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[bookmark: _Toc182993921]S1. Materials and Methods: Inclusion/Exclusion Criteria
The following inclusion criteria were used: (a) written informed consent; (b) 18-45 years of age; (c) good physical and mental health, including absence of any major medical, endocrine, and neurological condition; (d) a resting heart rate (HR) ≥51 bpm and ≤100 bpm; (e) a resting systolic blood pressure (SBP) ≥91 mmHg and ≤140 mmHg and a resting diastolic blood pressure (DBP) ≥51 mmHg and ≤90 mmHg; (f) clinical laboratory test values within the reference ranges; (g) body mass index (BMI: weight/height2) between 19.5 and 28 kg/m2; (h) to be proficient in Dutch or English. Exclusion criteria were the following: (a) current or history of medical or psychiatric disorder (determined by the medical questionnaire and medical examination); (b) any use of medications (except paracetamol if it is necessary); (c) history of drug abuse or addiction (determined by the medical questionnaire, drug questionnaire, and medical examination); (d) excessive drinking (> 20 alcoholic consumptions per week); (e) pregnancy or lactation or failure to use contraceptives; (f) serious side effects to previous mitragynine administration; (g) simultaneous participation in another clinical trial; (h) for women: not using reliable contraceptive. Participants received full information on all procedures, potential benefits, or possible adverse effects, and legal rights, including the possibility to terminate the study voluntarily without penalty or censure.
[bookmark: _Toc182993922]S2. Materials and Methods: Drug Experience and Subjective Measures
Regarding all instruments described below, see Table S1 for the administration time.
[bookmark: _Toc182993923]Drug Effects Questionnaire (DEQ)
The DEQ (Morean et al. 2013) is a scale widely used in research to evaluate acute subjective response to substances. We used the short form of this questionnaire, which consists of five questions related to the subjective drug experience of feel drug effects, high, like, dislike, and wanting. Participants were asked to self-rate their experience from “Not at all” (0) to “extremely” (100). Outcome measures included the self-ratings on each of these VASs.
[bookmark: _Toc182993924]Subjective Effects - Visual Analogue Scales (VASs)
Subjective effects related to the drug experience of high, drug liking, drug wanting, bad or good effects were assessed repeatedly by VASs. These scales were administered after drug administration and are considered sensitive to the acute effects of several drugs such as psychostimulants, psychedelics, and entactogens (Baggott et al. 2019; Holze et al. 2020; Papaseit et al. 2018). Participants were asked to self-rate their experience on a 100 mm line, with zero indicating ‘not at all’ on the left and 100 indicating ‘extremely’ on the right (Holze et al. 2020). Outcome measures were represented by the self-ratings on each of these VASs. Among these, the VAS “drug high” is an overall effect measure of stimulating effects; the VAS “drug liking” and “wanting” are a measure linked to the VAS “good drug effect” (which is an overall measure of positive effects); the VAS “bad drug effect” is a measure of any negative effects.
[bookmark: _Toc182993925]Addiction Research Center Inventory (ARCI)
The ARCI (Haertzen et al. 1963; Martin et al. 1971) is a 49-item true–false questionnaire useful to assess abuse liability and participants were asked to answer questions related to the effects they experience. The following five group variability scales can be obtained from the ARCI: morphine-benzedrine group (MBG) assessing euphoria; pentobarbital-chlorpromazine-alcohol group (PCAG), which measures sedation; lysergic acid diethylamide scale (LSD), which is related to psychotomimetic and dysphoric effects; benzedrine group (BG), measuring stimulant effects, and amphetamine (A)-related scale.
[bookmark: _Toc182993926]Clinician-Administered Dissociative State Scale (CADSS)
[bookmark: _Hlk148794870]The CADSS (Bremner 2014; Bremner et al. 1998) is a questionnaire of 19 subject-rated items, with a range from 0 ‘not at all’ to 4 ‘extremely’. This scale measures present-state dissociative states and assesses depersonalization (sensation of detachment from oneself, range 0-20), derealisation (sensation of detachment from surroundings, range 0-48), and amnesia (memory alterations, range 0-8). Summing these subscales, a total dissociative score (range 0-76) can be obtained.
[bookmark: _Toc182993927]Profile of Mood States (POMS)
The POMS (Pollock et al. 1979) is a questionnaire of 72 items related to the self-assessment of momentary drug alteration of the mood state. Items can be rated on a 5-point likert scale with a value ranging from 0 (“not at all”) to 5 (“extremely”) to describe how a person feels at that moment. Item sums produce eight primary factors (anxiety, depression, anger, vigor, fatigue, confusion, friendliness, elation), and two composite scales (Arousal ((Tense + Vigour) − (Fatigue + Confusion)) and Positive Mood (Elation − Depression) (de Wit et al. 2002).
[bookmark: _Toc182993928]Brief Symptom Inventory (BSI)
[bookmark: _Hlk148795610]The BSI (Derogatis 1975; 1993; Derogatis and Melisaratos 1983) is the short version of the SCL-R-90. It is a 53-item self-report questionnaire answered on a 5-point scale assessing psychological symptoms during the last 7 days. From the BSI, nine primary dimensions (somatization, obsessive-compulsive, interpersonal sensitivity, depression, anxiety, hostility, phobic anxiety, paranoid ideation, and psychoticism), and three global indices of distress (Global Severity Index, Positive Symptom Distress Index, and Positive Symptom Total) can be obtained.
[bookmark: _Toc182993929]Barratt Impulsiveness Scale version 11 (BIS-11)
The BIS-11 is a 30-item self-report questionnaire evaluating trait impulsiveness (Barratt 1993; Patton et al. 1995; Stanford et al. 2009) that needs about 4 minutes to be completed. Rated on four-point likert scale, it can generate three subscales: Non-planning Impulsiveness (present orientation or failure to consider the future); Motor Impulsiveness (acting without thinking); and Attentional Impulsiveness (a tendency to shift attention quickly with consequent inappropriately rapid decisions) (Barratt 1993). There are either six first-order factors (attention, motor impulsiveness, self-control, cognitive complexity, perseverance, and cognitive instability) (Patton et al. 1995). The total score (ranging from 30 to 120) was considered the main dependent variable to define the overall state of impulsivity of study participants.
[bookmark: _Toc182993930]Adult ADHD Self-Report Scale (ASRS)
The ASRS (Daigre Blanco et al. 2009) is a checklist of 18 questions about symptoms based on the diagnostic criteria of DSM-IV (Diagnostic and Statistical Manual-IV) of adult attention-deficit/hyperactivity disorder (ADHD) (Barkley, 1998). Each question can be answered on a five-item likert scale, based on a scale of frequency ranging from “Never” to “Very Often”. Answers are scored as either positive or negative. ASRS total score ranges from 0 to 14.
[bookmark: _Toc182993931]Quick Delay Questionnaire (QDQ)
The QDQ is a 10-item scale (Clare et al. 2010) whose items describe delay-related activities and relevant situations for daily life, particularly focusing on delay discounting and delay aversion. The total score was used as dependent variable.
[bookmark: _Toc182993932]S3. Materials and Methods: Pain Perception and Neurocognitive Measures
[bookmark: _Toc182993933]Cold Pressor Test (CPT)
The CPT is a low-risk experimental procedure that exposes participants to painful stressors (Silverthorn and Michael 2013). Participants were instructed to hold their dominant arm up to the elbow as long as possible in ice-cold water, i.e. 3 °C, with 3 minutes being considered the maximal immersion (Silverthorn and Michael 2013). The main variables were the time of maximal immersion (sec) and the threshold (sec).
[bookmark: _Toc182993934]Visual Analogue Scales (VASs)-pain related
Further, the subjective perception(s) of painfulness, unpleasantness and stress were self-rated on three 100 mm VASs with zero indicating ‘not at all’ and 100 indicating ‘extremely’, within less than 1 minute after CPT.
[bookmark: _Toc182993935]Matching Familiar Figures Test (MFFT)
The MFFT (Cairns and Cammock 1978) is a task assessing the reflection impulsivity, which is described as the tendency to reflect on the validity of problem-solving when there is a special condition of several possible alternatives. The test has been previously used to assess impulsive action under substances such as MDMA and psychostimulants (Kuypers et al. 2018; van Wel et al. 2012). It consists of the simultaneous presentation of a target figure positioned on the left of the screen and an array of six alternatives on the right half of the screen. All alternatives (except one) differ in one or more details from the target figure. The subjects were asked to select, among the alternatives, the figure that exactly matches the target as quickly as possible. If the initial selection is incorrect, subjects are required to give another answer. The mean latency to the first response and total number of errors were the main outcomes included and the task lasted about 10 minutes.
[bookmark: _Toc182993936]Stroop Color and Word Test (SCWT)
The SCWT (Lamers et al. 2010) is a test assessing the Stroop Effect, commonly considered as the ability to inhibit cognitive interference occurring during the processing of a specific stimulus feature which impedes the simultaneous processing of a second stimulus . In the basic task, the participants were asked to name the color of the word that is printed in another color (i.e., the word "red" printed in blue ink instead of red ink). The number of errors and the reaction time of correct responses were considered as main variables. The task lasted about 2 minutes.
[bookmark: _Toc182993937]Digit-Symbol Substitution Task (DSST)
The DSST (Jaeger 2018) is a computerized version of the original paper and pencil test taken from the Wechsler Adult Intelligence Scale. An encoding scheme consisting of a row of squares at the top of the screen is shown to the participant. In the scheme, nine digits are randomly associated with symbols, which are also presented in a fixed sequence at the bottom of the screen as a row of separate response buttons. The procedure is randomized, so the symbols never appear at the same ordinal position within both rows. The encoding scheme and the response buttons remain visible, while successive presentations of a single digit at the centre of the screen are shown to the participant. The task is to match each digit with a symbol from the encoding list and click the corresponding response button. The number of digits correctly encoded within 3 minutes is the primary outcome, while the number of attempts, percentage accuracy (total correct/total attempts), and reaction time are the secondary measures (Jaeger 2018).
[bookmark: _Toc182993938]Stop-Signal Task (SST)
The SST (Verbruggen and Logan 2008) is a task where participants are asked to make quick key responses to visually presented go signals and to inhibit any response when a visual stop signal is suddenly presented. Participants are required to respond to a signal as quickly as possible by pressing one of two response buttons. Participants are required to withhold any response in case a stop-signal is presented. The dependent variables were accuracy, the stop RT, and the number of errors (Incorrect Go’s). The task lasted about 5 minutes.
[bookmark: _Toc182993939]Psychomotor Vigilance Task (PVT)
The PVT (Lim and Dinges 2008a) is a task measuring sustained attention performance by assessing the reaction times (RT) in response to a visual stimulus (Dinges and Powell 1985; Lim and Dinges 2008b; Loh et al. 2004), which consists in a red circle presented at random intervals in the middle of a computer screen. The participants are asked to press a button as soon as possible after its onset. Outcome measures were mean RT (milliseconds) and the number of attentional lapses (failure to react or RT ≥ 500 msec). The administration lasted around 6 minutes.
[bookmark: _Toc182993940]Prospective Memory Task (PMT)
The PMT (Ramaekers et al. 2009) examines the prospective memory performance in an event-based memory task, with 240 successive presentations of a letter (A or B) in the centre of a computer screen. Both letters are presented equally often. Subjects are required to respond to each letter as quickly as possible by pressing one of two response buttons (one for the letter ‘A’ and the other for the letter ‘B’). A trial counter is always present in the top left corner of the screen to inform participants about the trial number. In addition, subjects are presented at irregular times with a future trial number in the right top corner of the display and are instructed to remember this future trial number and withhold from responding to the foreground task during the actual occurrence of the future trial. The memory set of trial numbers is dynamic and contains up to three future trial numbers. A novel future trial number replaces a trial number in the memory set, whenever the actual trial number matches a future trial number in the set. Trials during which subjects are expected to respond are classified as Go trials. Trials during which subjects are instructed to withhold a response are classified as No-Go trials (prospective memory trials). The time between the presentation of a future trial number and the actual occurrence of the trial (i.e., memory delays) varies between 30, 60, and 90 s, and is equally divided over all No-Go trials. In total, the PMT consists of 216 Go trials and 24 No-Go trials. Dependent variables are the number of correct response in the No-Go trials and Reaction Time (Go trials). The PMT lasted 15 minutes.

