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. . Summary of product
Package insert Reference listed drug R
characteristics
Dosage and administration
Not Only Only Not Only Only Not Only Only

specified in  specified in specified specifiedin  specified in specified specified in ~ specified in specified

the fasted the fasted in the fed the fasted the fasted in the fed the fasted the fasted in the fed

or fed state state state or fed state state state or fed state state state
Immediate-release drug products (Ordinary)
Fasted state Y Y Y Y Y Y Y Y N
Fed state N N N Y N Y N N Y
Immediate-release drug products (Specific formulation)
Fasted state Y Y Y Y Y Y Y Y N
Fed state Y N y Y N Y Y N Y

Kuribayashi R et al., Clin Pharmacokinet. 2021.
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Highly variable drugs
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AUC,, and C_

The 90% confidence mterval for the ratios: 80%—

125%

Not 1n the above range, generic drug products are

accepted as bioequivalent, if the following three

conditions are satisfied:

1)  the total sample size of the initial
bioequivalence study 1s not less than 20 (per
group) or the pooled sample size of the initial
and add-on subject studies is not less than 30

2)  the geometric mean ratios: 90-111%

3)  the dissolution rates of original and generic
drug products are determined to be simular
under all conditions tested

AUC,,, AUC,.. and C__ AUC,, and C__
The 90% confidence interval for the ratios The 90% confidence interval for the ratios
General drug : 80.00%—125.00% General drug - 80.00%—125.00%
Narrow therapeutic drugs Narrow therapeutic drugs - 90.00%—111.11%
Within-subject CV <10% : Narrower than 90.00%—111.11% Highly variable drug products
Within-subject CV =10% : Wider than 90.00%—111.11% AUC : 80.00%—125.00%
Limited to 80.00%—125.00% Coax
Highly vanable drug products (AUC and C..) Within_subject CV (%) Lower Limit Upper Limit
Within-subject CV <30% : 80.00%—125 00% 20 20,00 125.00
Within-subject CV >30% : Wider than 80.00%—125.00% =
GMR within 80.00-125.00% > = ——
40 74.62 134.02
45 72.15 138.59
=50 69.84 143.19

Within-subject CV >50% : Limited to 69.84%—143.19%
GMR within 80.00-125.00%

Kuribayashi R et al., J Pharm Sci. 2016.
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Figure 2 Implied bioequivalence limits of geometric mean ratios for nar-
row therapeutic index drug products. [Color figure can be viewed in the

online issue, which is available at wileyonlinelibrary.com.] 14
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