(2015 discusses the importance of “bottom-
up” processing and of “allowing the body
to have experiences that deeply and viscer-
ally contradict the helplessness, rage or col-
lapse that result from trauma.” Awareness
of somatic manifestations of past experience
is often amplified in MDMA sessions. The
primary approach to working with them is
for the therapists to inquire about body sen-
sations and encourage participants to bring
attention to the body and allow the free
expression of movements or sounds. If the
therapists have training in working directly
with the body, it can occasionally be helpful
for them to provide some direct work with
the body in the form of offering resistance
for the body to push or move against. This is
only done with explicit permission from the
participant and clear agreements about re-
specting boundaries (Mithoefer, Mithoefer,
Jerome, et al., 2018).

The variety of experiences that occur
during MDMA-assisted sessions using this
inner-directed approach may raise the ques-
tion, “Is this therapy standardized enough
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across different sessions and study sites for
valid research?” In one way, it is less stan-
dardized than most manualized therapies,
such as prolonged exposure or cognitive
processing therapy, which have specific in-
structions about what should be addressed in
each session. Our observations suggest that
the inner-directed approach is standardized
in another way. In the MDMA studies, what
happens in each session is primarily directed
by that individual’s spontaneous process. If
one accepts the premise that there is a ca-
pacity to heal within each person, and that
MDMA helps to remove obstacles to the re-
alization of that capacity, then it follows that
this approach is standardized to provide each
person with access to his or her own particu-
lar healing process. Observations from clini-
cal trials suggest that this may be the optimal
way to arrive at whichever type of therapeutic
experience is most appropriate and effective
for a given individual at a given time. At any
given time that may or may not be imaginal
exposure, cognitive restructuring, or what-
ever technique might have been dictated by a
more structured therapeutic approach. A re-
ductionist approach that limits treatment to
focusing on only one aspect of healing, such
as fear extinction or cognitive restructuring,
may miss the opportunity for a broader and
richer range of healing experiences than an
individual would have the capacity to access
under the right circumstances.

An Unexplained Feature
of MDMA-Assisted Psychotherapy

Often in their first MDMA sessions, well
before they have processed their trauma or
experienced an improvement in their symp-
toms, participants become convinced that
they will be able to heal. An example of this
is a woman with a history of sexual assault
who was referred by her clinical psycholo-
gist after several years of psychotherapy,
along with treatment by a psychiatrist with
a series of drugs. During one of three non-
drug preparatory sessions prior to her first
MDMA-assisted session, she said to the
therapists, “I never thought I would consider
taking a drug like MDMA, but nothing else
has worked and I’'m desperate so I’ll do any-
thing to get better; I’ll even go to Tibet if I
have to!”
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The following day, about an hour after
taking 125 mg of MDMA, she took off her
eyeshades and, with a smile, the first thing
she said was, “I guess I won’t have to go to
Tibet.” How is it that suddenly, after 7 years
of suffering, and years of unsuccessful treat-
ment, she knew she could heal? She had not
yet healed; it would take some painful hours
of processing the trauma and its aftermath
in subsequent MDM A-assisted sessions for
her PTSD symptoms to remit, but she knew
from that moment she could do it. It is no
surprise that a drug could make someone
suddenly more hopeful, regardless of how
unrealistic his or her expectations might be,
and we may well discover the neurophysi-
ological correlate to accessing this hope, or
this sense of knowing. So one possible ex-
planation is simply that MDMA made her
feel more hopeful, and she also went on to
recover from PTSD, so her prediction hap-
pened to be correct. Perhaps being hopeful
contributed to her willingness and ability
to engage in the treatment, but she had no
way of knowing what the outcome would
be. The danger of insisting on this explana-
tion, simply because it fits with our current
limited understanding of the psyche and our
theories of trauma recovery, is that we might
miss a clue pointing to new discoveries and a
deeper understanding.

