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Supplementary Table S1: Tolcapone has no effect on polysomnographic and subjective markers of sleep quality in baseline and recovery nights.
	
	Placebo condition
	Tolcapone condition
	Factor ‘condition’

	
	Baseline
	Recovery
	Baseline
	Recovery
	F1,79
	p

	Stage 1 (min)
	30.1 ± 10.9
	14.6 ± 8.0
	30.3 ± 16.2
	15.4 ± 8.4
	131.2
	< 0.0001

	Stage 2 (min)
	219.7 ± 29.2
	207.7 ± 31.6
	221.5 ± 29.2
	202.6 ± 32.3
	17.0
	< 0.0001

	Slow wave sleep (min)
	89.8 ± 23.0
	141.5 ± 35.9
	89.4 ± 25.1
	138.6 ± 23.6
	367.5
	< 0.0001

	NREM sleep (min)
	309.5 ± 23.7
	349.2 ± 28.1
	310.9 ± 24.4
	341.1 ± 26.2
	122.1
	< 0.0001

	REM sleep (min)
	110.8 ± 22.9
	104.7 ± 24.7
	110.3 ± 21.2
	112.5 ± 23.9
	1.5
	0.22

	WASO (min)
	7.4 ± 10.1
	1.6 ± 2.3
	8.3 ± 13.1
	1.3 ± 2.2
	27.2
	< 0.0001

	Total sleep time (min)
	450.4 ± 16.5
	468.6 ± 6.2
	451.5 ± 20.2
	469.0 ± 5.4
	41.4
	< 0.0001

	Sleep episode (min)
	462.7 ± 14.9
	475.7 ± 5.4
	463.7 ± 15.9
	475.7 ± 3.6
	20.6
	< 0.0001

	Sleep efficiency (%)
	93.9 ±  3.4
	97.6 ± 1.3
	94.1 ± 4.2
	97.7 ± 1.1
	61.2
	< 0.0001

	Sleep latency (min)
	15.3 ± 10.4
	4.3 ± 5.4
	16.2 ± 16.0
	4.3 ± 3.6
	42.4
	< 0.0001

	REM sleep latency (min)
	75.7 ± 24.7
	72.1 ± 29.2
	68.4 ± 18.7
	71.2 ± 25.7
	0.0
	0.85

	EEG SWA (μV2)
	131.1 ± 8.1
	164.9 ± 10.9
	128.0 ± 8.2
	168.7 ± 11.1
	189.4
	< 0.0001

	Subjective sleep quality
	
	
	
	
	
	

	Sleep latency (min)
	16.1 ± 9.2
	6.4 ± 4.7
	17.0 ± 9.3
	8.5 ± 9.0
	43.5
	< 0.0001

	Number of awakenings 
	2.2 ± 2.2
	0.8 ± 0.7
	2.1 ± 1.4
	1.2 ± 1.0
	22.3
	< 0.0001

	Time spent awake (min)
	19.9 ± 26.1
	7.1 ± 11.8
	16.1 ± 25.4
	4.8 ± 6.2
	14.8
	0.0002

	Sleep intensity (VAS)
	50.0 ± 16.3
	73.5 ± 12.9
	47.8 ± 17.8
	66.0 ± 17.8
	67.9
	< 0.0001

	Mood state (VAS)
	53.1 ± 14.6
	55.1 ± 13.1
	50.3 ± 11.4
	51.7 ± 14.8
	1.2
	0.27



Values represent means ± SD. Visually scored sleep variables (‘polysomnography’) are derived from the first 480 minutes from lights-off, in 10 individuals of each genotype groups  (except for n = 9 in Val/Val genotype in recovery nights due to artefacts in recordings). Stages 1 and s2 = NREM sleep stages 1 and 2; Slow wave sleep = combined NREM sleep stages 3 and 4; WASO = wakefulness after sleep onset; TST = total sleep time; Sleep episode = time after sleep onset until final awakening; Sleep efficiency = percentage of TST per 480 min; Sleep latency = time from lights-off to first occurrence of stage 2; REM sleep latency = time from sleep onset to first occurrence of REM sleep; EEG SWA = slow-wave activity, spectral power in 0.5-4.5 Hz range. Subjective sleep quality was assessed with 100-mm visual analogue scales (VAS) administered upon awakening. Subjectively perceived sleep intensity was estimated from two questions about how calm and deep sleep was, and subjective mood state represents an average score of five ratings about feeling recovered, happy, energetic, calm, and focused.
F- and p-values: mixed-model ANOVA with the factors ‘condition’, ‘COMT genotype’, and ‘treatment’. No significant main effects and interactions with factors ‘COMT genotype’ and ‘treatment’ were found.


Supplementary Figure S1. Flow chart for enrollment of study participants and randomization into drug order groups.
[image: ]
a Reasons for exclusion after screening: < 80 % sleep efficiency in screening night, n = 6; positive drug screen, n = 1.
b Reasons for no enrollment despite successful screening: scheduled study dates were not possible due to work obligations or illness, loss of contact with potential study participants, objective of 10 participants per genotype was reached.


Supplementary Figure S2. Evolution of median PVT response speed and subjective state during prolonged waking.
[image: ]
Data represent means ± SEM in 30 study participants, split by treatment (placebo: white symbols; tolcapone: black symbols). Mixed-model ANOVA indicated highly significant effects of ‘time’ (pall < 0.0001), yet no significant main effects or interactions of the factors ‘COMT genotype’ and ‘treatment’. The following task and questionnaires were employed: (a) median speed on the psychomotor vigilance task (PVT); (b) (a) Karolinska Sleepiness Scale (KSS; range 0-9); (c) Tiredness Symptom Scale (TSS; range 0-14); (d-f) Visual Analogue Scales (VAS; ranges 0-100); (g-i) Profile of Mood States (POMS; ranges 0-42).
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