Table S1. Objective outcomes measured during the AM assessments
	Item
	Time 
point
	EWH
	Placebo
	Group comparison
	P value

	
	
	Mean
	SD
	EMM
	SE
	95%
CI-
	95%
CI+
	Mean
	SD
	EMM
	SE
	95%
CI-
	95%
CI+
	⊿
	SE
	95%
CI-
	95%
CI+
	Treatment effect
	Sequence
effect
	Period 
effect

	Weight (kg)
	BL
	62.2 
	8.4 
	62.2 
	1.1 
	60.1 
	64.3 
	62.0 
	8.2 
	62.0 
	1.1 
	59.9 
	64.2 
	0.2 
	0.1 
	-0.1 
	0.4 
	- 
	0.971 
	0.081 

	
	Day7
	62.0 
	8.5 
	62.0 
	1.1 
	59.8 
	64.2 
	62.1 
	8.6 
	62.1 
	1.1 
	59.9 
	64.3 
	-0.1 
	0.1 
	-0.3 
	0.2 
	0.627 
	0.954 
	0.016*

	
	(Day7-BL)
	-0.2 
	0.8 
	-0.2 
	0.1 
	-0.4 
	0.0 
	0.0 
	0.9 
	0.0 
	0.1 
	-0.2 
	0.2 
	-0.2 
	0.1 
	-0.5 
	0.1 
	0.159 
	0.745 
	0.603 

	BMI (kg/m2)
	BL
	23.4 
	2.5 
	23.4 
	0.3 
	22.8 
	24.1 
	23.4 
	2.4 
	23.4 
	0.3 
	22.8 
	24.0 
	0.1 
	0.0 
	0.0 
	0.2 
	-
	0.122 
	0.070 

	
	Day7
	23.4 
	2.5 
	23.4 
	0.3 
	22.7 
	24.0 
	23.4 
	2.5 
	23.4 
	0.3 
	22.7 
	24.0 
	0.0 
	0.0 
	-0.1 
	0.1 
	0.762 
	0.140 
	0.014*

	
	(Day7-BL)
	-0.1 
	0.3 
	-0.1 
	0.0 
	-0.2 
	0.0 
	0.0 
	0.3 
	0.0 
	0.0 
	-0.1 
	0.1 
	-0.1 
	0.1 
	-0.2 
	0.0 
	0.128 
	0.786 
	0.581 

	Mean calf circumference of both legs (cm)
	BL
	36.3 
	2.2 
	36.3 
	0.3 
	35.7 
	36.9 
	36.2 
	2.3 
	36.2 
	0.3 
	35.6 
	36.8 
	0.1 
	0.1 
	0.0 
	0.2 
	-
	0.576 
	0.320 

	
	Day7
	36.3 
	2.3 
	36.3 
	0.3 
	35.7 
	36.8 
	36.2 
	2.2 
	36.2 
	0.3 
	35.6 
	36.8 
	0.0 
	0.1 
	-0.1 
	0.2 
	0.420 
	0.637 
	0.647 

	
	(Day7-BL)
	0.0 
	0.4 
	0.0 
	0.1 
	-0.1 
	0.1 
	0.0 
	0.5 
	0.0 
	0.1 
	-0.1 
	0.1 
	0.0 
	0.1 
	-0.2 
	0.1 
	0.522 
	0.509 
	0.278 

	Calf circumference of the dominant leg (cm)
	BL
	36.2 
	2.3 
	36.2 
	0.3 
	35.6 
	36.8 
	36.1 
	2.3 
	36.1 
	0.3 
	35.6 
	36.7 
	0.1 
	0.1 
	0.0 
	0.2 
	-
	0.580 
	0.354 

	
	Day7
	36.2 
	2.3 
	36.2 
	0.3 
	35.6 
	36.8 
	36.2 
	2.3 
	36.2 
	0.3 
	35.6 
	36.7 
	0.1 
	0.1 
	-0.1 
	0.2 
	0.404 
	0.601 
	0.456 

	
	(Day7-BL)
	0.0 
	0.5 
	0.0 
	0.1 
	-0.1 
	0.1 
	0.0 
	0.5 
	0.0 
	0.1 
	-0.1 
	0.1 
	0.0 
	0.1 
	-0.2 
	0.1 
	0.730 
	0.869 
	0.192 

	Right calf circumference (cm)
	BL
	36.2 
	2.2 
	36.2 
	0.3 
	35.6 
	36.8 
	36.1 
	2.2 
	36.1 
	0.3 
	35.5 
	36.7 
	0.1 
	0.1 
	0.0 
	0.2 
	-
	0.521 
	0.240 

	
	Day7
	36.2 
	2.3 
	36.2 
	0.3 
	35.6 
	36.8 
	36.1 
	2.2 
	36.1 
	0.3 
	35.5 
	36.7 
	0.1 
	0.1 
	-0.1 
	0.2 
	0.331 
	0.536 
	0.457 

	
	(Day7-BL)
	0.0 
	0.5 
	0.0 
	0.1 
	-0.2 
	0.1 
	0.0 
	0.6 
	0.0 
	0.1 
	-0.1 
	0.2 
	0.0 
	0.1 
	-0.2 
	0.1 
	0.690 
	0.894 
	0.154 

