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Bilastine is a non-sedating second-generation H1- A two-compartment disposition model (same structure as for bilastine PK in adults [4) with a lag time and proportional
antihistamine approved for treatment of allergic residual error provided the best description of the paediatric observations. The interindividual variability (modelled as
rhinoconjunctivitis (AR) and urticaria (U) in adults at | | exponential) was well defined and significant for Ka and CL/F. Population parameter estimates together with the standard
the oral (p.o.) dose of 20 mg once daily (OD) [11, error of estimates (SEE) are presented in 7able 1. The achievement of convergence in FOCE method along with adequate
Optimal attributes can be anticipated for its clinical use SEE in the model parameters, are indicators of the suitability of the data to provide sufficient model identification.

in paediatrics due to its favourable safety and None of the studied covariates was significantly predictive for inclusion [ 7able 2.

tolerability [2! and aage-independent PD profile [31. Table 1. Bilastine population PK final model parameters in children. Table 2. Covariate models tested during data analysis of trial BILA-3009/PED.
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) arbitrarily by subject for N=14 IDs with non-trivial profiles (more than single time-point sampled).

Population PK (PopPK) models were developed in R T
NONMEM (FOCE method). Graphical analysis was Figure 1. Evaluation of the final pediatric popPK model via VPC stratified by age. ~ NO significant difference was observed in AUC and C_,, between

Plasma concentrations are in Log scale. Observation (red dots) are overlaid on

performed in 5-PLUS. the PK predictive intervals (mean, 95% CI) simulated by the model after the paediatric_ dage groups, all of WhiC_h were well within the range
One and two Compartment disposition models Wlth steady state administration of 10 mg of bilastine in children (N=1000). observed in adults at the therapeutlc dose (20 mg/day) [723[7/6 4]

first-order absorption and possible contribution of a lag Children from 2 years were also deemed to belong  7able 4. Summary statistics of AUC and C,,, observed in children from study BILA-3009/PED (at

time were explored. to the same PK population as We”, given that the bilastine 10 mg/day) as compared to adults (at 20 mg/day).
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CONCLUSION

A popPK model characterizing bilastine PK behaviour in children aged from 4 to <12 years was successfully developed and positively qualified from observations in a limited
sampling confirmatory study in paediatrics. Additionally, the achievement of comparable (i.e., within the range) drug exposure to that observed in adults after the therapeutic
i dose of 20 mg, together with the additional integrative analysis, served to confirm the validity of the 10 mg daily dose for the entire target paediatric subset (2 to <12 years).
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