Table S2. Measured values of all outcomes during the PM 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

	Facial swelling (mm)
	BL
	49.6 
	20.0 
	49.5 
	2.3 
	44.8 
	54.1 
	51.7 
	17.6 
	51.7 
	2.3 
	47.0 
	56.3 
	-2.2 
	2.3 
	-6.8 
	2.4 
	-
	0.012*
	0.434 

	
	Day7
	43.4 
	17.8 
	43.3 
	2.4 
	38.6 
	48.0 
	46.9 
	19.5 
	46.8 
	2.4 
	42.1 
	51.5 
	-3.5 
	2.2 
	-8.0 
	0.9 
	0.113 
	0.133 
	0.130 

	
	(Day7-BL)
	-6.2 
	16.4 
	-6.2 
	1.9 
	-10.0 
	-2.4 
	-4.9 
	13.9 
	-4.8 
	1.9 
	-8.7 
	-1.0 
	-1.4 
	2.4 
	-6.3 
	3.5 
	0.577 
	0.173 
	0.525 

	Swelling around the eyes (mm)
	BL
	49.4 
	20.0 
	49.3 
	2.4 
	44.5 
	54.1 
	53.3 
	18.8 
	53.3 
	2.4 
	48.5 
	58.0 
	-3.9 
	2.4 
	-8.7 
	0.8 
	-
	0.013*
	0.505 

	
	Day7
	45.6 
	19.2 
	45.5 
	2.5 
	40.6 
	50.4 
	48.0 
	19.3 
	48.0 
	2.5 
	43.2 
	52.9 
	-2.5 
	2.3 
	-7.2 
	2.1 
	0.272 
	0.277 
	0.058 

	
	(Day7-BL)
	-3.9 
	17.3 
	-3.8 
	2.1 
	-7.9 
	0.3 
	-5.3 
	15.5 
	-5.2 
	2.1 
	-9.3 
	-1.1 
	1.4 
	2.6 
	-3.9 
	6.7 
	0.600 
	0.069 
	0.284 

	Lack of definition in facial contour (mm)
	BL
	51.8 
	19.5 
	51.7 
	2.3 
	47.1 
	56.3 
	55.1 
	17.6 
	55.0 
	2.3 
	50.4 
	59.7 
	-3.3 
	2.2 
	-7.8 
	1.1 
	-
	0.034*
	0.205 

	
	Day7
	46.0 
	20.5 
	45.9 
	2.5 
	41.0 
	50.8 
	47.9 
	18.3 
	47.9 
	2.5 
	43.0 
	52.8 
	-2.0 
	2.1 
	-6.1 
	2.2 
	0.345 
	0.094 
	0.096 

	
	(Day7-BL)
	-5.8 
	16.2 
	-5.8 
	1.9 
	-9.6 
	-2.0 
	-7.2 
	13.4 
	-7.2 
	1.9 
	-11.0 
	-3.4 
	1.4 
	2.7 
	-4.0 
	6.8 
	0.612 
	0.650 
	0.821 

	Calf swelling (mm)
	BL
	66.3 
	17.6 
	66.2 
	2.1 
	62.0 
	70.4 
	69.2 
	16.2 
	69.2 
	2.1 
	65.1 
	73.4 
	-3.0 
	2.0 
	-7.1 
	1.0 
	-
	0.065 
	0.008**

	
	Day7
	58.5 
	21.2 
	58.4 
	2.6 
	53.3 
	63.6 
	62.6 
	20.7 
	62.5 
	2.6 
	57.4 
	67.7 
	-4.1 
	2.1 
	-8.2 
	0.0 
	0.048*
	0.038*
	0.003**

	
	(Day7-BL)
	-7.8 
	18.6 
	-7.8 
	2.3 
	-12.3 
	-3.4 
	-6.7 
	16.4 
	-6.7 
	2.3 
	-11.2 
	-2.2 
	-1.1 
	2.8 
	-6.8 
	4.6 
	0.694 
	0.370 
	0.778 

	Ankle swelling (e.g., shoes or socks feel tight) (mm)
	BL
	66.3 
	18.7 
	66.2 
	2.1 
	62.0 
	70.5 
	68.5 
	15.7 
	68.5 
	2.1 
	64.3 
	72.7 
	-2.3 
	2.3 
	-6.9 
	2.3 
	-
	0.022*
	0.039*

