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A Randomized, Triple-Blind, Phase 2 Pilot Study with an Open-Label Lead-in Comparing 

3 Different Doses of MDMA in Conjunction with Manualized Psychotherapy in 20 Subjects 

with Chronic Posttraumatic Stress Disorder (PTSD) 

  

Study Code: MP-10 

 

Investigators: David Nutt MD, Ben Sessa MD, Sally Powell 

 

Subjects: 20 people with chronic, treatment-resistant PTSD. Participants will be approximately 

equal numbers of men and women aged 18 or older.  

 

Study description: The goal of this randomized, triple-blind dose-response controlled study is to 

assess safety and efficacy of MDMA-assisted psychotherapy for subjects with chronic, 

treatment-resistant PTSD. This study will measure changes in physiological correlates of PTSD 

in addition to using psychological measures of PTSD to assess efficacy, along with brain scans 

and neuropsychological testing to assess safety.  

 

Open-Label Lead-In: The first 2 subjects will participate in an open-label lead-in in order to 

provide hands-on training for the male/female co-therapist team in MDMA-assisted 

psychotherapy for PTSD. The lead-in will follow an identical sequence of events as the 

randomized, blinded study arm (Stage 1) except subjects will receive 125 mg (full-dose) MDMA 

in an open-label context.  

 

Stage 1: Stage 1 will involve 18 subjects and will consist of randomized, blinded assignment to 

one of three different treatment groups. Ten subjects will receive full dose MDMA (125 mg with 

supplemental dose of 62.5 mg administered 1.5 to 2.5 hours after the initial dose), four subjects 

will receive medium dose MDMA (75 mg with supplemental dose of 37.5 mg) and four subjects 

to low dose/active placebo MDMA (25 mg with supplemental dose of 12.5 mg).  

 

Participants will have three experimental sessions of MDMA-assisted psychotherapy scheduled 

at 3-5 week intervals. The first experimental session will be preceded by three preparatory non-

drug psychotherapy sessions lasting 90 minutes, and there will be three integrative non-drug 

psychotherapy sessions after each experimental session, the first occurring on the morning of the 

day after each experimental session.  

 

PTSD symptoms, depression symptoms, quality of life, sleep quality, neurocognitive function 

and physiological correlates of PTSD will be assessed at baseline and two months after the third 

experimental session, known as the end of Stage 1. PTSD and depression symptoms, quality of 

life and sleep quality, but not neurocognitive function and physiological correlates of PTSD, will 

also be assessed one month after the second experimental session.  

 

Stage 2 Open-Label Crossover: After unblinding at the end of Stage 1, participants who received 

medium or low-dose/active placebo MDMA have the opportunity to enroll in an open-label study 

arm (Stage 2) following similar procedures as in Stage 1 except all participants in Stage 2 will 

receive full-dose MDMA.  Outcome measures and their timing will be the same as in Stage 1. 
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Long-term follow-up: PTSD and depression symptoms, quality of life, sleep quality, 

physiological correlates of PTSD, and long-term benefits and problems will be assessed 12 

months after the final experimental session for all participants. 

 

Primary Outcome Measure: Clinician-Administered PTSD scale (CAPS) 

Secondary Outcome Measures: Posttraumatic Diagnostic Scale (PDS), Post Traumatic Growth 

Inventory-Current (PTGI-C), Beck Depression Inventory-II (BDI-II), Global Assessment of 

Function (GAF), Pittsburgh Sleep Quality Inventory (PSQI),  

Secondary Physiological Measures: heart rate variability (HRV), functional MRI (fMRI), 

resting heart rate (HR), skin conductance at baseline and after startle (SC, SC habituation), 

evoked response (ERP), facial EMG (EMG), serum oxytocin (OT) and cortisol (CORT) 

Safety Measures: structural MRI (MRI), Columbia Suicide Severity Rating Scale (CSRRS), and 

tests of Neurocognitive Function (TBA). Vital signs and Subjective Units of Distress (SUD) will 

be assessed periodically during each experimental session.   

