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INTRODUCTION AND OBJECTIVES

As the incidence of eye diseases is expected to increase, the development of new treatments and drug delivery systems becomes a critical necessity.
The aim of the present work was to develop a physiologically-based pharmacokinetic model of 8%Zr-adalimumab after intravitreal (IVT) administration in healhty and endotoxin-induced uveitis (EIU)
diseased rats to assess the effect of dose on TNF-a reduction in the anterior chamber of the eye.
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RESULTS

Table 1. Drug- and system-related model parameters. Table 2. Numerical evaluation of model performance.
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CONCLUSIONS

v’ The PBPK model here reported represents a consistent basis to mechanistically explore radiolabeled biologic drugs disposition after IVT administration, allowing to perform translational modelling

I

between species. The model considers the interaction with FCRn and TNF-a simultaneously, the intraocular pressure increase due to IVT administration and disease recovery.

v The incorporation of radioactivity-related processes allows the use of observed data coming from non-invasive (images) preclinical experiments.

v IVT administration of adalimumab in early-stage ocular inflammatory disorders would be a suitable therapeutic strategy, but high doses would be needed to achieve the desired

therapeutic effect, what poses a formulation challenge due to the requirements of this route of administration.
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