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Methods

Several different MDMA doses were tested in individual studies. For this paper, doses were combined into two groups: control (0 mg, 25 mg, 30 mg, 40 mg MDMA) and active (75 mg, 100 mg, 125 mg MDMA). The control doses were designated such in the individual study protocols. To further justify to lumping of these groups, here we provide a figure displaying the trends for individual dose groups. From a visual inspection, there is no linear relationship across the doses and a clear separation of doses into two groups based on CAPS-IV scores. 



eFigure 2. CAPS-IV Total Scores across the Individual Doses Tested 
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eTable 1. Summary of Individual Study Designs

	Study 
	NCT #
	Location
	Population
	Enrolled
(n) 
	Therapy Teams (n)
	MDMA Doses 
	CAPS Inclusion Criteria
	Post Second Session
Endpoint  
	Post Third Session Endpoint

	MP-1 
	NCT00090064
	Charleston, South Carolina
	Crime, veterans
	23
	1
	0 mg (n=8), 125 mg (n=15)
	CAPS ≥ 50 
	2 m post 2nd 
Exp Session
	2 m post 3rd Exp Session

	MP-2
	NCT00353938
	Biberist, Switzerland
	Various
	14
	1
	25 mg (n=5), 125 mg (n=9)
	CAPS ≥ 50
	3 w post 2nd 
Exp Session
	3 w post 3rd 
Exp Session

	MP-4
	NCT01958593
	Vancouver, Canada
	Various
	6
	2
	0 mg (n=2), 125 mg (n=4)
	CAPS ≥ 60
	1 m post 2nd 
Exp Session
	2 m post 3rd Exp Session

	MP-8
	NCT01211405
	Charleston, South Carolina
	Veterans, firefighters, police officers
	26
	1
	30 mg (n=7), 75 mg (n=7), 125 mg (n=12)
	CAPS ≥ 50
	1 m post 2nd
Exp Session 
	2 m post 3rd Exp Session

	MP-9
	NCT01689740
	Be’er Ya’aqov, Israel
	Various
	10 a
	5
	25 mg (n=3), 125 mg (n=7)a
	CAPS ≥50
	2 m post 2nd 
Exp Session
	No third session

	MP-12
	NCT01793610
	Boulder, Colorado
	Various
	28
	9
	40 mg (n=6), 100 mg (n=9), 125 mg (n=13)
	CAPS ≥ 50
	1 m post 2nd 
Exp Session
	2 m post 3rd Exp Session



Abbreviations: NCT = clinicaltrials.gov identifier; CAPS = Clinician-Administered PTSD Scale; n = number of participants; m = months; w = weeks
a The first two participants were open-label (125 mg MDMA) and were not included in the ITT efficacy analyses or safety summary.

















eTable 2. Frequency of Participants Reporting Treatment Emergent Adverse Events during the Blinded Treatment Period a


	Adverse Event by SOC, No. (%)
	Control 
(n = 31)
	Active MDMA  
(n = 72)

	    Cardiac disorders
	0
	1 (1.4)

	    Ear and labyrinth disorders
	3 (9.7)
	1 (1.4)

	    Endocrine disorders
	1 (3.2)
	1 (1.4)

	    Eye disorders
	1 (3.2)
	5 (6.9)

	    Gastrointestinal disorders
	2 (6.5)
	17 (23.6)

	    General disorders and administration site conditions
	9 (29.0)
	12 (16.7)

	    Infections and infestations
	6 (19.4)
	8 (11.1)

	    Injury, poisoning and procedural complications
	1 (3.2)
	5 (6.9)

	    Metabolism and nutrition disorders
	1 (3.2)
	2 (2.8)

	    Musculoskeletal and connective tissue disorders
	5 (16.1)
	12 (16.7)

	    Nervous system disorders
	6 (19.4)
	10 (13.9)

	    Psychiatric disorders
	10 (32.3)
	26 (36.1)

	    Renal and urinary disorders
	0
	2 (2.8)

	    Reproductive
	0
	1 (1.4)

	    Respiratory, thoracic and mediastinal disorders
	3 (9.7)
	4 (5.6)

	    Skin and subcutaneous tissue disorders
	2 (6.5)
	3 (4.2)

	    Surgical and medical procedures
	0
	1 (1.4)

	    Vascular disorders
	0
	2 (2.8)


