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Figure legends of supplementary figures
Figure S1: Statistical probability maps of qEEG results after 30 mg ACD856 dosing vs pre-dose at the analyzed time-points
Statistical probability maps of quantitative electroencephalography (qEEG) results comparing qEEG measurements after ACD856 30 mg treatment with pre-dose in the vigilance-controlled condition with eyes closed (ECV). The timing of the measurements was 1.5, 6 and 24 hours after the initial dose, as well as 1.5 hours after the last dose on day 7. The maps are based on paired samples t-tests and the number of subjects included was 6. The upper part shows the maps for the absolute power variables, the middle part the relative power variables and the lower part the frequency measures as well as the alpha slow-wave index (ASI) and theta/beta ratio (TBR). Warm colors indicate treatment induced increases compared to pre-dose; cold colors indicate decreases. 
The thresholds are set according to the degree of freedom to significance levels at p<0.10, p<0.05 and p<0.01 (see legend on the right).

Figure S2: Statistical probability maps of qEEG results after placebo dosing vs pre-dose at the analyzed time-points
Statistical probability maps of quantitative electroencephalography (qEEG) results comparing qEEG measurements after placebo with pre-dose in the vigilance-controlled condition with eyes closed (ECV). The timing of the measurements was 1.5, 6 and 24 hours after the initial dose, as well as 1.5 hours after the last dose on day 7. The maps are based on paired samples t-tests and the number of subjects included was 4. The upper part shows the maps for the absolute power variables, the middle part the relative power variables and the lower part the frequency measures as well as the alpha slow-wave index (ASI) and theta/beta ratio (TBR). Warm colors indicate treatment induced increases compared to pre-dose; cold colors indicate decreases. The thresholds are set according to the degree of freedom to significance levels at p<0.10, p<0.05 and p<0.01 (see legend on the right).

Figure S3: Statistical probability maps of qEEG results comparing dosing with 30 mg ACD856 to placebo dosing at the analyzed time-points.
Statistical probability maps of quantitative electroencephalography (qEEG) results comparing qEEG measurements after dosing with 30 mg ACD856 to placebo dosing in the vigilance-controlled condition with eyes closed (ECV). The timing of the measurements was 1.5, 6 and 24 hours after the initial dose, as well as 1.5 hours after the last dose on day 7. The maps are based on independent samples t-tests and the number of subjects included was 6 for 30 mg ACD856 and 4 for placebo. The upper part shows the maps for the absolute power variables, the middle part the relative power variables and the lower part the frequency measures as well as the alpha slow-wave index (ASI) and theta/beta ratio (TBR). Warm colors indicate treatment induced increases compared to pre-dose; cold colors indicate decreases. The thresholds are set according to the degree of freedom to significance levels at p<0.10, p<0.05 and p<0.01 (see legend on the right).

Figure S4: Statistical probability maps of qEEG results comparing dosing with 90 mg ACD856 to placebo dosing at the analyzed time-points  
Statistical probability maps of quantitative electroencephalography (qEEG) results comparing qEEG measurements after dosing with 90 mg ACD856 to placebo dosing in the vigilance-controlled condition with eyes closed (ECV). The timing of the measurements was 1.5, 6 and 24 hours after the initial dose, as well as 1.5 hours after the last dose on day 7. The maps are based on  independent samples t-tests and the number of subjects included was 6 for 90 mg ACD856 and 4 for placebo. The upper part shows the maps for the absolute power variables, the middle part the relative power variables and the lower part the frequency measures as well as the alpha slow-wave index (ASI) and theta/beta ratio (TBR). Warm colors indicate treatment induced increases compared to pre-dose; cold colors indicate decreases. The thresholds are set according to the degree of freedom to significance levels at p<0.10, p<0.05 and p<0.01 (see legend on the right).

Figure S5: Statistical probability maps of qEEG results after 90 mg ACD856 dosing vs pre-dose at the analyzed time-points in eyes closed resting condition
Statistical probability maps of quantitative electroencephalography (qEEG) results comparing qEEG measurements after dosing with 90 mg ACD856 with pre-dose in the eyes closed resting (ECR) condition. The timing of the measurements was 1.5, 6 and 24 hours after the initial dose, as well as 1.5 hours after the last dose on day 7. The maps are based on paired samples t-tests and the number of subjects included was 6. The upper part shows the maps for the absolute power variables, the middle part the relative power variables and the lower part the frequency measures as well as the alpha slow-wave index (ASI) and theta/beta ratio (TBR). Warm colors indicate treatment induced increases compared to pre-dose; cold colors indicate decreases. The thresholds are set according to the degree of freedom to significance levels at p<0.10, p<0.05 and p<0.01 (see legend on the right).

