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Abstract: In recent years, the basic principles for the preparation and evaluation of traditional Chinese medicine (TCM) placebos have
been established and implemented, including the four basic attributes of safety, similarity, applicability and controllability, as well as
the dual identity as simulated preparations and clinical trial preparations. On this basis, with the increasing clinical applications of
placebo and the gradual improvement of quality requirements, similarity as the most critical attribute to ensure the implementation of
clinical trial blinding, has gained increasing attention. In addition to clarifying the critical quality attributes (CQAs) of the simulation

and selecting appropriate sensory parameter characterization methods, some new ideas and designs have been proposed to further
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enhance the similarity between TCM placebos and their simulated objects. This study focuses on TCM granules, the dosage form most

challenging to simulate, where placebo formulations are typically limited to pure excipients to maintain clinical blinding. The placebo

preparation strategy of TCM granules based on the extraction and effective simulation of CQAs is proposed. It also includes the

simulation of the change rule of key sensory parameters with time and the exploration of the transfer rule of the sensory properties of

key raw materials in the placebo prescription in the preparation process. The odor simulation strategy and new evaluation technology

are proposed, aiming to provide reference for the quality improvement and clinical application of TCM granule placebo.

Key words: traditional Chinese medicine preparation; placebo for clinical trials; granules; similarity; sensory index-time change
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Table 1 Comparison of similarity control levels of placebo

studies of traditional Chinese medicine in different periods
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Fig.1 Comparison of appearance of Chinese medicine granules at different dissolved water temperatures
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Fig.2 Under condition of room temperature, color change of traditional Chinese medicine granules before and after wetting

was compared
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Fig.3 Comparison of appearance changes of traditional Chinese medicine granules solution at room temperature
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