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Supplemental Figure 1. Secondary structure of SARS-CoV and SARS-CoV-2 spike proteins and lung expression of
miRNA binding in the PRRA region of the SARS-CoV-2 spike protein. Secondary structure of SARS-CoV (A) and SARS-
CoV-2 (B) spike proteins and highlight of the spike regions of interest depicted in Figure 1C. (C) miR-151a-5p, -151b and -
4707-3p expression in primary human lung fibroblasts. (D) Tissue ATLAS normalized expression of miR-151a-5p, -151b
and -4707-3p in human lungs, kidney, lymph nodes, and liver.



miR-424-5p miR-15b-5p

miR-21-3p miR-15a-5p Lufiteal

miR-432-5p miR-16-5p miR-193a-3p

miR-624-5p miR-193b-3p

miR-1305
miR-7851-3p
EI 6 7bI
5UTR =] 1ab H s [3 1w Ilrl'|s [N _[}—3UTR
|
7a 10
miR-30b-5p miR-1303 miR-29b-1-5p ::Eégigg
miR-21-3p miR-485-3p miR-29a-3p
miR-30c-5p miR-330-3p miR-23a-3p
miR-122b-3p miR-379-3p
miR-409-3p miR-452-5p
miR-505-3p miR-374b-5p
miR-15b-5p miR-23b-3p
miR-15a-5p miR-503-5p
miR-16-5p miR-624-3p
miR-101-3p miR-28-3
miR-558-5p miR-299-5p
miR-1226-3p miR-29¢-3p
miR-424-5p miR-532-5p
miR-335-3p miR-411-3p
miR-194-5p miR-29b-3p
miR-139-5p miR-29¢-3p
miR-181d-5p miR-125b-2-3p
miR-495-3p miR-30d-5p
miR-548k miR-30e-5p
miR-222-5p miR-181a-2-3p
B
5 UTR = 1ab ]
- ~
e So
-7 ~
- ~
- ~
- - ~ -~
PP1ab

miR-320a-3p
miR-320b

miR-3149

Supplemental Figure 2. Differential expression of miRNAs binding the SARS-CoV-2 genome between resistant versus
susceptible cell lines. (A) MicroRNAs predicted to bind distinct regions of the SARS-CoV-2 genome that are differentially
expressed between susceptible (Huh-7) and resistant (A549) cell lines (p<0.2); and (B) MicroRNAs predicted to bind in the
Replicase polyprotein 1ab (PP1ab) region located within ORF1ab of SARS-CoV-2 that are differentially expressed between
susceptible (Huh-7) and resistant (A549) cell lines (p<0.2).
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Supplemental Figure 3. Expression of the most differentially regulated miRNAs
in relevant human tissues. Expression of top differentially regulated miRNAs
between (A) A549 (resistant) and Huh7 (susceptible); and (B) human primary
lung fibroblasts (LF, resistant) and Calu-3 (susceptible) cell lines in human lung,
kidney, liver and lymph nodes.
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Supplemental Figure 4. Predicted miRNAs of host genes expression across tissues. (A) Expression of miRNAs predicted to target
ACE2 and TMPRSS2 in human lungs, kidneys, lymph nodes, and liver. (B) Expression of miRNAs predicted to target IFN-a, IFN-3,
and IFN-y in human lungs, kidneys, lymph nodes, and liver. Normalized expression from Human miRNA tissue ATLAS.



