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Highly Variable Drugs:
Experience with Propafenone
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Highly Variable Drugs
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What Is Bioequivalence?
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Criteria For Bioequivalence
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Propafenone
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Bioequivalence Of
Propafenone Tablets
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Cont’d
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Mean Plasma Concentrations
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Results

Parameter Mean (cv) ANOVA

Apotex Rythmol

AUCT (ng*hr/mL) 1377 (139) 1398 (144) p=0.32

Cmax (ng/mL) 223 (84) 219 (92) p=0.45

Tmax (hr) 2.94 (34) 3.08 (31) p=0.66

t1/2 (hr) 2.92 (63) 3.31 (68) p=0.58

Note: Log-transformation for AUCT and Cmax
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Plasma Profiles From Two
Subjects
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Results - Cont’d

Parameter Test/Ref
(%)

90%
CI

CI Within
80-125%

AUCT (ng*hr/mL) 117 84-162 No

Cmax (ng/mL) 113 81-156 No
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Reasons For Failure
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Inter-subject Variability
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Sources Of Variability

■ ����&�����	6�)����)������7	�/
�����/�����	��	���������)	����������

➤8���	6��<4>	4*�!	��7	'�	���2	6��<4>	�!*-4	��7
����&���=���

E  �	�����	���	��'���	��	���2	����&���=���

➤:����*/���	����&���=��F

E ;��	/����*����	����&�����

E %�2��	��'����	������	��	%#G	�/	���	����)�	����
�������



������

Sources Of Variability - Cont’d
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Re-analysis Of BE Data

Intra-subject cv 90% CI
AUCT 11% 82-101
Cmax 20% 75-112
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Proof Of High Variability
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What is n for demonstrating
BE With CV = 29%?
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Bioequivalence Standards: Do
We Have The Right Balance?
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What Is The Right Balance?
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