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effective for acute and chronic pathologies related to is-
chaemia, inflammation and/or fibrosis in multiple organs.

A potential of ONO-1301SR in combination
with medical devices

Of the implantable medical devices that have been recently
developed, vascular stent has been widely used as the
standard treatment for atherosclerotic arterial stenosis or
aortic aneurysm [98]. In particular, stent graft implantation
of aortic aneurysm has improved clinical outcomes of this
pathology, though complications related to a poor attach-
ment of the stent and the native aortic wall have not been
fully resolved [99]. Since ONO-1301 has effects on tissue
healing and/or regeneration, it is hypothesised that local
delivery of ONO-1301 might strengthen the attachment
between the stent graft and the native aortic wall. To test
this hypothesis, our laboratory developed an aortic stent
graft that was coated with ONO-1301SR and implanted in
the thoracic aorta of canines [100]. As a result, the at-
tachment was physiologically and histopathologically
strengthened. This concept may be applicable to the tran-
scatheter aortic valve replacement, in which aortic valve
incompetence caused by suboptimal attachment of the
prosthesis and the native aortic annulus yields a negative
impact of this treatment [101].

Conclusions

Feasibility, safety and therapeutic efficacy of a synthetic
prostacyclin agonist, ONO-1301, and a sustained-release
form of ONO-1301, ONO-1301SR, have been tested in a
variety of acute and chronic pathologies related to is-
chaemia, inflammation and fibrosis of multiple organs in-
cluding the heart as pre-clinical studies. Major mechanisms
underlying the therapeutic effects were consistently to in-
duce release of multiple protective cytokines including
HGF, VEGF or SDF-1 from targeted fibroblasts, vascular
smooth muscle cells or endothelial cells, which enhance
salvage and/or regeneration of the damaged tissue, in-
cluding the heart.

Both acute and chronic cardiac failure related to is-
chaemic or non-ischaemic aetiologies would be a target of
this novel treatment. Since direct placement of ONO-
1301SR over the cardiac surface was suggested to be an
optimal treatment for chronic cardiac failure using this
product, launching the clinical study of this treatment is
warranted. In addition, oral administration of ONO-1301
would be a potential drug for chronic cardiac failure,
though further pre-clinical studies are needed in the GLP
standard.

@ Springer
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