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Chronic treatment with PB1046, a stable and long-acting vasoactive intestinal peptide f‘ )
receptor agonist, improves cardiac and skeletal muscle function in mouse models of

Duchenne Muscular Dystrophy
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The objective of this study was to evaluate whether chronic | —‘ control  PB10ss
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presentation of DMD patients) demonstrates cardio-protective Fig 1. Cardiac function monitored via echocardiography. n =10 - 11, "P< 0.05 vs controls Fig 2. In vivo assessment of left ventricular| |Fig 3. Skeletal muscle physiology
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effects and to examine its effect on skeletal muscle function. Chroni - - - - - : g ,
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relaxation was faster with PB1046 treatment in MDX mice  collagen content in MDX heart muscle. Although n was small,
MDX (C57BL10/ScSnDMD™Md, dystrophin deficient, n = 21) Electrocardiograms were also assessed at these time points. Throughout (P<0.05). similar trends in fibrosis were noted in DKO mice hearts (data
and DKO (double knockout) mdx/utrn-/- (dystrophin/utrophin the study, PB1046 treated MDX mice tended to have shorter QRS not shown).
deficient, n = 13) mice were administered PB1046 (1.5 mg/kg) (preserved ventricular conduction) when compared to placebo-treated In evaluation of skeletal muscle function, PB1046
or 0.9% NaCl Sa“_ne (control) subcutaneously three times a animals, but did not reach statistical significance (data not shown). Similar treatment protected against contraction-induced damage  Although no differences were observed in immune cells (CD3,
week for the duration of the study (32 weeks for MDX and up trends were noted in DKO mice, with PB1046 treatment appearing to blunt  on isolated EDL muscles without changing specific force ~ CD4, CD8, data not shown), total macrophage count trended
L C i D) L SRl  (via the QRS prolongation noted in controls (data not shown). in MDX mice. to be lower with PB1046 treatment.

echocardiography; ECHO) and electrocardiography (ECG)
changes were monitored during routine check-ups. Terminal

assessments included either an anesthetized preparation in an i

instrumented animal with a pressure catheter to measure ConCIUSIon
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?ﬂ%@?tgn%a'“Tﬁ‘gggeogatrzslees’“sv”esr‘e” f‘ﬁg%'ﬁo?r‘g;‘e'n"”g“?ix(eEdDiLr)] Chronic treatment with a novel VIP receptor agonist, PB1046, ameliorated DMD myopathy by slowing cardiac deterioration and protected against
formalin for histological assessments (Sirius Staining and contraction skeletal muscle induced damage. In addition to positive inotropic and lusitropic effects on cardiac function, decreased fibrosis (collagen
Macrophage and CD counting). content) is likely to contribute to positive effects of PB1046 on both cardiac and skeletal muscle.
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