Human monoclonal antibodies for the depletion
of amyloid in the heart and the brain

Amyloid depletion is becoming a clinical reality for disease modification in
the therapy of proteinopathies including ATTR cardiomyopathy and beta-
amyloidosis in Alzheimer's disease, with antibodies evolving as a therapeutic
modality of choice. Designed to selectively bind amyloid and labeling it for degra-
dation through macrophages, monocytes, and microglia, selective antibodies can
substantially deplete amyloid from affected tissues. Guided by high-throughput
analyses of human memory B-cell libraries in healthy elderly, we designed anti-
bodies that selectively recognize multiple forms of amyloid in various tissues. The
human-derived antibody ALXN2220, designed to deplete cardiac amyloid, is cur-
rently developed in a large multi-center phase 3 clinical trial for the treatment of
ATTR cardiomyopathy. For the depletion of beta-amyloid Alzheimer’s disease, we
are developing NI101SQ, a next-generation, auto-admin version of aducanumab
for subcutaneous self-injection. We are currently preparing NI101SQ for a phase 3
clinical trial to confirm initial signs of clinical benefit. Together, these developments
are designed to establish safety, tolerability and clinical efficacy of depleting amy-
loid from affected tissues
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