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ABSTRACT

SET domain containing 5 (SETDS), a mvolved mn adip has heen 1n various

cancers, but its immunohistochem cal and in remain unclear. This study
the h { al and of SETDS5 in liposarcomas. SETDS expression was

analyzed in 100 adipocytic tumors using

y; these 100 L of 24

(DDLPS), 24 atypical lpomatous tumors/well differentiated lposarcomas (WDLPS), 12 myxoid liposarcomas, 5 pleomorphic
liposarcomas, and 35 benign adipocylic tumors. SETT)S expression was assessed using the Immunoreactivity score and iis

Progr was SETDS exp

was absent In normal adipose tissue and minimal in Hpomas.

SETDS expression was significantly higher in WDLPS than in lipomas (p = 0.01). Moreover, SETDS expression was markedly

elevated in the lated of DDLPS

to the well (p < 0.001). Pleomorphic

liposarcoma showed the highest SETDS expression levels. In DDLPS, high SETDS exp in the
correlated with worse overall survival (p<0.001) but was not correlated with disease-free survival (p=0.086). Immurm—

h b 1 of SETD5 with

factor for dedifferentiation and prognosis.

1 | Introduction

Liposarcoma Is a commaon (ype of soft Ussue sarcoma, with well-
differentiated (WDLPS) and dedifferentiated (DDLPS) subtypes
represeniing a histological continuum [1, 2]. Whereas WDLPS 1s
charactertzed by mature adipocytic diferentiation and an indolent
clinical course, DDLPS exhibits loss of adipocytic differentiation
and increased agpressiveness, often leading o poor clinical
outcomes [1, 3], Accurate identification of dedifferentiated com-
ponents and precise assessment of thetr malignant potential are
necessary for appropriate treatment sirategles in lposarcoma.

In DDLPS and may serve as a candidate pathologleal

SET domain containtng 5 (SETDS) 1s a member of the histone
lysine methyltransferase family; it plays a pivotal role in tran-
seription. regulation, euchromatin formation, and RNA elon-
gation and splicing through the methylation of histone H3 on
Iysine 36 (H3K36) [4, 5]. In lipld metabolism, SETDS forms a
complex with the nuclear receplor corepressor (NCoR) and
histone deacetylase 3 (HDAC3), acling as & co-repressor Lo

In a hyp lated “primed” state [6-8].
During carly adipogenests, this complex prevents histone acet-
ylation of enhancers for key adipogenic regulatory genes such
as Cebpa and Pparg [9]. The degradation of SETDS from the
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