[bookmark: _Toc182993941]Fig. S1 The CONSORT diagram showing the flow of participants through each stage of this placebo-controlled, single-blind, within-subjects study
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[bookmark: _Toc182993942]Table S1 Sociodemographic characteristics and drug use history of the participants (all Caucasian) for each part of the study. DMT: N,N-Dimethyltryptamine; LSD: Lysergic Acid Diethylamide
	
	Group A
	Group B

	Participants N
	8
	7

	Age Mean ± SD (Min-Max)
	24.13 ± 2.75 (19-27)
	23.86 ± 1.95 (22-27)

	Sex N (%)

	Male
	5 (62.5)
	2 (28.6)

	Female
	3 (37.5)
	5 (71.4)

	Education (years) Mean ± SD (Min-Max)
	13.75 ± 3.99 (6-19)
	16.14 ± 1.46 (15-19)

	Drug Use History N (%)

	Alcohol 
	8 (100)
	5 (71.4)

	Cannabis
	6 (75)
	5 (71.4)

	MDMA/Ecstasy
	3 (37.5)
	5 (71.4)

	Amphetamine
	0 (0)
	1 (14.3)

	Cocaine
	1 (12.5)
	2 (28.6)

	Psychoactive mushrooms
	4 (50)
	2 (28.6)

	LSD
	3 (37.5)
	2 (28.6)

	DMT
	2 (25)
	0 (0)

	Ayahuasca
	0 (0)
	0 (0)

	Opioids
	0 (0)
	1 (14.3)

	Kratom
	0 (0)
	2 (28.6)

	Cigarettes
	4 (25)
	3 (42.8)

	Other psychoactive substances
	0 (0)
	2 (28.6)




[bookmark: _Toc182993943]Table S2 Schematic representation of the timeline of the course of a test day. VS: vital signs (blood pressure, temperature, heart rate, respiratory rate, SpO2); PK: pharmacokinetic assessment; DE: drug experience-> 1VAS, 2DEQ, 3POMS, 4ARCI; PAIN: Cold Pressor Test and VAS-pain; IS: impulsivity scales (BIS-11, ASRS, QDQ); CT: Cognitive Tasks (1MMFT, 2SCWT, 3DSST, 4SST, 5PVT, 6PMT)
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[bookmark: _Toc182993944]Table S3 The number of adverse events (AE)s described by participants during the test day(s) and observed until at least 120 hours after drug administration. N: the number of participants reporting the AE; (-): it refers to a pre-dosing AE; h: hours; m: minutes; w: weeks; *relative to time of administration (T0)
	
