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[bookmark: OLE_LINK38][bookmark: OLE_LINK7][bookmark: OLE_LINK8]Materials. Fluorochrome-conjugated anti-mouse monoclonal antibodies specific for anti-CD16/32 (clone 93), CD3ε (clone 145-2C11), CD4 (clone GK1.5), CD8 (clone 53-6.7), Foxp3 (clone FJK-16s), NK1.1 (clone PK136), Gr-1 (clone RB6-8C5), CD11b (clone M1/70), CD11c (clone N418), CD86 (clone GL-1) were acquired from BioLegend (San Diego, CA, USA). Alexa Fluor 647-conjugated anti-Calreticulin antibody (Catalog: ab196159) was purchased from Abcam (Cambridge, United Kingdom), The mouse regulatory T cell staining kit (clone FJK-16s) was obtained from eBioscience (San Diego, CA, USA). Mouse HMGB-1 (Catalog: SEKM-0145) ELISA kits were received from Beijing Solarbio Science & Technology Co., Ltd. (Beijing, China). The reactive oxygen species assay kit was purchased from Thermo Fisher Scientific (USA). The FITC Annexin V apoptosis detection kit was acquired from BD pharmingen (San Diego, CA, USA). Anti-CD4 (GK1.5), anti-CD8 (OKT-8), or mouse IgG (C1.18.4) antibodies were purchased from BioXCell, USA.
Cell lines and culture. B16 tumor cells (ATCC) were purchased from the Cell Bank at the Chinese Academy of Sciences, and upon receipt, cells were cultured in RPMI 1640 (Gibcol, Grand Island, NY) containing 10% fetal bovine serum (Gibcol, Grand Island, NY), 100 units/mL penicillin and 100 mg/mL streptomycin (Life Technologies, Inc.).
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[bookmark: OLE_LINK94][bookmark: OLE_LINK95]Figure S1. Annexin V/PI analysis of B16 cells. Qualitative flow cytometry data plot showing the increased apoptosis caused by the AGuIX nanoparticles under irradiation, 6 h postirradiation.
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Figure S2. Mouse body weight growth curve.
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Figure S3.  H&E staining of the collected organs from different groups.
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[bookmark: OLE_LINK98]Figure S3. The increasing systemic anti-tumor T-cell immune response and weakening of tumor immunosuppressive microenvironment by the combination of RT and immunotherapy. Flow cytometric analysis of CD3+CD8+ and CD3+CD4+ T cells in primary (A) and distant (B) draining lymph nodes (DLN), and CD3+CD8+ T cells (C) and MDSC cells (D)in primary and distant tumors. Data represent mean ± SD (n=5). 
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Figure S4. Representative photographs of wound-healing assays of B16 cells treated with AGuIX and 6 Gy irradiation. The scale bar represents 100 μm.
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