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Sequence data generated in this study are availabe at the European Nucleotide Archive (PRJEB43810);

The authors declare that most data supporting the findings of this study are available within the paper and its supplementary information files. Further data that
support the findings of this study are available from the corresponding authors upon reasonable request.

SARS-CoV-2 NCBI Reference Sequence NC_045512.2, GenBank accession number YP_009724390.1

SARS-CoV-2 Germany/BavPat1/2020 (BavPat1) (GISAID accession EPI_ISL_406862)

SARS-CoV-2 hCoV-19/Germany/NW-RKI-I-0029/2020 (GISAID accession EPI_ISL_803957)

Assessment of animals in each group was based on a one-sided Fisher exact test with a significance level of 5% and a power of 80% (Power 1-ß
= 80%) to allow detection of a significant reduction of the viral load by 50% between Sham and immunized groups.

No data were excluded.

Elisa-tests and RT-qPCR (three assays from the identical extracted NA) were replicated once. VNTs were assessed in triplicates.

The animal experiment was performed once with the following animal numbers: vaccinated groups N=10, Sham controls N=5.

Replication of experiments were successfull.

K18-hACE2 mice were randomly assigned to the groups outlined in the manuscript (Sham, FI-Virus, CVnCoV, CV2CoV 0.5-8µg). All generated
samples were tested individually and all results were included, therefore randomization of samples was not relevant.

This pre-clinical research was performed without blinding in the animal facility as there was a sufficient time gap between application of the
treatment and the outcome recording/assessment, but blinding was applied for sample analyses.




