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	MDS-UPDRS Item
	
	Randomiz-ation
	Termination visit
	Mean change (95% CI) from R to TV
	p-value 1,a
	Mean difference (95% CI)
	p-value 2
	Effect size 1,b
	Effect size 2,b

	 1.1
	P
	0.58 ±0.69
	0.68 ±0.75
	0.11 (-0.15; 0.33)
	0.634
	0.05 (-023; 0.34)
	0.697
	0.16
	0.06

	
	V
	0.68 ±0.67
	0.74 ±0.73
	0.05 (-0.14; 0.25)
	1.000
	
	
	0.09
	

	 1.2
	P
	NA
	NA
	NA
	NA
	NA 
	NA
	NA
	NA

	
	V
	NA
	NA
	NA 
	NA
	
	
	NA
	

	 1.3
	P
	0.53 ±0.70
	0.68 ±0.58
	0.16 (-0.08; 0.40)
	0.360
	0.05 (-0.30; 0.41)
	0.783
	0.22
	0.05

	
	V
	0.53 ±0.70
	0.63 ±0.90
	0.11 (-0.17; 0.38)
	0.828
	
	
	0.13
	

	 1.4
	P
	0.68 ±1.00
	0.89 ±0.88
	0.21 (-0.05; 0.47)
	0.204
	0.37 (-0.07; 0.80)
	0.044
	0.27
	0.33

	
	V
	0.89 ±0.94
	0.74 ±1.05
	-0.16 (-0.53; 0.21)
	0.816
	
	
	-0.13
	

	 1.5
	P
	0.53 ±0.96
	0.53 ±0.91
	0.00 (-0.23; 0.23)
	1.000
	-0.16 (-0.51; 0.20)
	0.460
	0.00
	-0.12

	
	V
	0.68 ±0.89
	0.84 ±0.90
	0.16 (-0.13; 0.45)
	0.514
	
	
	0.18
	

	 1.6
	P
	NA
	NA
	NA
	NA
	NA 
	NA
	NA
	NA

	
	V
	NA
	NA
	NA 
	NA
	
	
	NA
	

	 1.7
	P
	0.58 ±1.02
	2.37 ±1.38
	1.79 (1.15; 2.42)
	0.002
	1.74 (0.95; 2.53)
	<0.001
	0.56
	0.61

	
	V
	0.95 ±0.91
	1.00 ±1.11
	0.05 (-0.47; 0.57)
	1.000
	
	
	0.01
	

	 1.8
	P
	0.95 ±0.78
	1.05 ±0.71
	0.11 (-0.21; 0.42)
	0.960
	-0.21 (-0.63; 0.21)
	0.459
	0.12
	-0.12

	
	V
	0.95 ±0.78
	1.21 ±0.79
	0.26 (-0.01; 0.53)
	0.118
	
	
	0.29
	

	 1.9
	P
	1.79 ±1.13
	2.11 ±1.05
	0.32 (-0.14; 0.78)
	0.306
	-0.05 (-0.66, 0.55)
	0.950
	0.23
	-0.01

	
	V
	1.58 ±0.96
	1.95 ±1.08
	0.37 (-0.06; 0.80)
	0.166
	
	
	0.28
	

	 1.10
	P
	0.84 ±1.17
	1.00 ±1.25
	0.16 (-0.41; 0.72)
	1.000
	0.00 (-0.63; 0.63)
	0.958
	0.10
	0.01

	
	V
	1.16 ±1.39
	1.32 ±1.53
	0.16 (-0.17; 0.49)
	0.634
	
	
	0.16
	

	 1.11
	P
	0.74 ±0.87
	0.74 ±1.05
	0.00 (-0.28; 0.28)
	1.000
	0.00 (-0.44; 0.44)
	0.821
	0.00
	0.02

	
	V
	0.53 ±0.84
	0.53 ±0.70
	0.00 (-0.36; 0.36)
	1.000
	
	
	0.00
	

	 1.12
	P
	0.68 ±0.75
	0.42 ±0.77
	-0.26 (-0.65; 0.13)
	0.332
	-0.47 (-0.97; 0.03)
	0.078
	-0.23
	-0.29

	
	V
	0.74 ±0.65
	0.95 ±0.97
	0.21 (-0.13; 0.55)
	0.412
	
	
	0.21
	

	 1.13
	P
	0.42 ±0.84
	0.53 ±1.02
	0.11 (-0.21; 0.42)
	0.960
	0.11 (-0.30; 0.51)
	0.728
	0.12
	0.06

	
	V
	0.68 ±0.82
	0.68 ±0.82
	0.00 (-0.28; 0.28)
	1.000
	
	
	0.00
	

	NMSS Domain
	
	Randomiz-ation
	Termination visit
	Mean change (95% CI) from R to TV
	p-value 1,a
	Mean difference (95% CI)
	p-value 2
	Effect size 1,c
	Effect size 2,c