Abbreviations: SOC=System Organ Class 
a The blinded treatment period started on the day of the first experimental session and ended at the primary endpoint (1-2 months after 2-3 experimental sessions, depending on the study)









eTable 3. Columbia Suicide Severity Rating Scale (C-SSRS)a across Experimental Sessions and at Endpoints
	Experimental Session 1
No. (%)

	

	Pre-
Drugb
	During-
Drugc
	Integration Visit 1
	Contact 
Day 2
	Contact 
Day 7
	Integration Visit 2
	Integration Visit 3

	Control
	PI
SI
PB
N
	1 (5.6)
0 (0)
0 (0)
18
	1 (5.6)
0 (0)
0 (0)
18
	0 (0)
0 (0)
0 (0)
17
	0 (0)
0 (0)
0 (0)
18
	0 (0)
0 (0)
0 (0)
18
	2 (15.4)
0 (0)
0 (0)
13
	3 (18.8)
0 (0)
0 (0)
16

	Active
	PI
SI
PB
N
	11 (22.0)
0 (0)
0 (0)
50
	4 (8.0)
0 (0)
0 (0)
50
	6 (12.0)
0 (0)
0 (0)
50
	7 (14.3)
0 (0)
0 (0)
49
	10 (20.4)
0 (0)
0 (0)
49
	14 (34.1)
0 (0)
0 (0)
41
	19 (38.8)
1 (2.0)
0 (0)
49 

	Experimental Session 2
No. (%)

	Control
	PI
SI
PB
N
	0 (0)
0 (0)
0 (0)
16
	0 (0)
0 (0)
0 (0)
16
	1 (6.3)
0 (0)
0 (0)
16
	0 (0)
0 (0)
0 (0)
16
	0 (0)
0 (0)
0 (0)
16
	2 (16.7)
0 (0)
0 (0)
12e
	2 (14.3)
0 (0)
0 (0)
14

	Active
	PI
SI
PB
N
	9 (18.8)
0 (0)
0 (0)
48
	9 (18.8)
0 (0)
0 (0)
48
	5 (10.4)
0 (0)
0 (0)
48
	12 (25.5)
0 (0)
0 (0)
47
	8 (17.0)
1 (2.1)
0 (0)
47
	14 (37.8)
0 (0)
0 (0)
37e
	23 (48.9)
0 (0)
0 (0)
47

	Experimental Session 3 
No. (%)

	Control
	PI
SI
PB
N
	1 (50.0)
0 (0)
0 (0)
2
	0 (0)
0 (0)
0 (0)
2
	0 (0)
0 (0)
0 (0)
4
	0 (0)
0 (0)
0 (0)
4
	0 (0)
0 (0)
0 (0)
4
	0 (0)
0 (0)
0 (0)
4
	0 (0)
0 (0)
0 (0)
4

	Active
	PI
SI
PB
N
	4 (10.5)
0 (0)
0 (0)
38
	6 (15.8)
0 (0)
0 (0)
38
	3 (7.9)
0 (0)
0 (0)
38
	5 (13.5)
0 (0)
0 (0)
37
	5 (13.5)
1 (2.7)
0 (0)
37
	8 (23.5)
1 (2.9)
0 (0)
34
	11 (29.7)
0 (0)
0 (0)
37

	Endpoints
No. (%)

	Dose
	Baselined
	Post Session 2
	Post Session 3

	Control 
	PI
SI
PB
N
	3 (16.7)
0 (0)
0 (0)
18
	1 (7.1)
0 (0)
0 (0)
14
	---
---
---
---

	Active
	PI
SI
PB
N
	23 (46.0)
0 (0)
1 (2.0)
50
	15 (34.9)
2 (4.7)
0 (0)
43
	11 (29.7)
0 (0)
0 (0)
37




PI=Positive Ideation; SI=Serious Ideation; PB=Positive Behavior; N=Number of Participants
aAccording to the C-SSRS scoring guide, scores of four or five on the suicidal ideation category are considered serious ideation, and scores of one or greater are considered positive behavior or ideation.
bPre-drug measurement taken day of experimental session prior to drug administration.
cDuring-drug observation measured at experimental session endpoint, approximately 6 hours after drug administration.
dBaseline represents frequency of participants reporting during Preparatory Sessions and before drug administration in Experimental Session 1
e C-SSRS inadvertently not administered for some subjects because of an error in the source recorded that failed to prompt collection. 