	Treatment
	N
	Description
	Onset*
	Duration
	Outcome

	Group A
	Placebo or 5 or 10 or 20 mg
	None
	
	
	
	

	Group B
	Placebo
	1
	Dizziness
	(-) 27 m
	6 m
	Resolved

	
	
	1
	Headache
	7 h 46 m
	15 h
	Resolved

	
	40 mg
	1
	Itching/burning sensation
	NA
	2 w
	Resolved

	
	
	1
	Fatigue
	40 m
	6 h 20 m
	Resolved

	
	
	1
	Headache
	6 h 55 m
	NA
	NA

	
	
	1
	Drowsiness/sleepiness
	1 h 23 m
	20 m
	Resolved





[bookmark: _Toc150867310][bookmark: _Toc182993945]Table S4 Mean (SE) for the different measures of safety, pain perception, subjective drug experience, neurocognition and psychological features as measured at baseline and after drug administration in both parts of the study. Time indicates the timing in hours (h) after administration; BT: body temperature; SpO2: peripheral oxygen saturation; CPT: Cold Pressor Test; VAS: Visual Analogue Scale; DEQ: Drug Effects Questionnaire; CADSS: Clinician-Administered Dissociative States Scale; ARCI: Addiction Research Center Inventory; LSD: Lysergic Acid Dyethylamide scale; BG: Benzedrine group; PCAG: Pentobarbital-Chlorpromazine-Alcohol group; POMS: Profile of Moods States; BSI: Brief Symptoms Inventory; BIS-11: Barratt Impulsiveness Scale version 11; ASRS: Adult ADHD Self-Report Scale; QDQ: Quick Delay Questionnaire; PVT: Psychomotor Vigilance Task; DSST: Digit-Symbol Substitution Task; SCWT: Stroop Color and Word Test; PMT: Prospective Memory Task; MMFT: Matching Familiar Figures Test; SST: Stop-Signal Task; RT: Reaction Time;**: BIS-11 subscale; ***: BIS-11 first order factor
	Measure
	Group A
	Group B

	
	Time (h)
	Placebo
	5 mg
	10 mg
	20 mg
	Placebo
	40 mg

	Safety Parameters

	BT (°C)
	Baseline
	36.10 (0.17)
	36.38 (0.14)
	36.33 (0.13)
	36.4 (0.10)
	36.69 (0.06)
	36.6 (0.08)

	
	0.25
	36.61 (0.12)
	36.43 (0.11)
	36.43 (0.09)
	36.58 (0.07)
	36.64 (0.12)
	36.62 (0.08)

	
	0.5
	36.46 (0.11)
	36.50 (0.08)
	36.49 (0.08)
	36.64 (0.11)
	36.71 (0.16)
	36.63 (0.12)

	
	1
	36.55 (0.09)
	36.35 (0.10)
	36.46 (0.06)
	36.55 (0.12)
	36.69 (0.18)
	36.57 (0.14)

	
	1.5
	36.45 (0.12)
	36.51 (0.10)
	36.4 (0.07)
	36.44 (0.14)
	36.8 (0.12)
	36.54 (0.11)

	
	2.5
	36.39 (0.12)
	36.49 (0.15)
	36.48 (0.10)
	36.35 (0.10)
	36.56 (0.16)
	36.53 (0.09)

	
	3.5
	36.41 (0.12)
	36.39 (0.10)
	36.39 (0.05)
	36.48 (0.06)
	36.81 (0.10)
	36.44 (0.09)

	
	5
	36.50 (0.11)
	36.7 (0.09)
	36.51 (0.09)
	36.68 (0.10)
	36.71 (0.18)
	36.76 (0.12)

	
	7
	36.44 (0.07)
	36.48 (0.16)
	36.41 (0.10)
	36.66 (0.08)
	36.84 (0.18)
	36.54 (0.05)

	SpO2 (%)
	Baseline
	98.50 (0.19)
	98.5 (0.19)
	98.25 (0.16)
	98.25 (0.31)
	98.00 (0.31)
	98 (0)

	
	0.25
	98.50 (0.27)
	98.5 (0.27)
	98.38 (0.26)
	98.38 (0.26)
	98.71 (0.18)
	98 (0.26)

	
	0.5
	98.50 (0.19)
	98.63 (0.18)
	98.25 (0.25)
	98.5 (0.27)
	98.71 (0.29)
	98.43 (0.30)

	
	1
	98.63 (0.18)
	98.25 (0.31)
	98.63 (0.26)
	98.63 (0.26)
	98.29 (0.36)
	98.57 (0.20)

	
	1.5
	98.50 (0.27)
	98.63 (0.18)
	98.5 (0.27)
	98.5 (0.33)
	98.14 (0.26)
	98.43 (0.30)

	
	2.5
	98.50 (0.27)
	98.88 (0.13)
	98.63 (0.26)
	98.75 (0.16)
	98.71 (0.18)
	98.71 (0.18)

	
	3.5
	98.63 (0.18)
	98.50 (0.27)
	98.5 (0.33)
	98.75 (0.16)
	98.71 (0.18)
	98.14 (0.26)

	
	5
	98.75 (0.16)
	98.50 (0.27)
	98.75 (0.16)
	98.25 (0.31)
	97.86 (0.46)
	98.43 (0.20)

	
	7
	98.75 (0.25)
	98.75 (0.16)
	98.88 (0.13)
	98.75 (0.25)
	98.57 (0.20)
	98.43 (0.20)

	Pain Perception

	CPT

	T max (sec) 
	0.75
	120 (22.83)
	146.75 (14.13)
	116.13 (20.95)
	127 (26.13)
	46.65 (22.77)
	41.59 (23.44)

	
	3
	108.88 (22.62)
	119.13 (20.62)
	106.13 (23.78)
	109.13 (27.12)
	41.09 (23.61)
	44.75 (22.99)

	Threshold (sec) 
	0.75
	28.38 (6.26)
	41.86 (17.75)
	26.25 (4.32)
	47.75 (17.12)
	13.74 (1.60)
	33.86 (24.47)

	
	3
	24 (4.86)
	26 (4.61)
	22.13 (4.62)
	45.75 (19.70)
	10.59 (1.99)
	11.7 (2.88)

	VAS Painful 
	0.75
	39.38 (10.38)
	42.88 (8.31)
	45.12 (9.70)
	32.50 (10.09)
	52.14 (8.72)
	49.43 (9.51)

	
	3
	45.63 (10.56)
	46.38 (10.04)
	46.25 (10.37)
	40.63 (11.55)
	52.57 (8.71)
	52.43 (11.15)

	VAS Unpleasant
	0.75
	46.75 (8.97)
	48.75 (8.97)
	51.50 (8.90)
	37.88 (8.61)
	65.29 (10.84)
	55.43 (11.57)

	
	3
	50.63 (9.91)
	46.25 (10.07)
	53.25 (9.13)
	44.38 (10.37)
	65.14 (11.05)
	60.86 (12.94)

