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            Abstract
Changes in membrane potential affect ion channels and transporters, which then alter intracellular chemical conditions. Other signalling pathways coupled to membrane potential have been suggested1,2,3 but their underlying mechanisms are unknown. Here we describe a novel protein from the ascidian Ciona intestinalis that has a transmembrane voltage-sensing domain homologous to the S1â€“S4 segments of voltage-gated channels and a cytoplasmic domain similar to phosphatase and tensin homologue. This protein, named C. intestinalis voltage-sensor-containing phosphatase (Ci-VSP), displays channel-like â€˜gatingâ€™ currents and directly translates changes in membrane potential into the turnover of phosphoinositides. The activity of the phosphoinositide phosphatase in Ci-VSP is tuned within a physiological range of membrane potential. Immunocytochemical studies show that Ci-VSP is expressed in Ciona sperm tail membranes, indicating a possible role in sperm function or morphology. Our data demonstrate that voltage sensing can function beyond channel proteins and thus more ubiquitously than previously realized.
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                    Figure 1: 
                        Transmembrane domain of Ci-VSP operates as a voltage sensor.
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Figure 2: 
                        Cytoplasmic domain of Ci-VSP is a phosphoinositide phosphatase.
                      [image: ]


Figure 3: 
                        Ci-VSP alters phosphoinositide concentration in a voltage-dependent manner as probed with K
                        +
                         channel activities.
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Figure 4: 
                        Ci-VSP protein is expressed in sperm tail.
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