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Molecular mechanism and impact of loss of primary cilia in PDAC cells
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We established PDAC-originated Pancl cells devoid of primary cilia by
mutating a centriolar protein CEP164. CEP164-mutated cells showed enhanced proliferation in colony
formation assay. This was phenocopied by cells treated with Chloral Hydrate which chemically
eliminates primary cilia, suggesting that loss of primary cilia promotes PDAC cells proliferation.
In addition, CEP164 was co-localized with GLI2 transcription factor of Hedgehog signaling, and
required for GLI2 localization at the centriole. CEP164-mutation induced GLI2 activation and in

turn, Cyclin D-CDK6 over-expression. Furthermore, it was suggested that CEP164 is involved in
K-RAS-signal ing-dependent PDAC proliferation.
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