[bookmark: OLE_LINK1][bookmark: OLE_LINK2]Supplementary Fig. 2. Radiotherapy (RT) combined with a novel topoisomerase 1 inhibitor (TOP1i, Lipotecan) inhibited tumor growth in an orthotopic liver tumor model in severe combined immunodeficient mice. Huh7 cells (1105) were injected directly into the left hepatic lobe. One week after the tumor cell injections, mice were randomized to (1) sham treatment (vehicle), (2) intravenous Lipotecan, (3) oral sorafenib, (4) RT, (5) the combination of Lipotecan and RT, and (6) the combination of sorafenib and RT. Representative immunohistochemical (IHC) staining with (A) phosphorylated DNA-PKcs, (B) phosphorylated Akt, (C) cleavage caspase 3 (D) γ-H2AX, and (E) RNF144A of cross-sections from the orthotopic liver tumors in each group in Fig. 2 and Supplementary Fig.6.
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