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Supplementary Figure 1
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Supplementary Figure 1. The ratio of gMDSCs to mMDSCs in the spleens is higher than that in the MFC tumors. The fraction of gMDSCs (black) and mMDSCs (grey) in total MDSCs within spleens (left) and tumors (right) of MFC tumor-bearing mice.
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Supplementary Figure 2. DR5 expression is higher on mMDSCs than on gMDSCs in tumor tissues. (A) MFI of DR5 on gMDSCs and mMDSCs in tumors. (B) Percentages of DR5 positive gMDSCs and mMDSCsin tumors.p values were obtained by unpaired student’s t test, *p < 0.05, ***p < 0.001.
Supplementary Figure 3
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Supplementary Figure 3. MDSCs in MFC tumors shows increased surface PD-L1 expression. (A) Histograms of PD-LI expression on gMDSCs and mMDSCs from naïve or MFC tumor-bearing 615 mice. (B) Quantitative MFI of PD-L1 on gMDSCs and mMDSCs. p values were obtained by one-way ANOVA with Tukey’s multiple comparisons test, **p< 0.01, **** p< 0.0001, ns, not significant. 








Supplementary Figure 4
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Supplementary Figure 4. MD5-1 treatment reduces the accumulation of MDSCs in the spleens. (A, B) The absolute number (A) and representative dot plots(B) ofgMDSCs and mMDSCs in the spleens of tumor-bearing mice.









Supplementary Figure 5
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Supplementary Figure 5. MFC cells express DR5 and are sensitive to MD5-1 induced apoptosis. (A) DR5 expression on MFC was assessed by flow cytometry. Gray filled histogram represents isotype control-stained cells, open histogram represents anti-DR5 mAb stained cells. (B, C) MFC cells were incubated with increasing concentrations of MD5-1 for 24 hours and the percentage of apoptotic cells (Annexin V+) were determined via flow cytometry analysis (B). Representative cell morphology images (C, upper) and dot plots of apoptosis analysis are shown (C, lower).



Supplementary Figure 6
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Supplementary Figure 6. PD-L1 expression status of MFC cells. PD-L1 expression on MFC tumor cells was assessed by flow cytometry. Gray filled histogram represents isotype control-stained cells whereas open histogram represents anti-PD-L1 mAb stained cells.








Supplementary Figure 7
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Supplementary Figure 7. Safety evaluation of MD5-1 and anti-PD-L1 combination therapy. (A) Body weight of mice were monitored during the course of therapy. Percent weight changes of individual mice from a representative experiment are shown. (B) Representative H&E staining images of heart, lung, liver, spleen, and kidney of mice from each treatment group. Scale bar, 100μm. n = 5 mice/group.




Supplementary Figure 8
[image: ]
Supplementary Figure 8. MD5-1 in combination with anti-PD-L1 therapy induced the generation of tumor-specific immune memory. Mice had complete tumor regression for 3 months from combination treatment group and their age-matched naïve mice were rechallengeds.c. with 2 × 106 MFC cells. n=4 mice/group. (A) Tumor growth curve. Data shown as mean ± SEM. (B) Kaplan-Meier survival curve analyzed via Mantel-Cox log-rank test. Results are representative of 2 independent experiments. **p< 0.01.






Supplementary Figure 9
[image: ]
[bookmark: _GoBack]Supplementary Figure 9. Combination therapy of MD5-1 and anti-PD-L1 increased the proportion of cytokine producing CD8+ T cells. (A) Percentage of CD8+T cells and CD4+ T cells in spleens of treated mice of each group (left) and representative dot plots gated on live, CD45+ cells (right). (C, D) Fractions of IFN-γ (C) and TNF-α (D) producing CD8+ T cells (left) and representative flow cytometry plots (right).
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