Table S3. Diurnal changes in all outcomes between the AM and 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
	-16.8 
	19.1 
	-16.9 
	2.2 
	-21.3 
	-12.4 
	-13.8 
	17.3 
	-13.9 
	2.2 
	-18.3 
	-9.4 
	-3.0 
	2.6 
	-8.1 
	2.1 
	-
	0.006**
	0.412 

	
	Day7
	-11.5 
	17.6 
	-11.5 
	2.2 
	-15.8 
	-7.2 
	-12.0 
	16.2 
	-12.0 
	2.2 
	-16.3 
	-7.7 
	0.5 
	2.1 
	-3.7 
	4.7 
	0.808 
	0.594 
	0.144 

	
	(Day7-BL)
	5.3 
	23.1 
	5.4 
	2.5 
	0.5 
	10.3 
	1.8 
	16.9 
	1.9 
	2.5 
	-3.1 
	6.8 
	3.5 
	2.8 
	-2.2 
	9.2 
	0.220 
	0.003**
	0.737 

	Swelling around the eyes (mm)
	BL
	-13.2 
	18.3 
	-13.3 
	2.5 
	-18.2 
	-8.4 
	-9.4 
	21.2 
	-9.5 
	2.5 
	-14.4 
	-4.5 
	-3.8 
	3.5 
	-10.9 
	3.2 
	-
	0.018*
	0.597 

	
	Day7
	-10.6 
	18.8 
	-10.6 
	2.4 
	-15.2 
	-5.9 
	-11.9 
	18.2 
	-11.8 
	2.4 
	-16.4 
	-7.1 
	1.2 
	2.5 
	-3.9 
	6.3 
	0.634 
	0.214 
	0.116 

	
	(Day7-BL)
	2.7 
	21.3 
	2.7 
	2.8 
	-2.8 
	8.3 
	-2.5 
	24.4 
	-2.3 
	2.8 
	-7.9 
	3.2 
	5.1 
	3.8 
	-2.5 
	12.6 
	0.184 
	0.002**
	0.121 

	Lack of definition in facial contour (mm)
	BL
	-7.7 
	15.9 
	-7.7 
	2.2 
	-12.1 
	-3.4 
	-8.0 
	18.4 
	-8.1 
	2.2 
	-12.4 
	-3.7 
	0.4 
	3.1 
	-5.8 
	6.5 
	-
	0.107 
	0.993 

	
	Day7
	-9.9 
	17.1 
	-9.8 
	2.1 
	-13.9 
	-5.7 
	-9.7 
	15.0 
	-9.6 
	2.1 
	-13.7 
	-5.6 
	-0.2 
	2.1 
	-4.4 
	4.0 
	0.930 
	0.324 
	0.517 

	
	(Day7-BL)
	-2.2 
	20.4 
	-2.1 
	2.4 
	-6.9 
	2.6 
	-1.6 
	17.7 
	-1.6 
	2.4 
	-6.3 
	3.2 
	-0.5 
	3.4 
	-7.3 
	6.2 
	0.872 
	0.013*
	0.690 

	Calf swelling (mm)
	BL
	4.3 
	20.1 
	4.3 
	2.3 
	-0.2 
	8.8 
	4.3 
	15.0 
	4.3 
	2.3 
	-0.2 
	8.8 
	0.0 
	2.6 
	-5.3 
	5.3 
	-
	0.984 
	0.131 

	
	Day7
	1.8 
	17.3 
	1.8 
	2.3 
	-2.8 
	6.3 
	4.5 
	19.0 
	4.6 
	2.3 
	0.0 
	9.1 
	-2.8 
	2.6 
	-8.0 
	2.4 
	0.282 
	0.304 
	0.034*

	
	(Day7-BL)
	-2.6 
	22.3 
	-2.5 
	2.7 
	-7.9 
	2.8 
	0.2 
	19.5 
	0.3 
	2.7 
	-5.1 
	5.6 
	-2.8 
	3.6 
	-10.1 
	4.4 
	0.441 
	0.336 
	0.663 

	Ankle swelling (e.g., shoes or socks feel tight) (mm)
	BL
	7.6 
	21.4 
	7.6 
	2.4 
	2.7 
	12.4 
	5.8 
	16.3 
	5.8 
	2.4 
	0.9 
	10.6 
	1.8 
	2.5 
	-3.1 
	6.8 
	-
	0.725 
	0.190 

