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Figure S1. Quallty metrlcs for H|-C I|brar|es.

(A) Count of loops in medulloblastoma subgroups. Each dot represents an individual sample.



(B) Ranking the loop counts in individual samples.

(C) Count of domains called with Arrowhead at 25 kb resolution. Each datapoint represents an
individual sample.

(D) Ranking individual samples based on the counts of domains.

(E) TAD sizes in the four main medulloblastoma subgroups. Horizontal lines represent quartiles.
P-values were computed with the Wilcoxon test.
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Figure S2. Differences in local 3D genome topology are not globally associated with
differential gene expression.

(A) Relationship between differential gene expression and differential TAD boundaries between
SHH and G3 medulloblastomas. Blue dashed line represents the expected frequency of
observations based on 50 kb bins. Orange points represent the observed frequencies.

(B) Relationship between differential gene expression and differential TAD boundaries between
G4 and G3 medulloblastomas.

(C) Example of a chromosomal region with largely different 3D genome structure in two samples.
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Figure S3. Gene expression at the single-cell level.

(A) UMAP plot representing scRNA-seq data from a previously published dataset (GEO:
GSE156053). The color of each cell was assigned according to its subgroup.

(B) Expression levels of NNAT in the scRNA-seq cohort. Shades of red correspond to higher
expression levels, whereas light blue indicates no expression detected.

(C) BLCAP expression levels in the scRNA-seq cohort. Shades of red correspond to higher
expression levels, whereas light blue indicates no expression detected.

(D) Expression levels of TULP1 in a previously published scRNA-seq dataset (GEO:
GSE156053).

(E) Expression levels of FKBP5 in a previously published scRNA-seq dataset (GEO:
GSE156053).
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Figure S4.

(A) Chromosomal regions with putative structural variants based on inferences from the Hi-C data
for individual medulloblastoma samples in our cohort.

(B) Hi-C contact map supporting a t(12; 16) translocation in MB3670.

(C) Hi-C contact map supporting a t(12; 16) translocation in MB3687.

(D) Matrix view of linked-read whole genome sequencing data for sample MB3670. Barcode
overlap showcases a translocation that was inferred with Hi-C data.



(E) Linear view of linked-read whole genome sequencing data for MB3670. The barcode overlap
supports the existence of a translocation between chromosomes 12 and 16. This is an alternative
view of data presented in (D).

(F) Transcriptional levels of KDM6A in the four major medulloblastoma subgroups. Data from. The
Cavalli et al datasets (PMID: 28609654 ) were re-analyzed with R2 to generate this plot. P-values
were generated with pair-wide Welch t-test.

(G) Linked-read whole genome sequencing supports an inversion of chromosome X that results
in disruption of the KDMG6A locus.
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Table S1.
Table S2.
Table S3.
Table S4.
Table S5.
Table S6.
Table S7.
Table S8.
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Excel file summarizing metadata.

Excel file containing quality control data for Hi-C contact map.

Excel file containing HICCUPS output.

Excel file containing arrowhead output.

Excel file containing RobusTAD boundary calls.

Excel file containing differential boundaries between SHH and G3 subgroups.
Excel file containing differential boundaries between SHH and G4 subgroups.
Excel file containing differential boundaries between G4 and G3 subgroups.

Excel file containing differential list of differentially expressed genes near differential

boundaries between SHH and G3.

Table S10. Excel file containing set of G3 genes located near differential boundaries between G4

and G3.

Table S11. Excel file containing set of G4 genes located near differential boundaries between G4

and G3.

Table S12. Excel file listing recurrent structural variants inferred from Hi-C data.

Note: Unless otherwise stated, all genomic coordinates refer to human genome version hg38.
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