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            Abstract
The evolutionarily conserved planar cell polarity (PCP) pathway (or noncanonical Wnt pathway) drives several important cellular processes, including epithelial cell polarization, cell migration and mitotic spindle orientation1. In vertebrates, PCP genes have a vital role in polarized convergent extension movements during gastrulation and neurulation2. Here we show that mice with mutations in genes involved in Bardet-Biedl syndrome (BBS), a disorder associated with ciliary dysfunction3,4, share phenotypes with PCP mutants including open eyelids, neural tube defects and disrupted cochlear stereociliary bundles. Furthermore, we identify genetic interactions between BBS genes and a PCP gene in both mouse (Ltap, also called Vangl2) and zebrafish (vangl2). In zebrafish, the augmented phenotype results from enhanced defective convergent extension movements. We also show that Vangl2 localizes to the basal body and axoneme of ciliated cells, a pattern reminiscent of that of the BBS proteins. These data suggest that cilia are intrinsically involved in PCP processes.
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                    Figure 1: Examination of Mkks−/− mouse retinas and olfactory cilia.[image: ]


Figure 2: Exencephaly in Bbs4−/− mice.[image: ]


Figure 3: Cochlear stereociliary bundle examination in mutant mice.[image: ]


Figure 4: Ranked mean DPOAE levels for mice and summary of hearing thresholds in human individuals with BBS.[image: ]


Figure 5: Injection of tri zebrafish embryos with bbs4-MO.[image: ]


Figure 6: Subcellular localization of Vangl2.[image: ]
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