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Organization of exons in the dystrophin gene
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Choice of target exons for exosl5
deletions the dystrophin gene
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Some deletions require skipping of more than
one exon

DP42T mupssie, nearows

(Laf s Jaf s ) 6 2748 8 § o 10 J i 9 12
ETH BETH BETAD STH X GEETIN BT GFTN BT E78 T

D260 reting

27 N 28 B 20 B 0 N B 3 N 33 B 3¢ N 35 QB 36§ 37 J 38

D214 nswraone. kifones
S
DPULG Sohwaan celss
| 54 & 55 W 6 g 57 Nssd& S0

D71 - 45 universal

62 Jok 64€ 65 D664 67 L0 119729739 74 & 75
€KX .



Model systems

A Muscle biopsy from BMD patients with in-frame
deletions that would be the result of exon 45, 51, or
53 skipping:

A Del45-47
A Del45-48
A Del 48-51

A Transgenic mice to study in-frame deletions for
which there are no BMD patients
A Del 49-51
A Del 48-53
A Del 44-45



Model systems
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Enable further biochemical
analysis of the Dystrophin-
associated protein complex




Can we determine the best AO-mediated skipping approaches?

In other words, what skipping methods will produce STABLE and
FUNCTIONAL protein and improve clinical phenotype?

Model systems:
ABMD patients with deletions that would mimic the products

of exon skipping of 45-47; 45-48

Aransgenic mice that mimic those deletions that are not
found in the patient population



The problem: Deletion of exons 45-47 yields
variable dystrophin expression and phenotype
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Expect variability between patients with DIFFERENT in-frame deletions;
however,

Question 1: What factors cause variability among BMD patients with the
SAME exon deletions?

Patient #
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114315101

346142831

26403361

268334101
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