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Project 2: Species & Life Stage Comparisons of PAH Dosimetry
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Without an integrated model, addressing the complexities of PAH metabolismis daunting



PAH PBPK Models
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Activity Based Protein Profiling
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Major Findings
Activity Based Protein Profiling

» Human P450 ontogeny

Global Proteomics Activity Based Proteomics
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B CYP1AZ2 low levels of gene expression & total protein but no active protein
B CYP2D6 high gene expression but limited total and active protein
B CYP3AY high active protein levels in fetus was replaced by 3A4/5 post-natal

B CYP1, 2, and 3 families generally low levels of active protein in fetus but
higher post-natal

Sadler et al. (2016) Drug Metab. Disp. In press
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