

Statistical Analyses 1 for Area Under the Concentration Versus Time Curve From Zero to Infinity Divided by Dose (AUC/D) of Riociguat After a Single Dose

	

Statistical analysis title
	Statistical analysis 1- Riociguat (BAY63-2521): Treatment A/E

	Analysis
Type
	Other

	
	
	Comment
	Bioavailability

	Statistical analysis description
	 To compare PK between treatments, the logarithms of these PK characteristics were analyzed using Analysis of Variance (ANOVA) including sequence, subject (sequence), period, and treatment effects. Based on these analyses point, estimates and 90 percent (%) confidence intervals (CI) for the treatment ratios were calculated by re-transformation of the logarithmic results given by the ANOVA.

	Comparison groups or subject analysis sets
	Riociguat (BAY63-2521) 2.4 mg suspension, fasted 
versus
Riociguat (BAY63-2521)1 mg IR tablet, fasted

	Number of subjects in this analysis
	29

	Analysis specification
	Pre-specified

	Parameter Estimate

	
Parameter type
	Other effect estimate:    	Geometric least square mean

	
Point estimate
	  1.0425

	Confidence interval
	Level
	90%	Sides
	2	
	Lower limit
	 0.9553
	Upper limit
	 1.1378

	Variability estimate
	Choose an item.	Dispersion Value
	 










Statistical Analyses 2 for Area Under the Concentration Versus Time Curve From Zero to Infinity Divided by Dose (AUC/D) of Riociguat After a Single Dose

	

Statistical analysis title
	Statistical analysis 2- Riociguat (BAY63-2521): Treatment C/E

	Analysis
Type
	Other

	
	
	Comment
	Bioavailability

	Statistical analysis description
	 To compare PK between treatments, the logarithms of these PK characteristics were analyzed using ANOVA including sequence, subject (sequence), period, and treatment effects. Based on these analyses point, estimates and 90% CI for the treatment ratios were calculated by re-transformation of the logarithmic results given by the ANOVA.

	Comparison groups or subject analysis sets
	Riociguat (BAY63-2521) 0.3 mg suspension, fasted 
versus
Riociguat (BAY63-2521)1 mg IR tablet, fasted

	Number of subjects in this analysis
	29

	Analysis specification
	Pre-specified

	Parameter Estimate

	
Parameter type
	Other effect estimate:    	Geometric least square mean

	
Point estimate
	  0.9504

	Confidence interval
	Level
	90%	Sides
	2	
	Lower limit
	  0.8689
	Upper limit
	 1.0396

	Variability estimate
	Choose an item.	Dispersion Value
	 










Statistical Analyses 3 for Area Under the Concentration Versus Time Curve From Zero to Infinity Divided by Dose (AUC/D) of Riociguat After a Single Dose 

	

Statistical analysis title
	Statistical analysis 3 - Riociguat (BAY63-2521): Treatment D/E

	Analysis
Type
	Other

	
	
	Comment
	Bioavailability

	Statistical analysis description
	 To compare PK between treatments, the logarithms of these PK characteristics were analyzed using ANOVA including sequence, subject (sequence), period, and treatment effects. Based on these analyses point, estimates and 90% CI for the treatment ratios were calculated by re-transformation of the logarithmic results given by the ANOVA.

	Comparison groups or subject analysis sets
	Riociguat (BAY63-2521) 0.15 mg suspension, fasted 
versus
Riociguat (BAY63-2521)1 mg IR tablet, fasted

	Number of subjects in this analysis
	29

	Analysis specification
	Pre-specified

	Parameter Estimate

	
Parameter type
	Other effect estimate:    	Geometric least square mean

	
Point estimate
	  0.9358

	Confidence interval
	Level
	90%	Sides
	2	
	Lower limit
	 0.8538
	Upper limit
	 1.0257

	Variability estimate
	Choose an item.	Dispersion Value
	 










Statistical Analyses 4 for Area Under the Concentration Versus Time Curve From Zero to Infinity Divided by Dose (AUC/D) of Riociguat After a Single Dose

	

Statistical analysis title
	Statistical analysis 4 - Riociguat (BAY63-2521): Treatment B/A

	Analysis
Type
	Other

	
	
	Comment
	Bioavailability

	Statistical analysis description
	 To compare PK between treatments, the logarithms of these PK characteristics were analyzed using ANOVA including sequence, subject (sequence), period, and treatment effects. Based on these analyses point, estimates and 90% CI for the treatment ratios were calculated by re-transformation of the logarithmic results given by the ANOVA.

	Comparison groups or subject analysis sets
	Riociguat (BAY63-2521) 2.4 mg suspension, fed 
versus
Riociguat (BAY63-2521) 2.4 mg suspension, fasted

	Number of subjects in this analysis
	29

	Analysis specification
	Pre-specified

	Parameter Estimate

	
Parameter type
	Other effect estimate:    	Geometric least square mean

	
Point estimate
	  0.8512

	Confidence interval
	Level
	90%	Sides
	2	
	Lower limit
	 0.7799
	Upper limit
	 0.9289

	Variability estimate
	Choose an item.	Dispersion Value
	 










Statistical Analyses 5 for Area Under the Concentration Versus Time Curve From Zero to Infinity Divided by Dose (AUC/D) of Riociguat After a Single Dose 

	

Statistical analysis title
	[bookmark: _GoBack]Statistical analysis 5 - Riociguat (BAY63-2521): Treatment A/C

	Analysis
Type
	Other

	
	
	Comment
	Bioavailability

	Statistical analysis description
	 To compare PK between treatments, the logarithms of these PK characteristics were analyzed using ANOVA including sequence, subject (sequence), period, and treatment effects. Based on these analyses point, estimates and 90% CI for the treatment ratios were calculated by re-transformation of the logarithmic results given by the ANOVA.

	Comparison groups or subject analysis sets
	Riociguat (BAY63-2521) 2.4 mg suspension, fasted 
versus
Riociguat (BAY63-2521) 0.3 mg suspension, fasted

	Number of subjects in this analysis
	29

	Analysis specification
	Pre-specified

	Parameter Estimate

	
Parameter type
	Other effect estimate:    	Geometric least square mean

	
Point estimate
	 1.0969

	Confidence interval
	Level
	90%	Sides
	2	
	Lower limit
	 1.0030
	Upper limit
	 1.1996

	Variability estimate
	Choose an item.	Dispersion Value
	 





