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Disclaimer

© Copyright 2024 Certara, Inc. All rights reserved. 

• All subject data displayed in this presentation is dummy data which 

is solely included for demonstration purposes.  
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PPK dataset

© Copyright 2024 Certara, Inc. All rights reserved. 

Population pharmacokinetic dataset

• A dataset used for modeling of drug levels (pharmacokinetic) in a 
population by considering the variability in the population (covariates).
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Population Pharmacokinetic (POPPK) dataset
Brief introduction
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Importance of concomitant medication in clinical trials

© Copyright 2024 Certara, Inc. All rights reserved. 

• Concomitant medication and their effect on drug metabolism.

• Cytochrome P-450 (CYP3A)

o 50% of all clinically relevant medications are metabolized by CYP3A (Zhou, 2008)

• Induction and Inhibition

o Tramadol, verapamil, and codeine

o Glucocorticoids, rifampin, phenobarbital
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CM-domain

© Copyright 2024 Certara, Inc. All rights reserved. 

• CDISC-definition: “The CM domain contains data relating to concomitant and prior medications 
used by the subject, such as those given on an as-needed basis or condition-appropriate 
medications.”
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How to identify relevant records from the CM-domain

© Copyright 2024 Certara, Inc. All rights reserved. 

• Understanding drug metabolism  

• Identifying full set of co-medications of interest and their relative potency 

o FDA-website

o Drug Interactions Database (DIDB)

▪ Weak/Moderate/Severe inhibition or induction

• (AD)CM-domain

o CMDECOD, CMTRT, ATC-codes 

• Additional factors: 

o Route of administration, administered dose, dosing frequency 
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Data handling - I

© Copyright 2024 Certara, Inc. All rights reserved. 
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Data handling - II

© Copyright 2024 Certara, Inc. All rights reserved. 

• Individual records

• Summmary record
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• Summmary record (character variables)

Data handling - III

© Copyright 2024 Certara, Inc. All rights reserved. 

• Summmary record (numeric variables)
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Combining the PPK dataset & Co-medication data

© Copyright 2024 Certara, Inc. All rights reserved. 
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Incorporating time-varying co-medication records into the 
PPK dataset

© Copyright 2024 Certara, Inc. All rights reserved. 
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Food for thought

© Copyright 2024 Certara, Inc. All rights reserved. 

• Lag time of effect

o Does the start date of co-medication also mean that the clinical effect of the co-medication is 

immediate?

o Does the end date of co-medication also mean that the clinical effect of the co-medication is gone? 

▪ Secondary start- and/or end-date variables to incorporate the ‘lag-effect’ 

• Co-medication which has a different effect when co-administered with other drugs.

o Lesinurad & allopurinol

▪ Individual Lesinurad: moderate inducer

▪ Combined administration: weak inducer
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Summary

© Copyright 2024 Certara, Inc. All rights reserved. 

• Key steps in adding time-varying co-medication data to PPK datasets

o Identifying which co-medication we should be looking out for

o Resolving missing/incomplete start- and end-dates of dosing

o Removing overlapping co-administration records

o Combining with PPK dataset

o Carry-forward co-med data and check for overlap with PPK observation/dosing records
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