	VAS Stressful
	0.75
	28.25 (11.51)
	24 (11.07)
	27.50 (10.95)
	24.13 (11.91)
	24.14 (9.38)
	16.29 (7.11)

	
	3
	32.25 (11.31)
	30.13 (11.39)
	29.63 (11.40)
	33.88 (11.49)
	20.71 (8.03)
	31.29 (13.67)

	Subjective Drug Experience

	VAS

	High
	0.5
	3.38 (2.49)
	1.5 (1.22)
	1.5 (1.22)
	1.63 (1.08)
	0.71 (0.71)
	4.17 (4.17)

	
	1
	5.29 (4.20)
	3.63 (3.06)
	5.43 (3.18)
	3.57 (2.66)
	2.43 (2.11)
	5.43 (4.65)

	
	2
	9.38 (6.24)
	6.75 (6.18)
	11.13 (7.30)
	3.63 (2.49)
	5.14 (3.35)
	6 (3.88)

	
	3
	4.14 (2.74)
	2.25 (1.83)
	3.14 (2.14)
	1.63 (0.91)
	1.29 (0.99)
	5.29 (4.96)

	
	4
	1.75 (1.03)
	7.38 (6.81)
	1.25 (0.84)
	0.5 (0.27)
	1.43 (1.43)
	1.14 (0.99)

	
	6
	0.75 (0.41)
	1.63 (1.21)
	0.5 (0.27)
	0.25 (0.16)
	0.43 (0.43)
	0.71 (0.57)

	Liking
	0.5
	30.88 (8.46)
	36.38 (11.03)
	41.5 (9.57)
	32.63 (8.52)
	36.43 (9.43)
	36.67 (12.02)

	
	1
	33.29 (11.36)
	37 (11.40)
	43.29 (12.04)
	42 (8.19)
	36.43 (9.43)
	41.43 (10.51)

	
	2
	40.75 (8.60)
	37.63 (11.79)
	38.13 (12.23)
	45.25 (11.36)
	38.43 (8.92)
	42 (10.73)

	
	3
	36.29 (8.86)
	36.5 (11.06)
	43.43 (10.98)
	45 (11.22)
	37.86 (9.69)
	30.57 (10.83)

	
	4
	35.63 (10.58)
	35.75 (11.10)
	38.25 (8.82)
	44 (11.19)
	37 (9.63)
	37.29 (9.58)

	
	6
	27.63 (8.68)
	22.88 (8.68)
	36.5 (7.84)
	31.5 (9.03)
	37.14 (9.69)
	35.86 (9.13)

	Good effects
	0.5
	13.38 (8.02)
	12 (8.51)
	6.5 (6.22)
	9.13 (6.03)
	2.86 (1.84)
	11.67 (11.67)

	
	1
	12.43 (7.49)
	15.25 (11.92)
	20.29 (13.56)
	12.86 (8.84)
	3.57 (2.51)
	18.57 (11.48)

	
	2
	19.5 (10.62)
	11.75 (11.18)
	19.63 (11.34)
	19 (13.10)
	5.86 (4.26)
	21.86 (11.88)

	
	3
	27.71 (13.57)
	10.38 (9.95)
	20.14 (13.59)
	20.38 (13.63)
	2 (1.21)
	16.71 (10.88)

	
	4
	16.88 (10.89)
	9.63 (9.20)
	8.88 (8.73)
	12.75 (12.47)
	4.29 (3.52)
	15 (10.49)

	
	6
	8.88 (6.22)
	6.63 (6.20)
	4 (3.72)
	0.25 (0.16)
	1.29 (1.29)
	10.57 (9.91)

	Bad effects
	0.5
	7.13 (6.17)
	0.5 (0.27)
	0.25 (0.16)
	0.38 (0.26)
	0.14 (0.14)
	0.17 (0.17)

	
	1
	8.14 (7.03)
	0.88 (0.40)
	2.57 (2.25)
	1.43 (1.27)
	0.43 (0.30)
	1.14 (0.77)

	
	2
	7.63 (6.09)
	0.88 (0.61)
	12.75 (8.13)
	2 (1.72)
	1.71 (1.55)
	2.29 (1.46)

	
	3
	7.71 (7.06)
	1 (0.60)
	7.29 (7.12)
	0.63 (0.38)
	0.86 (0.70)
	0.71 (0.71)

	
	4
	6.88 (6.18)
	3.5 (3.08)
	1.5 (1.22)
	0.25 (0.16)
	0.71 (0.71)
	0.71 (0.57)

	
	6
	11.38 (7.13)
	6.75 (6.18)
	2.88 (2.46)
	0.25 (0.16)
	0.29 (0.29)
	0.71 (0.57)

	Wanting
	0.5
	2.75 (1.90)
	10.63 (6.39)
	2.75 (2.47)
	3.5 (1.91)
	1.43 (1.43)
	13.33 (13.33)

	
	1
	5.29 (4.20)
	4.88 (3.11)
	11 (7.37)
	5 (3.13)
	2.14 (1.83)
	14.57 (9.96)

	
	2
	9.88 (6.48)
	4.81 (3.64)
	14.13 (8.97)
	9 (6.34)
	4.57 (4.25)
	16.86 (9.87)

	
	3
	3.14 (2.05)
	1.13 (0.72)
	5 (4.20)
	2.38 (1.35)
	0.71 (0.47)
	14.14 (9.93)

	
	4
	1.13 (0.64)
	7.88 (7.45)
	3.88 (3.06)
	0.88 (0.61)
	2.14 (2.14)
	14 (10.06)

	
	6
	0.88 (0.52)
	1 (0.60)
	0.88 (0.61)
	0.25 (0.16)
	0.57 (0.57)
	10.57 (9.91)

	DEQ

	Feel
	0.5
	11.75 (11.18)
	10.13 (6.13)
	2.13 (1.85)
	2.63 (1.41)
	2.86 (1.84)
	3.57 (2.83)

	
	2
	14.25 (12.31)
	10.13 (8.58)
	14.25 (10.98)
	4.63 (2.74)
	7.86 (4.98)
	22.43 (10.98)

	High
	0.5
	4.88 (4.32)
	2.38 (1.82)
	3.38 (3.09)
	1.38 (0.96)
	1.43 (1.43)
	3.43 (2.82)

	
	2
	6.75 (4.90)
	5.5 (4.94)
	9.75 (7.40)
	3.25 (2.14)
	3.86 (2.98)
	10.43 (7.63)

	Like
	0.5
	13 (8.08)
	12.63 (9.79)
	22.13 (10.95)
	17.13 (8.11)
	4.14 (2.68)
	15.71 (10.66)

	
	2
	17.75 (10.16)
	11.88 (11.17)
	18.25 (12.64)
	16.13 (8.69)
	7.29 (6.49)
	9.14 (9.14)

	Dislike
	0.5
	13 (8.08)
	0.5 (0.27)
	12.75 (8.13)
	6.5 (6.22)
	0.14 (0.14)
	0.14 (0.14)

	
	2
	10.5 (6.38)
	1.13 (0.61)
	14.5 (9.29)
	8.75 (6.24)
	7.29 (6.80)
	3.71 (1.89)

	Wanting
	0.5
	9.88 (6.48)
	25.75 (14.68)
	19.38 (12.77)
	8.88 (6.14)
	0.14 (0.14)
	11.71 (8.62)

