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Diffuse invasion is an important factor leading to treatment resistance and a poor prognosis in
gliomas. Zhang et al. found that expression of the tripartite motif containing 56 (TRIM56), a RING-
finger domain containing E3 ubiquitin ligase, was markedly higher in glioma than in normal brain
tissue, and was significantly correlated with malignant phenotypes and a poor prognosis. In vitro and
in vivo experimental studies revealed that TRIM56 promoted the migration and invasion of glioma
cells. Mechanistically, TRIM56 was transcriptionally regulated by SP1 and promoted the K48-K63-
linked poly-ubiquitination transition of IQGAP1 at Lys-1230 by interacting with it, which in turn
promoted CDC42 activation. This mechanism was confirmed to mediate glioma migration and
invasion. In conclusion, our study provides insights into the mechanisms through which TRIM56
promotes glioma motility, i.e., by regulating IQGAP1 ubiquitination to promote CDC42 activation,
which might be clinically targeted for the treatment of glioma 1).

Of primary importance in the prognosis of cancer patients is the sequence of events leading to the
development of tumor cell invasion and metastasis. The course of tumor metastasis entails a series of
stages that lead to the formation of secondary tumors in distant organs and is, largely, responsible for
the mortality and morbidity of cancer.

Once tumor cells acquire the ability to penetrate the surrounding tissues, the process of invasion is
instigated as these motile cells pass through the basement membrane and extracellular matrix,
progressing to intravasation as they penetrate the lymphatic or vascular circulation. The metastatic
cells then journey through the circulatory system invading the vascular basement membrane and
extracellular matrix in the process of extravasation. Ultimately, these cells will attach at a new
location and proliferate to produce the secondary tumor. Concentrating research efforts on identifying
and understanding the mechanisms concerned in tumor cell invasion may lead to limiting tumor
progression and, as a result, to a reduction in mortality for many cancer patients.
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