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EXECUTIVE SUMMARY

The results of the two bioequivalencestudies indicatethat the 18.75 mg and the 37.5 mg
film coated tablets are bioequivalent to the PS tablets of the corresponding strengths.

The evidence provided by the results of the bioequivalencestudiesand in vitro
dissolution testing links the to be marketed FC tablets, the clinical tabletsused in the dose
ranging study in the pediatric target population, and the marketed Avapro® tablets.

The accuracy of the LC/MS/MS method used in the two bioequival encestudies when
assessed at the highest concentration of the QC samplesexceeded the 15% limit.
However, it is very unlikely that the observed small biasimpacted the results.

The validation report of the LC/MS/MS method used in the two bioequivalencestudiesis
acceptable.

The earlier submitted single and multiple dose pharmacokineticstudy with extensive
sampling enrolled 9 school children and 12 adolescents, predominantly males of African-
Americanorigin. The dose of irbesartan administered to the children was approximately
2mg/kg. The resulting exposure values were similar to those in adults. The data of the
study were reviewed by OCPB/DPE1 in 2000 and found to be appropriateand the
proposed labeling acceptable. It should be noted that in the pharmacokineticstudy one
dose level (2.0 mg/kg) was tested whereas in the efficacy and safety study a dose range of
0.5 mg/kg — 4.5 mg/kg was eval uated.

The results of the dose ranging study in hypertensive school children and adolescents
indicated that irbesartan elicits a statistically significant antihypertensiveeffect in a
hypertensive pediatric population. Irbesartan lowered the trough sitting systolic blood




pressure (primary endpoint) and the trough sitting diastolic blood pressure statistically
significantly during the up-titration phase compared to baselineand during the
withdrawal phase compared to placebo. During the up-titration phase respective
decreasesin the systolic blood pressurefrom baselineof -11.7, -9.3 and -13.2 mm Hg
after doses of 0.5 mg/kg, 1.5 mg/kg and 4.5 mg/kg, were observed. The corresponding
decreasesin diastolic blood pressurewere-3.8, -3.2, and -5.6 mmHg, respectively.
During the withdrawal phase the differencein systolic and diastolic blood pressure
between subjects receiving the active treatment and subjects on placebo wasidentically
small, namely -2.3 mmHg. There was no dose-responserelationship observed for the
effect on systolic blood pressure. The antihypertensiveeffect of -2.3 mmHg measured is
considered therapeutically insignificant by the Cardiorenal Division. Thus, irbesartan
cannot be recommended for the indication treatment of hypertensionin school children
and adol escents.
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