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Blocking fibrinolytic system in mice reduces colorectal carcinogenesis associated
with chronic colitis.
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Ulcerative colitis patients have a high risk of developing colitis cancer. The
fibrinolytic system with plasmin is activated in patients with inflammatory bowel disease(1BD) as well as
Matrix Metallo?roteinases. We showed MMP family control the ectodomain shedding of TNF. Genetic and
Pharmacological inhibition of plasmin can be regarded as a novel therapeutic target for the treatment of
IBD. Plasmin inhibition could control colon inflammation and prevent colon carcinoma development in both
model of Dxtran Sulfate Sodium-induced(DSS) colitis and Azoxymethane/DSS colitic cancer.
Moreover,blockade of plasmin prevented the infiltration of inflammatory myeloid cell and releasing the
inflammatory cytokine such as TNF and CXCL5. Regarding of colitic cancer, plasmin regulated the migration
of macrophages in tumor microenvironment . Our data provided evidence the inhibition of plasmin prevents
the inflammatory response during acute colitis and during IBD-associated colon cancer development.
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Inhibition of plasmin attenuates murine
acute graft-versus-host disease mortality
by suppressing the matrix
metall oprotei nase-9-dependent
inflammatory cytokine storm and effector
cell trafficking.
Sato A, Nishida C, Sato-Kusubata K,
IshiharaM, Tashiro Y, Gritli I, Shimazu H,
Munakata S, Yagita H, Okumura K, Tsuda
Y, Okada, Tojo A, Nakauchi H,
Takahashi S, Heissig B, Hattori K.
Leukemia. doi:
10.1038/1eu.2014.151:2014.

Inhibition of Plasmin Protects Against
Colitis in Mice by Suppressing Matrix
Metalloproteinase 9-mediated Cytokine
Release From Myeloid Cells.

Munakata S, Tashiro Y, Nishida C, Sato A,
Komiyama H, Shimazu H, Dhahri D,
Salama Y, Eiamboonsert S, Takeda K,
Yagita H, Tsuda Y, Okada Y, Nakauchi H,
Sakamoto K, Heissig B, Hattori K.
Gastroenterol ogy, 2014; DOI:
10.1053/j.gastro.2014.12.001.

Beate Heissig
3 5
2014



2)

3)

4)

5)

6)

7)

, Beate

H., JDDW 56
10 2 2014
Inhibition of Plasmin Protects Against
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