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RESULTS

INTRODUCTION

Bilastine is a non-sedating H1 antihistamine approved for treatment of allergic rhinoconjunctivitis | | A two-compartment disposition model (same structure as for oral bilastine PK in adults and children)  Simulated plasma levels of bilastine based on the PK parameters characterising
and urticaria, at an oral dose of 20 mg once daily (OD) in adults and adolescents (212 years) and | | 51 with a single first-order Ka, no T,, and proportional residual error best described pooled  absorption of ophthalmic bilastine as estimated in the adult (i.e., Ka=0.345 1/h
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To simulate systemic PK levels arising from OD ocular administration of bilastine eye drops in = \ : §KA children) in order to construct confidence intervals.
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Estimated absorption kinetics of ophthalmic bilastine were assumed unchanged in the target e e A — o shown. e
paediatric population, in whom eye dimensions and pre-corneal factors are mostly like in the adult Time (rours)

[3:4] (Scenario 1). However, two additional hypothetical (worst-case) scenarios were also explored via
sensitivity analysis on the adult pre-systemic PK parameter values (Scenario 2: F increased by 30% CONCLUSION

+ Ka increased by 30%; Scenario 3: F=100% + Ka increased by 30%).

Systemic PK parameters (and associated variabilities) from the paediatric popPK model previously
developed for oral bilastine [°] were used in simulation instead of those estimated in adults above,
under the assumption that systemic disposition is independent of the route of administration. The
paediatric popPK model is deemed applicable in children aged =2 years given that all physiological
rocesses involved in the disposition of the drug are fully mature by this age [>..

The absorption kinetics estimated for bilastine 0.6% ophthalmic solution in adults were used, in conjunction with the well-known systemic PK parameters of oral bilastine in children, to
simulate plasma concentrations following multiple dosing of bilastine eye drops in the target paediatric population. Plasma levels attained through the ocular route were proven to be
negligible in comparison with the systemic exposure corresponding to the therapeutic paediatric oral dose (10 mg/day), thus allowing to discard safety concerns without the need to
conduct paediatric PK studies after ophthalmic administration of bilastine.
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