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Uitkomstmaten

Primaire uitkomstmaten

The primary objective of this study is to evaluate the effect of MDMA-assisted psychotherapy
on PTSD, as measured by the estimand of change in CAPS-5 Total Severity Score from
Baseline (Visit 3) to 18 weeks post Baseline (Visit 19).

Toelichting onderzoek

Achtergrond van het onderzoek

Post-traumatic stress disorder is a very debilitating disease, impairing the quality of life of
people suffering from it. Current treatments are not effective in a large number of cases,
pressing the need for alternative treatments . MDMA has been shown to reduce defenses and
fear of emotional injury, enhance communication, and increase empathy, and it may enhance
fear extinction learning in humans. These subjective effects of MDMA create a productive
psychological state that enhances the therapeutic process for the treatment of PTSD and
other anxiety disorders. This novel treatment package consists of three once-monthly
Experimental Sessions of psychotherapy combined with a flexible dose of MDMA, along with
non-drug preparatory and integrative psychotherapy. This is supported by data from an
international series of Phase 2 pilot studies of MDMA-assisted psychotherapy conducted by
MAPS, the sponsor, providing preliminary evidence that chronic PTSD, independent of cause,
is treatable with two to three sessions of MDMA-assisted psychotherapy and associated non-
drug preparatory and integrative psychotherapy. The results from multiple independent
studies in Phase 2 efficacy analyses demonstrate superiority of MDMA-assisted
psychotherapy over psychotherapy with placebo or low dose MDMA. The acceptable risk-
benefit ratio in early trials justifies further study.

This open-label lead-in Phase 2 study is intended to gather supportive data on the safety and
effect of manualized MDMA-assisted psychotherapy as a treatment for PTSD. The Primary
Outcome measure, the change in Clinician Administered PTSD Scale for DSM-5 (CAPS-5) from
Baseline, evaluates changes in PTSD symptom severity and is assessed by a centralized
Independent Rater (IR) pool in this study and in planned Phase 3 clinical trials. This study will
gather supportive data on the safety and effect of manualized MDMA-assisted psychotherapy
as a treatment for PTSD and provide clinical supervision to planned Phase 3 therapy teams.
This study will explore reproducibility of findings gathered at another research site to further
confirm the Phase 3 study design.

In this Phase 2 study, a therapy team without previous experience on a MAPS-sponsored
MDMA-assisted psychotherapy study will have the opportunity for clinical supervision from
the sponsor prior to their roles in Phase 3 studies. Only sites planned for Phase 3 will
participate in this study. The sponsor conducts group and individual training programs to
teach therapy team members about techniques and procedures for conducting MDMA-
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assisted psychotherapy for PTSD. These programs are designed to support and expand the
knowledge and skills of therapy team members who will be working on MDMA research
studies.

Onderzoeksopzet

Baseline, visit 3, visit 19 (18 weeks post-baseline)

Onderzoeksproduct en/of interventie

This study will compare the effects of three open-label manualized Experimental Sessions of
psychotherapy assisted by flexible doses of MDMA. Initial doses per Experimental Session
include 80 mg or 120 mg of MDMA compounded with lactose, followed 1.5 to 2 hours later by
a supplemental half-dose (40 mg or 60 mg). Total amounts of MDMA to be administered per
Experimental Session range from 80 mg to 180 mg.

Contactpersonen

Publiek

P.O. Box 616

K.P.C. Kuypers
Universiteit Maastricht, Fac. FPN. Dept. NP&PP, PB 616
Maastricht 6200 MD
The Netherlands
+31 (0)433881902

Wetenschappelijk

P.O. Box 616

K.P.C. Kuypers
Universiteit Maastricht, Fac. FPN. Dept. NP&PP, PB 616
Maastricht 6200 MD
The Netherlands
+31 (0)433881902

Deelname eisen
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Belangrijkste voorwaarden om deel te mogen nemen
(Inclusiecriteria)

At the completion of Screening, participants must meet all eligibility criteria (except Inclusion
Criterion #13) and agree to all lifestyle modifications to be enrolled. Each participant will
then enter the Preparatory Period which includes medication tapering, if needed, and non-
drug Preparatory Sessions. The Preparatory Period ends with Enrollment Confirmation. A
participant’s enrollment will be confirmed if they have completed medication tapering, have
a confirmed PTSD diagnosis per the CAPS-5 assessment and a Total Severity Score of 35 or
greater, continue to agree to all lifestyle modifications, and continue to meet all eligibility
criteria (those criteria marked with an * below will only be assessed at Screening, since they
will not change).

Potential participants are eligible to enroll in the protocol if they:

1. *Are at least 18 years old

2. *Are fluent in speaking and reading the predominantly used or recognized language of the
study site

3. *Are able to swallow pills

4. Agree to have study visits recorded, including Experimental Sessions, Independent Rater
assessments, and non-drug psychotherapy sessions

5. Must provide a contact (relative, spouse, close friend or other caregiver) who is willing and
able to be reached by the investigators in the event of a participant becoming suicidal or
unreachable

6. Must agree to inform the investigators within 48 hours of any medical conditions and
procedures

7. If of childbearing potential, must have a negative pregnancy test at study entry and prior
to each Experimental Session, and must agree to use adequate birth control through 10 days
after the last Experimental Session. Adequate birth control methods include intrauterine
device (IUD), injected or implanted hormonal methods, abstinence, oral hormones plus a
barrier contraception, or double barrier contraception. Two forms of contraception are
required with any barrier method or oral hormones (i.e. condom plus diaphragm, condom or
diaphragm plus spermicide, oral hormonal contraceptives plus spermicide or condom). Not of
childbearing potential is defined as permanent sterilization, postmenopausal, or assigned
male at birth.
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8. Agree to the following lifestyle modifications (described in more detail in Section 4.3
Lifestyle Modifications): comply with requirements for fasting and refraining from certain
medications prior to Experimental Sessions, not participate in any other interventional clinical
trials during the duration of the study, remain overnight at the study site after each
Experimental Session and be driven home after, and commit to medication dosing, therapy,
and study procedures

