[bookmark: _Hlk509050964][bookmark: _GoBack][bookmark: _Hlk497399277]Supplementary Figure 1. P53 regulates Nrf2 expression. Since mice with a 24-hour pre-treatment of Dox were collected at 2, 6 and 24 hours after APAP exposure, we parallelly measured the expression of Nrf2 at 26, 30 and 48 hours after Dox treatment alone. (A-B) mRNA expression of Nrf2 were measured after Dox treatment alone or in p53+/+ and p53-/- mice. Data are the mean ± S.E.M; n=5.  **P<0.01 versus control group. 
Supplementary Figure 2. Expression of Nrf2 after Nrf2 siRNA transfection. Nrf2 mRNA level was measured at 48 and 72 h after Nrf2 siRNA transfection. Data are the mean ± S.E.M; n=5.  **P<0.01, ***P<0.001 versus control group. 
Supplementary Figure 3. P53 regulates core cell cycle protein CDK4 and cyclin D1. CDK4 and cyclin D1 protein levels were measure in p53+/+ and p53-/- mice. Data are the mean ± S.E.M; n=5.  **P<0.01 versus control group. 






