Appendix. Change in secondary efficacy variables

	Day
	Treatment
	n
	Observed value 
(mean ± SD)
	Change from 
Day 1
(mean ± SD)
	Difference from placebo

LS Meand 
(95% CIe)
	p-value

	Pain-on-movement (mm)

	3
	DDEAa 2.32% gel tidb
	80
	43.2 ± 19.1 
	–32.2 ± 19.9
	–13.9 (–18.7, –9.2)
	<0.0001

	
	DDEA 2.32% gel bidc
	80
	43.1 ± 21.7
	–32.4 ± 19.6 
	–14.1 (–18.8, –9.4)
	<0.0001

	
	Placebo
	82
	56.5 ± 19.8
	–18.1 ± 14.9
	
	

	8
	DDEAa 2.32% gel tidb
	80
	14.4 ± 13.8 
	–61.0 ± 18.4
	–26.0 (–30.8, –21.2)
	<0.0001

	
	DDEA 2.32% gel bidc
	80
	17.3 ± 15.6
	–58.1 ± 19.9 
	–23.1 (–27.9, –18.3)
	<0.0001

	
	Placebo
	82
	40.1 ± 20.0
	–34.5 ± 17.1
	
	

	Pain-at-rest (mm)

	3 
	DDEA 2.32% gel tid
	80
	15.4 ± 16.5 
	–21.4 ± 18.7
	–6.7 (–9.3, –4.0)
	<0.0001

	
	DDEA 2.32% gel bid
	80
	17.5 ± 19.7
	–19.0 ± 17.7 
	–4.7 (–7.4, –2.0)
	 <0.001

	
	Placebo
	82
	21.9 ± 20.0
	–14.1 ± 15.2
	
	

	5
	DDEA 2.32% gel tid
	80
	6.9 ± 11.9
	 –29.9 ± 22.4
	 –9.0 (–11.5, –6.5)
	<0.0001

	
	DDEA 2.32% gel bid
	80
	8.8 ± 12.8
	 –27.7 ± 20.0
	 –7.3 (–9.8, –4.8)
	<0.0001

	
	Placebo
	82
	15.9 ± 17.0
	–20.1 ± 17.5
	
	

	8
	DDEA 2.32% gel tid
	80
	3.0 ± 7.1
	 –33.8 ± 23.6
	–7.9 (–10.3, –5.4)
	<0.0001

	
	DDEA 2.32% gel bid
	80
	3.1 ± 5.8
	 –33.4 ± 23.1
	–7.9 (–10.3, –5.4)
	<0.0001

	
	Placebo
	82
	10.8 ± 14.3
	 –25.1 ± 20.8
	
	

	Tenderness (uninjured – injured ankle, N/cm2)

	3
	DDEA 2.32% gel tid
	80
	1.9 ± 1.2
	–1.0 ± 1.4
	–0.7 (–1.0, –0.4)
	<0.0001

	
	DDEA 2.32% gel bid
	80
	1.9 ± 1.0
	–1.1 ± 1.7
	–0.7 (–1.0, –0.4)
	<0.0001

	
	Placebo
	82
	2.6 ± 1.3
	–0.4 ± 1.0
	
	

	5
	DDEA 2.32% gel tid
	80
	1.1 ± 1.1
	–1.8 ± 1.5
	–1.0 (–1.2, –0.7)
	<0.0001

	
	DDEA 2.32% gel bid
	80
	1.2 ± 1.1
	–1.8 ± 1.5
	–0.9 (–1.1, –0.6)
	<0.0001

	
	Placebo
	82
	2.1 ± 1.2
	–0.9 ± 0.9
	
	

	8
	DDEA 2.32% gel tid
	80
	0.7 ± 1.3
	–2.2 ± 1.7
	–1.0 (–1.3, –0.7)
	<0.0001

	
	DDEA 2.32% gel bid
	80
	0.8 ± 1.0
	–2.3 ± 1.6
	–1.0 (–1.3, –0.7)
	<0.0001

	
	Placebo
	82
	1.7 ± 1.2
	–1.3 ± 1.2
	
	

	Swelling (injured – uninjured ankles, cm)

	3
	 DDEA 2.32% gel tid
	80
	1.1 ± 0.9 
	–0.7 ± 1.0
	–0.4 (–0.6, –0.3)
	<0.0001

	
	DDEA 2.32% gel bid
	80
	1.1 ± 0.9
	–0.5 ± 1.0 
	–0.3 (–0.5, –0.1)
	 0.0012

	
	Placebo
	82
	1.5 ± 1.1
	–0.2 ± 0.6
	
	

	5
	DDEA 2.32% gel tid
	80
	0.6 ± 0.7
	–1.2 ± 1.3
	–0.7 (–0.9, –0.5)
	<0.0001

	
	DDEA 2.32% gel bid
	80
	0.6 ± 0.6
	–1.0 ± 1.3
	–0.6 (–0.8, –0.3)
	<0.0001

	
	Placebo
	82
	1.2± 1.1
	–0.5 ± 0.6
	
	

	8
	DDEA 2.32% gel tid
	80
	0.3 ± 0.5
	–1.4 ± 1.4
	–0.6 (–0.7, –0.4)
	<0.0001

	
	DDEA 2.32% gel bid
	80
	0.3 ± 0.6
	–1.3 ± 1.4
	–0.5 (–0.7, –0.3)
	<0.0001

	
	Placebo
	82
	0.9 ± 0.8
	–0.8 ± 1.0
	
	

	Ankle joint function (Karlsson scoring scale)

	3
	 DDEA 2.32% gel tid
	80
	44.9 ± 13.9 
	 15.7 ± 11.7
	 7.4 (4.6, 10.2)
	<0.0001

	
	DDEA 2.32% gel bid
	80
	42.0 ± 13.9
	 12.9 ± 10.9
	 4.6 (1.9, 7.4)
	 0.0011

	
	Placebo
	82
	37.4 ± 15.2
	 8.2 ± 9.4
	
	

	5
	 DDEA 2.32% gel tid
	80
	62.8 ± 11.5
	 33.6 ± 16.7
	 17.8 (14.3, 21.2)
	<0.0001

	
	DDEA 2.32% gel bid
	80
	58.3 ± 12.9
	 29.2 ± 13.5
	 13.4 (9.9, 16.8)
	<0.0001

	
	Placebo
	82
	45.0 ± 15.4
	15.8 ± 9.9
	
	

	8
	DDEA 2.32% gel tid
	80
	73.1 ± 13.1
	 43.9 ± 20.1
	 20.3 (16.3, 24.4)
	<0.0001

	
	DDEA 2.32% gel bid
	80
	70.9 ± 12.8
	 41.8 ± 17.3
	 18.1 (14.1, 22.2)
	<0.0001

	
	Placebo
	82
	52.7 ± 15.6
	 23.5 ± 12.3
	
	


a DDEA =diclofenac diethylamine; b three times per day; c two times per day; d least squares mean; e confidence interval; f LS mean and p-values obtained from ANCOVA with treatment and center as main effects and baseline value as a covariate;