Medical History

9. *At Screening, meet DSM-5 criteria for current PTSD with a symptom duration of 6 months
or longer

10. *At Screening, have at least severe PTSD symptoms in the last month based on PCL-5
total score of 50 or greater

11. *At Screening, may have well-controlled hypertension that has been successfully treated
with anti-hypertensive medicines, if they pass additional screening to rule out underlying
cardiovascular disease

12. *At Screening, may have asymptomatic Hepatitis C virus (HCV) that has previously
undergone evaluation and treatment as needed

13. At Baseline, have at least severe PTSD per CAPS-5 and symptoms in the last month
constituting a CAPS-5 Total Severity Score of 35 or greater.

Belangrijkste redenen om niet deel te kunnen nemen
(Exclusiecriteria)

Potential participants are ineligible to enroll in the protocol if they:

1. *Are not able to give adequate informed consent

2. Are currently engaged in compensation litigation whereby financial gain would be achieved
from prolonged symptoms of PTSD or any other psychiatric disorders

3. Are likely, in the investigator’s opinion and via observation during the Preparatory Period,
to be re-exposed to their index trauma or other significant trauma, lack social support, or lack
a stable living situation

4. Have used Ecstasy (material represented as containing MDMA) more than 10 times within
the last 10 years or at least once within 6 months of the first Experimental Session; or have
previously participated in a MAPS-sponsored MDMA clinical trial
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5. Have any current problem which, in the opinion of the investigator or Medical Monitor,
might interfere with participation

Psychiatric History

6. *Have received Electroconvulsive Therapy (ECT) within 12 weeks of enrollment

7. *Have a history of, or a current primary psychotic disorder, bipolar affective disorder type
1 assessed via MINI or dissociative identity disorder assessed via DDIS

8. *Have a current eating disorder with active purging assessed via MINI

9. *Have current major depressive disorder with psychotic features assessed via MINI

10. *Meet DSM-5 criteria for active substance use disorder for any substance other than
caffeine or nicotine in the past 60 days assessed via MINI, AUDIT, DUDIT, drug test, and blood
%carbohydrate-deficient transferrin (%CDT)

11. Have current Personality Disorders Cluster A (paranoid, schizoid, schizotypal), Cluster B
(antisocial, borderline, histrionic, narcissistic), or Cluster C (avoidant, dependent, obsessive-
compulsive) assessed via SCID-5-PD. Diagnoses will be confirmed via clinical interview

12. Any participant presenting current serious suicide risk, as determined through psychiatric
interview, responses to C-SSRS, and clinical judgment of the investigator will be excluded;
however, history of suicide attempts is not an exclusion. Any participant who is likely to
require hospitalization related to suicidal ideation and behavior, in the judgment of the
investigator, will not be enrolled

13. Would present a serious risk to others as established through clinical interview and
contact with treating psychiatrist

14. Require ongoing concomitant therapy with a psychiatric medication with exceptions
described in Section 12.0: Concomitant Medications.

Medical History

15. *Have evidence or history of significant (controlled or uncontrolled) hematological,
endocrine, cerebrovascular, cardiovascular, coronary, pulmonary, renal, gastrointestinal,
immunocompromising, or neurological disease, including seizure disorder, or any other
medical disorder judged by the investigator to significantly increase the risk of MDMA
administration (participants with hypothyroidism who are on adequate and stable thyroid
replacement will not be excluded). Note: if participants present with a history of glaucoma,
enrollment would be allowed only with the approval of their ophthalmologist

16. *Have uncontrolled hypertension using the standard criteria of the American Heart
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Association (values of 140/90 milligrams of Mercury [mmHg] or higher assessed on three
separate occasions)

17. *Have a marked baseline prolongation of QT/QTc interval (e.g., repeated demonstration
of a QTc interval >450 milliseconds [ms] corrected by Bazett’s formula)

18. *Have a history of additional risk factors for Torsade de pointes (e.g., heart failure,
hypokalemia, family history of Long QT Syndrome)

19. *Require use of concomitant medications that prolong the QT/QTc interval during
Experimental Sessions. Refer to Section 12.0 Concomitant Medications.

20. *Have symptomatic liver disease

21. *Have history of hyponatremia or hyperthermia

22. *Weigh less than 48 kilograms (kg)

23. Are pregnant or nursing, or are of childbearing potential and are not practicing an
effective means of birth control.

Onderzoeksopzet

Opzet

Type: Interventie onderzoek

Onderzoeksmodel: Parallel

Toewijzing: N.v.t. / één studie arm

Blindering: Dubbelblind

Controle: Placebo

Deelname

Nederland
Status: Werving nog niet gestart

(Verwachte) startdatum: 01-12-2017

Aantal proefpersonen: 0

Type: Verwachte startdatum
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Ethische beoordeling

Niet van toepassing
Soort: Niet van toepassing

Registraties

Opgevolgd door onderstaande (mogelijk meer actuele) registratie

Geen registraties gevonden.

Andere (mogelijk minder actuele) registraties in dit register

Geen registraties gevonden.

In overige registers

Register ID
NTR-new NL6483
NTR-old NTR6670
Ander register : P101
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