	
	Day7
	59.1 
	22.7 
	58.9 
	2.6 
	53.7 
	64.2 
	63.3 
	20.4 
	63.3 
	2.6 
	58.0 
	68.5 
	-4.3 
	2.2 
	-8.7 
	0.1 
	0.054 
	0.020*
	0.001**

	
	(Day7-BL)
	-7.2 
	21.0 
	-7.3 
	2.5 
	-12.2 
	-2.4 
	-5.2 
	17.2 
	-5.2 
	2.5 
	-10.1 
	-0.4 
	-2.0 
	3.5 
	-9.0 
	4.9 
	0.562 
	0.399 
	0.434 

	Coldness in hands and feet (mm)
	BL
	28.0 
	19.3 
	27.9 
	2.4 
	23.1 
	32.8 
	28.0 
	19.8 
	28.1 
	2.4 
	23.3 
	33.0 
	-0.2 
	1.9 
	-4.1 
	3.6 
	-
	0.893 
	0.000**

	
	Day7
	26.1 
	20.7 
	26.0 
	2.6 
	20.9 
	31.2 
	24.6 
	20.2 
	24.7 
	2.6 
	19.6 
	29.8 
	1.3 
	2.0 
	-2.8 
	5.4 
	0.519 
	0.848 
	0.000**

	
	(Day7-BL)
	-1.9 
	13.5 
	-1.9 
	1.7 
	-5.2 
	1.4 
	-3.4 
	12.3 
	-3.4 
	1.7 
	-6.7 
	-0.1 
	1.5 
	2.2 
	-2.8 
	5.8 
	0.479 
	0.905 
	0.479 

	Temporary depressed mood due to prominent blue dark circles (mm)
	BL
	43.7 
	23.6 
	43.6 
	3.0 
	37.6 
	49.6 
	38.4 
	23.8 
	38.3 
	3.0 
	32.3 
	44.4 
	5.3 
	1.6 
	2.0 
	8.5 
	-
	0.200 
	0.198 

	
	Day7
	36.8 
	22.7 
	36.7 
	2.9 
	31.0 
	42.4 
	36.0 
	21.9 
	36.0 
	2.9 
	30.3 
	41.7 
	0.7 
	1.5 
	-2.3 
	3.8 
	0.639 
	0.387 
	0.033*

	
	(Day7-BL)
	-7.0 
	12.8 
	-6.9 
	1.6 
	-10.2 
	-3.7 
	-2.4 
	12.4 
	-2.4 
	1.6 
	-5.6 
	0.8 
	-4.6 
	1.8 
	-8.1 
	-1.0 
	0.012*
	0.315 
	0.498 

	Temporary depressed mood due to a tired-looking face (mm)
	BL
	50.0 
	24.2 
	49.9 
	3.0 
	44.0 
	55.8 
	49.7 
	22.9 
	49.6 
	3.0 
	43.7 
	55.5 
	0.3 
	2.1 
	-4.0 
	4.5 
	-
	0.081 
	0.094 

	
	Day7
	43.2 
	23.0 
	43.1 
	2.8 
	37.5 
	48.7 
	43.7 
	21.4 
	43.6 
	2.8 
	38.0 
	49.2 
	-0.6 
	2.1 
	-4.8 
	3.7 
	0.793 
	0.093 
	0.164 

	
	(Day7-BL)
	-6.8 
	14.7 
	-6.8 
	2.0 
	-10.8 
	-2.8 
	-6.0 
	16.7 
	-6.0 
	2.0 
	-10.0 
	-2.0 
	-0.8 
	2.7 
	-6.3 
	4.7 
	0.769 
	0.755 
	0.825 

	Weight (kg)
	BL
	62.4 
	8.4 
	62.4 
	1.1 
	60.2 
	64.5 
	62.3 
	8.3 
	62.3 
	1.1 
	60.2 
	64.5 
	0.0 
	0.1 
	-0.2 
	0.3 
	-
	0.960 
	0.033*

	
	Day7
	62.2 
	8.5 
	62.2 
	1.1 
	60.0 
	64.5 
	62.3 
	8.6 
	62.3 
	1.1 
	60.1 
	64.5 
	-0.1 
	0.1 
	-0.3 
	0.1 
	0.463 
	0.964 
	0.294 

