

Statistical Analyses 1: Area Under the Concentration Versus Time Curve From Zero to the Last Data Point Greater Than Lower Limit of Quantitation (LLOQ) of BAY1000394 in Plasma (AUC[0-tlast]) After Single Oral Dose
	

Statistical analysis title
	Statistical analysis 1-  Roniciclib 2.5 mg bid / Carboplatin / Etoposide 
versus
Roniciclib alone
	Analysis
Type
	Other

	
	
	Comment
	

	Statistical analysis description
	To investigate a potential pharmacokinetic (PK) (AUC[0-tlast]) interaction of 2.5 mg roniciclib with carboplatin and etoposide, an explorative analysis of variance (ANOVA) was performed on the log-transformed values of PK parameters. Based on these analyses, point estimates (Geometric least square [LS]-means) and exploratory 90 percent (%) confidence intervals (CI) for the ratio “C2D1 PK parameter / C1D8 PK parameter” for roniciclib were calculated by re-transformation of the logarithmic data using the intra-individual standard deviation of ANOVA.

	Comparison groups or subject analysis sets
	Roniciclib 2.5 mg bid / Carboplatin / Etoposide 
 versus
Roniciclib alone

	Number of subjects in this analysis
	4

	Analysis specification
	Pre-specified

	Parameter Estimate

	
Parameter type
	Other effect estimate:    	                         LS-means

	
Point estimate
	0.699

	Confidence interval
	Level
	90%	Sides
	2	
	Lower limit
	0.537
	Upper limit
	0.911

	Variability estimate
	Choose an item.	Dispersion Value
	 








Statistical Analyses 2: Area Under the Concentration Versus Time Curve From Zero to the Last Data Point Greater Than Lower Limit of Quantitation (LLOQ) of BAY1000394 in Plasma (AUC[0-tlast]) After Single Oral Dose
	

Statistical analysis title
	Statistical analysis 2-  Roniciclib 2.5 mg bid / Cisplatin / Etoposide
versus 
Roniciclib alone

	Analysis
Type
	Other

	
	
	Comment
	

	Statistical analysis description
	To investigate a potential PK interaction (AUC[0-tlast]) of 2.5 mg roniciclib with cisplatin and etoposide, an explorative ANOVA was performed on the log-transformed values of PK parameters. Based on these analyses, point estimates (Geometric LS-means) and exploratory 90% CI for the ratio “C2D1 PK parameter / C1D8 PK parameter” for roniciclib were calculated by re-transformation of the logarithmic data using the intra-individual standard deviation of ANOVA.

	Comparison groups or subject analysis sets
	 Roniciclib 2.5 mg bid / Cisplatin / Etoposide
 versus 
 Roniciclib alone


	Number of subjects in this analysis
	3

	Analysis specification
	Pre-specified

	Parameter Estimate

	
Parameter type
	Other effect estimate:    	                         LS-means

	
Point estimate
	0.687

	Confidence interval
	Level
	90%	Sides
	2	
	Lower limit
	0.348
	Upper limit
	1.355

	Variability estimate
	Choose an item.	Dispersion Value
	 








Statistical Analyses 3: Area Under the Concentration Versus Time Curve From Zero to the Last Data Point Greater Than Lower Limit of Quantitation (LLOQ) of BAY1000394 in Plasma (AUC[0-tlast]) After Single Oral Dose
	

Statistical analysis title
	Statistical analysis 3-  Roniciclib 5 mg bid / Carboplatin / Etoposide 
versus
Roniciclib alone

	Analysis
Type
	Other

	
	
	Comment
	

	Statistical analysis description
	To investigate a potential PK interaction (AUC[0-tlast]) of 5 mg roniciclib with carboplatin and etoposide, an explorative ANOVA was performed on the log-transformed values of PK parameters. Based on these analyses, point estimates (Geometric LS-means) and exploratory 90% CI for the ratio “C2D1 PK parameter / C1D8 PK parameter” for roniciclib were calculated by re-transformation of the logarithmic data using the intra-individual standard deviation of ANOVA.

	Comparison groups or subject analysis sets
	 Roniciclib 5 mg bid / Carboplatin / Etoposide 
 versus
 Roniciclib alone


	Number of subjects in this analysis
	6

	Analysis specification
	Pre-specified

	Parameter Estimate

	
Parameter type
	Other effect estimate:    	                         LS-means

	
Point estimate
	0.600

	Confidence interval
	Level
	90%	Sides
	2	
	Lower limit
	0.383
	Upper limit
	0.940

	Variability estimate
	Choose an item.	Dispersion Value
	 









Statistical Analyses 4: Area Under the Concentration Versus Time Curve From Zero to the Last Data Point Greater Than Lower Limit of Quantitation (LLOQ) of BAY1000394 in Plasma (AUC[0-tlast]) After Single Oral Dose
	

Statistical analysis title
	Statistical analysis 4-  Roniciclib 5 mg bid / Cisplatin / Etoposide
versus 
Roniciclib alone


	Analysis
Type
	Other

	
	
	Comment
	

	Statistical analysis description
	[bookmark: _GoBack]To investigate a potential PK interaction (AUC[0-tlast]) of 5 mg roniciclib with cisplatin and etoposide, an explorative ANOVA was performed on the log-transformed values of PK parameters. Based on these analyses, point estimates (Geometric LS-means) and exploratory 90% CI for the ratio “C2D1 PK parameter / C1D8 PK parameter” for roniciclib were calculated by re-transformation of the logarithmic data using the intra-individual standard deviation of ANOVA.

	Comparison groups or subject analysis sets
	 Roniciclib 5 mg bid / Cisplatin / Etoposide
 versus 
 Roniciclib alone


	Number of subjects in this analysis
	5

	Analysis specification
	Pre-specified

	Parameter Estimate

	
Parameter type
	Other effect estimate:    	                         LS-means

	
Point estimate
	0.956

	Confidence interval
	Level
	90%	Sides
	2	
	Lower limit
	0.757
	Upper limit
	1.206

	Variability estimate
	Choose an item.	Dispersion Value
	 