	Left calf circumference (cm)
	BL
	36.3 
	2.3 
	36.3 
	0.3 
	35.7 
	36.9 
	36.2 
	2.3 
	36.2 
	0.3 
	35.6 
	36.8 
	0.1 
	0.1 
	-0.1 
	0.2 
	-
	0.638 
	0.755 

	
	Day7
	36.3 
	2.3 
	36.3 
	0.3 
	35.7 
	36.9 
	36.3 
	2.3 
	36.3 
	0.3 
	35.7 
	36.8 
	0.0 
	0.1 
	-0.1 
	0.2 
	0.654 
	0.778 
	0.985 

	
	(Day7-BL)
	0.0 
	0.5 
	0.0 
	0.1 
	-0.2 
	0.1 
	0.0 
	0.5 
	0.0 
	0.1 
	-0.1 
	0.1 
	-0.1 
	0.1 
	-0.2 
	0.1 
	0.527 
	0.218 
	0.810 

	Mean ankle circumference of both legs (cm)
	BL
	21.8 
	0.9 
	21.8 
	0.1 
	21.5 
	22.1 
	21.7 
	1.2 
	21.7 
	0.1 
	21.5 
	22.0 
	0.0 
	0.1 
	-0.2 
	0.3 
	-
	0.273 
	0.000**

	
	Day7
	21.6 
	1.1 
	21.6 
	0.1 
	21.3 
	21.9 
	21.6 
	1.1 
	21.6 
	0.1 
	21.3 
	21.9 
	0.0 
	0.1 
	-0.2 
	0.2 
	0.953 
	0.617 
	0.000**

	
	(Day7-BL)
	-0.2 
	0.7 
	-0.2 
	0.1 
	-0.4 
	0.0 
	-0.1 
	0.7 
	-0.1 
	0.1 
	-0.3 
	0.0 
	0.0 
	0.1 
	-0.3 
	0.2 
	0.721 
	0.282 
	0.105 

	Ankle circumference of the dominant leg (cm)
	BL
	21.8 
	1.0 
	21.8 
	0.1 
	21.5 
	22.0 
	21.7 
	1.3 
	21.7 
	0.1 
	21.4 
	22.0 
	0.0 
	0.1 
	-0.2 
	0.3 
	-
	0.200 
	0.000**

	
	Day7
	21.5 
	1.2 
	21.5 
	0.1 
	21.2 
	21.8 
	21.6 
	1.1 
	21.6 
	0.1 
	21.3 
	21.9 
	-0.1 
	0.1 
	-0.2 
	0.1 
	0.509 
	0.574 
	0.000**

	
	(Day7-BL)
	-0.2 
	0.7 
	-0.2 
	0.1 
	-0.4 
	0.0 
	-0.1 
	0.9 
	-0.1 
	0.1 
	-0.3 
	0.1 
	-0.1 
	0.1 
	-0.4 
	0.2 
	0.440 
	0.268 
	0.037*

	Right ankle circumference (cm)
	BL
	21.7 
	1.0 
	21.7 
	0.1 
	21.5 
	22.0 
	21.7 
	1.3 
	21.7 
	0.1 
	21.4 
	22.0 
	0.0 
	0.1 
	-0.2 
	0.3 
	-
	0.177 
	0.000**

	
	Day7
	21.5 
	1.2 
	21.5 
	0.1 
	21.2 
	21.8 
	21.6 
	1.1 
	21.6 
	0.1 
	21.3 
	21.8 
	0.0 
	0.1 
	-0.2 
	0.1 
	0.630 
	0.614 
	0.001**

	
	(Day7-BL)
	-0.2 
	0.7 
	-0.2 
	0.1 
	-0.4 
	0.0 
	-0.1 
	0.9 
	-0.1 
	0.1 
	-0.3 
	0.1 
	-0.1 
	0.1 
	-0.4 
	0.2 
	0.494 
	0.180 
	0.044*

	Left ankle circumference (cm)
	BL
	21.8 
	1.0 
	21.8 
	0.1 
	21.5 
	22.1 
	21.7 
	1.2 
	21.7 
	0.1 
	21.5 
	22.0 
	0.1 
	0.1 
	-0.2 
	0.3 
	-
	0.409 
	0.000**

	
	Day7
	21.6 
	1.1 
	21.6 
	0.1 
	21.3 
	21.9 
	21.6 
	1.2 
	21.6 
	0.1 
	21.3 
	21.9 
	0.1 
	0.1 
	-0.1 
	0.2 
	0.574 
	0.620 
	0.000**

	
	(Day7-BL)
	-0.2 
	0.8 
	-0.2 
	0.1 
	-0.3 
	0.0 
	-0.2 
	0.7 
	-0.2 
	0.1 
	-0.3 
	0.0 
	0.0 
	0.1 
	-0.3 
	0.3 
	0.989 
	0.591 
	0.411 


BL = Baseline, SD = standard deviation, EMM = estimated marginal means, SE = standard error, 95% CI- = 95% confidence interval (lower bound), 95% CI+ = 95% confidence interval (upper bound), ⊿ = difference in estimated marginal means. *P < 0.05, ** P < 0.01 compared with the placebo group at the same time point (between-group comparison based on a general linear mixed model).

