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Aims: General structure and mode of action of Amyl-2

Preliminary results from in vitro and ex vivo studies with our pan-amyloid therapeutic (Amyl-2) demonstrate the
ability to inhibit aggregation, bind and destabilize amyloid fibrils as well as promote clearance by phagocytosis D imer Of our pan_amyl0|d blnd | ng prOteln fused to a human |gG’| FC reglon
of AB,_,,, Tau and a-synuclein aggregates.
Methods: | =7
We have used fluorescence spectroscopy to assess the inhibitory effect of our therapeutics on the aggregation B UHWUHW\ §
of AB,,,. Tau, and alpha-synuclein. We have applied a combinatorial strategy where surface plasmon resonance Amyloid /7 G
(SPR), dot-blot, and immunogold labeling have been used to confirm in vitro binding to multiple forms of A, ,., binding ngh afflnlty Pan amyl0|d blndlng _ il
Tau, and alpha-synuclein entities. Therapeutic-dependent phagocytosis of amyloid aggregates was evaluated in e — \ e \
both THP-1 monocytes and human IPSC microglia, and ex vivo target engagement was assessed in mouse | ~
. ~
tissues.
\
Key Takeaways: s § —
- Amyl-2 is a novel, multi-modal, non-antibody therapeutic designed to inhibit amyloid aggregation and enhance { /
phagocytic clearance. Fc receptor : y
it oh . . : . . . . o Phagocytic uptake P
shows robust binding to multiple amyloid species and effectively reduces aggregation and seeding. binding > | oy
It is able to enhance the phagocytic clearance of both amyloid fibrils and oligomers of three-disease related domain and amyl0|d clearance -
molecules by monocytes and human IPSC microglia.
. . . L - S
It demonstrates brain penetration and a favorable safety profile comparable to current monoclonal antibodies. Amyl 2 % ~®®
Our approach has the potential to provide a much-needed alternative to existing therapies for \
neurodegenerative diseases. - - - - \\ — — — — —
Amyl-2 inhibits 2° nucleation & elongation step in A, ,, aggregation Amyl-2 binds multiple amyloid fibrils Amyl-2 binds amyloid fibrils with nM affinity
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Principle: in vitro phagocytosis assay Amyl-2 enhances in vitro phagocytic clearance of several amyloid fibrils and oligomers by THP-1 monocytes and human iPSC microglia
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