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PHLDA3 is a target gene of p53. Inactivation of PHLDA3 by loss of
heterozygosity (LOH) in PHLDA3 locus is frequently observed in pancreatic and lung neuroendocrine
tumors (NETs) (Cell 2009, PNAS 2014). We hypothesized that neuroendocrine tumors arisen in every
organ might harbor genetic alterations in PHLDA3. To investigate the relationship between PHLDA3
alterations and cancer malignancy, we collected several kinds of clinical samples and constructed
NET model mice.

We found that PHLDA1, another PHLDA family gene, acts as a repressor for cell proliferation via
competitive interaction to PIPs leading to Akt inhibition.
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