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Drugs ~ intractable diseases ~

Seeds of innovative pharmaceuticals and medical devices from Osaka University

Slow-release microsphere of oxime derivative (YS-1402)
for advanced cardiac failure

Department of Cardiovascular Surgery, Graduate School of Medicine
Professor Yoshiki SAWA, Assistant Professor Satsuki FUKUSHIMA

Department of Immunology and Regenerative Medicine, Graduate School
of Medicine Specially Appointed Associate Professor Shigeru MIYAGAWA

Investigators

M Project Outline

| Investigator initiated clinical study (Phase I/11a)

Objective

v/ To assess feasibility, safety and efficacy of epicardial placement of YS-1402 for patients
undergoing coronary artery bypass grafting for ischaemic cardiomyopathy, towards
pharmaceutical approval through subsequent Phase llib/IIl study.

Oxime derivative; ONO-1301 Slow-release microsphere; YS-1402

v Phase | study completed as antiplatelet drug

ONO-1301 ‘/
&)
TN v Prostagrandin IP receptor agonist
O‘ O v Thromboxan A2 synthase inhibition
) v Vasodilation, Proangiogenesis

v Anti-inflammatory/fibrotic
v Rapidly degraded in the liver

Preclinical study of YS-1402 treatment for ischaemic cardiomyopathy animal models

v Targeted drug delivery over 4 weeks v Dose-dependent functional efficacy after the treatment v Increase of regional blood flow
(Ishimaru et al. J Thorac Cardiovasc Surg 2013, Mizoguchi et al. AHA Scientific Sessions 2013 at Dallas)

Protocol of the clinical study

[Inclusion criteria]

v Isolated CABG

v LVEF = 40%

v More than 20 years of age

v Combined with CABG v Double-blind, [Exclusion criteria]
v Placement over the LV Placebo-controlled v Irreversible liver/kidney damages
v Fibrin spray v Safety assessment v Malignant tumour

at 6 weeks v Diabetic

v Efficacy assessment v Alcoholic/Drug abuse

at 6 months v Psychiatric disorder

v Allergy for gelatin/aprotinin

Condition : Severe ischemic cardiomyopathy
Marketability : ¥3 billion/year (10,000 sufferers in Japan)

Patents : 5 patent applications submitted (corporate collaboration)
Technical features: Novel cell-free in vivo regenerative therapeutic agent

Department of Medical Innovation, Osaka University Hospital
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