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            Abstract
Mutations inactivating the potassium channel KCNQ4 (Kv7.4) lead to deafness in humans and mice. In addition to its expression in mechanosensitive hair cells of the inner ear, KCNQ4 is found in the auditory pathway and in trigeminal nuclei that convey somatosensory information. We have now detected KCNQ4 in the peripheral nerve endings of cutaneous rapidly adapting hair follicle and Meissner corpuscle mechanoreceptors from mice and humans. Electrophysiological recordings from single afferents from Kcnq4−/− mice and mice carrying a KCNQ4 mutation found in DFNA2-type monogenic dominant human hearing loss showed elevated mechanosensitivity and altered frequency response of rapidly adapting, but not of slowly adapting nor of D-hair, mechanoreceptor neurons. Human subjects from independent DFNA2 pedigrees outperformed age-matched control subjects when tested for vibrotactile acuity at low frequencies. This work describes a gene mutation that modulates touch sensitivity in mice and humans and establishes KCNQ4 as a specific molecular marker for rapidly adapting Meissner and a subset of hair follicle afferents.
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                    Figure 1: KCNQ4 is expressed in a subset of DRG neurons.[image: ]


Figure 2: KCNQ4 in mouse skin mechanoreceptors.[image: ]


Figure 3: KCNQ4 is absent from terminal Schwann cells in lanceolate endings.[image: ]


Figure 4: KCNQ4 dampens excitability of RAMs.[image: ]


Figure 5: Altered frequency tuning in Kcnq4dn/+ mice.[image: ]


Figure 6: KCNQ4 in human skin mechanoreceptors.[image: ]


Figure 7: Enhanced detection of low-frequency vibrations in subjects with DFNA2 carrying KCNQ4 mutations.[image: ]
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