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IVIVE combined with PBPK modeling has increasingly been utilized for the  Table 1 QSAR Prediction of Testosterone Diffusion and Partition Coefficients
prospective prediction of human pharmacokinetics in drug discovery and  through various skin layers

development. The present work illustrates an approach to derive key Parameter QSAR Prediction/ QSAR Method
kinetic parameters from in vitro skin permeation (IVPT) experiments and
parameterize multi-phase multi-layer mechanistic dermal absorption
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muscle compartments were Fig 2. MPML MechDermA Model Structure

All kinetic parameters such as partition and diffusion coefficients through
various layers of skin were either determined experimentally or predicted
by QSAR (Table 1) except diffusional path length of testosterone through
stratum corneum which was fitted against the in vitro cumulative
permeation vs time profile reported by Bronaugh et al 1986. These References
parameters were then used as such to predict in vivo systemic exposure
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profiles of testosterone following topical administration by replicating the
study design mentioned in the publications [1-3].



