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Supplementary Tables
Table S1. Statistical comparison of ratio of post-ACTH over pre-ACTH stimulation test plasma cortisol concentrations following once-daily dosing for 12 days (Day 16) in multiple dose part
	Parameter
	Treatment
	n
	Geometric LS mean
	Pairwise comparison to placebo

	
	
	
	
	Ratio (%)
	95% CI

	Post-ACTH/pre-ACTH cortisol
	Placebo
	8
	2.047
	
	

	
	312 μg
	5
	2.392
	116.85
	(87.30, 156.40)

	
	1248 μg
	5
	2.103
	102.74
	(76.12, 138.67)

	
	1872 μg
	5
	1.472
	71.91
	(53.29, 97.04)


CI, confidence interval; LS, least squares 


Table S2. Statistical comparison of plasma DHEA-S, 4β-OH-cholesterol, and osteocalcin concentrations following once-daily dosing for 12 days (Day 16) in multiple dose part
	PD variable
	Day
	Treatmenta
	n
	Geometric 
LS mean
	Pairwise comparison to placebo

	
	
	
	
	
	Ratio (%)
	95% CI

	Post dose/baseline ratio for 4β-OH-cholesterol
	16
	Placebo
	9
	0.8791
	
	

	
	
	312 μg
	5
	0.8413
	95.70 
	(85.91, 106.60)

	
	
	1248 μg
	5
	0.8939
	101.68 
	(91.28, 113.27)

	
	
	1872 μg
	6
	0.8621
	98.06
	(88.15, 109.07)

	
	
	
	
	
	
	

	Post dose/baseline ratio for DHEA-S
	17
	Placebo
	9
	1.110
	
	

	
	
	312 μg
	5
	1.070
	96.38
	(81.03, 114.64)

	
	
	1248 μg
	5
	1.020
	91.90 
	(77.17, 109.45)

	
	
	1872 μg
	6
	1.109
	99.92 
	(84.64, 117.97)

	
	
	
	
	
	
	

	Post dose/baseline ratio for osteocalcin
	17
	Placebo
	9
	0.9640
	
	

	
	
	312 μg
	5
	0.9178
	95.20 
	(82.39, 110.00)

	
	
	1248 μg
	5
	0.7416
	76.93
	(65.59, 90.22)

	
	
	1872 μg
	6
	0.5120
	53.11 
	(46.28, 60.94)


CI, confidence interval; DHEA-S: dehydroepiandrosterone sulfate; LS, least squares; PD, pharmacodynamic



Supplementary Figures
Figure S1. Chemical structure of velsecorat (AZD7594) (3-(5-((1R,2S)-2-(2,2-Difluoropropanamido)-1-(2,3-dihydrobenzo-[b][1,4]dioxin-6-yl)propoxy)-1H-indazol-1-yl)-N-((R)-tetrahydrofuran-3-yl)benzamide)
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