Introduction

Apixaban is an oral, direct, selective factor Xa (FXa) inhibitor' and may be a

A linear mixed-effects analysis was performed to estimate the slope of the

Apixaban CL/F increased with age, reaching adult clearance values in
adolescents aged = 12 years (data not shown)®

Figure 3. pcVPC for Pediatric Patients with CAHD at Risk of VTE

treatment option for venous thromboembolism prevention in children (28 days to relationship between observed apixaban concentration and observed ObSENféd and predicted apixaban concentrations correlated well for the overall Data: Apixaban concentration
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Apixaban has been studied using age-appropriate oral formulations using a A graphical analysis of inhibition of chromogenic factor X versus apixaban described observed data (Figure 3) 3 i~g  PYSEESSSSECIRE
model developed from 2 Phase 1 and 1 Phase 3 pediatric studies (NCT01195727, concentration was performed by weight group {1 1 oy, SR
NCT01707394, and NCT02369653) o ) ) ) . 1 e it 2 B A S R K
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The final apixaban PPK model was a 2-compartment model with first-order absorption, 1
Objectives dose-dependent relative bioavailability (F1), and first-order elimination (Table 1) . -
The objectives of this analysis were to: IV was estimated in first-order absorption rate constant (Ka), apparent total Simulated apixaban trough concentrations with weight-based dose adjustment - 3

Characterize the PK of apixaban in pediatric patients with CAHD and evaluate
the effect of covariates on apixaban PK

Assess whether the current fixed-dose by weight-tiered regimen for apixaban
in pediatric patients aged 28 days to < 18 years achieved target exposures
Characterize the PK/PD relationship between anti-FXa activity (AXA) and
apixaban concentration in pediatric patients with CAHD

clearance (CL/F), apparent central volume of distribution (Vc/F), apparent
intercompartmental clearance (Q/F), and apparent peripheral volume of
distribution using an exponential variance model

Residual variability was estimated using an additive variance model on

log concentrations

Apixaban CL/F was modestly lower (~21%) in pediatric patients with CAHD
compared with adults

in virtual pediatric patients aged 28 days to < 18 years were consistent with
concentrations in the adult population over 12 months, suggesting that the dose
adjustment is accurate and may be used for future studies (Figure 4B)

The apixaban PK—AXA relationship was characterized well using both linear
regression and linear mixed-effects modeling

20 25

Time after previous dose, h

Medians and percentiles are plotted at the midpoint of each time after previous dose interval.

CAHD = congenital or acquired heart disease; Cl = confidence interval; pcVPC = prediction-corrected visual predictive check; VTE = venous thromboembolism.
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