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[Abstract] Objective Article 37 of the 2013 Helsinki Declaration first proposed the applicable conditions for unproven
interventions. However, during the revision process of the 2024 Helsinki Declaration, the working group received numerous
feedbacks regarding the abuse of "compassionate use", especially during the COVID-19 pandemic, where the original provisions
were misused. This article focused on exploring the current situation and problems of unproven interventions in clinical practice
and to proposes solutions suitable for the national conditions to provide references for the supervision of unproven interventions
in China. Methods Relevant literature and regulations and policies on off-label drug use, expanded clinical trials of drugs and
medical devices (i. e. , compassionate use of drugs and medical devices) in the United States, the European Union, and China
were reviewed and analyzed. Results  The clinical application of unproven interventions involved a complex interweaving of
ethics, law, and technology. Relying solely on expert opinions and informed consent was insufficient to fully protect the rights
and interests of patients. In China, off-label drug use and expanded clinical trials of drugs had problems such as insufficient le-
gal supervision, inadequate informed consent protection, lack of ethical consideration, and unclear approval procedures. Con-
clusions It is urgent to further improve the supervision mechanism and relevant laws and regulations to ensure the safe and rea-
sonable use of unproven interventions in medical research and clinical practice under the premise of safeguarding the well-being
of research participants and patients.
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