	
	(Day7-BL)
	-0.1 
	0.8 
	-0.1 
	0.1 
	-0.3 
	0.1 
	0.0 
	0.8 
	0.0 
	0.1 
	-0.2 
	0.2 
	-0.1 
	0.1 
	-0.4 
	0.2 
	0.406 
	0.951 
	0.239 

	BMI (kg/m2)
	BL
	23.5 
	2.5 
	23.5 
	0.3 
	22.9 
	24.1 
	23.5 
	2.4 
	23.5 
	0.3 
	22.9 
	24.1 
	0.0 
	0.0 
	-0.1 
	0.1 
	-
	0.132 
	0.026*

	
	Day7
	23.5 
	2.5 
	23.4 
	0.3 
	22.8 
	24.1 
	23.5 
	2.5 
	23.5 
	0.3 
	22.8 
	24.1 
	0.0 
	0.0 
	-0.1 
	0.1 
	0.502 
	0.140 
	0.410 

	
	(Day7-BL)
	-0.1 
	0.3 
	-0.1 
	0.0 
	-0.1 
	0.0 
	0.0 
	0.3 
	0.0 
	0.0 
	-0.1 
	0.1 
	0.0 
	0.1 
	-0.1 
	0.1 
	0.443 
	0.894 
	0.150 

	Mean calf circumference of both legs (cm)
	BL
	36.3 
	2.3 
	36.3 
	0.3 
	35.7 
	36.9 
	36.2 
	2.2 
	36.2 
	0.3 
	35.6 
	36.8 
	0.1 
	0.1 
	0.0 
	0.3 
	-
	0.472 
	0.360 

	
	Day7
	36.2 
	2.2 
	36.2 
	0.3 
	35.6 
	36.8 
	36.2 
	2.2 
	36.2 
	0.3 
	35.7 
	36.8 
	0.0 
	0.1 
	-0.2 
	0.1 
	0.486 
	0.559 
	0.053 

	
	(Day7-BL)
	-0.1 
	0.5 
	-0.1 
	0.1 
	-0.2 
	0.0 
	0.1 
	0.6 
	0.1 
	0.1 
	-0.1 
	0.2 
	-0.2 
	0.1 
	-0.3 
	0.0 
	0.093 
	0.443 
	0.042*

	Calf circumference of the dominant leg (cm)
	BL
	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 
	0.3 
	- 
	0.454 
	0.254 

	
	Day7
	36.1 
	2.3 
	36.1 
	0.3 
	35.6 
	36.7 
	36.1 
	2.2 
	36.1 
	0.3 
	35.6 
	36.7 
	0.0 
	0.1 
	-0.1 
	0.1 
	0.976 
	0.524 
	0.031*

	
	(Day7-BL)
	-0.1 
	0.5 
	-0.1 
	0.1 
	-0.2 
	0.1 
	0.0 
	0.6 
	0.0 
	0.1 
	-0.1 
	0.2 
	-0.1 
	0.1 
	-0.3 
	0.1 
	0.312 
	0.528 
	0.017*

	Right calf circumference (cm)
	BL
	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 
	0.0 
	0.3 
	-
	0.400 
	0.187 

	
	Day7
	36.1 
	2.2 
	36.1 
	0.3 
	35.5 
	36.7 
	36.1 
	2.2 
	36.1 
	0.3 
	35.5 
	36.7 
	0.0 
	0.1 
	-0.1 
	0.2 
	0.741 
	0.464 
	0.050 

	
	(Day7-BL)
	-0.1 
	0.5 
	-0.1 
	0.1 
	-0.2 
	0.1 
	0.0 
	0.6 
	0.0 
	0.1 
	-0.1 
	0.2 
	-0.1 
	0.1 
	-0.3 
	0.1 
	0.317 
	0.540 
	0.029*

	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 
	35.7 
	36.8 
	0.1 
	0.1 
	-0.1 
	0.3 
	-
	0.569 
	0.756 

	
	Day7
	36.2 
	2.3 
	36.2 
	0.3 
	35.6 
	36.8 
	36.3 
	2.2 
	36.3 
	0.3 
	35.7 
	36.9 
	-0.1 
	0.1 
	-0.2 
	0.0 
	0.182 
	0.676 
	0.153 

