EfEAXFZZHMBHRI NI U
Keio Associated Repository of Academic resouces

Title

BERCIIBMERBICH T2 WM EEERBEETI IV Y —LADESDKREN

Sub Title

Involvement of suppressive immune cells and exosomes in sepsis exacerbation by skeletal muscle
atrophy.

Author

B, #42(Enoki, Yuki)

Publisher

BEESEEZES

Publication year

2024

Jtitle

BENSCERBRRFEREESEREEEE (2023.)

JaLC DOI

Abstract

AFEERFBEGFEICHLD, ChETOMREZREGEL COREARPTORERROBTZ70—Y
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EA i & 1TV D myeloid-derived suppressor cells, & S (ZBERELASMERE  ([Z1F7E 3 2 R&E
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This year, | analyzed the immune cell population in the spleen under CLP-induced sepsis with or
without denervation using flow cytometry. We evaluated the CD4+ T-cell population that expressed
CTLA-4, an immune checkpoint molecule, using a flow cytometer. As a result, sciatic denervation
did not affect these cell populations before CLP. On the other hand, after CLP treatment, the
percentage of CTLA-4 + T-cells among CD4 + T cells was increased in both groups, and the DN
group showed a significantly higher value than the Sham group. In addition to T-cell analysis, | also
evaluated the macrophage cells in the peritoneal cavity and myeloid-derived suppressor cells,
which are reported to aggravate sepsis in the spleen. However, these cell populations were not
affected by the presence or absence of DN treatment after CLP. Therefore, to clarify the
involvement of skeletal muscle in these T-cell exhaustion phenomena in spleen tissue, | conducted
ex vivo experiments in which serum or skeletal muscle homogenate after CLP of Sham or DN mice
was added to splenocyte cells. As a result, an increase in CTLA-4 + CD4 + T cells was observed
when skeletal muscle homogenate after CLP of DN mice was added but not in serum. Therefore,
the factors derived from denervation-induced atrophic skeletal muscle may be involved in T-cell
exhaustion after septicemia in DN mice. | further investigate the specific factors such as exosomes
that would be related to exacerbation in the future.
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2. MRBXREEOME (FR)

This year, | analyzed the immune cell population in the spleen under CLP-induced sepsis with or without
denervation using flow cytometry. We evaluated the CD4+ T-cell population that expressed CTLA-4, an
immune checkpoint molecule, using a flow cytometer. As a result, sciatic denervation did not affect these cell
populations before CLP. On the other hand, after CLP treatment, the percentage of CTLA-4 + T-cells among
CD4 + T cells was increased in both groups, and the DN group showed a significantly higher value than the
Sham group. In addition to T-cell analysis, | also evaluated the macrophage cells in the peritoneal cavity and
myeloid-derived suppressor cells, which are reported to aggravate sepsis in the spleen. However, these cell
populations were not affected by the presence or absence of DN treatment after CLP. Therefore, to clarify the
involvement of skeletal muscle in these T-cell exhaustion phenomena in spleen tissue, | conducted ex vivo
experiments in which serum or skeletal muscle homogenate after CLP of Sham or DN mice was added to
splenocyte cells. As a result, an increase in CTLA-4 + CD4 + T cells was observed when skeletal muscle
homogenate after CLP of DN mice was added but not in serum. Therefore, the factors derived from
denervation-induced atrophic skeletal muscle may be involved in T-cell exhaustion after septicemia in DN
mice. | further investigate the specific factors such as exosomes that would be related to exacerbation in the
future.
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