ONTOX HT-PBK: High-throughput PBK modelling for
the in silico prediction of chemical levels in humans
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... because the dose makes the poison!
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The Problem

?

2. Simulating daily oral exposure
using predicted properties for
PBK modelling

3. Categorising compounds
based on their total amount
In the body

Paper submitted: "Systematic Evaluation of High-throughput
PBK Modelling Strategies for the Prediction of Infravenous and
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Categorisation Results
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Property predictions
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PBK models integrate
all information about:
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- Lipophilicity

- Solubility

- Intestinal permeability
- Fraction unbound
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SAF.
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Figure 2: Examples of PBK simulation results for two chemicals.
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Figure 3: Distribution of calculated
Systemic Availability Factors of all
Designathon compounds.
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Figure 4. HT-PBK models could further be integrated

with demographic data to also capture population
variability in model simulations.
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Not applicable: 12 compounds due to high molecular weight,
or being organometallics outside the applicability domain of
the utilised in silico tools.

Asparagine...

Open Questions

1. Conceptual relevance:

Is the total amount in the body

the most relevant readout? Are
peak concentrations more relevant?

2. Validation of categorisation:
What kind of data could be used

to confirm that categorisation results
are "correct"?
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