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Mutations in DYSF gene lead to myopathy with progres-
sive loss of striated muscles. One of the promising ways of
their treatment is gene therapy. The aim of our invest gation
is evaluation of recombinant adenovirus Ad5-DYSF impact
on skeletal muscles strocture in dysferlin-deficient mice,
Retro-orbital injection of 100ul 6.5 10° PFU of Ad5-DYSF
was performed in 15-months old dysferlin-deficient Bla/J
mouse. Paraffin sections of calf muscles obtained 30 days after
injection were stained with H&E Mallory's trchrome, im-
mumnohistochemcally with antibodies against «5MA, myogen-
in, Ki-67. The intact Bla'] mouse of the same age was used as
contral. Mean muscle fber { MF) cross-sectional area in exper-
imental gastrocnemins muscle was increased (7475 24086 pm©
ve 515323008 m” in contral, p=0000002) reflecting hy-
perrophy cansed by ademoviral transduction. Pementage of
myogenin-positive nuclei in experimental muscle was increased
(2B.326.5% vs 15.8257% in contmol, p=0L000031), together
with decreased percentage of Ki-67-positive myonuclei (2000%
52% vs 27.526.7%, p=0.013) expressng higher differentiation
rate and more accomplished rhabdomy ugc:lrt.i_t. after AdS-DYSF
injection. Percentage of necrotic MF in experimental sample
was slightly increased (14.4 2408 vs 11.622.9%, p=0.04),
as well as percentage of centrinucleated MF (21.227.0% vs
18.915.6%, n.s). Mumber of blood vessels per MF was sim-
ilar in both groups (.23 £0.03 vs 0.2320.06 in contral, n.s.).
Percentage of Ki-67-positive interstitial cells was increased
after Ad5-DYSF injection (35.1217.2% ws 8571 18.3%,
p=00001), whereas connective tssue ratio was lower (18.1%
4.9%% vs 257 27.1%, p=0.04). Our preliminary results show
that AdS-DYSF adenoviral treatment elevates rhabdomyo-
genic activity fn vive and may be used as a potential gene
therapy of dysferlinopathy
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Intracoronary allogeneic cardiac progenitor cells improve
myocardial salvage amd enhance functional recovery
compared o placebo in porcine experimental infarction
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Purpose Myocardial Salvage Index (MSI) 15 a measure of
treatment efficacy, and itcould decrease sample size when used
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a5 cardioprotection-endpoint in clinical trials. Intracoronary
(12} allogeneic cardiac progenitor cell (CPC) infusion has been
recently used for myocardial infarction (MI) therapy. Our aim
wis to evaluate the effects of 1C porcine CPC (pCPC ) injection
on myocandial edema and cardiac function after experimental
Ml in swine. Methods Pigs received an IC injection of 50x10%
PCPC (n=7) or vehicle (n=7) one week post-MI. MR was
performed pre- and 10 weels post-imjection calculating: Area-
at-risk (AAR), Ejecton Fractin (EF), End Diastohe Volume
(EDV), End Systolic Volume (ESV), final infarct size (FIS ) and
MSI (MSI={AAR-FISVAAR). Resulis No differences were
seen between groups in any ME-derived parameter before in-
jection. IC infusion was successful in all cases. A trend towards
EF mcovery was seen in pCPC-group (5025%) but not in
vehicle-group (422 10%). Ventricular volumes were signifi-
cantly l:m.ullm' n pCPC-group (EDVi: %4 +1 1ml/m* versus
1192 25mLém* and ESVi: 47 £8mL/m?2 versus 70 £ 26mLim*
{p=0.018). There were no differences in FIS, despite a trend
towards smaller scars in pCPC-group (6% £4% versus
B% £3%). However, MSI was significantly higher in pCPC-
group (063 £0.17 versus 0.352 020, p=0.01). Conclusion The
IC injection of 50x 10° pCPC one week post-M1is associated
to improved coardiae function at 10 wesks, The absence of
differences in EF and FIS could be attributed to the small
sample sive, since M51, a parameter known to be able to de-
creass the sample size needed for clinical trisls, was increased
almost two-fold in treated animals,
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The combination of cell and gene therapy as new generation
tool to boost MSCs i mmuonosu ppressive and tssoe
repeneration properties
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Cell therapy has emerged during the last decade as a prom-
ising candidate for the teatment of autoimmune diseases and
tssue mgeneration. Mesenchymal stem cells { MSCs) have been
tested in multiple preclinical models obtaining excellent results
in tsspe regeneration and avtoimmune diseases. Howewver,
clinical msults obtained in the majority of the clinical trials using
MSCs aren’t as goond as expected and just 2 studies reported
significantly positive results. Our proposal is o wse cutting-sdge
hypothesis fusing gen and cell therapy to boost the thempentic
properties of MS5Cs. Cur results indicate that modulating the
expression of genes involved in signaling pathways mesponsible
of the regenerative and immunosuppressive capacity of these
cells we can increase their therapeutic features. MSCs over-
expressing HIF showed increased tissue regenemtion but we
hawve been able now to show that their immusuppressive capacity
is incrensed as well. In the past, we demonstrated that NFE-KB
pathway 15 a key regulator of immunosuppression on MSCs, In
this piece of work we have been able to modulate the activity of
this pathway to significantly incresse the immunomodulatory
capacity of this cells. Using genetically modified M5Cs may
decreass the binsafety and overcome the potential benefits, Thus,
we isolated and tested the exosomes derived from the improved
MSCs in onder to investigate if the exosomes have thempentic
properties as well, Acknowledgement : PITAOOI07, RDI6AM 1/
000k



