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Key statement
Apixaban steady-state exposures in pediatric patients were

Data from a Phase 3 pediatric study (NCT02369653) were used to update a
previously developed PPK model and to assess the covariate effect of patient
type on PK parameters, while retaining previous covariates (Figure 1)

Figure 1. Schematic Overview of PPK Model Development

for Apixaban

and Vc/F were found to be significant and were included in the final model

— Apixaban Ka was ~80% lower in pediatric patients with ALL/LL compared with
adult patients or pediatric patients at risk of VTE or ATE

— Apixaban Vc/F was ~26% lower in pediatric patients with ALL/LL compared
with adults

¢ All parameters in the final model were estimated with good precision (% relative

standard error < 22% for fixed- and random-effect parameters; Table 1)

Stochastic simulations of proposed fixed doses by weight tiers showed that
apixaban steady-state exposures in pediatric patients were consistent with
exposures observed in the adult VTEp population receiving apixaban 2.5 mg BID,
thus confirming that the approach used to provide target exposures for pediatric
patients aged 1 year to < 18 years was accurate (Figure 4A)

A comparison of simulated exposures in patients aged 28 days to < 18 years
with the adult VTEp population receiving apixaban 2.5 mg BID supported dose
extrapolation for patients aged 28 days to < 1 year and new proposed fixed dose
by weight tier regimens for patients aged 1 year to < 18 years (Figure 4B)

© The apixaban PK—AXA relationship was characterized well using both linear

regression and linear mixed-effects modeling

— The linear regression model was chosen to characterize the PK/PD
relationship due to a lower Akaike information criterion value (1163.663 vs
1169.366) and the linear mixed effects model resulting in estimation of a very
small IV (~4.34%) in the slope parameter

¢ The final model was evaluated using a visual predictive check, which confirmed

that the model adequately captured the relationship and variability within the data
set (Figure 5)

Discussion and
Conclusions

e Apixaban PK in pediatric patients with

consistent with exposures observed in adults, supporting target
exposures for pediatric patients aged 1 year to < 18 years, and

Base Model

m A previously developed 2-compartment model with first-order absorption, dose-
dependent bioavailability, and other covariates as listed below was used as a base model.
The model was re-estimated after including the data from Study CV185155. The model
included the effects of the following covariates on PK parameters:

Ka: Age group (9 months to < 18 years)

ALLI/LL at risk of VTE treated with
asparaginase was described using a
2-compartment model with first-order

Table 1. Parameter Estimates and Standard Errors for the

Final Apixaban PPK Model

Figure 2. Goodness-of-Fit Plots for the Apixaban Final PPK Model for the Overall Data: (A) Apixaban Concentration*
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