Process Measures: States of Consciousness Questionnaire (SOCQ) Reactions to Research 

Participation Questionnaire (RRPQ), Belief On Condition Assignment 

 

Study Procedures: After giving written informed consent, prospective participants will be 

screened for study participation, and all participants meeting study criteria will be enrolled.  In 

consultation with their prescribing physician, any individuals taking psychiatric medications will 

taper off these medicines, allowing for a washout period of 5 times the half-life of each medicine 

before the first MDMA administration. During the study benzodiazepines or zolpidem may be 

used if needed as rescue medications. Any participants who are in psychotherapy with an outside 

therapist at the time of enrollment may continue that therapy during the study at the same 

frequency of sessions. The investigators will maintain communication with the referring 

physician or therapist and any other health care providers requested by the participant.   

 

Participants will undergo a baseline assessment that includes assessment of PTSD and depression 

symptoms, quality of life, sleep quality, neurocognitive function, and physiological correlates of 

PTSD. All MDMA-assisted and non-drug psychotherapy sessions will be conducted by a male 

and female co-therapist team trained by the Sponsor. During preparatory sessions, participants 

will learn what to expect during experimental sessions, and during follow-up sessions they will 

receive support in integrating their experiences and insights from the experimental sessions. 

After each experimental session they will spend the night in the clinic with an attendant on duty, 

and will meet with the therapists the next morning before leaving the clinic.   

 

Serum oxytocin and cortisol will be assessed prior to drug administration on the morning of each 

experimental session at the same time point as urine drug and pregnancy tests, 1.5 to 2.5 hours 

after initial drug administration and on the following day at the same time of day as the initial 

pre-drug assessment. Additional measures of serum cortisol will be taken at baseline and at the 

end of Stage 1. In addition to approximately weekly follow-up visits, there will be daily phone 

contact with the therapists for 7 days after each experimental session. Symptom measures, tests 

of neurocognitive function and physiological correlates of PTSD will be repeated for each 

individual at the end of Stage 1 and at the end of Stage 2.   
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Inclusion Criteria 

Individuals eligible to be enrolled into this protocol are participants who: 

1. Meet DSM IV criteria for current PTSD with a duration of 6 months or longer;  

2. Have a CAPS score of 50 or higher, indicating moderate to severe PTSD symptoms; 

3. Are at least 18 years old; 

4. If in ongoing psychotherapy at the time they are recruited into the study, participants may 

continue to see their outside therapist during the course of the study. They must sign a 

release for the investigators to communicate directly with their therapist. They may not 

change therapists, increase the frequency of therapy or commence any new type of 

therapy until after the evaluation session 2 months after the final experimental session. 

Subjects who do not live within reasonable driving distance of the study site (equal to or 

less than an estimated two hours’ drive from the study site) must have a therapist in the 

area in which they live whom they can call on for support and evaluation if necessary; 

5. Are willing to refrain from taking any psychiatric medications during the study period, 

with the exception of gabapentin when prescribed for pain control.  Any psychoactive 

drugs will be tapered in an appropriate fashion to avoid withdrawal effects.  Medications 

will only be discontinued after consultation with the prescribing physician;   

6. Agree that, for one week preceding the MDMA session will refrain from: 

a. taking any herbal supplement (except with prior approval of the research team);  

b. taking any nonprescription medications (with the exception of non-steroidal anti-

inflammatory drugs or acetaminophen unless with prior approval of the research 

team); 

c. taking any prescription medications, with the exception of birth control pills, 

thyroid hormones or other medications approved by the research team);  

7. Agree to take nothing by mouth except alcohol-free liquids after 12:00 A.M. (midnight) 

the evening before the experimental session;  

8. Refrain from the use of any psychoactive drug, with the exception of caffeine or nicotine, 

within 24 hours of each MDMA session;  

9. Agree not to use caffeine or nicotine for 2 hours before and 6 hours after the dose of 

MDMA; 

10. Are willing to remain overnight at the study site; 

11. Agree to have transportation other than driving themselves home or to where they are  

staying after the integrative session on the day after the MDMA session; 

12. Are willing to be contacted via telephone for all necessary telephone contacts;  

13. Are of childbearing potential who have a negative pregnancy test and agree to use an 

effective form of birth control; 

14. 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; 

15. Are proficient in speaking and reading English; 

16. Agree to have all clinic visit sessions and CAPS interviews recorded to audio and video.   
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Exclusion Criteria 

Individuals not eligible to be enrolled into this protocol are those who: 

1. Are pregnant or nursing, or are women of child bearing potential who are not practicing 

an effective means of birth control; 

2. Have a history of, or a current primary psychotic disorder, bipolar affective disorder type 

1 or, dissociative identity disorder;  

3. Have evidence or history of coronary artery disease or cerebral or peripheral vascular 

disease, hepatic disease with abnormal liver enzymes, or any other medical disorder 

judged by the investigator to significantly increase the risk of MDMA administration; 

4. Have hypertension using the standard criteria of the American Heart Association (values 

of 140/90 or higher assessed on three separate occasions), unless their hypertension has 

been successfully treated and is currently well-controlled on antihypertensive medicines,  

In this case subjects with well-controlled hypertension may be enrolled if they pass 

additional screening to rule out underlying cardiovascular disease (see methods). 

