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Analysis of mechanism of fibrosis release in myelofibrosis
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Using a mouse model of myelofibrosis MF% induced with TPO receptor agonist,
we investigated the mechanism of fibrosis release. MF reached the extreme stage on days 11-13 after
treatment and disappeared on day 18 in this model. Sequential analysis of femur specimens and bone

marrow cells indicated that MMP-9 expression, a collagen-degrading enzyme, was upregulated during

the releasing phase. Immunofluorescence of femur specimens exhibited co-localization of MMP-9 and a

specific neutrophil marker, suggesting that neutrophils produced MMP-9. In another MF model,

JAK2V617F Tg mice, MMP-9 expression and protein levels in bone marrow and peripheral blood were

elevated, but TIMP-1-free MMP-9 was not significantly elevated in serum from patients with

myeloproliferative disorders. These results indicate that MMP-9 produced by neutrophils may
contribute to the release of myelofibrosis.
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MMP-9 produced by neutrophil ameliorates TPO-R agonist induced myelofibrosis

84

2022

(Kimura Fumihiko)

(50536216) (82406)

(Kobayashi Shinichi)

(50724655) (82406)




