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Sample size

Data exclusions

Replication

Randomization

Blinding

All necessary data and information are given in the paper. Source data are provided with this paper. The sequence data were submitted to the GISAID database and
are publicly available (Supplementary Data 1). The GISAID accession numbers of patient 1 are: EPI_ISL_7996735 (day 0), EPI_ISL_8898226 (day 31), EPI_ISL_8898236
(day 36), EPI_ISL_9324089 (day 40) and EPI_ISL_9324138 (day 43). Raw sequencing data and deduced consensus genomes have been also submitted to the
European Nucleotide Archive under the study accession number: ERP139553 [https://www.ebi.ac.uk/ena/browser/view/PRJEB54706]. The pdb database accession
numbers [https://www.rcsb.org/] that were used for structural analysis and visualization are: 7U0N (doi:10.2210/pdb7U0N/pdb, SARS-CoV-2 S binding ACE2) and
6XDG (doi: 10.2210/pdb6XDG/pdb, REGN-COV binding SARS-CoV-2 S). For SARS-CoV-2 lineage assignment pangolin data v1.8 [https://github.com/cov-lineages/
pangolin-data/releases/tag/v1.8] was used. The sequence used in this study as the SARS-CoV-2 reference genome has the GenBank [https://www.ncbi.nlm.nih.gov/
genbank/] accession: NC_045512 (Wuhan-Hu-1).

Sex or gender was not considered in the study design and no sex- or gender-based analyses have been performed.

Two female (70 and 61 years old) immunosupressed kidney transplant patients.

Both patients were recruited due to their unique history of REGN-COV treatment upon COVID-19 diagnosis, their
immunosuppression and the prolonged infection of one patient. This biases findings torwards these two specific clinical
cases.

The project has been approved by the ethical committee of the Albert-Ludwigs-Universität, Freiburg, Germany. Written
informed consent was obtained from all participants and the study was conducted according to federal guidelines, local
ethics committee regulations (Albert-Ludwigs-Universität, Freiburg, Germany: No. F-2020-09-03-160428 and no. 322/20) and
the Declaration of Helsinki (1975). All routine virological laboratory testing of patient specimens (virus isolation and next-
generation sequencing) was performed in the Diagnostic Department of the Institute of Virology, University Medical Center,
Freiburg (Local ethics committee no. 1001913).

The sample size of the K18-hACE2 transgenic mice was estimated on the basis of experience with other respiratory viruses to give statistical

power while minimizing animal use.

For all other experiments no sample size calculation was performed. Sample sizes were chosen based in the minimum number of independent
experiments that allow statistical evaluation (n=3).

No data were excluded.

Data were reproduced at least as biological triplicates. Diagnostic assays (ELISAs, qPCR of respiratory samples) were done once using
accredited assays due to the limited availability of the individual samples.

Age- and sex-matched K18-hACE2 transgenic mice were randomly assigned to the experimental groups. For all other experiments no
randomization was applied as no group allocation was carried out.

No blinding was caried out. For mice experiments, only objective parameters (survival and weight) were included in the study design. All
available data were used and therefore blinding would not have affected the experiments or the analyes. For all other experiments, blinding
was not needed because no group allocation was carried out and no subjective paramenters were measured.




