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Consideration of in vivo bioequivalence research for narrow therapeutic index
drugs

LIU Dong, HAN Hongcan, WANG Jun
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Abstract: The definition and characteristics of narrow therapeutic index (NTI) drugs determine the bioequivalence research of such
chemical generic drugs needs more scientific and standard research design and evaluation criteria. In this paper, the list of published
NTI drug and requirements for bioequivalence research of international regulatory agencies and China were reviewed. Combined
with published NTI drugs bioequivalence research technical guidance of China,considerations were put forward in combination with

the BE review of NTI solid oral preparations, in order to provide scientific reference for the bioequivalence research of NTI drugs.
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Table 1 List of NTI drugs involved in FDA, EMA, PMDA and HC official documents
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FDA & 4H (aminophylline) . & & 6 °F* (carbamazepine) « 5t bk & 2 (clindamycin) 7] 45 5E (clonidine) s ¥ P 25 B
(dyphylline) - Pt iz (disopyramide) - i #fE /%2 i Cethinyl estradiol/progestin) « /Il .1 ( guanethidine) « i R 57 74
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Table 2 Design and equivalence evaluation criteria of NTI drugs from different international regulatory agencies
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