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Validation

The sample size for SLISY was limited and based on the average number of reads available on a MiSeq run (12-20 million reads).

No data were excluded from the analysis.

To replicate the sequencing data from SLISY and the functional data by ELISA, all experiments had three replicates so that a standard deviation
of the mean could be calculated. All replicates were successful and included.

The experiments were performed with randomization meaning that all clones from a pooled sample were applied to the target (spike protein)
and allowed to bind.

It is blinded in that all clones from a pooled sample were applied to the target (spike protein) and allowed to bind in the fraction that they are
enriched in.

1. SARS-CoV-2 spike mouse Mab Monoclonal Mouse IgG1 Clone #42 (40591-MM42) (Sino Biological, Wayne, PA) at 0.1, 1, and 10 µg/
mL

2. SARS-CoV-2 spike mouse Mab Monoclonal Mouse IgG2b Clone #57 (40592-MM57) (Sino Biological, Wayne, PA) at 0.1, 1, and 10
µg/mL

3. Rabbit anti-M13 polyclonal Ab (Novus Biologicals, Littleton, CO) at 1:100 for flow cytometry and 1:5000 for ELISA

4. PE Donkey anti-rabbit IgG antibody Clone Poly4064 (Biolegend, San Diego, CA) at 1:100 for flow cytometry

5. Goat anti-rabbit IgG (H+L) antibody HRP Polyclonal (Thermo Fisher, A27036) at 1:10000 for ELISA

6. Goat anti-human IgG Fc-HRP Ab Polyclonal (Abcam, ab98624) at 1:10000 for ELISA

1. Manufacturer's website: "This antibody was produced from a hybridoma resulting from the fusion of a mouse myeloma with B cells
obtained from a mouse immunized with purified, Recombinant SARS-CoV-2 (2019-nCoV) Spike S1-mFc Protein (Catalog#40591-
V05H1; YP_009724390.1; Val16-Arg685). The IgG fraction of the cell culture supernatant was purified by Protein A affinity
chromatography."

2. Manufacturer's website: "This antibody was produced from a hybridoma resulting from the fusion of a mouse myeloma with B cells
obtained from a mouse immunized with purified, Recombinant SARS-CoV-2 (2019-nCoV) Spike RBD-mFc Protein (Catalog#40592-
V05H; YP_009724390.1; Arg319-Phe541). The IgG fraction of the cell culture supernatant was purified by Protein A affinity
chromatography."

3. Manufacturer's website: "May be used as a reagent in "phage ELISA" offering sensitive and specific activity for detection of
recombinant phages."

4. Manufacturer's website: "Each lot of this antibody is quality control tested by immunofluorescent staining with flow cytometric
analysis. For flow cytometric staining, the suggested use of this reagent is !0.125 µg per million cells in 100 µl volume. It is




