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            Abstract
Hyperexcitability of spinal reflexes and reduced synaptic inhibition are commonly associated with spasticity after spinal cord injury (SCI). In adults, the activation of γ-aminobutyric acidA (GABAA) and glycine receptors inhibits neurons as a result of low intracellular chloride (Cl−) concentration, which is maintained by the potassium-chloride cotransporter KCC2 (encoded by Slc12a5). We show that KCC2 is downregulated after SCI in rats, particularly in motoneuron membranes, thereby depolarizing the Cl− equilibrium potential and reducing the strength of postsynaptic inhibition. Blocking KCC2 in intact rats reduces the rate-dependent depression (RDD) of the Hoffmann reflex, as is observed in spasticity. RDD is also decreased in KCC2-deficient mice and in intact rats after intrathecal brain-derived neurotrophic factor (BDNF) injection, which downregulates KCC2. The early decrease in KCC2 after SCI is prevented by sequestering BDNF at the time of SCI. Conversely, after SCI, BDNF upregulates KCC2 and restores RDD. Our results open new perspectives for the development of therapeutic strategies to alleviate spasticity.
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                    Figure 1: Altered KCC2 expression in lumbar motoneurons after thoracic SCI in adult rats.[image: ]


Figure 2: Depolarizing shift of EIPSP after SCI and consequences on neuronal excitability.[image: ]


Figure 3: Blockade of KCC2 with DIOA increases polysynaptic reflexes in the in vitro spinal cord preparation isolated from neonatal rats.[image: ]


Figure 4: Decreased rate-dependent depression of the Hoffmann reflex after blocking or lowering the expression of KCC2.[image: ]


Figure 5: Interaction between BDNF and KCC2 expression.[image: ]
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