	
	2
	4.13 (2.57)
	24.88 (12.74)
	10.25 (6.76)
	8.13 (7.56)
	0.29 (0.18)
	7.71 (7.07)

	CADSS

	Total
	1.5
	1.38 (0.73)
	0.71 (0.29)
	1.71 (1.55)
	1.25 (0.73)
	3.57 (1.77)
	5.43 (3.23)

	
	3.5
	0.88 (0.52)
	1.5 (0.89)
	1.38 (0.63)
	0.5 (0.38)
	2.86 (2.04)
	4 (2.89)

	Derealisation
	1.5
	0.75 (0.53)
	0.43 (0.20)
	1.43 (1.27)
	0.88 (0.52)
	2.14 (1.12)
	2.86 (2.08)

	
	3.5
	0.63 (0.32)
	1.13 (0.79)
	1.25 (0.59)
	0.13 (0.13)
	1.57 (1.07)
	2.43 (1.94)

	Depersonalisation
	1.5
	0.38 (0.38)
	0 (0)
	0.29 (0.29)
	0 (0)
	1.14 (0.55)
	1.57 (1)

	
	3.5
	0 (0)
	0.13 (0.13)
	0 (0)
	0 (0)
	1 (0.85)
	0.86 (0.86)

	ARCI 

	LSD
	1
	-0.88 (0.35)
	-1.38 (0.38)
	 -1.38 (0.38)
	-1.5 (0.46)
	-1.57 (0.20)
	-1.28 (0.42)

	BG
	1
	0.88 (0.61)
	1.75 (1)
	1.5 (0.5)
	2 (0.80)
	0.86 (0.99)
	0.57 (0.84)

	PCAG
	1
	0.13 (0.99)
	0.25 (1.41)
	-0.13 (1.03)
	-0.38 (1)
	1.71 (1.52)
	1.71 (1.38)

	Mood and other psychological aspects

	POMS

	Tension/Anxiety
	0.5
	2.25 (0.62)
	2.25 (0.70)
	2 (0.27)
	2.38 (0.75)
	2.86 (0.46)
	2 (0.44)

	Depression/Dejection
	0.5
	0.5 (0.27)
	1.13 (0.85)
	0.63 (0.38)
	0.38 (0.18)
	1.86 (0.80)
	0.43 (0.30)

	Anger/Hostility
	0.5
	1.63 (0.56)
	1.38 (0.56)
	2.13 (0.91)
	1.38 (0.46)
	0.86 (0.59)
	1.14 (0.70)

	Vigor/Activity
	0.5
	11.5 (1.25)
	12 (1.05)
	12.88 (0.88)
	10.63 (1.28)
	9 (1.86)
	10.43 (1.13)

	Fatigue/Inertia
	0.5
	1.88 (0.91)
	2.63 (1.07)
	1.63 (0.38)
	1.75 (0.45)
	5.29 (2.06)
	4.29 (1.97)

	Confusion/Bewilderment
	0.5
	3.38 (0.89)
	4.75 (1.35)
	2.88 (0.61)
	3.25 (0.53)
	5.14 (1.50)
	4 (0.93)

	Friendliness
	0.5
	18.63 (1.68)
	19.25 (1.64)
	20.88 (1.78)
	19.5 (1.99)
	18.43 (1.5)
	19.57 (1.76)

	Elation
	0.5
	8.88 (1.06)
	9.88 (1.29)
	10.63 (1.21)
	8.5 (1.04)
	7.14 (0.74)
	8.14 (0.86)

	Arousal
	0.5
	8.5 (2.44)
	6.88 (2.74)
	10.38 (1.28)
	8 (1.79)
	1.43 (4.48)
	4.14 (3.20)

	Positive Mood
	0.5
	8.38 (1.27)
	8.75 (1.86)
	10 (1.52)
	8.13 (1.11)
	5.29 (1.44)
	7.71 (0.71)

	BSI

	Somatization
	1.5
	0.25 (0.16)
	0.25 (0.16)
	0.13 (0.13)
	0 (0)
	0.83 (0.31)
	1.57 (0.78)

	
	3.5
	0.38 (0.18)
	0.13 (0.13)
	0.13 (0.13)
	0 (0)
	1.43 (0.69)
	1.57 (0.78)

	Interpersonal Sensitivity
	1.5
	1.38 (0.63)
	1.63 (0.71)
	0.88 (0.52)
	0.5 (0.27)
	1.5 (0.43)
	1 (0.38)

	
	3.5
	1.5 (0.65)
	1.38 (0.73)
	0.88 (0.48)
	0.75 (0.41)
	1 (0.38)
	1.43 (0.61)

	Depression
	1.5
	1.13 (0.55)
	1.5 (0.78)
	1.13 (0.61)
	1.13 (0.72)
	1.33 (0.56)
	0.86 (0.46)

	
	3.5
	1.13 (0.55)
	1.5 (0.87)
	1.38 (0.75)
	1.25 (0.84)
	0.71 (0.42)
	1.29 (0.68)

	Anxiety
	1.5
	1 (0.65)
	0.88 (0.44)
	0.5 (0.33)
	1 (0.76)
	1 (0.52)
	1.29 (0.84)

	
	3.5
	0.38 (0.26)
	0.88 (0.44)
	0.63 (0.42)
	0.75 (0.53)
	1.57 (0.61)
	0.57 (0.43)

	Hostility
	1.5
	0.75 (0.49)
	0.63 (0.42)
	0.63 (0.50)
	0.38 (0.26)
	1.5 (0.43)
	1.14 (0.40)

	
	3.5
	0.75 (0.49)
	0.5 (0.33)
	0.38 (0.26)
	0.38 (0.26)
	1.14 (0.46)
	0.57 (0.20)

	Psychoticism
	1.5
	0.13 (0.13)
	0.63 (0.26)
	0.38 (0.26)
	0.38 (0.38)
	0.17 (0.17)
	0.86 (0.34)

	
	3.5
	0.5 (0.33)
	0.38 (0.18)
	0.5 (0.38)
	0.38 (0.38)
	0.14 (0.14)
	0.57 (0.20)

	Phobic Anxiety
	1.5
	0.75 (0.62)
	1.38 (0.98)
	0.5 (0.5)
	0.38 (0.38)
	0.67 (0.82)
	1.86 (2.97)

	
	3.5
	0.88 (0.74)
	1 (0.73)
	0.5 (0.5)
	0.25 (0.25)
	1.29 (1.60)
	0.86 (1.21)

	Paranoid Ideation
	1.5
	1.25 (0.59)
	2.25 (0.77)
	1.25 (0.65)
	1.5 (0.82)
	1.83 (1.08)
	0.71 (0.57)

	
	3.5
	1.38 (0.68)
	1.75 (0.56)
	1.25 (0.56)
	1 (0.60)
	1.43 (1.11)
	2 (1)

	GSI Index
	1.5
	0.19 (0.08)
	0.25 (0.10)
	0.18 (0.07)
	0.18 (0.09)
	0.26 (0.08)
	0.30 (0.09)

	
	3.5
	0.20 (0.09)
	0.22 (0.09)
	0.19 (0.08)
	0.17 (0.09)
	0.27 (0.08)
	0.28 (0.09)

