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Key factors of the deranged antiviral response in elderly patients with COVID-19:

a machine-learning analysis
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AGE-RAGE SIGNALING PATHWAY IN DIABETIC COMPLICATIONS
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Supplementary Figure S11. ‘AGE-RAGE signaling pathway in diabetic complications’ reference pathway obtained from Kyoto Encyclopedia of Genes and Genomes (KEGG).
*Advanced glycation end products (AGEs): group of compounds produced primarily due to aging and under certain pathological conditions. The major receptor for AGEs is
RAGE. AGE/RAGE signaling elicits activation of multiple intracellular signal pathways resulting in NF-kappaB activity. NF-kappa B promotes the expression of pro-

inflammatory cytokines such as IL-6 and TNF-alpha and a variety of atherosclerosis-related genes, including tissue factor (TF; F3). Biomarkers in this study included in this
pathway: CCL2 (MCP-1), IL6, TNFa, and ET-1 (END1).




CORONAVIRUS DISEASE - COVID-19
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Supplementary Figure S12. ‘Coronavirus disease - COVID-19’ pathway obtained from Kyoto Encyclopedia of Genes and Genomes (KEGG). Mechanism of infection of

SARS-CoV-2 and signaling involved. SARS-CoV-2 infects cells through the angiotensin-converting enzyme 2 (ACE2) receptor. Biomarkers in this study included in
section of the pathway: TNFa, IL6, and CCL2 (MCP-1).




TNF SIGNALING PATHWAY
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Supplementary Figure S13. ‘TNF signaling reference pathway’ obtained from Kyoto Encyclopedia of Genes and Genomes (KEGG). TNFR1 signaling induces activation of
many genes, primarily controlled by two distinct pathways, NF-kappa B pathway and the MAPK cascade, or apoptosis and necroptosis. Biomarkers in this study included in
this pathway: CXCL10, I1.6, IL.15, and ET-1 (Ednl).
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Supplementary Figure S14. ‘Nuclear factor-kappa B (NF-kappa B) signaling reference pathway’ obtained from Kyoto Encyclopedia of Genes and Genomes (KEGG).



