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Validation

RNAseq results are available in Table S1. Metabolomic results are available in Table S2-3. We have uploaded the RNAseq dataset into the Gene Expression Omnibus
(GEO) with accession # GSE161881.

Power calculations were performed for pairwise comparisons of independent groups of quantitative data. Using group size of at least n=3

guarantees the power for a hypothesis test at the 5% significance. 6 biological replicates were used for the metabolomics analysis.

No data were excluded from the analysis.

All experiments were biologically repeated multiple times to verify the reproducibility of the results. Those results were consistent between
different replicates.

N/A. All the experiments were done in vitro.

N/A. All the experiments were done in vitro.

SHMT1 (#12612S), SHMT2 (#12762S) and GAPDH (#5174S) polyclonal antibodies were purchase from Cell Signaling Technology. Anti-
SARS-CoV-2 nucleocapsid mouse monoclonal antibody SA46 was kindly provided by Dr. Ying Fang (University of Illinois at Urbana-
Champaign).Anti-ACE2 antibody (AF933) was bought from R&D Systems, and the FITC-conjugated anti-goat secondary antibody
(A21467)was bought from Invitrogen.

Antibodies against SHMT1 and SHMT2 were used in 1:1000 in WB. The second antibody was used anti-Rabbit HRP (#7074V, CST) in
1:5000. Antibody against GAPDH was used in 1:1000 in WB. The second antibody for GAPDH was anti-Mouse HPR (#7076V, CST) in
1:5000. We confirmed by western blot that a band at the expected molecular weight decreased in signal intensity upon expression of
the guide RNA targeting the gene encoding the protein of interest. were well validated for western blot by Cell Signaling Technology.
Anti-GAPDH antibody is widely used and was well validated for western blot by Cell Signaling Technology. Anti-SARS-CoV-2
nucleocapsid antibody SA-46 was validated by comparing the immunofluorecense signal of the SARS-CoV-2 infected cells to the mock