Figure S6: Statistical probability maps of qEEG results after 90 mg ACD856 dosing vs pre-dose at the analyzed time-points in the eyes open resting condition
Statistical probability maps of quantitative electroencephalography (qEEG) results comparing qEEG measurements after dosing with 90 mg ACD856 with pre-dose in the eyes open resting (EOR) condition. The timing of the measurements was 1.5, 6 and 24 hours after the initial dose, as well as 1.5 hours after the last dose on day 7. The maps are based on paired samples t-tests and the number of subjects included was 6. The upper part shows the maps for the absolute power variables, the middle part the relative power variables and the lower part the frequency measures as well as the alpha slow-wave index (ASI), the theta/beta ratio (TBR) and the alpha reactivity (AR). Warm colors indicate treatment induced increases compared to pre-dose; cold colors indicate decreases. The thresholds are set according to the degree of freedom to significance levels at p<0.10, p<0.05 and p<0.01 (see legend on the right).



Table S1: List of all laboratory parameters analyzed within the multiple ascending dose study
	Category
	Parameters 

	Hematology tests
	Hematocrit, Hemoglobin (Hb), platelet count, red blood cell (RBC) count, white blood cell (WBC) count with differential count.

	Biochemical profile
	ALT, Alkaline phosphatase (ALP), amylase, AST, bilirubin (total and conjugated), calcium, creatinine, Creatine Kinase (CK), gamma-glutamyl transferase (GGT), glucose, LDH, lipase, phosphate, potassium, sodium, urea nitrogen.
CK isoenzymes in subjects with CK > 3x ULN.

	Coagulation
	Activated partial thromboplastin time (APTT), Prothrombin complex international normalized ratio (PK[INR]).

	Urinalysis (dip-stick)
	Erythrocytes, glucose, ketones, leucocytes, nitrite, pH, protein, specific gravity, urobilinogen.

	Hormonal testing (at screening in women of nonchildbearing potential only)
	FSH.



Table S2: Reported adverse events by system organ class and preferred term 
	
	10 mg
(N=6)
	30 mg
(N=6)
	90 mg
(N=6)
	PLACEBO
(N=6)
	Total
(N=24)

	System organ class
      Preferred term
	n (%)
	m
	n (%)
	m
	n (%)
	m
	n (%)
	m
	n (%)
	m

	Total
	6 (100%)
	25
	6 (100%)
	13
	5 (83%)
	25
	5 (83%)
	17
	22 (92%)
	80

	General disorders and administration site conditions
	4 (67%)
	6
	2 (33%)
	2
	3 (50%)
	4
	5 (83%)
	6
	14 (58%)
	18

	      Catheter site inflammation
	0
	0
	0
	0
	0
	0
	1 (17%)
	1
	1 (4.2%)
	1

	      Fatigue
	0
	0
	1 (17%)
	1
	1 (17%)
	1
	1 (17%)
	1
	3 (13%)
	3

	      Feeling cold
	0
	0
	0
	0
	0
	0
	1 (17%)
	1
	1 (4.2%)
	1

	      Feeling hot
	0
	0
	0
	0
	1 (17%)
	1
	0
	0
	1 (4.2%)
	1

	      Medical device site reaction
	1 (17%)
	2
	0
	0
	0
	0
	0
	0
	1 (4.2%)
	2

	      Puncture site pain
	3 (50%)
	3
	1 (17%)
	1
	0
	0
	1 (17%)
	1
	5 (21%)
	5

	      Tenderness
	1 (17%)
	1
	0
	0
	2 (33%)
	2
	2 (33%)
	2
	5 (21%)
	5

	Nervous system disorders
	4 (67%)
	5
	3 (50%)
	3
	5 (83%)
	9
	2 (33%)
	2
	14 (58%)
	19

	      Disturbance in attention
	0
	0
	0
	0
	1 (17%)
	1
	0
	0
	1 (4.2%)
	1

	      Dysgeusia
	0
	0
	0
	0
	1 (17%)
	1
	0
	0
	1 (4.2%)
	1

	      Head discomfort
	0
	0
	1 (17%)
	1
	0
	0
	0
	0
	1 (4.2%)
	1

	      Headache
	3 (50%)
	4
	2 (33%)
	2
	5 (83%)
	7
	2 (33%)
	2
	12 (50%)
	15

	      Presyncope
	1 (17%)
	1
	0
	0
	0
	0
	0
	0
	1 (4.2%)
	1

	Gastrointestinal disorders
	3 (50%)
	3
	0
	0
	2 (33%)
	4
	2 (33%)
	3
	7 (29%)
	10

	      Abdominal pain upper
	1 (17%)
	1
	0
	0
	1 (17%)
	1
	1 (17%)
	1
	3 (13%)
	3

	      Dry mouth
	1 (17%)
	1
	0
	0
	0
	0
	0
	0
	1 (4.2%)
	1

	      Dyspepsia
	0
	0
	0
	0
	0
	0
	1 (17%)
	2
	1 (4.2%)
	2

	      Eructation
	1 (17%)
	1
	0
	0
	0
	0
	0
	0
	1 (4.2%)
	1

	      Nausea
	0
	0
	0
	0
	2 (33%)
	3
	0
	0
	2 (8.3%)
	3

	Musculoskeletal and connective tissue disorders
	0
	0
	1 (17%)
	1
	2 (33%)
	2
	3 (50%)
	4
	6 (25%)
	7

