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BRILF dystrophin B8 FIAWE KT 50%; 2SR b B B B 44 dystrophin WE R A I R TRk, RRELE
FZH(P>0.05), £5i: Pip5Se-PMO T A 24 98 2T 3kik A= dystrophin 2 & £k A2 THEst AT RORA TR

KA ALSLIUN E L5 SN BT Wk TR KIS PMO; LK% RS

RESES Q291 MEARERD A

Effect of hexoses on Pip5e-PMO mediated exon—sKkipping in the Duchenne muscular dystrophy mouse model
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(1. Department of Cell Biology, School of Basic Medical Sciences, Tianjin Medical University, Tianjin 300070, China; 2.School of
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Abstract Objective: To explore the potential of hexose (the mixture of glucose and fructose —=GF) in enhancing the delivery of peptide—
modified PMO (Pip5e-PMO) in the Duchenne Muscular Dystrophy(DMD) mouse model (mdx mouse). Methods: PipSe—PMO in GF or saline
was intramuscularly or intravenously administered into adult mdx mice. Immunohistochemistry(IHC) and Western blot were used to
measure the distribution and expression of dystrophin. Reverse transcription—Polymerase chain reaction (RT-PCR) was utilized to examine
the level of exon skipping. Results: Local intramuscular results showed that GF enhanced the activities of PipSe—~PMO demonstrated by the
increased number of dystrophin—positive fibers and level of dystrophin expression(P<0.05). Although single intravenous injection of 15mg/
kg PipSe-PMO induced substantial number of dystrophin—positive fibers and therapeutic levels of dystrophin restoration in peripheral
muscles and heart of mdx mice treated with either GF or saline, the difference between GF and saline groups was not significant( P>0.05 ).
Conclusion: GF could enhance the activities of PipSe—PMO intramuscularly but may fail to have any impact on dystrophin—deficient
mdx mice.
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Fig 1 Dystrophin expression in TA muscles of mdx mice treated with
PipSe-PMO in saline or GF intramuscularly
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Fig 2 Dystrophin expressions in different muscles of mdx mice treated

with 15 mg/kg PipSe—PMO in saline and GF systemically
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Fig 3 Dystrophin protein expressions and exon skipping products in

different treated groups in mdx mice
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O BIR A& Y GF & PipSe -PMO 3k B 5%
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FIRBEE T HA . 7E PipSe-PMO RS 4A25 7K
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