	POS Total index
	1.5
	7.75 (3.06)
	10.38 (3.71)
	7.75 (2.90)
	6.75 (2.90)
	11 (2.78)
	11 (2.89)

	
	3.5
	8.63 (3.68)
	9.75 (3.43)
	8 (2.89)
	6.75 (3.08)
	10.86 (3.16)
	10.29 (3.17)

	BSI_Distress Index
	1.5
	1.15 (0.06)
	1.24 (0.07)
	1.15 (0.08)
	1.16 (0.09)
	1.16 (0.19)
	1.43 (0.21)

	
	3.5
	1.11 (0.06)
	1.11 (0.06)
	1.11 (0.07)
	1.18 (0.09)
	1.18 (0.20)
	1.26 (0.25)

	Impulsiveness and its related dimensions

	BIS-11 TOT
	3
	57 (3.54)
	56.75 (3.39)
	58.13 (3.38)
	57 (3.56)
	61.57 (4.46)
	61.57 (5.02)

	**Attentional Impulsiveness
	3
	12.5 (0.87)
	13.38 (0.94)
	13.38 (1.10)
	12.88 (1.27)
	16.86 (1.65)
	17.14 (1.81)

	**Motor Impulsiveness
	3
	21.25 (1.63)
	20 (1.31)
	21 (1.25)
	20.63 (1.46)
	20.71 (1.15)
	21.43 (0.90)

	**Non-planning Impulsiveness
	3
	23.25 (1.37)
	23.38 (1.32)
	23.75 (1.35)
	23.5 (1.45)
	24 (2.39)
	23 (3.08)

	***Attention
	3
	8.5 (0.65)
	8.75 (0.65)
	8.63 (0.65)
	8.88 (0.81)
	10.57 (1.09)
	11 (1.07)

	***Motor Impulsiviness 2
	3
	12.63 (0.84)
	12 (0.71)
	12.75 (0.73)
	12.5 (0.80)
	13.43 (0.65)
	13.86 (0.63)

	***Self-control
	3
	11.75 (0.70)
	11.88 (0.67)
	12 (0.57)
	12 (0.60)
	13.43 (1.76)
	13.14 (1.86)

	***Cognitive Complexity 
	3
	11.5 (0.85)
	11.5 (0.71)
	11.75 (0.96)
	11.5 (0.91)
	10.57 (1.11)
	9.86 (1.30)

	***Perseverance 
	3
	8.63 (1)
	8 (0.85)
	8.25 (0.70)
	8.13 (0.85)
	7.29 (0.75)
	7.57 (0.57)

	QDQ TOT
	3
	23.38 (2.67)
	22.5 (2.20)
	23.88 (2.86)
	23.88 (2.72)
	19.17 (1.97)
	21.14 (1.47)

	Neurocognitive Parameters

	PVT

	RT (sec)
	1
	332.43 (19.75)
	302.29 (14.86)
	320.37 (13.37)
	356.17 (17.47)
	354.00 (24.48)
	389.02 (42.94)

	
	3
	336.28 (16.45)
	308.14 (14.65)
	353.27 (14.38)
	360.67 (24.57)
	343.67 (22.66)
	379.61 (31.46)

	
	5
	384.42 (38.41)
	321.65 (11.55)
	373.34 (38.83)
	360.40 (16.17)
	358.59 (32.50)
	408.13 (44.06)

	DSST

	Total (N)
	1
	98.13 (5.09)
	95.5 (5.09)
	104.38 (6.01)
	100.13 (5.52)
	88.86 (7.73)
	86.57 (7.34)

	
	3
	97.13 (4.49)
	99.63 (4.55)
	97 (4.94)
	101.13 (3.93)
	86.71 (5.29)
	89.14 (7.47)

	
	5
	100.88 (4.48)
	101.38 (4.71)
	99.75 (4.73)
	102.88 (4.42)
	88.29 (6.49)
	84.29 (4.41)

	Ratio
	1
	0.99 (0.01)
	0.99 (0.00)
	0.98 (0.01)
	0.98 (0.01)
	0.99 (0.01)
	1 (0.00)

	
	3
	0.98 (0.01)
	0.99 (0.00)
	0.98 (0.01)
	0.99 (0.00)
	1 (0.00)
	1 (0.00)

	
	5
	0.98 (0.01)
	0.99 (0.00)
	0.99 (0.01)
	0.98 (0.01)
	0.99 (0.00)
	0.99 (0.00)

	SCWT

	Total (N)
	1
	143.38 (0.18)
	143.88 (0.12)
	142.25 (1.19)
	143.5 (0.27)
	143.14 (0.26)
	143.29 (0.18)

	
	3
	143.25 (0.37)
	143.75 (0.25)
	143.13 (0.48)
	143.38 (0.26)
	143.29 (0.18)
	143.29 (0.29)

	
	5
	143.88 (0.13)
	143.75 (0.16)
	143.38 (0.38)
	143.5 (0.27)
	143.43 (0.20)
	143.14 (0.14)

	Ratio
	1
	0.05 (0.01)
	0.05 (0.01)
	0.04 (0.01)
	0.04 (0.01)
	0.09 (0.06)
	0.13 (0.06)

	
	3
	0.04 (0.01)
	0.04 (0.01)
	0.04 (0.01)
	0.05 (0.01)
	0.08 (0.04)
	0.11 (0.06)

	
	5
	0.04 0.01)
	0.06 (0.01)
	0.05 (0.01)
	0.04 (0.01)
	0.08 (0.04)
	0.15 (0.06)

	PMT

	RT (sec)
	2
	622.67 (51.20)
	666.05 (45.42)
	592.13 (27.19)
	581.75 (37.91)
	790.45 (60.85)
	687.48 (145.53)

	MMFT

	RT (sec)
	1
	9330.31 (1608.08)
	12673.75 (2456.07)
	8941.57 (726.56)
	8176.54 (925.81)
	15340.85 (2587.32)
	13116.07 (1730.24)

	SST

	Accuracy (N)
	1
	123.13 (0.69)
	120.38 (1.38)
	111.13 (12.21)
	121.75 (1.74)
	121.17 (1.66)
	119.57 (2.31)

	Stop RT (sec)
	1
	562.67 (20.01)
	544.19 (21.05)
	539.08 (32.24)
	566.89 (31.22)
	582.54 (71.79)
	586.82 (50.93)
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[bookmark: _Toc150867311][bookmark: _Toc182993946][bookmark: _Hlk141824551]Table S5 GLM ANOVA test results for the effects and contrasts of the different measures of safety, pain perception, subjective drug experience, neurocognition and psychological features resulted in both parts of the study. Time refers to linear time. Drug: refers to (1) placebo or mitragynine (2) 5, (3) 10, (4) 20 mg (D); (D) or (S)BP: (diastolic) or (systolic) blood pressure; RR: respiratory rate; HR: heart rate; SpO2: peripheral oxygen saturation; BT: body temperature; CPT: Cold Pressor Test; VAS: Visual Analogue Scale; DEQ: Drug Effects Questionnaire; CADSS: Clinician-Admnistered Dissociatives States Scale; ARCI: Addiction Research Center Inventory; A: Amphetamine-Related scale; MBG: Morphine-Benzedrine group; LSD: Lysergic Acid Dyethylamide scale; BG: Benzedrine group; PCAG: Pentobarbital-Chlorpromazine-Alcohol group; POMS: Profile of Moods States; BSI: Brief Symptoms Inventory; GSI: Global Severity Index; POS: Positive Symptoms; BIS-11: Barratt Impulsiviness Scale version 11; QDQ: Quick Delay Questionnaire; ASRS: Adult ADHD Self-Report Scale; PVT: Psychomotor Vigilance Task; RT: Reaction Time; DSST: Digit-Symbol Substitution Task; SCWT: Stroop Color and Word Test; PMT: Prospective Memory Task; MMFT: Matching Familiar Figures Test; SST: Stop-Signal Task; N: number; **:BIS-11 subscale; ***: BIS-11 first order factor
	Measure
	Group A
	Group B

