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• PK Data: 

o 24 rats were randomized into three treatment groups and one control 

group with six rats in each group. 

o This exercise focusses on single group  

o Received a single 5-FU injection of 127 mg/kg on average on day 0 

o Blood samples were drawn in a sampling interval of 15 to 120 min 

after the injection. 

• PD Data: 

o Blood samples for determination of number of leukocytes were 

collected at baseline (1 day before the first injection), on the day after 

the first injection (day 1) in half of the rats, on day 2 in the other half of 

the rats, and then in all rats every other day from day 3 to 23 or 25. 

Then the leukocytes were considered  to have returned to baseline. 

Problem Description 
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Exploratory Data Analysis 

PK Data PD Data 
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Gabrielsson & Weiner, Pharmacokinetic and Pharmacodynamic Data Analysis - Concepts and Applications, 5th Edition, Swedish Pharmacology Press (2015)   
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Modeling Delays: Review 
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Semiphysiologic model with Transit Compartments 
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Friberg Model in PML 
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Demo 
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Transduction Modeling: Results 
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Transduction Modeling: Summary 

• Implemented Friberg Model 

o linear PK/PD relationship 

o semiphysiologic 

o transit compartments to mimic cell maturation  

o feedback mechanism 

• Determine number of transit compartments 

o no big differences between 2-4 transit compartments 

o 3 transit compartments shows best fit 
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Questions? Questions? 
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PML School: Materials 

Forum: >30 Topics Youtube: 20 videos 
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https://support.certara.com/forums/forum/34-pml-school/ 

 
https://www.youtube.com/user/CertaraLP/playlists 
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Coming up… 
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August   summer break 

 

September  summer break 

 

October  2 Webinars 

 

November  2 Webinars 

 

December  2 webinars 

2017 
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Coming up… 

• Model examples suggested by the users 

o Please send me your suggested models, literature references or ideas 

to  

o bernd.wendt@certara.com 

o We can help you develop or refine  models for live presentation at the 

PML School 

o You can either fill a PML School webinar on your own or we can cover 

for you 

 

• New Topic: NONMEM to PML Comparisons 

o Popular Models using NONMEM software 

o 1:1 translation into Phoenix Modeling Language 

o Setup and run NONMEM models in Phoenix 

o Setup and Run same model in Phoenix NLME 

o Compare Results 
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