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Fig S1. Effect of NF on the viability of U87MG and U251 cells. U87MG and U251 cells were seeded into 96-well plates at a density of 5 × 103 cells/well. U87MG and U251 cells were cultured in a range of NF concentrations (0–180 μM) for different times (24 h, 48 h, 72 h). The percentages of viable cells were determined using MTT assay; *P < 0.05, **P < 0.01, ***P < 0.001 vs. control group.


[image: S2 对正常细胞无损害 原S2-01] Fig S2. Cell viability of normal human cells after treatment with different concentrations of NF (0–180 μM, 48 h).
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Fig S3. Apoptosis of GBM cells after treatment with NF (0–150 μM, 24 h). Early apoptotic cells ratio (24 h) was increased compared to GBM cells treated by NF (48 h).

[image: S4 HIF1A VEGF WB 改了个uM 注意一下 原S3-01]Fig S4. NF suppressed HIF1A and VEGFA in GBM cells. U87MG and U251 cells were cultured in 6-well plates and treated with NF at concentrations of 0 (control), 50, 100, 150 μM for 48 h, then the expression of the indicated factors was examined by Western Blot. β-actin was used as the loading control.

[image: C:\Users\lizizhuo\Desktop\新建文件夹\！！！S1到S12\S1-S12 tif\S4 八个基因在GBM中对比-01.tif]Fig S5. Multiple gene comparison in GBM—CD133, CD44, Oct4, SOX2, Nanog, ALDH1A1, Olig2 and Nestin (GEPIA).
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Fig S6. Subcellular localization of SOX2. Immunofluorescence assay showed the subcellular localization (green) of SOX2 (HPA, human protein atlas).
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Fig S7. Subcellular localization of Nestin and CD44 (HPA, human protein atlas).
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Fig S8. OS and DFS of GBM patients based on SOX2 expression. The Kaplan-Meier method was used to determine the OS and DFS of GBM patients, and the log-rank test was used to compare survival among the SOX-low and SOX2-high groups (GEPIA).
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Fig S9. The expression of SOX2 in GBM cells treated with NF. After culturing U87MG and U251 cells with different doses of NF (0–150 μM, 48 h), Western Blot assay was performed to evaluate the expression of SOX2. Results showed SOX2 was down-regulated in a dose-dependent manner. Data are presented as mean ± SD (n = 3), *P < 0.05, **P < 0.01 versus control group (0 μM of NF).
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Fig S10. Immunofluorescence assay (Scale bar: 200μm) of SOX2 after treatment with NF (30 μM, 48 h) in U251 cells.
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Fig S11. Rescue experiment of SOX2 in U87MG cells. Insight into a SOX2-dependent mechanism of NF-induced (100 μM, 48 h) inhibition of cell proliferation in U87MG cells, by MTT assay. *P < 0.05, **P < 0.01 versus control group.
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Fig S12. NF (0, 10mg/kg and 15 mg/kg, once a day for a total of 2 weeks) inhibited the growth of U251 xenograft tumors in a dose-dependent manner.

[image: S13 补实验 组织蛋白 WB-01]
[bookmark: _GoBack]Fig S13. The protein expression of excised xenograft tumors were notably reduced by NF (0, 10mg/kg and 15 mg/kg, once a day for a total of 2 weeks) in a dose-dependent manner.
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Fig S14. Pathology changes (original magnification 100×) of angiogenesis. Pathology changes of tumor vessels were observed by hematoxylin and eosin stain (H&E staining); and angiogenesis was inhibited by NF (15 mg/kg, once a day for a total of 2 weeks).
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Fig S15. No obvious necrosis was found in xenograft mice internal organs. Pathology change (original magnification 100×) of xenograft mice internal organs were observed by hematoxylin and eosin stain (H&E staining), and no obvious necrosis was found.
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