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A Abstract J >

Alzheimer's disease (AD) causes about 60 % of dementia, yet there exists no effective

treatment so far. Although AD brains contain various assemblies derived from amyloid B-protein
(AB), conventional treatments to remove AB have been developed without clarifying which
type of AB assemblies indeed serves as a neurotoxin. Unfortunately, results of most clinical
trials of these therapies showed safety issues. We therefore consider new treatments need to
be developed based on a better understanding of the causative agent and indeed isolated the
toxic agents from AD brains, which we termed amylospheroids (ASPDs) (Noguchi et al. JBC
2009). We then developed antibodies that recognize the ASPD-specific tertiary structures and
can neutralize the ASPD neurotoxicity. Here, we aim to develop an immunotherapy using an
anti-ASPD antibody as well as to develop an active immunotherapy using ASPDs themselves.
To that end, we performed the following three projects: I. Validation of the concept targeting
ASPDs using anti-ASPD antibodies, II. Developing ASPD vaccine therapy, III. Verification of
safety and effectiveness of these therapies in exploratory clinical studies. As for the project I, we
manufactured the drug substance and the test items were examined in non-clinical studies. No
adverse effects were observed by a single injection of the test items against monkeys. As for the
project II, we treated aged monkeys with ASPDs without adjuvant, which appeared to protect
neural activities to some extent. As for the project III, we determined the overall protocols of the
exploratory clinical study and the future time schedule towards the Ethics Committee review.

Our project proceeded as planned. J
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Green: anti-MAP2
Red: bound ASPD detected by
anti-ASPD antibody
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