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Glil is one of target genes in the hedgehog (Hh) pathway, and Glil also functions
as a transcriptional factor. Importantly, Glil is reactivated in various types of
malignancies. One of reasons of overexpression of Glil in many cancer species may
be due to crosstalk between Hh pathway and several signaling pathways such as
inflammation and endocrine pathways. During this research periods, we acquired
following new findings on Glil. (1)Ligand—-dependent Glil induction through Shh
overexpression via activation of nuclear factor—kappa B pathway. (2)Suppression of
Wnt pathway by Glil overexpression in the colon and gastric cancers. (3)Estrogen
receptor pathway—dependent Glil induction in the breast and gastric cancers. (4)
Ligand-independent but Smo—dependent Glil induction under hypoxic conditions. (5)
Paracrine Glil induction through Shh produced by cancer tissue—infiltrating
monocytes in the gastric cancer. We also clarified the following new biological
functions of Glil. (1) Increase of proliferation and invasion abilities in the
pancreatic, breast, and gastric cancer cells. (2) Possible contribution of Glil to
tumor initiation and/or progression in the pancreatic and breast cancers. (3)
Contributions of Glil to drug resistance and tumorigenicity in the breast cancer stem
cells. These findings indicate that Glil is a useful therapeutic target against not
only many cancer species but also cancer stem cells
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