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    Abstract
Tuberculosis remains a significant infectious lung disease that affects millions of patients worldwide. Despite numerous existing drug regimens for tuberculosis, Drug-Induced Liver Injury is a major challenge that limits the effectiveness of these therapeutics. Two drugs that form the backbone of the commonly administered quadruple antitubercular regimen, i.e. pyrazinamide (PZA) and isoniazid (INH), are associated with such hepatotoxicity. The problem is compounded by the lack of safe and effective alternatives to the antitubercular regimen. Consequently, current research largely focuses on exploiting the hepatoprotective effect of nutraceutical compounds as complementary therapy. Silibinin, a herbal product widely believed to protect against various liver diseases, potentially provides a useful solution given its hepatoprotective mechanisms. In our study, we identified silibinin’s role in mitigating PZA- and INH-induced hepatotoxicity and elucidated a deeper mechanistic understanding of silibinin’s hepatoprotective ability. 25 μM silibinin preserved the viability of human foetal hepatocyte line LO2 when co-administered with 80 mM INH and decreased apoptosis induced by a combination of 40 mM INH and 10 mM PZA by reducing oxidative damage to mitochondria, proteins, and lipids. Taken together, this proof-of-concept forms the rational basis for the further investigation of silibinin’s hepatoprotective effect in subsequent preclinical studies and clinical trials.
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Footnotes
	1) Introduction edited to explain mechanism of DILI.
2) Figure legends updated to include specific p-values.
3) Experimental procedures clarified to explain the pair of conditions: (a) with a washout step, and (b) without a washout step.



	Abbreviations
	ARE
	Antioxidant response element;
	ATT
	Antitubercular therapy;
	CA
	Trans-cinnamaldehyde;
	CAT
	Catalase;
	CPT
	Camptothecin;
	DCFDA
	6-chloromethyl-2’,7’-dichlorodihydrofluorescein diacetate;
	DILI
	Drug-induced liver injury;
	DMEM
	Dulbecco’s minimum essential medium;
	EMB
	Ethambutol;
	I/P
	A combination of isoniazid and pyrazinamide;
	INH
	Isoniazid;
	MTT
	3-(4,5-dimethylthiazol-2-yl)-2,5-diphenyltetrazolium bromide;
	Nrf2
	Nuclear factor (erythroid-derived 2)-like 2;
	NQO1
	NAD(P)H quinone dehydrogenase 1;
	PZA
	Pyrazinamide;
	SOD
	Superoxide Dismutase;
	SU
	Sulphoraphane;
	TBARS
	Thiobarbituric acid reactive substances;
	TBHP
	Tert-butyl hydroperoxide;
	TCA
	Trichloroacetic acid;
	TMRM
	Tetramethylrhodamine-methyl-ester;
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