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[ABSTRACT]
basic research and clinical trials. Systematic reviews and meta-analyses (SRs/MAs) of animal experiments

Animal experiments are essential tools in biomedical research, serving as a bridge between

are crucial methods for integrating evidence from animal experiment, which can facilitate the translation of
findings into clinical research, reduce translational risks, and promote resource integration in basic
research. With the continuous development of the Grading of Recommendations, Assessment,
Development, and Evaluation (GRADE) methodology, its application in SRs/MAs of animal experiments has
gained increasing attention. This article first outlines the principles and specific applications of the GRADE
methodology in SRs/MAs of animal experiments, including qualitative descriptive systematic reviews,
meta-analyses, and network meta-analyses. It then deeply analyzes the misuse of the GRADE methodology
in practice, including incorrect evidence grading, improper classification of evidence, misapplication in
qualitative systematic reviews, inconsistencies between the documentation of the upgrading and
downgrading process and results, and inappropriate use for making recommendations. Furthermore, this
article comprehensively discusses the factors influencing the grading of evidence certainty in SRs/MAs of
animal experiments, including the impact of bias risk, indirectness, inconsistency, imprecision, and
publication bias on evidence downgrading, as well as the role of large effect sizes and cross-species
consistency in evidence upgrading. Finally, in response to the issues discussed, improvement strategies are
proposed, including further research and optimization of the GRADE methodology for SRs/MAs of animal
experiments, the development of reporting guidelines tailored to the characteristics of SRs/MAs in animal
experiment research, and enhanced professional training for researchers in the GRADE methodology. This
article aims to improve the quality of evidence in SRs/MAs of animal experiments, strengthen their
reliability in clinical decision-making, and promote the more efficient translation of findings from animal
experiment research into clinical practice.

[Key words] Animal experiment; Systematic reviews; Meta-analyses; Grading of recommendations

assessment, development and evaluation; Certainty of evidence; Evidence grading
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Figure 1 Using the GRADE methodology to grade the certainty of evidence
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(LEMSHBREFNME X LENYEFICIERNFAIREE

AT REELRHMYRZENREZNEH—ABWZREGET), mRETFERINHMBXREE. Z0AMNE, B8EER
BIRF (LRzpEEEA) (201753 8 1 BIEITHR) 1 (Lm0 @FCEHEEIER) (GB/T35802—2018) &, EATS%E
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