	
	Day7
	4.9 
	20.1 
	4.8 
	2.6 
	-0.3 
	9.9 
	5.4 
	20.1 
	5.4 
	2.6 
	0.4 
	10.5 
	-0.6 
	3.0 
	-6.7 
	5.4 
	0.835 
	0.830 
	0.034*

	
	(Day7-BL)
	-2.8 
	25.3 
	-2.8 
	3.0 
	-8.7 
	3.2 
	-0.4 
	21.3 
	-0.3 
	3.0 
	-6.3 
	5.6 
	-2.4 
	4.2 
	-10.8 
	5.9 
	0.559 
	0.586 
	0.434 

	Coldness in hands and feet (mm)
	BL
	-11.3 
	22.8 
	-11.4 
	2.6 
	-16.6 
	-6.1 
	-10.9 
	18.0 
	-10.9 
	2.6 
	-16.1 
	-5.7 
	-0.5 
	3.5 
	-7.4 
	6.5 
	-
	0.285 
	0.788 

	
	Day7
	-7.6 
	20.0 
	-7.6 
	2.6 
	-12.7 
	-2.5 
	-10.2 
	19.9 
	-10.1 
	2.6 
	-15.2 
	-5.0 
	2.6 
	3.3 
	-4.0 
	9.1 
	0.438 
	0.435 
	0.911 

	
	(Day7-BL)
	3.7 
	26.6 
	3.8 
	3.2 
	-2.5 
	10.1 
	0.7 
	23.1 
	0.8 
	3.2 
	-5.5 
	7.1 
	3.0 
	4.3 
	-5.7 
	11.7 
	0.488 
	0.117 
	0.895 

	Temporary depressed mood due to prominent blue dark circles (mm)
	BL
	-1.8 
	19.7 
	-1.8 
	2.6 
	-6.9 
	3.3 
	-6.9 
	20.5 
	-6.9 
	2.6 
	-12.0 
	-1.8 
	5.1 
	2.4 
	0.3 
	9.9 
	-
	0.185 
	0.560 

	
	Day7
	-4.5 
	13.7 
	-4.6 
	1.7 
	-7.9 
	-1.2 
	-5.2 
	12.9 
	-5.2 
	1.7 
	-8.6 
	-1.9 
	0.7 
	2.0 
	-3.4 
	4.7 
	0.738 
	0.153 
	0.090 

	
	(Day7-BL)
	-2.7 
	20.3 
	-2.7 
	2.5 
	-7.8 
	2.3 
	1.6 
	19.2 
	1.7 
	2.5 
	-3.4 
	6.7 
	-4.4 
	3.2 
	-10.9 
	2.1 
	0.181 
	0.586 
	0.526 

	Temporary depressed mood due to a tired-looking face (mm)
	BL
	-5.7 
	20.9 
	-5.8 
	2.4 
	-10.6 
	-1.0 
	-5.7 
	17.7 
	-5.8 
	2.4 
	-10.6 
	-1.0 
	0.0 
	2.9 
	-5.8 
	5.9 
	-
	0.020*
	0.464 

	
	Day7
	-5.3 
	16.7 
	-5.4 
	2.2 
	-9.7 
	-1.0 
	-6.0 
	17.9 
	-6.1 
	2.2 
	-10.4 
	-1.7 
	0.7 
	2.7 
	-4.8 
	6.2 
	0.810 
	0.051 
	0.857 

	
	(Day7-BL)
	0.3 
	21.9 
	0.4 
	2.9 
	-5.3 
	6.0 
	-0.3 
	22.4 
	-0.3 
	2.9 
	-5.9 
	5.4 
	0.6 
	4.0 
	-7.4 
	8.6 
	0.875 
	0.546 
	0.680 

	Weight (kg)
	BL
	0.2 
	0.5 
	0.2 
	0.1 
	0.0 
	0.3 
	0.3 
	0.6 
	0.3 
	0.1 
	0.2 
	0.4 
	-0.1 
	0.1 
	-0.3 
	0.1 
	-
	0.797 
	0.343 

	
	Day7
	0.2 
	0.5 
	0.2 
	0.1 
	0.1 
	0.4 
	0.3 
	0.6 
	0.3 
	0.1 
	0.1 
	0.4 
	0.0 
	0.1 
	-0.2 
	0.2 
	0.776 
	0.789 
	0.086 

