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FDA Guidance “Bioavailability and Bioequivalence
Studies for Orally Administered Drug Products —
General Considerations”

O Moieties to be measured “Parent drug vs metabolites”

L

Measurement of a metabolite may be preferred when parent drug
levels are too low to allow reliable analytical measurement in blood,
plasma, or serum for an adeqguate length of time. We recommend
that the metabolite data obtained from these studies be subject to
a confidence interval approach for BE demonstration. If there is a
clinical concern related to efficacy or safety for the parent drug, we
also recommend that sponsors and/or applicants contact the
appropriate review division to determine whether the parent drug
should be measured and analyzed statistically.

FDA Guidance “Bioavailability and Bioequivalence
Studies for Orally Administered Drug Products —
General Considerations”

O Moieties to be measured “Parent drug vs metabolites”

N

A metabolite may be formed as a result of gut wall or other
presystemic metabolism. If the metabolite contributes meaningfully
to safety and/or efficacy, we also recommend that the metabolite
and the parent drug be measured. When the relative activity of the
metabolite is low and does not contribute meaningfully to safety
and/or efficacy, it does not have to be measured. We recommend
that the parent drug measured in these BE studies be analyzed
using a confidence interval approach. The metabolite data can be
used to provide supportive evidence of comparable therapeutic




EMEA “Q & A on the Bioavailability and
Bioequivalence guideline”

O 6. When should metabolite data be used to establish bioequivalence?

According to the guideline, the only situations where metabolite
data can be used to establish bioequivalence are:

1. “If the concentration of the active substance is too low to be
accurately measured in the biological matrix, thus giving rise to
significant variability’” .

2. “/f metabolites significantly contribute to the net activity of an active
substance and the pharmacokinetic system is non-linear’.
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