	
	Drug
	Drug x Time
	Drug2vs1
	Drug3vs1
	Drug4vs1
	Drug2vs1 x Time 
	Drug3vs1 x Time 
	Drug4vs1 x Time 
	Drug 
	Drug x Time 

	
	F(df); p
	F(df); p
	p
	p
	p
	p
	p
	p
	F(df); p
	F(df); p

	Safety Parameters

	SBP (mmHg)
	1.444(3,18); NS
	0.869(24,144); NS
	NS
	.033
	NS
	NS
	NS
	NS
	0.092(1,4); NS
	0.917(8,32); NS

	DBP (mmHg)
	0.858(3,18); NS
	1.285(24,144); NS
	NS
	NS
	NS
	NS
	NS
	.034
	0.477(1,4); NS
	2.907(8,32); .054

	RR (Breaths x minute)
	1.329(3,21); NS
	0.945(24,168); NS
	NS
	NS
	.048
	NS
	NS
	NS
	0.645(1,5); NS
	0.931(8,40); NS

	HR (bpm)
	0.317(3,21); NS
	0.773(24,168); NS
	NS
	NS
	NS
	NS
	NS
	NS
	0.985(1,4); NS
	0.562(8,32); NS

	SpO2 (%)
	0.092(3,21); NS
	0.693(24,168); NS
	NS
	NS
	NS
	NS
	NS
	NS
	0.006(1,5); NS
	1.335(8,40); NS

	BT (°C)
	0.852(3,21); NS
	1.290(24,168); NS
	NS
	NS
	NS
	NS
	NS
	NS
	0.804(1,5); NS
	1.561(8,40); NS

	Pain Perception

	CPT T max (sec) 
	1.582(3,21); NS
	0.811(3,21); NS
	NS
	NS
	NS
	NS
	NS
	NS
	0.400(1,6); NS
	2.315(1,6); NS

	CPT Threshold (sec) 
	2.592(3,18); NS
	0.181(3,18); NS
	NS
	NS
	NS
	NS
	NS
	NS
	0.744(1,6); NS
	0.615(1,6); NS

	VAS Painful 
	1.941(3,21); NS
	1.020(3,21); NS
	NS
	NS
	NS
	NS
	NS
	NS
	0.059(1,6); NS
	0.146(1,6); NS

	VAS Unpleasant
	1.878(3,21); NS
	0.872(3,21); NS
	NS
	NS
	NS
	NS
	NS
	NS
	0.441(1,6); NS
	2.824(1,6); NS

	VAS Stressful
	0.608(3,21); NS
	0.685(3,21); NS
	NS
	NS
	NS
	NS
	NS
	NS
	0.060(1,6); NS
	3.235(1,6); NS

	Subjective Drug Experience

	VAS

	High
	0.444(3,12); NS
	1.201(1.41); NS
	NS
	NS
	NS
	NS
	NS
	NS
	0.649(1,5); NS
	0.397(5,25); NS

	Liking
	1.240(3,12); NS
	0.982(15,60); NS
	NS
	NS
	NS
	NS
	NS
	NS
	0.022(1,5); NS
	1.513(5,25); NS

	Good effects
	0.344(3,12); NS
	0.861(15,60); NS
	NS
	NS
	NS
	NS
	NS
	NS
	0.927(1,5); NS
	0.478(5,25); NS

	Bad effects
	0.966(3,12); NS
	1.593(15,60); NS
	NS
	NS
	NS
	NS
	NS
	NS
	0.023(1,5); NS
	0.417(5,25); NS

	Wanting
	0.676(3,12); NS
	1.039(15,60); NS
	NS
	NS
	NS
	NS
	NS
	NS
	1.141(1,5); NS
	0.549(5,25); NS

	DEQ

	Feel
	0.719(3,21); NS
	2.035(3,21); NS
	NS
	NS
	NS
	NS
	NS
	NS
	3.451(1,6); NS
	1.558(1,6); NS

	High
	0.703(3,21); NS
	1.149(3,21); NS
	NS
	NS
	NS
	NS
	NS
	NS
	3.093(1,6); NS
	0.411(1,6); NS

	Like
	0.265(3,21); NS
	0.948(3,21); NS
	NS
	NS
	NS
	NS
	NS
	NS
	1.268(1,6); NS
	0.900(1,6); NS

	Dislike
	1.317(3,21); NS
	1.249(3,21); NS
	NS
	NS
	NS
	NS
	NS
	NS
	0.223(1,6); NS
	0.223(1,6); NS

	Wanting
	1.532(3,21); NS
	0.225(3,21); NS
	NS
	NS
	NS
	NS
	NS
	NS
	1.494(1,6); NS
	2.365(1,6); NS

	CADSS

	Amnesia
	(3,15); NS
	(3,15); NS
	NS
	NS
	NS
	NS
	NS
	NS
	6.194(1,6); .047
	0.364(1,6); NS

	Derealisation
	(3,15); NS
	(3,15); NS
	NS
	NS
	NS
	NS
	NS
	NS
	0.509(1,6); NS
	0.097(1,6); NS

	Depersonalisation
	(3,15); NS
	(3,15); NS
	NS
	NS
	NS
	NS
	NS
	NS
	0.146(1,6); NS
	0.774(1,6); NS

	Total
	1.226(3,15); NS
	0.625(3,15); NS
	NS
	NS
	NS
	NS
	NS
	NS
	1.062(1,6); NS
	0.452(1,6); NS

	ARCI

	A
	3.211(3,21); NS
	
	.031
	.033
	NS
	
	
	
	1.412(1,6); NS
	

	MBG
	2.409(3,21); NS
	
	.019
	NS
	NS
	
	
	
	0.345(1,6); NS
	

	LSD
	0.811(3,21); NS
	
	NS
	NS
	NS
	
	
	
	0.300(1,6); NS
	

	BG
	0.635(3,21); NS
	
	NS
	NS
	NS
	
	
	
	0.135(1,6); NS
	

	PCAG
	0.084(3,21); NS
	
	NS
	NS
	NS
	
	
	
	0(1,6); NS
	

	Mood and other psychological aspects

	POMS

	Tension/Anxiety
	0.110(3,21); NS
	
	NS
	NS
	NS
	
	
	
	3.484(1,6); NS
	

	Depression/Dejection
	0.612(3,21); NS
	
	NS
	NS
	NS
	
	
	
	3.333(1,6); NS
	

	Anger/Hostility
	0.385(3,21); NS
	
	NS
	NS
	NS
	
	
	
	0.364(1,6); NS
	

	Vigor/Activity
	0.685(3,21); NS
	
	NS
	NS
	NS
	
	
	