eTable 4. Paced Auditory Serial Addition Task (PASAT) Total Scores a and Repeatable Battery for the Assessment of Neuropsychological Status (RBANS) Total Scores at Baseline and the Primary Endpoint 

	
	Control 
(n = 16) b
	Active MDMA  
(n = 38) c

	PASAT Trial 1 (3 second interval)
	
	

	   Baseline, mean (SD)
	42.9 (11.2)
	45.3 (10.9)

	   Primary Endpoint, mean (SD)
	46.7 (11.3)
	49.2 (8.2)

	PASAT Trial 2 (2 second interval)
	
	

	   Baseline, mean (SD)
	34.4 (11.2)
	33.4 (10.0)

	   Primary Endpoint, mean (SD)
	40.4 (11.0)
	32.3 (13.5)

	RBANS Total Score
	
	

	   Baseline, mean (SD)
	98.6 (12.7)
	101.7 (15.3)

	   Primary Endpoint, mean (SD)
	106.5 (13.5)
	103.4 (13.2)



a Values represent the mean (SD) of correct answers
b Control group (n=14) at primary endpoint
c Active MDMA group (n=36) at primary endpoint





eTable 5. Control Group (n=31) Expected Reactions During Two Blinded MDMA Sessions and Seven Days Following

	
	Day 0
	Day 1
	Day 2
	Day 3
	Day 4
	Day 5
	Day 6
	Day 7

	Reactions, No.a
	
	
	
	
	
	
	
	

	Anxiety
	15
	7
	13
	12
	13
	13
	11
	7

	Diarrhea
	0
	0
	0
	0
	1
	1
	1
	1

	Difficulty Concentrating
	3
	5
	5
	4
	3
	4
	4
	1

	Dizziness
	6
	3
	2
	2
	0
	1
	0
	0

	Drowsiness
	4
	3
	2
	1
	0
	1
	0
	0

	Dry Mouth
	5
	0
	1
	0
	0
	0
	0
	0

	Fatigue
	18
	17
	12
	10
	11
	11
	10
	8

	Headache
	22
	11
	5
	3
	3
	2
	2
	2

	Heavy Leg
	0
	0
	0
	0
	0
	0
	0
	0

	Impaired Gait/Balance
	3
	0
	0
	1
	0
	0
	0
	0

	Impaired Judgment
	0
	1
	0
	1
	0
	0
	0
	0

	Increased Irritability
	4
	4
	5
	6
	4
	4
	4
	0

	Insomnia
	12
	11
	11
	11
	9
	9
	13
	6

	Jaw Clenching, Tight Jaw
	6
	0
	2
	1
	2
	2
	1
	1

	Lack of Appetite 
	7
	5
	3
	3
	1
	1
	1
	0

	Low Mood
	4
	4
	6
	6
	8
	8
	7
	4

	Muscle Tension
	8
	7
	4
	3
	2
	4
	3
	3

	Nausea
	6
	4
	3
	4
	1
	2
	0
	0

	Need More Sleep
	7
	6
	7
	4
	7
	6
	7
	6

	Nystagmus
	0
	0
	0
	0
	0
	0
	0
	0

	Parasthesia 
	1
	0
	0
	0
	0
	0
	0
	0

	Perspiration 
	3
	1
	0
	1
	0
	0
	0
	0

	Restlessness
	7
	3
	1
	1
	0
	2
	1
	0

	Ruminations
	4
	4
	2
	4
	3
	2
	2
	2

	Sensitivity to Cold 
	6
	2
	0
	0
	0
	1
	1
	0

	Thirst
	2
	1
	0
	0
	0
	0
	0
	0

	Weakness
	1
	1
	2
	0
	0
	0
	0
	0



a Frequency of participants who reported an expected, spontaneously reported reaction collected during and seven days following blinded experimental sessions 1 and 2 



eTable 6. Active MDMA Group (n=72) Expected Reactions During Two Blinded MDMA Sessions and Seven Days Following

	
	Day 0
	Day 1
	Day 2
	Day 3
	Day 4
	Day 5
	Day 6
	Day 7

	Reactions, No.a
	
	
	
	
	
	
	
	