What she and others actually reported
was not just feeling hopeful, it was an ex-
perience of knowing, of having apprehended
something fundamental about themselves
and perhaps the nature of the psyche and its
ability to heal. For clinical as well as scien-
tific reasons we should remain intensely cu-
rious about this phenomenon.

Risk Evaluation
and Management Strategy

If ongoing Phase III clinical trials lead
to FDA approval of an NDA that makes
MDMA available for clinical use, the FDA
(n.d.) is likely to require a Risk Evaluation
and Mitigation Strategy (REMS), require-
ments designed “to ensure that the benefits
of a drug or biological product outweigh its
risks.” The details of the REMS for MDMA
will not be determined until after the NDA is
submitted, which is expected in 2021 (Dob-
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lin, 2018). Based on scientific advice meet-
ings with the European Medicines Agency in
preparation for planned European trials, it
appears likely that a comparable REMS will
be required in Europe. MAPS is in favor of
having an appropriate REMS, and, during
meetings with FDA, has tentatively recom-
mend that the following requirements be in-
cluded in the REMS for MDMA:

Only prescribed by certified therapists
with specific specialized training

Only administered in certified clinics
Defined safety screening for specified pa-
tient population

Driving prohibited for five half-lives of
MDMA

Shipped directly from manufacturer to
the prescriber for dispensing at a certi-
fied clinic.

Training Program

MAPS has developed a therapist training pro-
gram in the method described in the manual
(Mithoefer, Mithoefer, Jerome, et al., 2018).
This training has been required for all Phase
IT and Phase I11 therapists (in parallel, there is
a training program for adherence raters who
verify fidelity to the method by watching
video recordings of research sessions). This
program is being extended and expanded
in order to provide the specialized training
required for additional MDMA therapists
who will be needed. The FDA has approved
limited use of MDMA-assisted psychother-
apy prior to the completion of Phase 3 trials
through an Expanded Access Program (com-
passionate use). This protocol will initially
include treatment of 50 patients with PTSD
and is scheduled to start in 2021. Many
more therapists are expected to be needed
postapproval, which may occur in 2023. The
training is in five parts: (1) an online train-
ing module, (2) 6-day in-person training
that includes watching and discussing videos
from research sessions, (3) individual activi-
ties to expand skills, such as workshops in
Holotropic Breathwork or somatic therapy
trainings, (4) role play with cotherapists at
each site, and (5) supervision of at least one
participant’s course of treatment via super-
visors watching session video and providing
feedback in videoconferencing meetings.
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After completing the program, therapists
have the option to enroll in an open Phase
I protocol administering MDMA to healthy
volunteers using the same setting and meth-
od as is used in clinical trials. Enrollment is
limited to therapists who have gone through
MAPS training and is an opportunity for
firsthand experience receiving MDMA in a
therapeutic setting in preparation for admin-
istering it to study participants or patients.
More than 75 therapists have completed this
study to date and have uniformly reported it
to be valuable preparation for their role as
MDMA therapists.

Conclusion

MDMA administered in conjunction with
psychotherapy shows promise as a new
treatment for PTSD and perhaps other psy-
chiatric indications. This is strongly sup-
ported by data from Phase II Clinical Trials
leading to FDA Breakthrough Therapy des-
ignation and is now being more definitively
tested in international Phase III trials. If
these trials are successful in demonstrating
safety and efficacy, MDMA could become
available for clinical use as early as 2022.
In addition to the promise MDMA holds for
treating specific conditions, recent research
with MDMA and other psychedelics is pre-
senting the possibility of a much-needed new
direction in psychiatry and psychology that
bridges the gap between psychopharmacol-
ogy and psychotherapy. Over 50 years ago,
LSD served as a clue to understanding the
role of serotonin in the brain (Woolley &
Shaw, 1954). MDMA and other psychedel-
ics are now giving us clues to a deeper un-
derstanding of the nature of the psyche and
how we can more effectively access the po-
tential within each individual for psycholog-
ical healing and growth.
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