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• Circadian variability influences the pharmacokinetics (PK) and pharmacodynamics (PD) of certain 

drugs [1-4].   

• Our objective was to validate methodology simulating a QT change for orally administered quinidine 

using mechanistic methods - Simcyp Simulator for PK and Cardiac Safety Simulator (CSS) for PD - 

accounting for circadian variability. 

• Predicted ΔQTcF values were concentration dependent, followed circadian rhythms and  

maximum population values for 22:00 and 10:00 scenarios were 38 (03:00) and 43 (13:00)  

ms respectively. 

• Mechanistic in vitro-in vivo extrapolation (IVIVE) incorporates knowledge determining  

circadian PK / PD variability using in vitro data on drugs and may assist in clinical study  

design for drugs affected by chronobiology. 
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