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Table S1. Basic subject demographics in the clinical trial. Data are presented as means with 

standard deviations 

Parameter Value 

Number of subjects 123 

Age [years] 33.1 ± 9.5 

Height [cm] 173.7 ± 9.2 

Weight [kg] 76.1 ± 12.3 

 

 

Table S2. Main PK parameters calculated for the tablet and capsule administered in the clinical 

trial 

Parameter Capsule Tablet 

Mean ± SD Median Mean ± SD Median 

AUC0-t [µg×h×L-1] 1363.0 ± 540.8 1285.7 1311.40 ± 534.4 1211.5 

AUC0-inf [µg×h×L-1] 1371.38 ± 538.2 1283.1 1324.14 ± 529.3 1182.8 

Cmax [µg×L-1] 667.84 ± 264.2 612.0 660.04 ± 247.0 624.0 

tmax [h] 0.99 ± 0.41 1.00 0.74 ± 0.32 0.50 

AUC0-t - area under the time-concentration curve measured to the last experimental data point, 
AUC0-inf - area under the time-concentration curve extrapolated to infinity, Cmax - maximum 
concentration, SD - standard deviation, tmax  - time to maximum concentration.  
 
 
Table S3. Correlation matrix of the interindividual variability elements included in the final 

population PK model. The interindividual variability elements for the absorption phase (t lag and 

ka) are presented separately for the tablet and capsule. The other parameters are shared 

between both formulations 

 ηtlag_tablet/ηtlag_capsule ηka_tablet/ηka_capsule ηCL/F ηV1/F ηV2/F 

ηtlag_tablet/ηtlag_capsule 0.688/0.283  -0.589/-0.289 - - - 

ηka_tablet/ηka_capsule  -0.589/-0.289 0.688/0.931 - - - 

ηCL/F - - 0.364 0.797 0.021 

ηV1/F - - 0.797 0.391 -0.348 

ηV2/F - - 0.021 -0.347 0.253 

 

  



 

 

 
Figure S1. Small intestinal fluid volumes from healthy adult volunteers (blue and orange 

circles) fitted with the cubic equations in the initial phase (blue dotted line) and the average 

value in the later phase (orange dotted line).



 
Figure S2. Dissolved amounts of API in the Group 5 and 6 dissolution tests performed for the 

capsules in PhysioCell. The data are presented as means (dots) with standard deviation 

(bars). 

 

 

 

 
Figure S3. The comparison of the simulated capsule PK profiles for all the tested dissolution 

programs, assuming fast gastric emptying (kGE = 14 1/h), n = 12. Data are presented as means 

with SD as ribbons. 



Figure S4. A comparative analysis of the kGE influence on the predicted individual PK profiles 

for 12 virtual subjects representing Group 6. 

 

 

 

 
Figure S5. PK profiles (mean ± 1 SD) simulated for 12 virtual subjects after the tablet 

administration (2 x 50 mg). The simulation was performed for the kGE 14 1/h (left panel) and 

kGE 3 1/h (right panel). In all the dissolution programs A – F, the GET was 30 min. A single 

300 mbar intragastric stress was simulated at 15 min (B and E) or 10 min (C and F) or was 

absent (A). The constant fluid flow rate of 8 mL/min was applied in A – D, and the gradient 

flow rate from 50 to 8 mL/min was applied in E and F. 


