T IiuAF B icxNd 2 RENGH - REHEEFER2E T 3/EARTF FOTAY N = —JF
BEEL LCcon Rl

Possibility of short synthetic peptides with activities of suppressing amyloid b aggregation and
resolving its aggregated form as therapeutic drugs for Alzheimer’s disease
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Lecanemab is a new anti-amyloid antibody being developed as a treatment for Alzheimer’s
disease. It is expected to delay the progression of the disease by reducing the accumulation of
amyloid beta (A 8) in the brain. However, no drug has been developed that can completely
eliminate A 8 and improve symptoms. A representative Catalytide, JAL-TA9 (YKGSGFRMI),
cleaves A 842 and improves symptoms in an Alzheimer’s disease mouse model, suggesting
that JAL-TA9 is a promising candidate for treating Alzheimer’s disease by effectively
eliminating AB. The catalytic center of JAL-TA9 is GSGFR [1]. To identify better
Catalytides for Alzheimer’s treatment, we analyzed the structure-activity relationship of 21
point-mutated GSGFR derivatives [2]. In this process, we discovered two peptides, GSGFK
and GSGNR, that not only inhibit A 8 25-35 aggregation but also dissolve aggregated A 8 25-
35 [3]. Intracerebroventricular administration of GSGFK protected mice against A B 25-35-
induced short-term memory deficits and promoted microglial phagocytic activity. Like
Lecanemab, GSGFK targets A 8, but it has advantages such as safety, administration method,
and cost. In this talk, we will discuss the potential of GSGFK as a therapeutic candidate for
Alzheimer’s disease.
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