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Novel treatment of acute GVHD with donor bone marrow-derived M2 macrophages
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Graft-Versus Host disease (GVHD) is a serious complication of
post-transplant immune effects in hematopoietic cell transplantation, the last resort in the
treatment of refractory leukemia. In this study, we succeeded in reducing the severity of GVHD by
inducing suppressive macrophages from cells derived from donor mice and Injecting them into
recipient mice that develop GVHD as if they were patients.
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Induction of M1 and M2 macrophages

Bone marrow mononuclear cells (BM-MNCs) are polarized to M1 macrophages and M2 macrophages
by stimulation with GM-CSF and M-CSF, respectively.
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Effect of M2 macrophages on GVHD in transplanted mice
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Histopathology analysis and GVHD score
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Immunohistochemical analysis
Mrc1+ cells are prevalent in skin, liver, and colon of M2 macrophage group.
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The presence of donor-derived M2 macrophages in liver and colon of recipients
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The donor BM-derived M2 macrophage
can survive in the target organs of
the recipient mice for 2 weeks.
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7.Mixed Lymphocyte Reaction

Mixed Lymphocyte reaction
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MLR : Mixed Lymphocyte Reaction

Cell proliferation of responder cells was measured by BrdU Cell Proliferation Assay

Cell-to-cell

*M2 macrophages were added directly to the stimulator

Stimulator cells : Splenocytes of BALB/c (recipient) sadrespondar: delly in'lower: chasmoers.

mice irradiated 20Gy

soluble factors

Responder cells :T lymphocytes isolated from
the spleen of the donor (B6 mice)

M2 macrophage derived from donor (86 mice)
To evaluate the effect of soluble factors, M2 macrophages

were introduced into the transwell inserts (upper chambers).

M2 macrophages inhibit proliferation of T lymphocytes by cell-to-cell contact.

BrdU was added to the wells 16 h before the end of a 5-day culture.
Cell proliferation of responder cells was measured by BrdU Cell Proliferation
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