5. Have liver disease with the exception of asymptomatic subjects with Hepatitis C who 

have undergone additional evaluation (see methods).  Subjects with Hepatitis C may be 

enrolled if they have received appropriate screening (see methods.) 

6. Have history of hyponatremia or hyperthermia; 

7. Weigh less than 48 kg;  

8. Would present a serious suicide risk, as determined through psychiatric interview, 

responses to CSSRS and through the clinical judgment of the investigator, or who, in the 

judgment of the investigator, are likely to require hospitalization during the course of the 

study; 

9. Would present a serious risk to others as established through clinical interview and 

contact with treating psychiatrist; 

10. Have used “Ecstasy” (material represented as containing MDMA) more than five times in 

the last three years, more than 25 times lifetime use, or at least once within 6 months of 

the initial MDMA session; 

11. Require ongoing concomitant therapy with a psychotropic drug; 

12. Meet Diagnostic and Statistical Manual of Mental Disorders (DSM)-IV criteria for 

substance abuse or dependence for any substance save caffeine or nicotine in the past 60 

days; 

13. Are not able to give adequate informed consent; 

14. Have any current problem or a history of substance abuse which, in the opinion of the 

investigator or medical monitor, might interfere with participation in the protocol. 
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A= First Integrative session is 1 day after exp session B = At least 24 hrs prior to 1st exp. session C =Approximately 6 hours post MDMA    D =At the beginning of the session E =As needed F =Approximately every 60 

minutes G =Given on 2nd preparatory session after meds are tapered (V3) H = Only for subjects starting Long term Follow up and not going to Stage 2  I =For 7 days post Exp. Session, C-SSRS D2 and D7 of calls only, 

General well being for all 7 days J =Subjects will go onto 12 month Follow up or Stage 2 Stage  K= On the day of the 1st integrative session following the Exp. Session L=Appr. 2 hours post MDMA, M = Cortisol only 

 

Time & Events MP10 Stage 1  Screen/Baseline Preparatory Experimental Session 1 Experimental Session 2 Experimental Session 3 Follow-Up 

Visit # Pre-Study V 1,2,3 V4 V 5,6,7 V8 V 9,10,11 V12 V13 V 14,15,16 V17 

Type of Visit Screening may take place 

over more than one day 

Preparatory 

Sessions 

Experimental 

Session 1 

Integrative 

Sessions 

Experimental 

Session 2 

Integrative 

Sessions 

Outcome Experimental 

Session 3 

Integrative 

Sessions 

End of Stage 1 & 

Outcome 

Visit Timing or Study day or Window Up to 1 month prior to  

Visit 1 

Approx 1 week 

apart 

3-5 weeks 

post baseline 

Between exp. 

sessions 
 A

 

3-5 weeks 

post V5 

Between exp. 

sessions 
 A

 

1 month 

post V9 

3-5 weeks 

post V9 

Between exp. 

sessions 
 A

 

May happen over > 1 

day. 2 mo. post V14 

Initial Phone Screen X          

Informed Consent X          

Medical/Psychiatric History  X          

General Physical Exam (BP, Pulse, 

Temp, brief systems check) 

X          

Brief Neurological Exam X          

ECG X          

SCID X          

Clinical LabTests, w/ HIV, HCV test X          

Collect Concomitant Medication X X X X X X X X X X 

Medication Taper (if applicable) X X         

Study Enrollment after meeting  I/E  X         

Record to Audio/Video  X X X X X  X X  

General Well-Being  X X X X X  X X X 

Drug & Pregnancy Screen (if applicable) X  X
D

  X
D

   X
D

   

HRV, fMRI, SC, ERP, EMG, resting HR X         X 

Complete Randomization Procedure   X
 B

        

