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Prepared: April 2021 

The Sim-Healthy Volunteer model within the Simcyp Population Database has been used with the fol lowing 

setting: age range between 20 to 50 years and 50% of the population were female. At least ten trials were 

simulated for each Simcyp (Sim-, SV-, and RES-) compound using 50 subjects in each trial.  
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1. Diagnostic plots 

The dashed lines represent lines of unity and the dotted lines a 2-fold difference in the following figures. 
 
 

Comparison plot of the simulated CL 

 

Comparison plot of the simulated CLpo 

 

Figure 1 - Mean simulated IV clearance for the 

Sim- (black squares), SV-compounds (white 

circles), and RES-compounds (grey circles) using 

the Simcyp Simulator Version 19 Release 1 or 

Version 20 Release 1. 

Figure 2 - Mean simulated oral clearance for the 

Sim- (black squares), SV-compounds (white 

circles), and RES-compounds (grey circles) using 

the Simcyp Simulator Version 19 Release 1 or 

Version 20 Release 1. 

 

Comparison plot of the simulated fa, FG and FH in the PK-Parameter setting 

Figure 3 - Mean simulated fa, FG and FH for the Sim- (black squares), SV-compounds (white circles), and 

RES-compounds (grey circles) using the Simcyp Simulator Version 19 Release 1 or Version 20 Release 1. 
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Comparison plot of the simulated AUC 

(mg/L.h) 
Comparison plot of the simulated CL 

(Dose/AUC) (L/h) 

  

Figure 4 - Mean simulated AUC for the Sim- 

(black squares), SV-compounds (white circles), 

and RES-compounds (grey circles) using the 

Simcyp Simulator Version 19 Release 1 or Version 

20 Release 1. 

Figure 5 - Mean simulated CL (Dose/AUC) for 

the Sim- (black squares), SV-compounds (white 

circles), and RES-compounds (grey circles) using 

the Simcyp Simulator Version 19 Release 1 or 

Version 20 Release 1. 

 

Comparison plot of the simulated Cmax 

(mg/L)  
Comparison plot of the simulated tmax (h) 

  

Figure 6 - Mean simulated Cmax for the Sim- 

(black squares), SV-compounds (white circles), 

and RES-compounds (grey circles) using the 

Simcyp Simulator Version 19 Release 1 or Version 

20 Release 1.  

Figure 7 - Mean simulated tmax for the Sim- 

(black squares), SV-compounds (white circles), 

and RES-compounds (grey circles) using the 

Simcyp Simulator Version 19 Release 1 or Version 

20 Release 1. 
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Comparison plot of the simulated Vss (L/kg)  

 

 

Figure 8 - Mean simulated Vss for the Sim- (black 

squares), SV-compounds (white circles), and RES-

compounds (grey circles) using the Simcyp Simulator 

Version 19 Release 1 or Version 20 Release 1.  
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2. Deviations 

Individual comparison of some key PK parameters for the SV-compound files 
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The acceptance criteria (highlighted in green) are set as 100 ± 15 %. 

Simulations for the SV-Ritonavir file and SV-Mirabegron file were performed using the RK5 solver with a 

relative tolerance when ADAM is used of 1E-15. For both compounds 10 trials for 50 subjects were run. For 

the SV-Metformin simulations the custom CVODES sover was used. 

Individual comparison of some key PK parameters for the Sim-compound files 

The acceptance criteria (highlighted in green) are set as 100 ± 15 %. 

Individual comparison of some key PK parameters for the RES-compound files 

The acceptance criteria (highlighted in green) are set as 100 ± 15 %. 

3. New and updated compounds released in V20 

The version comparison exercise highlighted some key differences between compound files in V19 

and V20. All of the parameter changes highlighted in the figures and tables above are the result of 

intended changes in the compound or population file between V19 and V20. The full list of 

changes in the compound files are listed in Table 31.2.1.1 of the V20 Simcyp Simulator help file. 

The SV-Imipramine, SV-Erythromycin, SV-Erythromycin_EC, SV-Ritonavir_ADAM and 

SV-Ritonavir_FO files were updated for V20R1. The comparison is therefore between new 

V20R1 files and corresponding inputs in V19R1 to match the SV-file input values for V20. 
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New files were released for SV-Atorvastatin, SV-Cinacalcet, SV-Dexamethasone, SV-

Esomeprazole, SV-Lansoprazole, SV-Mirabegron, SV-Nebivolol, and SV-Ondansetron in 

V20R1. The comparison is therefore between the new V20R1 file and corresponding inputs in 

V19R1. 

For further detailed information on these updated and new files for V20, please see the Release 

Notes V20R1 and the corresponding Release Webinar (V20 Compound Files). 

The replaced and removed (legacy) files are available on the Consortium Members’ Area of the 

Simcyp website. 

 


