Causality and Risk Factors in Antitubercular Drug-Induced Liver Injury
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Introduction. Antitubercular drug-induced liver injury (AT-DILI) is a complex hepatoxicity influenced by host and genetic factors. The RUCAM system provides a structured score to estimate the likelihood of drug causality. Using established criteria and causality assessment methods, risk factors for AT-DILI were investigated in a multiethnic cohort. Aims. We aimed to determine the causality and risk factors associated with AT-DILI.
Methods. We conducted a retrospective observational study on tuberculosis patients treated at Luigi Sacco Hospital, Milan, Italy. Causality of AT-DILI was assessed using the RUCAM system, and risk factors were analysed using linear regression. Results. Among 127 tuberculosis patients, 28 (22%) developed hepatotoxicity. According to RUCAM, 17 (61%) were hepatocellular and 11 (39%) mixed/cholestatic. Rifampicin, isoniazid, and pyrazinamide were identified as possible causes of DILI. Time to onset averaged 12 days for rifampicin, 33.5 days for isoniazid, and 13 days for pyrazinamide; rifampicin-related cases were mostly “possible,” while isoniazid- and pyrazinamide-related cases were predominantly “probable,” with few “highly probable.” Low BMI (<18.5) was the only independent risk factor in both univariate and multivariate analyses. Discussion. AT-DILI occurred in 22% of patients, with hepatocellular injury being the most frequent pattern. Rifampicin, isoniazid, and pyrazinamide were all implicated as possible causes, while low BMI emerged as the only independent risk factor. These findings emphasize that, although RUCAM is essential for assessing drug causality, patient characteristics such as BMI should also be considered to optimise the stratification of risk and management of AT-DILI.
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