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Truncated dystrophin ameliorates the dystrophic phenotype of mdx mice by
reducing sarcolipin-mediated SERCA inhibition.
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Duchenne muscular dystrophy (DMD), the most common and severe form of
muscular dystrophy in childhood, is caused gy dystrophin deficiency. Absence of dystrophin has been
shown to lead to an increased Ca2+ influx and an abnormal cytosolic Ca2+ homeostasis of myofibers,
leading to increased necrosis. Several underlying mechanisms have been suggested to cause this
abnormal cytosolic Ca2+ regulation in dystrophic muscle. Therefore, the aim of this study is to
identify new therapeutic targets based on cytosolic Ca2+ regulation for DMD. We found that
sarcolipin, an intrinsic inhibitory sarcoplasmic reticulum protein of SERCA, is abnormally high in
the dystrophic muscle. In this study, we determined the physiological relevance in DMD following
loss-of function by sarcoliﬁin gene deletion. Knockdown of SLN ameliorated the cytosolic Ca2+

homeostasis and the dystrophic phenotype in DMD mice model. These findings suggest that SLN may be a
novel target for DMD therapy.
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