The novel factor, Humanin that abolish the neuronal cell death caused by
FAD (familial Alzheimer®s disease) genes and Ab.
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Abstract

Humanin (HN), a novel rescue factor against Alzheimer®s disease-related neurotoxicity,
consists of 24 amino acids and contains two Ser residues. In this study, we attempted to
clarify the function of these Ser residues in HN. We found that D-isomerization at Serl4
of HN shows the neuroprotection more than 1,000 times potent, while the substitution of
Ser7 to Ala nullfies the neuroprotective function of HN. The fusion of dimerization peptide
to S7A-HN causes the recovery of neuroprotective activity. Therefore, Ser7 plays an
essential role in self-dimerization of HN. Based upon these findings, we succeeded in
creating a very potent HN derivative that fully protects neurons at 10 pM against 25

M AB (1-43). The results of this study could greatly contribute to the development of
anti-Alzheimer®s drugs and therapeutics.
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