	2.158(1,6); NS
	

	Fatigue/Inertia
	0.456(3,21); NS
	
	NS
	NS
	NS
	
	
	
	0.328(1,6); NS
	

	Confusion/Bewilderment
	2.219(3,21); NS
	
	NS
	NS
	NS
	
	
	
	2.630(1,6); NS
	

	Friendliness
	0.643(3,21); NS
	
	NS
	NS
	NS
	
	
	
	1.123(1,6); NS
	

	Elation
	0.912(3,21); NS
	
	NS
	NS
	NS
	
	
	
	3.000(1,6); NS
	

	Arousal
	0.587(3,21); NS
	
	NS
	NS
	NS
	
	
	
	0.807(1,6); NS
	

	Positive Mood
	0.456(3,21); NS
	
	NS
	NS
	NS
	
	
	
	4.292(1,6); NS
	

	BSI

	Obsession-Compulsion
	0.182(3,21); NS
	0.089(3,21); NS
	NS
	NS
	NS
	NS
	NS
	NS
	0.671(1,5); NS
	8.448(1,5); .034

	Paranoid Ideation
	1.683(3,21); NS
	1.028(3,21); NS
	.054
	NS
	NS
	NS
	NS
	NS
	1.702(1,5); NS
	0.625(1,5); NS

	GSI Index
	1.117(3,21); NS
	1.723(3,21); NS
	.057
	NS
	NS
	NS
	NS
	NS
	0.032(1,5); NS
	1.453(1,5); NS

	POS Total index
	2.362(3,21); NS
	0.915(3,21); NS
	.055
	NS
	NS
	NS
	NS
	NS
	0.362(1,5); NS
	2.872(1,5); NS

	Somatization
	1.282(3,21); NS
	1.400(3,21); NS
	NS
	NS
	NS
	NS
	NS
	NS
	0.100(1,5); NS
	.000(1,5); NS

	Interpersonal Sensitivity
	3.454(3,21); NS
	0.939(3,21); NS
	NS
	NS
	NS
	NS
	NS
	NS
	0.044(1,5); NS
	3.769(1,5); NS

	Depression
	0.464(3,21); NS
	0.231(3,21); NS
	NS
	NS
	NS
	NS
	NS
	NS
	0(1,5); NS
	4.000(1,5); NS

	Anxiety
	0.412(3,21); NS
	1.690(3,21); NS
	NS
	NS
	NS
	NS
	NS
	NS
	0.172(1,5); NS
	2.143(1,5); NS

	Hostility
	0.296(3,21); NS
	0.706(3,21); NS
	NS
	NS
	NS
	NS
	NS
	NS
	3.000(1,5); NS
	0.294(1,5); NS

	Psychoticism
	0.276(3,21); NS
	2.333(3,21); NS
	NS
	NS
	NS
	NS
	NS
	NS
	0.094(1,5); NS
	1.000(1,5); NS

	Phobic Anxiety
	2.368(3,21); NS
	1.644(3,21); NS
	NS
	NS
	NS
	NS
	NS
	NS
	3.750(1,5); NS
	2.500(1,5); NS

	BSI_Distress Index
	0.169(3,15); NS
	0.340(3,15); NS
	NS
	NS
	NS
	NS
	NS
	NS
	4.263(1,5); NS
	2.302(1,5); NS

	Impulsiveness and related dimensions

	BIS-11

	Total
	0.858(3,21); NS
	
	NS
	NS
	NS
	
	
	
	0(1,6); NS
	

	**Attentional Impulsiveness
	1.017(3,21); NS
	
	NS
	NS
	NS
	
	
	
	0.222(1,6); NS
	

	**Motor Impulsiveness
	1.355(3,21); NS
	
	NS
	NS
	NS
	
	
	
	0.641(1,6); NS
	

	**Non-planning Impulsiveness
	0.605(3,21); NS
	
	NS
	NS
	NS
	
	
	
	1.615(1,6); NS
	

	***Attention
	0.276(3,21); NS
	
	NS
	NS
	NS
	
	
	
	1.000(1,6); NS
	

	***Cognitive Complexity 
	0.512(3,21); NS
	
	NS
	NS
	NS
	
	
	
	1.230(1,6); NS
	

	***Cognitive Instability
	2.716(3,21); NS
	
	.011
	NS
	NS
	
	
	
	0.097(1,6); NS
	

	***Motor Impulsiviness 2
	1.000(3,21); NS
	
	NS
	NS
	NS
	
	
	
	0.355(1,6); NS
	

	***Self-control
	0.221(3,21); NS
	
	NS
	NS
	NS
	
	
	
	0.222(1,6); NS
	

	***Perseverance 
	0.671(3,21); NS
	
	NS
	NS
	NS
	
	
	
	1.000(1,6); NS
	

	QDQ Total
	0.979(3,21); NS
	
	NS
	NS
	NS
	
	
	
	0.400(1,5); NS
	

	ASRS TOT
	0.819(3,21); NS
	
	NS
	NS
	NS
	
	
	
	7.353(1,5); .042
	

	Neurocognitive Measures

	PVT

	Attentional Lapses (N)
	4.222(3,21); .017
	0.530(6,42); NS
	.024
	NS
	NS
	NS
	NS
	NS
	1.918(1,6); NS
	0.358(2,12); NS

	RT (sec)
	2.575(3,21); NS
	0.941(6,42); NS
	NS
	NS
	NS
	NS
	NS
	NS
	2.254(1,6); NS
	0.139(2,12); NS

	DSST

	Correct (N)
	0.390(3,21); NS
	1.148(6,42); NS
	NS
	NS
	NS
	NS
	NS
	NS
	0.144(1,6); NS
	0.575(2,12); NS

	Total (N)
	0.570(3,21); NS
	1.167(6,42); NS
	NS
	NS
	NS
	NS
	NS
	NS
	0.200(1,6); NS
	0.568(2,12); NS

	SCWT

	Incorrect (N)
	1.882(3,21); NS
	1.066(6,42); NS
	NS
	NS
	NS
	NS
	NS
	NS
	1.698(1,6); NS
	2.307(2,12); NS

	Total (N)
	2.825(3,21); NS
	0.608(6,42); NS
	NS
	NS
	NS
	NS
	NS
	NS
	0.051(1,6); NS
	0.600(2,12); NS

	PMT

	Correct No Go (N)
	0.859(3,21); NS
	
	NS
	NS
	NS
	
	
	
	0.767(1,6); NS
	

	RT (sec)
	3.125(3,21); NS
	
	NS
	NS
	NS
	
	
	
	0.410(1,6); NS
	

	MFFT

	Correct (N)
	2.072(3,21); NS
	
	NS
	NS
	NS
	
	
	
	1.000(1,6); NS
	

	RT (sec)
	2.314(3,21); NS
	
	NS
	NS
	NS
	
	
	
	3.385(1,6); NS
	

	SST

	Accuracy (N)
	0.837(3,21); NS
	
	NS
	NS
	NS
	
	
	
	3.952(1,5); NS
	

	Stop RT (sec)
	1.437(3,21); NS
	
	NS
	NS
	NS
	
	
	
	0.046(1,6); NS
	

	Incorrect Go (N)
	0.972(3,21); NS
	
	.035
	NS
	NS
	
	
	
	3.641(1,5); NS
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