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Supplementary Figure 1. Somatic mutations, age correlations, and CpG-biased mutational signatures in MBD4-de�cient individuals.
(A) Correlation between age and total number of somatic mutations in peripheral blood in three cohorts: MBD4 c.612_615del 
heterozygous carriers (left), in-house MBD4+/+ controls (middle), and TCGA blood-derived normals (right). No signi�cant correlation 
was observed (MBD4 c.612_615del heterozygous carriers: Pearson r = –0.5, p = 0.17; 
MBD4+/+: r = 0, p = 0.99; TCGA: r = –0.06, p = 0.75), suggesting age alone does not account for the increased mutation burden in 
MBD4 c.612_615del heterozygous carriers. Each point represents one donor; TCGA samples are color-coded by tumor type.
(B) SBS96 mutational signature contribution in leukemic samples from the MBD4 biallelic c.612_615del patient compared to 
11 AML samples from the Beat AML cohort (***p < 0.001, Wilcoxon rank-sum test).
(C) SBS96 signature proportion in MBD4 c.612_615del heterozygous carriers (n = 9), in-house MBD4+/+ healthy donors (n = 19),   
and TCGA blood-derived normal samples (n = 36) from peripheral blood, showing signi�cantly increased SBS96 contribution in 
MBD4 c.612_615del heterozygous carriers compared to both controls (***p < 0.001, Wilcoxon rank-sum test).
Abbreviations: AML – Acute myeloid leukemia; SBS, Single Base Substitution; TCGA- The Cancer Genome Atlas; WT- wild type.