	
	(Day7-BL)
	-0.1 
	0.5 
	-0.1 
	0.1 
	-0.2 
	0.1 
	0.1 
	0.7 
	0.1 
	0.1 
	-0.1 
	0.2 
	-0.2 
	0.1 
	-0.4 
	0.0 
	0.085 
	0.438 
	0.207 

	Mean ankle circumference of both legs (cm)
	BL
	21.9 
	1.0 
	21.9 
	0.1 
	21.6 
	22.2 
	21.9 
	1.2 
	21.9 
	0.1 
	21.6 
	22.1 
	0.0 
	0.1 
	-0.2 
	0.3 
	-
	0.281 
	0.000**

	
	Day7
	21.7 
	1.1 
	21.7 
	0.1 
	21.4 
	22.0 
	21.7 
	1.2 
	21.7 
	0.1 
	21.4 
	22.0 
	0.0 
	0.1 
	-0.3 
	0.2 
	0.726 
	0.313 
	0.005**

	
	(Day7-BL)
	-0.2 
	0.9 
	-0.2 
	0.1 
	-0.4 
	0.0 
	-0.1 
	0.8 
	-0.1 
	0.1 
	-0.4 
	0.1 
	-0.1 
	0.2 
	-0.4 
	0.2 
	0.605 
	0.945 
	0.010*

	Ankle circumference of the dominant leg (cm)
	BL
	21.9 
	1.0 
	21.9 
	0.1 
	21.6 
	22.2 
	21.8 
	1.3 
	21.8 
	0.1 
	21.5 
	22.1 
	0.1 
	0.1 
	-0.2 
	0.3 
	-
	0.265 
	0.000**

	
	Day7
	21.6 
	1.1 
	21.6 
	0.1 
	21.3 
	21.9 
	21.7 
	1.2 
	21.7 
	0.1 
	21.4 
	22.0 
	-0.1 
	0.1 
	-0.3 
	0.2 
	0.608 
	0.179 
	0.003**

	
	(Day7-BL)
	-0.3 
	0.9 
	-0.3 
	0.1 
	-0.5 
	0.0 
	-0.1 
	1.0 
	-0.1 
	0.1 
	-0.4 
	0.1 
	-0.1 
	0.2 
	-0.5 
	0.2 
	0.435 
	0.640 
	0.034*

	Right ankle circumference (cm)
	BL
	21.9 
	1.0 
	21.9 
	0.1 
	21.6 
	22.2 
	21.8 
	1.3 
	21.8 
	0.1 
	21.5 
	22.1 
	0.1 
	0.1 
	-0.2 
	0.3 
	-
	0.250 
	0.000**

	
	Day7
	21.6 
	1.1 
	21.6 
	0.1 
	21.3 
	21.9 
	21.7 
	1.3 
	21.7 
	0.1 
	21.4 
	22.0 
	-0.1 
	0.1 
	-0.4 
	0.2 
	0.432 
	0.147 
	0.009**

	
	(Day7-BL)
	-0.3 
	0.8 
	-0.3 
	0.1 
	-0.5 
	-0.1 
	-0.1 
	1.0 
	-0.1 
	0.1 
	-0.4 
	0.1 
	-0.2 
	0.2 
	-0.5 
	0.2 
	0.342 
	0.552 
	0.008**

	Left ankle circumference (cm)
	BL
	21.9 
	1.0 
	21.9 
	0.1 
	21.6 
	22.2 
	21.9 
	1.2 
	21.9 
	0.1 
	21.6 
	22.1 
	0.0 
	0.1 
	-0.2 
	0.3 
	-
	0.344 
	0.000**

	
	Day7
	21.8 
	1.2 
	21.8 
	0.2 
	21.5 
	22.1 
	21.7 
	1.2 
	21.7 
	0.2 
	21.4 
	22.0 
	0.0 
	0.1 
	-0.2 
	0.3 
	0.763 
	0.581 
	0.007**

	
	(Day7-BL)
	-0.1 
	1.1 
	-0.1 
	0.1 
	-0.4 
	0.1 
	-0.1 
	0.8 
	-0.1 
	0.1 
	-0.4 
	0.1 
	0.0 
	0.2 
	-0.3 
	0.3 
	0.990 
	0.647 
	0.060 


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). VAS was assessed on a 100 mm scale, where 0 mm represents "not at all" and 100 mm represents "very much."

