Discovery and optimization of neutralizing SARS-CoV-2
antibodies using ALTHEA Gold Plus Libraries™
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2.00 2.00 — higG1, expressed in HEK 293 cells and further characterized yielding two final candidates P5E1-AS6, Figure 7. Alignment of the amino acid sequences of parental molecules (PSE1 and P5A10),
1.5 1% PSA10-G2 and PA10-G4 VH RAM optimized (P5E1-A6, PSA10-G2 and P5A10-G4) and the final VL RAM optimized

molecules (P5E1-A6-A4, P5E1-A6-E2 and P5E1-A6-E6). The second column corresponds to
the VH or VL scaffolds. The mutations with respect to the VH scaffolds are highlighted in
vellow. Numbering on top of the sequences followed the conventions of Chothia et al.

1.00

c
c
(=]
g
2 1.00
o
O

Table 2. Summary of characterization of P5E1-A6 and P5A10-G2 and P5A10-G4
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of SARS-CoV-2 RBD WT. As a reference, we show, on the top left, two side views of the RBD rotated . : : : :
180° and the top view of RBD interface (dark blue) with the hACE-2 (hACE-2 view). On the top right, A panel of anti-SARS CoV-2 antibodies was isolated from ALTHEA Gold

Omicron mutations (red) with respect to Wuhan RBD. The figures were prepared with the PDB ID: Plus Libraries™ using RBD as selector. 630 clones were tested for
7SWP in Discovery Studio 2020 v20.1.0.19295 (BIOVIA) binding to RBD, yielding 24 positive and unique clones.

« A second set of antibodies was generated by reshuffling diversity in
the HCDR1 and HCDR2. The lead molecule P5E1-A6 has a
developability profile consistent with a therapeutic antibody.
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Figure 2. 630 clones were tested for binding to RBD, yielding 24 positive and unique Figure 5. Starting from P5E1-A6, a third set of antibodies was generated by reshuffling diversity at VL by .
clones. Ten were converted to hlgGl, expressed in HEK293 cells and further combining the VH sequence of P5E1-A6 with the synthetic library corresponding to its VL (4-01). The Fundlng
characterized. Two of the clones, called PSE1 and P5A10 neutralized the viral entry clones with best ELISA binding to RBD were converted to hlgG1, expressed in HEK293 cells and further This work was supported in part by a grant from AMEXID-Secretaria de Relaciones Exteriores Fondo México-Chile
into Vero cells and were selected for affinity maturation. characterized yielding four final candidates P5E1-A6-A4, PSE1-A6-E2 & P5E1-A6-E6 (CHO5-Neutralizing antibodies for SARS-CoV-2 MEX-CHI). Part of the work was funded by UDIBI internal Projects:
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