	
	(Day7-BL)
	0.0 
	0.6 
	0.0 
	0.1 
	-0.1 
	0.2 
	0.0 
	0.7 
	0.0 
	0.1 
	-0.2 
	0.1 
	0.1 
	0.1 
	-0.1 
	0.3 
	0.388 
	0.660 
	0.022*

	BMI (kg/m2)
	BL
	0.1 
	0.2 
	0.1 
	0.0 
	0.0 
	0.1 
	0.1 
	0.2 
	0.1 
	0.0 
	0.1 
	0.2 
	-0.1 
	0.0 
	-0.1 
	0.0 
	-
	0.719 
	0.316 

	
	Day7
	0.1 
	0.2 
	0.1 
	0.0 
	0.0 
	0.1 
	0.1 
	0.2 
	0.1 
	0.0 
	0.1 
	0.2 
	0.0 
	0.0 
	-0.1 
	0.1 
	0.676 
	0.870 
	0.041*

	
	(Day7-BL)
	0.0 
	0.2 
	0.0 
	0.0 
	0.0 
	0.1 
	0.0 
	0.3 
	0.0 
	0.0 
	-0.1 
	0.0 
	0.0 
	0.0 
	0.0 
	0.1 
	0.295 
	0.658 
	0.012*

	Mean calf circumference of both legs (cm)
	BL
	0.0 
	0.4 
	0.0 
	0.1 
	-0.1 
	0.1 
	0.0 
	0.4 
	0.0 
	0.1 
	-0.1 
	0.1 
	0.0 
	0.1 
	-0.1 
	0.1 
	-
	0.302 
	0.859 

	
	Day7
	-0.1 
	0.4 
	-0.1 
	0.0 
	-0.2 
	0.0 
	0.0 
	0.4 
	0.0 
	0.0 
	-0.1 
	0.1 
	-0.1 
	0.0 
	-0.2 
	0.0 
	0.077 
	0.430 
	0.057 

	
	(Day7-BL)
	-0.1 
	0.4 
	-0.1 
	0.1 
	-0.2 
	0.0 
	0.0 
	0.5 
	0.0 
	0.1 
	-0.1 
	0.1 
	-0.1 
	0.1 
	-0.3 
	0.1 
	0.191 
	0.736 
	0.191 

	Calf circumference of the dominant leg (cm)
	BL
	0.0 
	0.5 
	0.0 
	0.1 
	-0.1 
	0.1 
	0.0 
	0.5 
	0.0 
	0.1 
	-0.2 
	0.1 
	0.0 
	0.1 
	-0.1 
	0.2 
	-
	0.275 
	0.753 

	
	Day7
	-0.1 
	0.4 
	-0.1 
	0.1 
	-0.2 
	0.0 
	0.0 
	0.4 
	0.0 
	0.1 
	-0.1 
	0.1 
	-0.1 
	0.1 
	-0.2 
	0.1 
	0.308 
	0.489 
	0.077 

	
	(Day7-BL)
	-0.1 
	0.6 
	-0.1 
	0.1 
	-0.2 
	0.1 
	0.0 
	0.5 
	0.0 
	0.1 
	-0.1 
	0.2 
	-0.1 
	0.1 
	-0.3 
	0.1 
	0.463 
	0.599 
	0.184 

	Right calf circumference (cm)
	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 
	-0.1 
	0.2 
	-
	0.257 
	0.817 

	
	Day7
	-0.1 
	0.4 
	-0.1 
	0.1 
	-0.2 
	0.0 
	0.0 
	0.3 
	0.0 
	0.1 
	-0.1 
	0.1 
	0.0 
	0.1 
	-0.2 
	0.1 
	0.423 
	0.454 
	0.170 

	
	(Day7-BL)
	-0.1 
	0.6 
	-0.1 
	0.1 
	-0.2 
	0.1 
	0.0 
	0.5 
	0.0 
	0.1 
	-0.2 
	0.1 
	-0.1 
	0.1 
	-0.3 
	0.1 
	0.487 
	0.594 
	0.316 

	Left calf circumference (cm)
	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 
	-0.1 
	0.1 
	-
	0.567 
	0.947 

