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Investigation of inflammatory factors affecting the efficacy of the molecular
therapies for muscular dystrophy
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To enhance the efficacy of antisense oligonucleotide (AS-oligo)-mediated
exon skipping therapy for Duchenne muscular dystrophy (DMD), the difference of the efficacy of the
same AS-oligo among DMD cases and the involvement of inflammatory factors to exon skipping therapy
were examined. At the beginning the efficacy of the AS-oligo inducing the skipping of exon 45 (A085)

was _examined using cultured muscle cells of several DMD patients. In each case, exon 45 skipping
was induced by A085, as expected; however, the skipping efficacy was different from patient to
patient. Furthermore, administration of A085 to DMD cases resulted in the change of some serum
inflammatory factors. These results suggested that exon skipping efficacy is modulated by some
cis-element, and some inflammation factors may affect the efficacy of AS-oligo therapy.
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No. Age Deleted Exon Exon-45-Skipped mRNA (%) Dystrophin Immunostaining
1 5 65 Positive
2 s H 70 Positive
3 5 43 Positive
4 5 4647 30 Positive
5 10 40 Positive
] 6 4648 40 Positive
7 8 65 Positive
8 5 4649 51 Positive
9 5 100 Positive
10 5 46-51 100 Positive
11 3 82 Negative
12 [ 65 Positive
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