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For manuscripts utilizing custom algorithms or software that are central to the research but not yet described in published literature, software must be made available to editors and
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SPR data analysis was performed usingCarterra’s Kinetic Inspection Tool (version Oct 2019)

The electron microscopy maps have been deposited at the Electron Microscopy Data Band (EMDB) with accession codes EMD-22738, EMD-22739, EMD-22740,
EMD-22741 (Table S2- DOI:10.1101/2020.10.15.341636)). The crystal structure of 298-52-RBD complex (Table S3- DOI: 10.2210/pdb7K9Z/pdb) is available from the
Protein Data Bank under accession code PDB: 7K9Z. Sequences of the monoclonal antibodies are available in Table S1. Other data are available from the
corresponding author upon reasonable request.

Additional PDB entries were used throughout the manuscript to perform a comparative analysis of the different bins targeted by mAbs. The entries used in that
analysis are: REGN10933 (PDB ID:6XDG), CV30 (PDB ID:6XE1), C105 (PDB ID:6XCM), COVA2-04 (PDB ID:7JMO), COVA2-39 (PDB ID:7JMP), CC12.1 (PDB ID:6XC2),
BD23 (PDB ID:7BYR), B38 (PDB ID:7BZ5), P2C-1F11 (PDB ID:7BWJ), 2-4 (PDB ID:6XEY), CB6 (PDB ID:7C01), REGN10987 (PDB ID:6XDG), S309 (PDB ID:6WPS,6WPT),
EY6A (PDB ID:6ZCZ), CR3022 (PDB ID:6YLA), H014 (PDB ID:7CAH), 4-8 (EMD ID:22159), 4A8 (PDB ID:7C2L) and 2-43 (EMDB ID:22275).

For binding kinetics: two replicates were performed. Since both replicate values differ between each other less than 2 fold we were confident
with the value and hence we believed that we did not require to increase the number of replicates further. For neutralization experiments
with WT PsV, PsV variants and authentic SARS-CoV-2 virus at least three individual experiments (biological replicates) have been performed. In
case that a fold difference in the IC50 value bigger than 5-fold was obtained between replicates, an additional replicate was performed. In
general the obtained IC50 values from three individual experiments met that criteria and hence we consider that sample size accurate enough
to report mAb/MB pontecy.

No data were excluded from the analyses.

In general attempts of replication were successful and normally we have performed three biological replicates. If a replicate did not meet our
replication quality criteria (explained in Sample size), an additional replicate was performed to confirm.

Due to the in vitro nature of our study, no randomization was necessary for our biophysical and structural studies

Blinding was done in the case of neutralization experiments with authentic virus and in the case of epitope binning experiments. Cryo-EM
structures were determined without knowledge of the epitope binning data. Blinding of some of the experiments were not possible since the
person producing the biological samples was also performing some of the functional assay (PsV neutralization data, Fc-modified MB in vitro
characterization and thermostability studies). In the case some of the binding experiments (to Spike variants) blinding was not necessary since
that data was used to validate the crystallization data and not to generate new claims. Sera samples for PK analysis and ADA determination
were blinded.




