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Background i

J Major changes:

— Remove individual bioequivalence

— Crossover design -> Parallel design

J PBE: mainly used as the key statistical approach for in vitro BE

— Nasal drug products

— Oral inhalation drug products
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PBE Criterion

O Hypotheses:
HOZ 0 > ep VS. Ha: 0 < ep

r(MT—MR)2+U'2F—(’%1

o2 if 6R > Op
where 6 = | )2R+ .
HT—HR)"TOT—OR £
\ o2 if op < 0y

(d More notation:
— Op is the PBE limit

— 0% is a regulatory constant for variance (recommended as 63 = 0.01)
d Aggregate & mixed scaling approach
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PBE Limit Op

d PBE measure can be expressed as follows:

2 . :
(Mp— MR)” + 0% —0F _ Average BE limit + Variance term
max{c3, 0%} Scaled variance term

O An upper BE limit of 1.11 is recommended for the average BE limit.

L Allowance of 0.01 is recommended for the variance term. Note this value may be adjusted
depending on the average BE limit for in vitro data.

O Accordingly, the PBE limit 6p is recommended as

_ (In1.11)*+ 0.01

0p= S = 2.089
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Statistical Test of PBE i

A Alinearized form: Hy:y = 0 (=H: 0 = 6p ), where

( N
(bt — uR)? + 0F — (oR + BpoR) it 6 > 0
Y =+
k(HT — ur)? + 0% — (of + 8p0f) if 6 < 0g

d PBE can be claimed < Yy < 0, where yy is a 95% upper confidence
bound for .

L Approximated 95% upper confidence bound for y is given in the FDA’s draft
guidance.
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Thank you!

Questions?
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