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The authors declare that all data supporting the findings of this study are available within the paper and its Supplementary Information files and from the
corresponding authors upon reasonable request. Source data are provided with this paper. The virus used in this study was fully sequenced using next generation
sequencing (NGS) with the GenBank accession deposit number MT576563. The Source Data file includes raw data for Figs 1 to 4 and supplemental Fig S1 to S9.

Based on the limited number of K18 hACE2 transgenic mice from The Jackson Laboratory, n=7 each for female and male mice (14 total) were
used for morbidity and mortality studies, while n=7 each for female and male mice (14 total) were used for viral titers at 2- and 4-DPI, and n=3
each for female and male (6 total) at 6-DPI were used for viral titers, respectively. An n=3 each for female and male K18 hACE2 transgenic
mice (6 total) were used as mock-infected controls in the morbidity and mortality studies, and 1 female and 1 male mock infected for the viral
determination studies. For C57BL/6 WT (The Jackson Laboratory), n=4 each for female and male mice (8 total) infected and n=3 each for
female and male mice (6 total) mock-infected were used for morbidity and mortality, while n=4 each for female and male mice (8 total)
infected were used for viral titers at 2- and 4-DPI, and 1 female and 1 male mock infected for viral determination. For chemokine/cytokine,
histopathology and immunohistochemistry analyses, 7 female and 7 male for 2- and 4-DPI and 3 female and 3 male for 6-DPI SARS-CoV-2
infected; and 1 female and 1 male mock infected K18 ACE2 mice were used. As controls for these analyses, 4 female and 4 male SARS-CoV-2
infected for 2- and for 4-DPI, and 1 male and 1 female for mock WT C57BL/6 mice were used.

Cytokines and chemokines were performed in duplicate. Histopathology was performed in all animals.

IHC was performed in 8 K18 hACE2 transgenic mice (50:50 male:female, per time-point) and 2 WT mice (50:50 male:female, per time-point)
randomly chosen.

Table 1 was generated from C57BL/6 WT n=8 (4 males and 4 females) for each time point 2- and 4-DPI, and K18 hACE2 transgenic n=8 (4
males and 4 females) for each time point 2- and 4-DPI, for a total of 32 mice. Table 2 was generated from K18 hACE2 transgenic mice only at
6-DPI n=6 (3 males and 3 females). Table 3 was generated from 3 time points 2-, 4- and 6-DPI, n=6 for each group/time-point. All animals were
randomly chosen.

No data were excluded

We performed two infections. Mortality and morbidity are shown as data combined of two independent experiments. Other studies are

shown as a representative data of two independent experiments. All replication studies showed similar results and biological outcomes.

Mice were randomly assigned to study groups (for viral load determination or survival) by vivarium personnel without any knowledge of the

study aims. This study did not involve human or a clinical trial that require randomization.

Group allocation was assigned randomly by vivarium personnel with no knowledge of the study design. All investigators acquiring the data
were blinded, except for the investigator who performed the infections and acquired the data for the viral titers. Data were analyzed by
different investigators without previous knowledge of the group and sample allocation.




