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Abstract: Objective The objective is to conduct a real-world survey on the off-label use of clonazepam in Tianjin First Central
Hospital outpatient clinic and perform an evidence-based evaluation of such usage, aiming to provide rigorous evidence for improving
clinical rational drug use. Methods The data of clonazepam prescription for outpatients in Tianjin First Central Hospital from January
2020 to July 2024 were extracted through the information system. The off-label use of clonazepam tablets was determined according
to the relevant indications approved in the drug instructions. According to the statistical results, the rationality of off-label drug use
was evaluated by referring to the Micromedex® system and the “Off-label Drug Catalog 2024 edition” issued by Guangdong
Pharmaceutical Society. If some off-label use is not included in the system, the relevant evidence search is completed for this indication
of off-label use, and evidence-based evaluation is carried out. Results In this study, a total of 4 340 off-label drug prescriptions for
outpatients using clonazepam were ultimately included, all of which pertained to indication off-label use, primarily encompassing
insomnia, insomnia combined with anxiety, and anxiety. The evidence of off-label drug use was solely derived from guidelines, expert
consensus, and systematic reviews/Meta-analyses. The quality evaluation indicated that while the majority of the evidence was of
moderate to high quality, it should be note that most of the recommendations were primarily utilized as second-line treatment or
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adjuvant medications. Therefore, the clinical use of clonazepam should be carefully assessed. Conclusion The prevalence of off-
label clonazepam use among outpatients in our hospital is substantial. When considering off-label drug utilization based on
guidelines/expert consensus, or SR/Meta-analyses, it is crucial to meticulously assess the quality of evidence and comprehensively

evaluate the benefits and risks for patients. Prescribing medications cautiously is essential in order to mitigate potential for drug abuse.

Key words: clonazepam; off-label drug use; evidence-based evaluation; sleep disorders; sleep disorders combined with anxiety;

anxiety disorder
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Table 1 Proportion of outpatients with clonazepam overindication and Micromedex® system inclusion results
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— Indicates that the corresponding off-label drug use is not included in the Micromedex system.
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A-Do the research questions and inclusion criteria include a PICO component; B-Is it stated that the research methodology for the systematic review was
determined prior to the implementation of the systematic review; Are any inconsistencies with the study protocol explained; C-Did the authors of the
systematic review indicate the types of studies included when they included the literature; D-Did the authors adopt a comprehensive search strategy; E-Is
double copy selection used; F-Is two-person duplicate data extraction used; G-Did the authors of the systematic review provide a list of excluded references
and explain their reasons; H-Did the authors of the systematic review describe the included studies in detail; I-Did the authors use appropriate tools to
assess the risk of bias in each included study.
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