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Basic study of novel adrenomedullin derivatives to develop as a pharmaceutical
drug of cardiovascular diseases
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Adrenomedullin (AM) is a possible drug for cardiovascular disorders. We have

developed a PEGylated AM derivative (PEG-AM) for clinical application because AM has a short
half-life in the blood. We assessed the in vitro and in vivo activities of PEG-AM. The PEG-AM
activated the AM receptors, in the similar manner to those of native AM, and the addition of PEG did
not influence the receptor selectivity. The acute hypotensive effect of PEG-AM was much weaker
than AM after bolus injection in rats. However, single subcutaneous injection of PEG-AM inhibited
blood pressure increase in spontaneously hypertensive rats which were loaded with high salt diet. In
four-vessel occlusion model rats, which exhibit vascular dementia, a single subcutaneous injection
of PEG-AM reduced the escape latency in the hidden platform test. PEG-AM is a possible candidate
compound for the treatment of cardiovascular diseases.
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