CAPS, GAF, BDI-II, PTGI, PDS, PSQI  X
 
      X   X 

Neurocognitive Function tests (TBA) X         X 

C-SSRS  X
I
 X C, D, E

 X X C, D, E
  X  X C, D, E

  X X 

Administer IP Drug + Therapy, SOCQ   X  X   X   

Monitoring of BP, Pulse and Temp.    X  X   X   

Serum Cortisol, Oxytocin X
M

  X D, L
 X

K
 X D, L

 X
K

  X D, L
 X

K
 X

M
 

SUD   X F, E  X F, E   X F, E   

Beliefs of Condition Assignment    X
K

  X
K

   X
K

  

Overnight Stay   X  X   X   

Integrative Therapy Session    X  X   X  

7 days Integrative Telephone Contact    X
 I

  X
 I

   X
 I

  

AEs Requiring Medical Attention   X X X X X X X  X 

Spont. Reported Reactions
I
 and all AEs   X X X X  X X  

AEs of psychiatric status or withdrawal   X X X X X X X X X 

Serious Adverse Events  X X X X X X X X X 

Issue Memory Aid Card, RRPQ          X
 H

 

Unblinding
 
          X 
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* If Visit 18 is more then 1 month after V17 then the measures from V17 will need to be repeated prior to starting Stage 2 A =First session is 1 day after Exp session B =Approximately 6 hours post MDMA       

C =At the beginning of the session D =As needed E =Approximately every 60 minutes F = Given on 1st integrative session only G = For 7 days post Exp. Session, H= Day 2 and Day 7 of calls only I =Appr. 2 

hours post MDMA, J = Cortisol only 
 

 

 

 

 

Time & Events MP10 Stage 2 Preparatory Experimental Session 1 Experimental Session 2 Experimental Session 3 Follow-Up Long Term 

Follow-Up  

 Visit # V18* V19 V 20,21,22 V23 V 24,25,26 V27 V28 V 29,30,31 V32 1 Year Follow-up 

Type of Visit Preparatory 

Sessions 

Experimental 

Session 1 

Integrative 

Sessions 

Experimental 

Session 2 

Integrative 

Sessions 

Outcome Experimental 

Session 3 

Integrative 

Sessions 

End of Stage 2 & 

Outcome 
Follow-Up & 

Outcome 

Visit Timing or Study day or Window Within 1 month  

of V17* 

1 week post 

V18 

Between exp. 

sessions 
 A

 

3-5 weeks post 

V19 

Between exp. 

sessions 
 A

 

1 month 

post V23 

3-5 weeks 

post V23 

Between exp. 

sessions 
 A

 

May happen over 

> 1 day 2 months 

post V28 

May happen over > 

1 day. One Year 

post V13 or V28 

Confirm Informed Consent X          

Confirm Inclusion/Exclusion X          

Enter Stage 2 X          

Collect Concomitant Medication X X X X X X X X X X 

Record to Audio/Video X X X X X  X X   

General Well-Being X X X X X  X X X  

Drug & Pregnancy Screen (if applicable)  X
C

  X
C

   X
C

    

HRV, fMRI, SC, ERP, EMG, resting HR         X  

CAPS, GAF, BDI-II, PDS, PSQI, PTGI  Use V17*     X   X X 

Neurocognitive Function tests (TBA) Use V17*        X  

C-SSRS X X
B, C, D

 X
 H

 X
B, C, D

 X
 H

  X
B, C, D

 X
 H

 X X 

Administer IP Drug + Therapy, SOCQ  X  X   X    

Monitoring of BP, Pulse and Temp.   X  X   X    

Serum Cortisol, Oxytocin  X C, I
 X

F
 X C, I

 X
F
  X C, I

 X
F
 X

J
  

SUD  X D, E
  X D, E

   X D, E
    

Overnight Stay  X  X   X    

Integrative Therapy Session   X  X   X   

7 days Integrative Telephone Contact   X
 G

  X
 G

   X
 G

   

AEs Requiring Medical Attention X X X X X X X X  X  

Spont. Reported ReactionsG and all AEs  X X
 
 X X

 
  X X

 
   

AEs of psychiatric status or withdrawal  X X X X X X X X X X 

Serious Adverse Events X X X X X X X X X X 

Complete Stage 2 go to 1yr Follow-up         X  

Issue Memory Aid Card, RRPQ         X  

Follow-up Questionnaire          X 

Termination Visit          
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