21 Japanese children/adolescents (6 to 15 years of age) with inadequately controlled allergic
asthma (Study B1301). The purpose of this review is to review the updated population PK/PD
report. The population PK/PD model developed in BLA103976/S5149 adequately describes the
omalizumab-IgE data in the newly included patients (n=21) between 6 and 11 years of age from
Study B1301. The parameter estimates are similar with and without the 21 Japanese patients.
This supplement submission is acceptable from a clinical pharmacology perspective.
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2. Appendix

OFFICE OF CLINICAL PHARMACOLOGY:
PHARMACOMETRIC REVIEW
1. SUMMARY OF FINDINGS
The population PK/PD model developed in BLA103976/S5149 adequately describes the
omalizumab-IgE data in the newly included patients (n=21) between 6 and 11 years of age from
Study B1301. The parameter estimates are similar with and without the 21 Japanese patients.
The proposed dosing table is reasonable for the pediatric asthma patients between 6 and 11 years
of age.
1.1
Key Review Questions
To support the pediatric dosing table of omalizumab to treat allergic asthma patients of 6-11
years of age, the applicant conducted PK/PD modeling and simulations in BLA103976
Supplement 5149 submitted in December 2008 (see details in Clinical Pharmacology Review on
BLA103976/S5149 by Drs. Sang Chung and Partha Roy in December 2009).
The purpose of this review is to address the following key question:
1.1.1

Can the population PK/PD model adequately describe the newly included
omalizumab-IgE data of the patients of 6-11 years of age in this submission?
Yes, the population PK/PD model adequately describes the omalizumab-IgE data in the newly
included patients (n=21) between 6 and 11 years of age from Study B1301 as shown in Figure 1.
Figure 1: Observed versus Model Predicted Total Omalizumab Concentrations (Top
Panel ), Total IgE Levels (Middle Panel), and Free IgE Levels (Bottom Panel) for the 21
Japanese Patients from 6 to 11 Years of Age Treated with Omalizumab in Trial B1301

Reference ID: 3937850

Note: Study number of 21301 is used in the NONMEM dataset for Trial B1301.
Source: output file “xolairpedjap nmtab” for NONMEM Run “dtemodel9nm.ctl”, submitted for S5225.

1.1.2

Is the proposed dosing table reasonable for the pediatric asthma patients of 6-11
years of age?
Yes, the proposed dosing table appears reasonable for the pediatric asthma patients of 6 to 11
years of age. Refer to the Clinical Pharmacology Review by Drs. Sang Chung and Partha Roy
dated December 2009.
2. APPLICANTS’ PK/PD ANALYSIS
Objectives
The objectives of the applicants’ population PK/PD analysis were:
 To characterize the population pharmacokinetics of omalizumab,
pharmacodynamic effect on IgE in allergic asthma patients of all ages.
 To assess the effects of patient covariates on omalizumab PK/PD.
Methods
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and

its

omalizumab and its target, a quasi-equilibrium TMDD model was used to capture serum
omalizumab and serum free and total IgE simultaneously.

.
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