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Supplementary Figure 1. Heatmap showed the up-regulated proteins related with immune responses or antiviral response in HPAEpiC cells following SARS-CoV-2 infection. Color indicates the abundance of protein. Fold change>1.5, P value<0.05.

Supplementary Figure 2. Sub-cellular distributions of the differentially expressed proteins in HPAEpiC cells and HULEC-5a following SARS-CoV-2 infection. The number in bracket indicates the number of differentially expressed proteins in each subcellular compartment.

Supplementary Figure 3. PPI networks of the differentially expressed proteins within different sub-cellular compartments in cells following SARS-CoV-2 infection. (A) PPI network of the DEPs within nucleus in HPAEpiC cells following SARS-CoV-2 infection. (B) PPI networks of the DEPs within different sub-cellular compartments in HULEC-5a cells following SARS-CoV-2 infection. The color represents the log2 ratio. Individual DEPs without interacts were shown below. PPI network was constructed based on STRING database with the interaction score set to high confidence (0.700).

Supplementary Figure 4. Comparison of DEPs between Caco-2 cells and HPAEpiC cells following SARS-CoV-2 infection. (A) Venn diagrams showed the differentially expressed proteins shared or unique between Caco-2 cells and HPAEpiC cells following SARS-CoV-2 infection. Data of Caco-2 cells (24h) is from published literature by Bojkova, et al. 1. (B) DEPs list shared between Caco-2 cells and HPAEpiC cells following SARS-CoV-2 infection. 

Supplementary Figure 5. Heatmap showed the differentially expressed proteins related with autophagy in HPAEpiC cells following SARS-CoV-2 infection. Color indicates the abundance of protein. Fold change>1.5, P value<0.05.

Supplementary Figure 6. A proposed model for SARS-CoV-2-induced injuries of alveolar endothelial cells and epithelial cells. When exposed to SARS-CoV-2, virus particles invade alveolar epithelial cells (especially AT2 cells), and target cellular machineries and usurp their functions for viral massive replication. During the process, infected epithelial cells undergo global proteome modulations and structural remodeling across many sub-cellular compartments, including nuclear, mitochondria, ER (endoplasmic reticulum), Golgi apparatus, peroxisomes and so on. Among the affected organelles, mitochondria seem to be a primary target for virus. SARS-CoV-2 infection dys-regulates some critical proteins within mitochondria (e.g. NDUFA4 and TIMM23), and causes mitochondrial dysfunction and ROS over-production. Elevated ROS induces oxidative stress and may further up-regulate IL-1α. At the meanwhile, virus infection may activate INFs-mediated antiviral responses by up-regulating IFNs in alveolar epithelial cells. Proinflammatory cytokines, such as IL-1α and IFNs, can be released to extracellular space, and further induces damage (immune responses) of adjacent microvascular endothelial cells. 
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