	D 1
	P
	1.89 ±2.26
	1.58 ±2.69
	0.32 (-1.61; 0.98)
	1.000
	-1.32 (-2.99; 0.36)
	0.137
	-0.11
	-0.51

	
	V
	1.63 ±2.17
	2.63 ±3.15
	1.00 (-0.15; 2.15)
	0.182
	
	
	0.42
	

	D 2
	P
	6.32 ±6.66
	14.32 ±11.74
	8.00 (2.88; 13.12)
	0.002
	7.53 (1.86; 13.19)
	0.023
	0.75
	0.81

	
	V
	10.53 ±8.29
	11.00 ±8.91
	0.47 (-2.39; 3.34)
	1.000
	
	
	0.08
	

	D 3
	P
	6.53 ±7.68
	6.16 ±7.34
	-0.37 (-2.30; 1.56)
	1.000
	-1.26 (-3.96; 1.43)
	0.836
	-0.09
	-0.31

	
	V
	8.00 ±9.98
	8.89 ±11.76
	0.90 (-1.12; 2.91)
	1.000
	
	
	0.21
	

	D 4
	P
	0.05 ±0.23
	0.05 ±0.23
	NA
	1.000
	0.16 (-0.17; 0.49)
	0.317
	NA
	0.32

	
	V
	1.79 ±4.22
	1.63 ±4.23
	-0.16 (-0.49; 0.17)
	0.634
	
	
	-0.23
	

	D 5
	P
	3.37 ±4.76
	3.58 ±5.15
	0.21 (-0.48; 0.90)
	1.000
	-0.42 (-2.11; 1.27)
	0.447
	0.15
	-0.17

	
	V
	3.63 ±4.72
	4.26 ±4.79
	0.63 (-0.98; 2.24)
	0.688
	
	
	0.19
	

	D 6
	P
	2.89 ±4.11
	3.42 ±4.53
	0.53 (-0.46; 1.51)
	0.516
	0.16 (-1.05; 1.37)
	0.646
	0.26
	0.09

	
	V
	2.89 ±3.00
	3.26 ±3.59
	0.37 (-0.41; 1.14)
	0.640
	
	
	0.23
	

	D 7
	P
	5.58 ±6.85
	6.32 ±8.09
	0.74 (-1.11; 2.58)
	0.648
	0.84 (-1.23; 2.92)
	0.330
	0.19
	0.27

	
	V
	7.16 ±7.46
	7.05 ±6.57
	-0.11 (-1.21; 1.00)
	1.000
	
	
	-0.05
	

	D 8
	P
	0.21 ±0.63
	0.84 ±2.77
	0.63 (-0.70; 1.96)
	0.634
	0.84 (-0.51; 2.19)
	0.163
	0.23
	0.41

	
	V
	0.21 ±0.92
	0.00 ±0.00
	-0.21 (-0.65; 0.23)
	0.634
	
	
	-0.23
	

	D 9
	P
	8.32 ±5.76
	9.89 ±6.94
	1.58 (-0.99; 4.15)
	0.654
	0.42 (-2.98; 3.82)
	0.743
	0.30
	0.08

	
	V
	8.58 ±6.12
	9.74 ±5.86
	1.16 (-1.25; 3.56)
	0.658
	
	
	0.23
	


Data are presented as mean ± standard deviation (endpoint scores at randomization and termination) or mean (95% CI) (change of endpoint scores). As only 2 and 7 patients scored on MDS-UPDRS 1.2 and 1.6, no statistical analysis on these items was performed. 1 Within group comparison. 2 Between group comparison. For all p-values, significance level was set at p≤0.05. a p-value corrected for multiple testing (multiplied by 2). b Effect size calculated with rcontrast, values of 0.1, 0.3 and 0.5 considered as ‘small’, ‘medium’ and ‘large’ effect sizes. c Effect size according to Cohen´s D. Abbreviations: MDS-UPDRS, Movement Disorder Society- Unified Parkinson´s Disease Rating Scale; NMSS, Non-Motor Symptoms Scale; D, (Sub-)Domain; R, Randomization; TV, Termination Visit; CI, confidence interval; P, Placebo; V, Verum; NA, not applicable. MDS-UPDRS items: 1.1: Cognitive impairment, 1.2: Hallucinations and psychosis, 1.3: Depressed Mood, 1.4: Anxious Mood, 1.5: Apathy, 1.6: Features of dopamine dysregulation syndrome, 1.7: Nighttime sleep problems, 1.8: Daytime sleepiness, 1.9: Pain and other sensations, 1.10: Urinary problems, 1.11: Constipation problems, 1.12: Lightheadedness on standing, 1.13: Fatigue. NMSS Domains: Domain 1: Cardiovascular: Item 1: Light-headedness, Item 2: Fainting. Domain 2: Sleep/Fatigue: Item 3: Daytime sleepiness, Item 4: Fatigue, Item 5: Difficulty falling asleep, Item 6: Restless legs. Domain 3: Mood/Apathy: Item 7: Lost interest in surroundings, Item 8: Lack motivation, Item 9: Feel nervous, Item 10: Seem sad, Item 11: Flat mood, Item 12: Difficulty experiencing pleasure. Domain 4: Perceptual problems/Hallucinations: Item 13: Hallucinations, Item 14: Delusions, Item 15: Double vision. Domain 5: Attention/Memory:  Item 16: Concentration, Item 17: Forget things or events, Item 18: Forget to do things. Domain 6: Gastrointestinal: Item 19: Saliva, Item 20: Swallowing, Item 21: Constipation. Domain 7: Urinary: Item 22: Urgency, Item 23: Frequency, Item 24: Nocturia. Domain 8: Sexual dysfunction: Item 25: Interest in sex, Item 26: Problems having sex. Domain 9: Miscellaneous: Item 27: Pain, Item 28: Taste or smell, Item 29: Weight change, Item 30: Excessive sweating.
