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[Background]

Due to the aging of the society, the patients with heart failure are increasing, designated as
the heart failure pandemic. Though heart failure is the terminal stage of almost all the
cardiovascular diseases, the prognosis of heart failure after myocardial infarction (MI) is
particularly poor, because post-MI heart failure is resistant to pharmacotherapy. Thus, it is
urgent to develop a novel therapeutic strategy that prevents the onset of heart failure after MI.
[Aim]

We have been investigating the cardioprotective effects of IL-11, a member of IL-6 cytokine
family, against ischemia/ reperfusion injury. As recombinant human IL-11 (rhIL-11) is clinically
used for thrombocytopenia after chemotherapy in USA, we are planning to perform the clinical
trial equivalent to Phase IIb study, entitled “Interleukin 11 (Oprelvekin) Protective Therapy against
Ischemic Myocardial Injury, iIOPTIMAL” under the approval as for advanced medical care B.
[Results]

Before the application to an advanced medical care, we performed the clinical study, equivalent to
Phase I1a, to evaluate the safety of the maximal dose of rhIL-11 that will be used in 1IOPTIMAL study.
We intravenously administered rhIL-11 at the dose of 25 pg/kg for a period of 3 hours to two patients
with the complete occlusion in the LAD, while PCI was routinely performed. As a result, no

unexpected adverse events were observed.

Based on these results, described above, we designed iIOPTIMAL study as an exploratory trial. The
summary of the clinical trial is as follows;

Study population: STEMI, first onset



Randomization: Randomized into 3 groups; 0 ng/kg, 12.5 ng/kg, 25 pg/kg, 30 cases for each group.

Primary endpoint: Myocardial salvage at 3 months, analyzed by cardiac MRI

Blindness: subject-blinded, primary endpoint evaluator-blinded

Mode of administration: Intravenously administered for a period of 3 hours. PCI will be routinely

performed during the administration of the test drug.

After the application, we revised the study protocol according to the comments from the review

board for advanced medical care. And, finally, IOPTIMAL study was approved as an advanced medical

care B in December 2016.
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