	      Arthralgia
	0
	0
	1 (17%)
	1
	0
	0
	1 (17%)
	1
	2 (8.3%)
	2

	      Back pain
	0
	0
	0
	0
	0
	0
	1 (17%)
	1
	1 (4.2%)
	1

	      Musculoskeletal stiffness
	0
	0
	0
	0
	2 (33%)
	2
	1 (17%)
	1
	3 (13%)
	3

	      Pain in extremity
	0
	0
	0
	0
	0
	0
	1 (17%)
	1
	1 (4.2%)
	1

	Cardiac disorders
	2 (33%)
	5
	2 (33%)
	3
	0
	0
	0
	0
	4 (17%)
	8

	      Atrioventricular block second degree
	1 (17%)
	3
	1 (17%)
	2
	0
	0
	0
	0
	2 (8.3%)
	5

	      Ventricular extrasystoles
	1 (17%)
	2
	1 (17%)
	1
	0
	0
	0
	0
	2 (8.3%)
	3

	Infections and infestations
	1 (17%)
	1
	1 (17%)
	1
	1 (17%)
	1
	0
	0
	3 (13%)
	3

	      COVID-19
	0
	0
	1 (17%)
	1
	0
	0
	0
	0
	1 (4.2%)
	1

	      Nasopharyngitis
	1 (17%)
	1
	0
	0
	1 (17%)
	1
	0
	0
	2 (8.3%)
	2

	Respiratory, thoracic, and mediastinal disorders
	2 (33%)
	2
	0
	0
	1 (17%)
	1
	0
	0
	3 (13%)
	3

	      Epistaxis
	0
	0
	0
	0
	1 (17%)
	1
	0
	0
	1 (4.2%)
	1

	      Oropharyngeal pain
	2 (33%)
	2
	0
	0
	0
	0
	0
	0
	2 (8.3%)
	2

	Skin and subcutaneous tissue disorders
	1 (17%)
	2
	1 (17%)
	1
	0
	0
	1 (17%)
	1
	3 (13%)
	4

	      Eczema
	0
	0
	1 (17%)
	1
	0
	0
	1 (17%)
	1
	2 (8.3%)
	2

	      Pruritus
	1 (17%)
	1
	0
	0
	0
	0
	0
	0
	1 (4.2%)
	1

	      Rash
	1 (17%)
	1
	0
	0
	0
	0
	0
	0
	1 (4.2%)
	1

	Injury, poisoning and procedural complications
	0
	0
	1 (17%)
	1
	0
	0
	1 (17%)
	1
	2 (8.3%)
	2

	      Post lumbar puncture syndrome
	0
	0
	0
	0
	0
	0
	1 (17%)
	1
	1 (4.2%)
	1

	      Post procedural hematoma
	0
	0
	1 (17%)
	1
	0
	0
	0
	0
	1 (4.2%)
	1

	Investigations
	1 (17%)
	1
	0
	0
	1 (17%)
	2
	0
	0
	2 (8.3%)
	3

	      Amylase increased
	0
	0
	0
	0
	1 (17%)
	1
	0
	0
	1 (4.2%)
	1

	      Lipase increased
	1 (17%)
	1
	0
	0
	1 (17%)
	1
	0
	0
	2 (8.3%)
	2

	Psychiatric disorders
	0
	0
	0
	0
	2 (33%)
	2
	0
	0
	2 (8.3%)
	2

	      Irritability
	0
	0
	0
	0
	1 (17%)
	1
	0
	0
	1 (4.2%)
	1

	      Terminal insomnia
	0
	0
	0
	0
	1 (17%)
	1
	0
	0
	1 (4.2%)
	1

	Eye disorders
	0
	0
	1 (17%)
	1
	0
	0
	0
	0
	1 (4.2%)
	1

	      Vision blurred
	0
	0
	1 (17%)
	1
	0
	0
	0
	0
	1 (4.2%)
	1

	


Data based on Full analysis set. n: number of subjects. m: number of events. Percentages are based on the number of subjects in the treatment group. The following events are coded with multiple terms and are represented as separate events in tables and listings: 'Itching after ECG electrodes', 'Rash after ECG electrodes'. 



Figure S1: Statistical probability maps of qEEG results after 30 mg ACD856 dosing vs pre-dose at the analyzed time-points
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Figure S2: Statistical probability maps of qEEG results after placebo dosing vs pre-dose at the analyzed time-points
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Figure S3: Statistical probability maps of qEEG results comparing dosing with 30 mg ACD856 to placebo dosing at the analyzed time-points.
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Figure S4: Statistical probability maps of qEEG results comparing dosing with 90 mg ACD856 to placebo dosing at the analyzed time-points  
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Figure S5: Statistical probability maps of qEEG results after 90 mg ACD856 dosing vs pre-dose at the analyzed time-points in eyes closed resting condition.
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Figure S6: Statistical probability maps of qEEG results after 90 mg ACD856 dosing vs pre-dose at the analyzed time-points in the eyes open resting condition.
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