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Abstract

The modern research on Ziwuliuzhu has long been characterized by a paradoxical pattern: robust
clinical application coexists with a scarcity of high-level evidence, with the fundamental issue lying
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in the systemic inadequacy of methodological quality. Employing a critical review approach, this
paper focuses on key design flaws in current research, providing a systematic analysis across three
dimensions—theoretical interpretation, clinical investigation, and practical implementation. The
findings reveal that methodological shortcomings, such as the inability to isolate chronotherapeutic
effects through appropriate control group design, insufficient rigor in blinding procedures, and a
disconnect between objective outcome measures and chronobiological theory, collectively con-
strain the elevation of evidence quality. Notably, the predominance of small-sample exploratory
studies has led to a research landscape characterized by abundant preliminary evidence but insuf-
ficient confirmatory findings. Based on this analysis, this paper proposes interdisciplinary integra-
tion pathways: aligning with chronobiology to solidify theoretical foundations, incorporating arti-
ficial intelligence-assisted research paradigms to optimize study design, and developing personal-
ized chronotherapeutic models to facilitate clinical translation. These efforts aim to provide meth-
odological support for integrating Ziwuliuzhu therapy into the international evidence-based medi-
cine framework and to open viable pathways for its precise clinical application.
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