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Background: Establishment of cardioprotective therapy against acute myocardial infarction (AMI) still
remains one of the important unmet medical needs. Erythropoietin (EPO) has been demonstrated to
have anti—apoptotic and tissue—protective effects. However, the previous clinical studies using high—
dose EPO did not show the cardioprotective effects, probably due to the platelet activation and the
existence of an optimal dose. In contrast, a small pilot study of low—dose EPO showed the improvement
of left ventricular function without adverse cardiovascular events (EPO-AMI-I).

Methods and results: We performed a double—blind, placebo—controlled, randomized, multicenter clinical
trial (EPO-AMI-ID) to clarify the efficacy and safety of low—dose EPO in patients with ST—-segment
elevation myocardial infarction (STEMI). 198 patients with a low left ventricular ejection fraction (LVEF
< 50 %) were randomly assigned to intravenous administration of EPO (6,000 or 12,000 IU) or placebo
within 6 hours after successful PCI. At 6 months, there was no significant dose—response relationship in
the LVEF improvement (EPO 12,000 IU: 5.4 %= 9.3 %, EPO 6,000 IU: 7.3 &= 7.7 % and Placebo: 8.1 =
8.3 %, P=0.8616). Low—dose EPO also did not improve cardiac function evaluated by 99mTc-MIBI
SPECT and NT-proBNP at 6 months. On the other hand, low—dose EPO did not increase adverse events.
Conclusions: Administration of low—dose EPO did not improve LVEF at 6 months in STEMI patients.
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