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- Introduction N

uchenne Muscular Dystrophy (DMD) is a severe genetic muscle-wasting disorder due to the lack of dystrophin characterized by a progressive muscle weakness and
cardiomyopathy leading to premature death. The dystrophin-deficient Dmd™ rats were generated using TALENs and offer a more reliable representation of human DMD, with
marked muscle strength reduction, cardiomyopathy and muscle fibrosis that are higher that those observed in the mdx mouse model (1). A role for inflammation and
autoimmune responses in muscle damages was shown both in DMD patients and the mdx mouse model (2).
In this study, we assessed by flow cytometry and immunohistochemistry the immune cell subsets infiltrating Dmd™? rat skeletal and cardiac muscles especially

Qnmunoregulatory and pro-inflammatory subsets (M1 and M2 macrophages, CD4* and CD8* Teff or Tregs...). /
1. Leukocytes in muscle and spleen of Dmd™?* rats. 2. Macrophages in skeletal muscle of Dmd™9 rats.
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Conclusion ~

In this study, we phenotyped by flow cytometry and immunohistochemistry the immune cell subsets infiltrating Dmd™? rat skeletal and cardiac muscles especially
immunoregulatory and proinflammatory subsets (M1 and M2 macrophages, CD4+ and CD8+ Teff or Tregs). Infiltration level was absent or very low at 2 weeks of age, peaked at
4 and 8 weeks and decreased at 12 weeks. Macrophages with M2 profiles represent the majority (>90%) of infiltrating immune cells and Teff cells were the majority of the
remaining ones. We also analyzed muscle enzymes and cytokines in sera. Creatine kinase was increased at weeks 4 and 8 and decreased at week 12 and thereafter. This results
are consistent with those observed in mdx mice model.

Experiments are ongoing to investigate the possibility of reducing disease in Dmd™* rats by administrating different immunomodulatory treatments. /
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