	
	Day7
	-0.1 
	0.4 
	-0.1 
	0.1 
	-0.2 
	0.1 
	0.1 
	0.5 
	0.1 
	0.1 
	-0.1 
	0.2 
	-0.1 
	0.1 
	-0.3 
	0.0 
	0.079 
	0.421 
	0.142 

	
	(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 
	-0.1 
	0.1 
	-0.3 
	0.1 
	0.261 
	0.852 
	0.318 

	Mean ankle circumference of both legs (cm)
	BL
	0.1 
	0.4 
	0.1 
	0.1 
	0.0 
	0.2 
	0.1 
	0.4 
	0.1 
	0.1 
	0.0 
	0.2 
	0.0 
	0.1 
	-0.1 
	0.1 
	-
	0.939 
	0.039*

	
	Day7
	0.1 
	0.5 
	0.1 
	0.1 
	0.0 
	0.2 
	0.1 
	0.5 
	0.1 
	0.1 
	0.0 
	0.2 
	0.0 
	0.1 
	-0.2 
	0.1 
	0.584 
	0.095 
	0.530 

	
	(Day7-BL)
	0.0 
	0.6 
	0.0 
	0.1 
	-0.2 
	0.1 
	0.0 
	0.6 
	0.0 
	0.1 
	-0.1 
	0.1 
	0.0 
	0.1 
	-0.2 
	0.2 
	0.735 
	0.179 
	0.063 

	Ankle circumference of the dominant leg (cm)
	BL
	0.1 
	0.5 
	0.1 
	0.1 
	0.0 
	0.3 
	0.1 
	0.6 
	0.1 
	0.1 
	0.0 
	0.3 
	0.0 
	0.1 
	-0.2 
	0.2 
	-
	0.682 
	0.264 

	
	Day7
	0.1 
	0.6 
	0.1 
	0.1 
	-0.1 
	0.3 
	0.1 
	0.7 
	0.1 
	0.1 
	-0.1 
	0.3 
	0.0 
	0.1 
	-0.2 
	0.2 
	0.960 
	0.059 
	0.716 

	
	(Day7-BL)
	0.0 
	0.8 
	0.0 
	0.1 
	-0.2 
	0.2 
	0.0 
	0.8 
	0.0 
	0.1 
	-0.2 
	0.2 
	0.0 
	0.1 
	-0.3 
	0.3 
	0.868 
	0.084 
	0.637 

	Right ankle circumference (cm)
	BL
	0.1 
	0.5 
	0.1 
	0.1 
	0.0 
	0.3 
	0.1 
	0.6 
	0.1 
	0.1 
	0.0 
	0.3 
	0.0 
	0.1 
	-0.2 
	0.2 
	-
	0.631 
	0.075 

	
	Day7
	0.1 
	0.5 
	0.1 
	0.1 
	-0.1 
	0.2 
	0.1 
	0.7 
	0.1 
	0.1 
	0.0 
	0.3 
	-0.1 
	0.1 
	-0.3 
	0.2 
	0.583 
	0.021*
	0.896 

	
	(Day7-BL)
	-0.1 
	0.7 
	-0.1 
	0.1 
	-0.2 
	0.1 
	0.0 
	0.8 
	0.0 
	0.1 
	-0.2 
	0.2 
	-0.1 
	0.1 
	-0.3 
	0.2 
	0.635 
	0.025*
	0.211 

	Left ankle circumference (cm)
	BL
	0.1 
	0.4 
	0.1 
	0.1 
	0.0 
	0.2 
	0.1 
	0.5 
	0.1 
	0.1 
	0.0 
	0.2 
	0.0 
	0.1 
	-0.2 
	0.1 
	-
	0.752 
	0.243 

	
	Day7
	0.1 
	0.5 
	0.1 
	0.1 
	0.0 
	0.2 
	0.1 
	0.4 
	0.1 
	0.1 
	0.0 
	0.3 
	0.0 
	0.1 
	-0.2 
	0.1 
	0.815 
	0.818 
	0.127 

	
	(Day7-BL)
	0.0 
	0.8 
	0.0 
	0.1 
	-0.2 
	0.2 
	0.0 
	0.7 
	0.0 
	0.1 
	-0.2 
	0.2 
	0.0 
	0.1 
	-0.3 
	0.3 
	0.998 
	0.942 
	0.088 


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."

