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            Abstract
The apical transmembrane protein Crumbs is a central regulator of epithelial apicalâ€“basal polarity in Drosophila. Loss-of-function mutations in the human homologue of Crumbs, CRB1 (RP12), cause recessive retinal dystrophies, including retinitis pigmentosa. Here we show that Crumbs and CRB1 localize to corresponding subdomains of the photoreceptor apical plasma membrane: the stalk of the Drosophila photoreceptor and the inner segment of mammalian photoreceptors. These subdomains support the morphogenesis and orientation of the photosensitive membrane organelles: rhabdomeres and outer segments, respectively. Drosophila Crumbs is required to maintain zonula adherens integrity during the rapid apical membrane expansion that builds the rhabdomere. Crumbs also regulates stalk development by stabilizing the membrane-associated spectrin cytoskeleton, a function mechanistically distinct from its role in epithelial apicalâ€“basal polarity. We propose that Crumbs is a central component of a molecular scaffold that controls zonula adherens assembly and defines the stalk as an apical membrane subdomain. Defects in such scaffolds may contribute to human CRB1-related retinal dystrophies.
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                    Figure 1: Distribution of Crb and CRB1 in PRCs.[image: ]


Figure 2: Adult crb mutant eye phenotype.[image: ]


Figure 3: Development of ZA defects in crb mutant PRCs.[image: ]


Figure 4: Quantification of stalk length and ZA integrity in crb and kst mutant eyes.[image: ]


Figure 5: Crb overexpression increases the length of the stalk membrane.[image: ]


Figure 6: Crb interacts with Î²H-Spectrin.[image: ]
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