	Anxiety
	52
	21
	31
	35
	25
	27
	32
	19

	Diarrhea
	2
	4
	1
	3
	1
	2
	2
	1

	Difficulty Concentrating
	16
	5
	7
	10
	7
	9
	9
	6

	Dizziness
	29
	5
	8
	6
	6
	5
	6
	3

	Drowsiness
	10
	1
	0
	2
	1
	0
	1
	1

	Dry Mouth
	14
	5
	1
	3
	1
	0
	1
	0

	Fatigue
	35
	43
	34
	28
	23
	22
	23
	9

	Headache
	38
	17
	10
	6
	8
	6
	8
	3

	Heavy Leg
	9
	2
	1
	0
	0
	0
	1
	0

	Impaired Gait/Balance
	18
	3
	0
	1
	1
	1
	2
	0

	Impaired Judgment
	0
	1
	0
	1
	0
	0
	0
	0

	Increased Irritability
	7
	10
	12
	13
	10
	11
	13
	7

	Insomnia
	21
	34
	20
	21
	16
	19
	13
	8

	Jaw Clenching, Tight Jaw
	46
	16
	10
	1
	6
	4
	3
	5

	Lack of Appetite 
	35
	20
	17
	11
	10
	7
	9
	6

	Low Mood
	17
	17
	25
	19
	24
	19
	13
	12

	Muscle Tension
	27
	15
	16
	8
	7
	7
	6
	5

	Nausea
	29
	15
	13
	9
	6
	7
	5
	3

	Need More Sleep
	7
	17
	25
	13
	14
	8
	8
	4

	Nystagmus
	9
	0
	0
	0
	0
	0
	0
	0

	Parasthesia 
	9
	1
	1
	0
	1
	0
	1
	1

	Perspiration 
	24
	3
	0
	1
	0
	0
	0
	0

	Restlessness
	26
	8
	6
	4
	6
	5
	7
	3

	Ruminations
	11
	7
	11
	11
	5
	8
	10
	6

	Sensitivity to Cold 
	28
	3
	3
	3
	3
	1
	1
	0

	Thirst
	18
	4
	1
	0
	0
	0
	0
	0

	Weakness
	7
	2
	7
	4
	2
	4
	2
	2


a Frequency of participants who reported an expected, spontaneously reported reaction collected during and seven days following blinded experimental sessions 1 and 2 





eTable 7. Vitals during Two Blinded Experimental Sessions
	
	 
	0-40 mg
(n = 31)
	75-125 mg
(n = 72)
	P Value

	Systolic Blood Pressure

	Pre-drug
  Mean (SD)
  Min/Max
	
	
117.9 (11.7)
91/154
	
124.8 (15.9)
96/177
	

	Peak 
  Mean (SD)
  Min/Max
	
	
132.6 (13.4)
102/163
	
150.6 (19.1)
100/200
	
< .0001

	Final 
  Mean (SD)
  Min/Max
	
	
117.7 (13.0)
83/148
	
125.2 (15.4)
86/167
	

	Diastolic Blood Pressure

	Pre-drug
  Mean (SD)
  Min/Max
	
	
74.2 (8.2)
57/95
	
79.1 (10.4)
52/102
	

	Peak 
  Mean (SD)
  Min/Max
	
	
84.5 (8.2)
65/102
	
91.3 (11.4)
65/135
	
< .0001

	Final 
  Mean (SD)
  Min/Max
	
	
73.2 (9.2)
48/96
	
77.8 (10.1)
53/104
	

	Pulse

	Pre-drug
  Mean (SD)
  Min/Max
	
	
69.2 (13.3)
45/103
	
73.4 (13.8)
45/122
	

	Peak 
  Mean (SD)
  Min/Max
	
	
81.7 (15.6)
50/124
	
101.3 (17.6)
65/160
	
< .0001

	Final 
  Mean (SD)
  Min/Max
	
	
72.0 (13.4)
45/103
	
84.2 (15.1)
47/135
	

	Body Temperature

	Pre-drug
  Mean (SD)
  Min/Max
	
	
36.3 (0.5)
35.1/37.2
	
36.4 (0.6)
33.9/37.9
	

	Peak 
  Mean (SD)
  Min/Max
	
	
37.0 (0.5)
36.0/38.5
	
37.2 (0.5)
35.5/38.7
	
.014

	Final 
  Mean (SD)
  Min/Max
	
	
36.7 (0.5)
35.4/38.0
	
36.8 (0.6)
34.5/38.2
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Figure 1. CONSORT Diagram
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