Anti-apoptotic effect by the suppression of IRF1 as a downstream of Wnt/β-catenin signaling in colorectal cancer cells
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Background:
	Aberrant Wnt signaling has been linked to many diseases including cancer, fibrosis, and neurodegeneration diseases. One of the key mediators in this pathway is β-catenin. Consequently, degradation of β-catenin is suppressed, and the accumulated β-catenin is translocated into the nucleus, where it binds to transcription factors such as T-cell factor/lymphoid enhancer factor (TCF/LEF). The TCF/LEF family is then activated and transactivates the expression of their target genes. Previously, the authors reported that interferon-induced proteins with tetratricopeptide repeats 2 (IFIT2) was downregulated by the Wnt/β-catenin signaling, and that the suppressed expression of IFIT2 induced an anti-apoptotic effect on colorectal cancer (CRC) cells.

Objective/Hypothesis:
To elucidate the regulatory mechanism of IFIT2 as a downstream target of Wnt/β-catenin signaling.

Results:
	 In this study, the authors discovered that the Wnt/β-catenin signaling destabilizes IRF1 through the ubiquitination proteasome pathway, and that reduced expression of IRF1 is involved in the down-regulation of IFIT2. In addition, they found that suppressed expression of UAF1, a component of a deubiquitinase complex of USP1, plays a vital role in the ubiquitination and subsequent degradation of IRF1 by the activation of β-catenin/TCF7L2. These data should provide a better understanding of the Wnt signaling pathway, and may contribute to the development of novel diagnostic and/or therapeutic strategy to human cancer.

Conclusion:
Taken together, IFIT2 is transcriptionally repressed through the downregulation of IRF1 by Wnt/β-catenin signaling in CRC cells, and that reduced activity of the USP1/UAF1 complex may play an important role in the destabilization of IRF1.
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