NAT2 acetylation status and toxicity in tuberculosis treatment: systematic review and meta-analysis 
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Introduction. Anti-tuberculosis treatment can lead to severe adverse drug reactions (ADRs), most notably hepatotoxicity. Variants of the N-acetyltransferase 2 (NAT2) gene may increase the risk of experiencing such toxicity events.
Aims. To provide a comprehensive evaluation of the most recent evidence on the association between NAT2 variants and anti-tuberculosis drug-related toxicity.
Methods. A systematic review and meta-analysis. We are searching for studies in Medline, PubMed, EMBASE, Cochrane Reviews, and Web of Science through September of 2025. Meta-analyses will be conducted to gather estimates of the association between the acetylator's status and ATDH.
Results. Preliminary evidence from the included studies suggests that the slow and intermediate NAT2 acetylators show increased susceptibility to hepatotoxicity compared with rapid acetylators. Moreover, early indications point to more consistent findings across different populations, with several large multi-center studies helping to reduce heterogeneity and reinforce the robustness of the association.
Discussion. Although analyses are ongoing, the accumulating evidence supports the clinical relevance of NAT2 acetylator status as a pharmacogenetic risk factor for ATDH.
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