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Introduction and inspirations of EMA's Guideline on the requirements for
demonstrating therapeutic equivalence (TE) between orally inhaled products
(OIP) for asthma and chronic obstructive pulmonary disease (COPD)

XIAO Huilai
Center for Drug Evaluation, National Medical Products Administration, Beijing 100076, China

Abstract: EMA published the Guideline on the requirements for demonstrating therapeutic equivalence (TE) between orally inhaled
products (OIP) for asthma and chronic obstructive pulmonary disease (COPD) in February 2024. TE means that the efficacy and safety
profile of the test and reference products is sufficiently comparable so that a clinically relevant difference between products can be
reliably excluded. The guideline proposes that TE investigation on such drugs should adopt a stepwise approach. If all in vitro
requirements can be fulfilled, TE can be demonstrated in vitro. If equivalent systemic exposure (as a surrogate marker for safety) and
equivalent lung absorption/deposition (as a surrogate marker for efficacy) is demonstrated in spite of some in vitro differences, then
TE can be demonstrated through pharmacokinetics. It is generally not recommended to aim at demonstrating TE using
pharmacodynamic or clinical endpoints as these are deemed insensitive. This guideline also provides extensive recommendations on
many specific issues related to TE investigation of such drugs. This article provides a detailed introduction to the guideline, hoping to
provide inspiration for the investigation and evaluation of TE of such drugs in China.
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Fig. 1 Absolute deposition (A) and deposition percentage (B) when the test formulation and reference formulation have

similar airflow resistance
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Fig.2 Absolute deposition (A) and deposition percentage (B) when the test formulation and reference formulation have

different airflow resistance
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