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PBPK Modeling and Simulation

Pharmaron provides Physiologically Based Pharmacokinetic (PBPK) modeling and
simulation services for predicting drug exposure in preclinical and clinical settings. PBPK enables
informed decision making for efficacy, safety and dose prediction through lead optimization,
candidate nomination and First-in-Human studies. By leveraging industry-standard GastroPlus
software and Pharmaron’s extensive drug development expertise, combined with our integrated
experimental services, we deliver data-driven insights that foster innovation, instill confidence, and
accelerate your journey from concept to clinic.

Model Informed Drug Discovery & Development

PBPK modeling and simulation provide a comprehensive, integrated data-driven approach that enhances
decision-making, optimizes resources, reduces risk, and improves clinical outcomes.
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In-depth Analysis and Decision Making with
Increased Confidence

= Get a mechanistic understanding of ADME processes in preclinical species and humans

= Verify distribution preclinically and predict for humans with increased confidence
= QOptimize the drivers of absorption and systemic exposure

* Predict human PK & FTiH outcomes

= Estimate tissue concentrations at the target site of action

= Design PK/PD and safety studies with increased confidence
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Lead Optimization / Preclinical
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= Predict drug exposure in preclinical species
= Explore alternative routes of administration
= Evaluate biopharmaceutical properties and formulations

» Analyze food effects in animals and assess their implications for clinical treatment
scenarios
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IND-enabling / Clinical

= Extrapolate /n vitro metabolism data to /n vivo values (IVIVE) and predict human PK
parameters

= Model FTiH and Phase I-1V studies

= Analyze Drug-Drug Interactions (DDIs) to evaluate the clinical impact of victim and
perpetrator drugs
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Combining PBPK Modeling with World Class ADME
and /n vivo Models to Advance Knowledge and
/ Accelerate Timelines

Simulation Outputs

Dissolution/Absorption & Exposure Efficacious Dose — Population Analysis
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Optimized PBPK models can be used to investigate biopharmaceutical properties and simulate clinical dose
regimens using different populations (disease/age). Human dose predictions are based on multiple factors such as
the minimal efficacious target concentration and the maximum safe concentration. Population-based simulations
indicate potential clinical variability.

in vitro Assay Calibration

After application of the calibration and scaling Absorption IVIVE (P, , to human F, (%))
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