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INTRODUCTION

RESULTS

In newly diagnosed multiple myeloma (ndMM)
t(4;14) causes overexpression of the histone
methyltransferase NSD2 (MMSET) which adds
dimethyl groups on histone 3 lysine 36 residues E E E

leading to a gene expression program v 0 12 24 S0 e w0 72 e s 0 12 24 3 s @ 72 b4 @8
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associated with poor prognosis™-. Interestingly, WESSPUR TNl WEUSRRRTEITENY
some patients without the translocation can g | ' T'me;fgjjff:j_z_zglpﬂe_? U
have high NSD2 expression. Here, we NSDZ3Gue (410 081(0894121p02  NebrodGve i 0360060150085
compared genomic and prognostic features e e e

between t(4;14) vs non-t(4;14) patients with NSD2 expression is generally low in MM compared to NPC, except in

patients with the t(4;14) translocation and a subset of MMs. Patients in
this subset, characterized by high NSD2 expression but no detectable
t(4;14) translocation, have a prognosis similar to that of patients with
t(4;14).

high vs low NSD2 expression.

M ET H O D Altered in 459 (71.05%) of 646 samples.
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Additional RNA sequencing data from newly o2 =

diagnosed MM patients were incorporated from High NSD2 patients in CoMMpass had significantly higher prevalence of

the Multiple Myeloma Research Foundation high-risk features eg, P53 mutations (OR=3.42 [1.58-7.43]), del17p
CoMMpass  study. Genomic alterations were (OR=2.69 [1.48-4.83]), and t(14:16) (OR=2.50 [1.04-5.86]) and
identified from CoMMpass variant calls and significantly lower prevalence of hyperdiploidy (OR=0.26 [0.17-0.39]) vs.

compared between patient groups using Fisher's
exact test to calculate odds ratios and 95%

Low NSDZ2 patients.

Dim2

Dim1

t(4;14) patients and high-NSD2 patients W|thout t(4 14
had similar global transcriptomic profiles with each
other when compared against low-NSD2 patients.
Moreover, high NSD2 patients also had high expression
of other H3K36 methyltransferases. We found that high
NSDZ2 patients have increased cell cycle and replication

activities, as well
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the CC-chemokine and CXC-chemokine families.
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NES=-2.41 and g-value < 1e-05
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Single-cell ATAC sequencing from newly diagnosed MM patients
identifies 3 main regulatory regions around NSD2. These regions
also overlap with early, mid, and late breakpoints*, where t(4;14)
translocations are reported. While the late region overlaps with
CTCF in MM cell lines, two earlier spots overlap with active
promoter/enhancer signals from H3K27ac and H3K4me3. The

as decreases in OXPHOS and main TF motifs identified in these two locations are E2F, MYC,
cytokine-receptor interactions, specifically cytokines in
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