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Introduction: PMF is a myeloproliferative neoplasm charac-
terized by a chronic inflammatory state that contributes to
the disease pathogenesis. MDSCs are immature myeloid cells
that expand in patients with cancer, sepsis or chronic inflam-
mation favoring tumor onset and progression mainly through
the decrease in immune surveillance and the promotion of
neoangiogenesis. We previously found that the PMN-MDSC
subset is increased both in the circulation and in the spleen
of PMF patients and strongly correlates with disease progres-
sion (Campanelli R, 2024). Although the precise mechanism
underlying the egress of MDSCs from the bone marrow (BM)
is  unknown,  some papers  suggest  that  migration  of  neu-
trophils and MDSCs is due to CXC chemokines and inflamma-
tory cytokines. Aim of the study is to investigate the role of
IL8 and its receptors (CXCR1, CXCR2) in the mobilization of
PMN-MDSCs in PMF.
Methods: PMN-MDSCs were identified, sorted by FACS and
sequenced by Illumina using the Stranded Total RNA Prep,
Ligation with Ribo-Zero Plus Kit. We analysed PMF patients
(n=8) and G-CSF-mobilized healthy subjects (G-HDs; n=7).
We also measured the membrane expression of CXCR1/2 on
PMN-MDSC as percentage and mean fluorescence intensity
(MFI) (see Figure).
Results: In PMN-MDSCs, the gene expression analysis, ex-
pressed as FKPM, showed that  IL8 was highly expressed
(p<0.01) in G-HDs (median 1458, range 405-3923) with re-
spect to PMF (median 207, range 65-642).  Moreover,  the

gene expression of CXCR1 and CXCR2 was higher (p=0.01
for both) in G-HDs (median; range: 211; 108-403 and 172;
86-469, respectively) than in PMF (median; range: 37; 22-75
and 22; 6-39, respectively).
The receptor analysis showed that CXCR1-expressing PM-
N-MDSCs were significantly higher both in PMF (p<0.001)
and in G-HDs (p<0.02) with respect to HDs (Figure panel A).
Despite  being  elevated,  CXCR2-expressing  PMN-MDSCs
were not different in PMF, G-HDs and HDs (panel C). The
MFI of CXCR1 of PMN-MDSCs was higher but not statistical-
ly different in G-HDs and PMF than in HDs (panel B), while
CXCR2 MFI was comparable in PMF, G-HDs and HDs (panel
D). Although an aberrant expression of IL8 has been report-
ed in various pathologies including myeloproliferative neo-
plasms  (Ramachandra  N  2023),  we  will  assess  this
chemokine in the subjects involved in the study.
Conclusions: The overexpression of CXCR1 and its relation-
ship with the number of circulating PMN-MDSCs in PMF indi-
cates an involvement of IL8-CXCR1/2 in the mobilization pro-
cess that leads the release of these cells from the BM, as it
happens in G-HDs. The overexpression of IL8-CXCR1/2 was
previously associated with poor prognosis in hematological
and solid tumors and CXCR1/2 is the target of ongoing clini-
cal trials in patients with MDS, melanoma, prostate, breast
and lung cancers. In this regard, our results suggest that
IL8-CXCR1/2 axis can be a potential therapeutic target also
in PMF to reduce PMN-MDSCs, known to play a role in the
disease worsening.
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