Supplemental Figure 1

A. miRNA biogenesis C. RNA methyltransferases

Uninfected SARS-CoV-2 Uninfected SARS-CoV-2
AGO2 N TRMT2A
RAN TRMT4A
AGO1 TRMT61B
DROSHA ﬁg‘f&'—
AGO3 L EMGL
DICER1 FBL
AGO4 . TRMT2B
RANGAP1 NSUN5P1
DGCRS8 TGS1

[ | XPO5 [ SPOUT1

RANBP1 TRMT10B

CMTR1
BCDIN3D
NSUN5P2
CDK5RAP1
FTSJ3
MRM3
THUMPD2
ELP3
METTL14
HENMT1
TRMT10A
TRMTS
TYWS3
MRM1
TRMT9B

24 48 72 96 24 48 72 96
Time post-infection (hrs)

B. DNA demethylases and
methyltransferases

Uninfected SARS-CoV-2

| DNMT1 THUMPD3
TET1 NSUN2
DNMT3B TRMT10C
H TET2 [ ;TSiJDll
DNMT3A
| l TET3 NOP2
NSUN3
24 48 72 96 24 48 72 96 TRMT112
Time post-infection (hrs) B TrRvT12
METTL4
NSUN4
NSUNS
MEPCE
MRM2
ALKBHS
TRMT1

METTL1
TRMT61A
TRMT11
TRDMT1
RNMT
CDKAL1
FBLL1
2 02 NSUN6
Scale CMTR2
DIMT1
TFB2M
BUD23
METTL3
NSUN7

24 48 72 96 24 48 72 96
Time post-infection (hrs)



Supplementary Figure 1. Heatmaps showing temporal expression of genes related to miRNA biogenesis,
DNA and RNA methylation identified by bulk RNA-Seq between SARS-CoV-2 vs Uninfected cells (n=4
donors of primary HBECs) as a function of time post-infection (24-96 hrs). The genes have been grouped
based on biological function. (A) miRNA biogenesis. (B) DNA demethylases and methyltransferases. (C)
RNA methyltransferases. Scale bar represents log fold change in expression relative to time 0, rescaled by
gene.
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C. Histone methyltransferases
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Supplementary Figure 2. Heatmaps showing temporal expression of genes related to histone acetylation and
methylation identified by bulk RNA-Seq between SARS-CoV-2 vs Uninfected cells (n=4 donors of primary
HBECs) as a function of time post-infection (24-96 hrs). The genes have been grouped based on biological
function. (A) Histone acetylases. (B) Histone deacetylases. (C) Histone methyltransferases. Scale bar
represents log fold change in expression relative to time 0, rescaled by gene.
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B. Cell cycle arrest
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Supplementary Figure 3. Heatmaps showing temporal expression of genes related to oxidative stress and
cell cycle arrest by bulk RNA-Seq between SARS-CoV-2 vs Uninfected cells (n=4 donors of primary HBECs)
as a function of time post-infection (24-96 hrs). The genes have been grouped based on biological function.
(A) Oxidative stress. (B) Cell cycle arrest. Scale bar represents log fold change in expression relative to time 0,
rescaled by gene.



