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transcripts in malignant cells from immune checkpoint

inhibitor-resistant cutaneous melanomas
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Figure S1. Generation of a SOX10 gene signature, Related to Figure 1. A) A Venn diagram showing the number of 

genes overlapping between the different SOX10 knockdown ATAC-seq time-points data. B) Venn diagram plot showing 

the genes overlapping between gSOX10 RNA-seq results. C) Venn diagram showing the count of genes from the 

refined SOX10 signature that overlaps signatures from other sources. D) A table showing enriched gene sets using 

DAVID for our SOX10 gene signature. E) A table showing statistical results for the tumor-associated-antigen genes 

PMEL and MLANA following SOX10 knockout.
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Figure S2. SOX10 expression in knockdown bulk sequencing datasets, Related to Figure 2. A) A scatter plot 

showing the changes in expression of SOX10 before and after SOX10 knockdown for samples used in Fig. 2A. B) A 

heatmap showing the log2-transformed normalized SOX10 expression data in a parental and two SOX10 knockdown 

samples used in Fig. 2B. C) A table showing GSEA results for the Wouters Bulk RNA-seq SOX10 KD data using the 

SOX10 gene sets described in Fig. 1A, B for sequencing data used in Fig 2A. D) A table showing GSEA results for the 

Sun Bulk RNA-seq SOX10 KD data using the SOX10 gene sets described in Fig. 1A, B for sequencing data used in Fig 

2B.
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Figure S3. Signature scores in cell line data, Related to Figure 3. A) Box-plots showing SOX10 expression levels in 

scRNA-seq for cell lines displayed in Fig. 3E, F. B) Pairwise comparison results showing statistically significant 

differences in SOX10 signature scores between SOX10-low and SOX10-expressing cell lines from scRNA-seq data. C) 

Correlation results for SOX10 proteomics data with SOX10 RNA-seq gene expression and SOX10 signature scores 

calculated using RNA-seq data. Proteomics and RNA-seq data were obtained from DepMap.[S1, 2]
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Figure S4. SOX10 expression in targeted inhibitor resistant datasets, Related to Figure 4. A) SOX10 expression 

from RNA-seq data for samples in Fig. 4A. B) SOX10 expression from RNA-seq data for samples in Fig. 4B. C) SOX10 

expression from scRNA-seq data for samples in Fig. 4C. D) Percent of malignant cells with SOX10 expression for 

samples in Fig. 4C.
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Figure S5. SOX10 expression and patient-matched SOX10 IHC results, Related to Figure 5. A) Violin plots of 

SOX10 signature score values for malignant cells from resected brain metastases from scRNA-seq data in Alvarez-

Breckenridge et al.[S3] Samples are grouped by classifications in Alvarez-Breckenridge et al.,[S3] ordered by SOX10 

signature score values and colored by systemic treatment at the time of tumor resection. B) Violin plots showing lower 

normalized SOX10 expression values in malignant cells from On ICi tumors compared to Off ICi and ICi-naïve tumors 

from Alvarez-Breckenridge et al.[S3] dataset. C) Violin plots showing lower normalized SOX10 expression values in 

malignant cells from ICi-resistant tumors compared to ICi-naïve tumors from Jerby-Arnon et al.[S4] dataset. D) Bar plot 

displaying a higher percentage of SOX10 negative malignant cells in PD/SD ICi-treated tumors compared to treatment-

naïve and CR ICi-treated tumors. (E-G) Waterfall plots depicting the percent of malignant cells staining positive (low, 

mid, and high) or negative for SOX10 in treatment-naïve and ICi-treated tumors from patients WM4011 (E), WM3994 

(F), and WM4237 (G). Significance was assessed by the Mann-Whitney, *p<0.05, **p<0.01, ***p<0.001. NS: Not 

Significant.
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