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Anti-amyloid monoclonal antibody therapies for early Alzheimer's
Disease: Trials, Tribulations, Success and Ways Forward

Monoclonal antibodies (MABs) serve as a promising therapeutic approach for AD by selectively targeting key
pathogenic factors, such as amyloid-B (AB) peptide. MABs targeting AR can categorized based on their affinity to
diverse conformational features of AR, including monomer, fibril, protofibril, and plaque forms of AB. First-generation
MABs targeting the non-toxic monomeric AB, such as solanezumab, bapineuzumab, and crenezumab, failed to
demonstrate clinical benefit for AD in clinical trials. In contrast, second-generation MABS, including aducanumab,
lecanemab, donanemab, and gantenerumab directed against pathogenic AB species and aggregates have shown
that reducing AB deposition can be an effective strategy to slow cognitive impairment in AD. Specifically, the U.S.
Food and Drug Administration has approved three anti-amyloid MABs, aducanumab (Aduhelm®), lecanemab
(Legembi®), and donanemab (Kisunla™). This talk will provide a overview of the current status, mechanisms,
outcomes, and limitations of second-generation MABs for the clinical treatment of AD. In addition, future directions of
anti-amyloid MABs in the treatment of AD will be discussed.
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