Supplementary Figure legends
[bookmark: _GoBack]Figure S1. Ferroptosis-inducing compound induces HSC death. HSC-LX2 cells were treated with erastin (10 μM) with or without indicated inhibitors (ZVAD-FMK, 10 μM; ferrostatin-1, 1 μM; necrosulfonamide, 0.5 μM) for 24 h. (A) Trypan blue exclusion was used to determine the number of nonviable cells. Scale bars: 50 μm. Representative photographs were shown (n = 3 in every group, ***, p < 0.001, N.S., not significant). (B) Fluorescein diacetate (FDA) staining was used to investigate the percentage of live and dead cells. Scale bars: 50 μm. Representative photographs were shown (n = 3 in every group, **, p < 0.01, N.S., not significant). (C) The effect of a ferroptosis-inducing compound on cell death was evaluated using the Calcein-AM/PI Double Stain Kit. Representative photographs were shown (n = 3 in every group). 

Figure S2. RNA-binding protein ELAVL1 expression is increased during HSC ferroptosis. HSC-LX2 and HSC-T6 cells were treated with erastin (10 μM), BSO (200 μM), and sorafenib (10 μM) with or without the indicated inhibitors (ZVAD-FMK, 10 μM; ferrostatin-1, 1 μM; necrosulfonamide, 0.5 μM) for 24 h. (A and B) GSH and (C and D) iron levels were assayed (n = 3 in every group, **, p < 0.01). 

Figure S3. Enhanced ferroptosis by ELAVL1 is associated with autophagy activation. HSC-LX2 cells were stably transfected with ELAVL1 siRNA or ELAVL1 plasmid, and then were treated with erastin (10 μM) for 24 h. (A) 6 autophagy-related genes (MAP1LC3B, BECN1, ATG3, ATG4, ATG9, and ATG12) were assayed by real-time PCR analysis (n = 3 in every group, **, p < 0.01 versus Control siRNA, ##, p < 0.01 versus Control vector). (B) Longevity protein degradation was detected by LC-MS/MS (n = 3 in every group, **, p < 0.01). HSC-LX2 cells were stably transfected with ELAVL1 plasmid, and then were treated with erastin (10 μM) or chloroquine (16 μg/mL) for 24 h. (C) The protein expression of LC3-I/II was determined by western blot analysis (n = 3 in every group, *, p < 0.05, **, p < 0.01, ***, p < 0.001, ##, p < 0.01). 

Figure S4. Disruption of autophagy by BECN1 siRNA impairs ELAVL1-enhanced ferroptosis. The indicated HSC cells were stably transfected with BECN1 siRNA, BECN1 plasmid, BECN1 siRNA+ELAVL1 plasmid, or BECN1 plasmid+ELAVL1 plasmid, and then were treated with erastin (10 μM) or sorafenib (10 μM) for 24 h. (A-D) FTH1 protein expression was assayed by western blot analysis (n = 3 in every group, *, p < 0.05, **, p < 0.01, #, p < 0.05, N.S., not significant). 

Figure S5. HSC-specific knockdown of ELAVL1 impairs sorafenib-induced HSC ferroptosis in murine liver fibrosis. Fifty mice were randomly divided into 5 groups of 10 animals each with comparable mean body weight. Mice of 5 groups were treated with Sham, BDL+VA-Lip-Control-siRNA, BDL+VA-Lip-Control-siRNA+sorafenib, BDL+VA-Lip-ELAVL1-siRNA, or BDL+VA-Lip-ELAVL1-siRNA+sorafenib. The mRNA expression of liver fibrosis markers (A) ACTA2 and (B) COL1A1 was determined by real-time PCR (n = 6 in every group, **, p < 0.01, ***, p < 0.001). Ferroptotic events including (C) GSH depletion and (D) lipid ROS production were determined (n = 6 in every group, *, p < 0.05, **, p < 0.01, ***, p < 0.001). 

Figure S6. Sorafenib can induce ferroptosis in primary HSCs, but not in primary hepatocytes, and macrophages. Primary mouse hepatocytes, macrophages, and HSCs were isolated from mouse liver. Ferroptosis marker (A) PTGS2 mRNA expression and ferroptotic events including (B) iron accumulation, (C) lipid ROS production, and (D) lipid peroxidation were all determined (n = 6 in every group, *, p < 0.05, **, p < 0.01, ***, p < 0.001, N.S., not significant). 

Figure S7. The flow chart of patients’ enrollment. The total number of advanced fibrotic patients with hepatocellular carcinoma (HCC) in the Second Affiliated Hospital of Southeast University between February 2013 and June 2017 were 136. Among these patients, 72 patients were treated with sorafenib monotherapy or polytherapy, whereas 64 patients were treated with other treatment modality but not sorafenib treatment. Importantly, among the above 72 patients, 26 patients were excluded due to combination with other drug treatment; 5 patients were excluded due to post-liver transplantation usage of sorafenib; 2 patients were excluded due to adjuvant usage of sorafenib after curative surgery; and 11 patients were excluded because they did not follow up after their first prescriptions. Therefore, 28 advanced fibrotic patients with HCC who had undergone sorafenib monotherapy were assigned to the study. Noteworthy, among the enrolled 28 patients, 5 patients underwent liver biopsy for accurate diagnosis of liver fibrosis and HCC before sorafenib treatment, while 5 patients received curative hepatectomy for the treatment of liver fibrosis and HCC after sorafenib monotherapy. We picked out the above eligible samples from our hospital preserved samples for the subsequent laboratory experiments. Blood samples were collected for the analyses of liver functions. Liver tissue sample were collected for the analyses of ferroptosis.
