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Supplementary Table 1: Endpoint titers of anti-Aβ42 antibodies in AV-1959R- and placebo-treated participants. 

 



 

 

 

 

 

 

 

 

 

 

 

 

 

 

Supplementary Figure 1. Atomic Force Microscopy (AFM) images of Aβ42 peptide conformers 
spotted onto microarray slides. scale bars are 500 nm.  

Supplementary Figure 2. Competition ELISA demonstrating the specificity of vaccine-
induced antibodies. Pre-incubation of pooled AV-1959R immune serum with soluble Aβ42 
peptide (2.5 µM) containing a protofibril/fibril mixture almost completely blocked binding to 
plate-bound Aβ42, whereas approximately 150-200 µM of Aβ1-11 peptide was required to achieve 
comparable inhibition. IC₅₀ is 16.9 µM for Aβ1-11 and 0.01 µM for the soluble Aβ42 
protofibril/fibril mixture. 



 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Supplementary Figure 3. Affinity purification and concentration-dependent binding of AV-
1959R–induced anti-Aβ antibodies with Aβ42 protofibrils/fibrils.  Aβ-specific antibodies were 
affinity-purified from pooled Day 42 immune sera of vaccinated participants. (A) Antibody 
concentration was determined, and binding to a mixture of Aβ42 protofibrils and fibrils was 
evaluated by ELISA. (B) Atomic force microscopy (AFM) image of the Aβ42 peptide preparation 
used for ELISA plate coating, showing a heterogeneous mixture of protofibrils and fibrils.   

Supplementary Figure 4. Binding specificity of AV-1959R-induced antibodies compared with 
FDA-approved anti-amyloid monoclonal antibodies. Purified antibodies from AV-1959R-
vaccinated participants were assessed by dot blot against Aβ42 protofibrils/fibrils and pyroglutamate-
modified Aβ3-11 (pE3Aβ11). Vaccine-induced antibodies showed strong binding to fibrillar Aβ42 and 
significant binding to pE3Aβ11. Lecanemab (Leqembi®) bound fibrillar Aβ42 but not pE3Aβ11, 
whereas donanemab (Kisunla ) preferentially recognized pE3Aβ11. These findings demonstrate that 
AV-1959R elicits a polyclonal antibody repertoire that mirrors the clinically validated fibril-selective 
profile of lecanemab while extending coverage to pyroglutamate-modified Aβ3-11 epitope, the N-
terminal region of pE3Aβ42, which has been proposed to act as an early pathogenic aggregation seed. 



 

 

 

 

 

 

  

 

 

 

 

 

 

 

 

 

 

Supplementary Table 3. Estimated time 
(number of days) to reach antibody titer 
1:1000 after priming vaccination.  

Supplementary Table 2. Estimated values for B1 (short-term) and B2 (long-
term) coefficients for both antibody peaks (priming and boosting).  



Supplementary Figure 5. DLS profile of Purified AV-1959R protein, distribution by 
mass and intensity. 98.8% of particles are, on average, 13.54 ± 5.745 nm in diameter with a 
molecular weight of 295.8 ± 192.8 kDa, suggesting a uniform size distribution. The highly 
aggregated population (105.7 ± 52.81 nm, MW 3.62e+4 ± 1.46e+4) accounts for only 1.2% of 
the protein, and the signal is not visible in the mass distribution.  


