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Hepatocyte-Specific Deficiency of DAX-1 Protects
Mice from Acetaminophen-Induced
Hepatotoxicity by Activating NRF2 Signaling.
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Joumnal: International journal of molecular sciences

Abstract:

Acetaminophen (APAP) is a widely used analgesic and
antipyretic drug, but its overdose can cause acute liver failure.
The dosage-sensitive sex reversal adrenal hypoplasia congenita
critical region on the X chromosome, gene 1 (DAX-1, NROB1), is.
an orphan nuclear receptor that acts as a transcriptional co-
repressor of various genes. In this study, we identified the role
of DAX-1 in APAP-induced liver injury using hepatocyte-
specific Dax-1 knockout (Dax-1 LKO) mice. Mouse primary
hepatocytes were used as a comparative in vitro study. APAP
overdose led to decreased plasma alanine aminotransferase
and aspartate aminotransferase levels in Dax-1 LKO mice
compared to C57BL/6J (WT) controls, accompanied by reduced
liver necrosis. The expression of the genes encoding the
enzvmes catalvzing glutathione (GSH) svnthesis and
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