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            Abstract
Axons in the adult mammalian central nervous system (CNS) exhibit little regeneration after injury. It has been suggested that several axonal growth inhibitors prevent CNS axonal regeneration. Recent research has demonstrated that semaphorin3A (Sema3A) is one of the major inhibitors of axonal regeneration. We identified a strong and selective inhibitor of Sema3A, SM-216289, from the fermentation broth of a fungal strain. To examine the effect of SM-216289 in vivo, we transected the spinal cord of adult rats and administered SM-216289 into the lesion site for 4 weeks. Rats treated with SM-216289 showed substantially enhanced regeneration and/or preservation of injured axons, robust Schwann cellâ€“mediated myelination and axonal regeneration in the lesion site, appreciable decreases in apoptotic cell number and marked enhancement of angiogenesis, resulting in considerably better functional recovery. Thus, Sema3A is essential for the inhibition of axonal regeneration and other regenerative responses after spinal cord injury (SCI). These results support the possibility of using Sema3A inhibitors in the treatment of human SCI.
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                    Figure 1: Expression of Sema3A after SCI.[image: ]


Figure 2: Temporal and quantitative analysis of Sema3A expression after SCI compared with the expression of other representative axonal growth inhibitors.[image: ]


Figure 3: SM-216289 is a strong and specific Sema3A inhibitor.[image: ]


Figure 4: SM-216289 enhances axonal regeneration and reduces cavity volume in the injured spinal cord.[image: ]


Figure 5: SM-216289 enhances axonal regeneration of NP-1â€“positive axons, including serotonergic (5-HTâ€“positive) raphespinal tract axons, in the injured spinal cord.[image: ]


Figure 6: SM-216289 induces regeneration of myelinated fibers and enhances functional recovery after SCI.[image: ]
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