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Abstract: Macrophage migration inhibitory factor (MIF) is aclassical pro-inflammatory cytokine that plays
an important role in the innate and adaptive immune regulation. In recent years, a large number of studies have
demonstrated that the expression level of MIF is significantly increased in a variety of tumor tissues and MIF

promotes the occurrence and development of tumors.

MIF participates in the regulation of tumor growth,

metastasis, angiogenesis, as well as induces and maintains the tumor microenvironment. Targeting MIF has

been considered as a candidate strategy against cancer.

In this review, the structural features, the signaling

pathway, the biological functions of MIF are briefly outlined. Moreover, approaches that target MIF in the

treatment of cancer are also summarized.
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Figure 1 Macrophage migration inhibitor factor (MIF) signaling pathways. MIF regulates cell function through receptor-mediated
and intracellular interactions. MIF interacts with the JAB1 and promotes cell proliferation; MIF forms a complex with CD74 or CD74/
CD44, leading to ERK1/2 activation, which triggers the release of pro-inflammatory cytokines. In the process, the tumor suppressor
p53 is down-regulated along with activation of phospholipase A2 (PLA2) and cyclooxygenase 2 (COX2) leads to the inhibition of
apoptosis.  The PI3K/Akt pathway is also activated, leading to the release of angiogenesis factor such as ICAM-1, VCAM-1, which

further contributes to angiogenesis
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vity can be suppressed in many ways. Small molecule inhibitors

block the binding of MIF to receptors CD74 or CD74/CD44, and the downstream signal pathway is suppressed, such as p53-dependent

apoptosis, ERK1/2 activation and COX-2/PGE-2 production.
action of MIF.  Anti-MIF antibodies can generate similar functionality.
can promote MIF degradation

Some MIF inhibitors can aso enter the cell to prevent the protein inter-

HSP90 can stabilize intracellular MIF, so the HSP9O0 inhibitors
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