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1. A multi-omics approach was used to explore the role of SIRT6 in regulating ER stress in endothelial cells.
2. Through analysis of transcriptomics, proteomics and metabolomics, it was found that SIRT6 regulated protein homeostasis in the ER by upregulating arginine biosynthesis and sphingolipid metabolism, and downregulating protein synthesis.
3. 20 strictly differential proteins were identified which were enriched in the ‘protein processing in endoplasmic reticulum’ pathway.
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Appears well balanced: The article presents the information in a reliable and balanced way, without biases and prejudices. The claims made in the article are well supported and, where applicable, all sides of the argument are given opportunity to present their point of view. The article appears trustworthy and reliable.
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The article is generally reliable and trustworthy as it provides a comprehensive overview of the research conducted on SIRT6 regulation of ER stress in endothelial cells using a multi-omics approach. The authors have provided detailed information on their methods, results and conclusions, which are supported by evidence from transcriptomic, proteomic and metabolomic analyses. Furthermore, the authors have discussed potential limitations of their study such as the use of human microvascular endothelial cells (HMECs) for genetic engineering instead of primary ECs or other cell lines which may not accurately reflect physiological conditions. Additionally, they have also noted that further studies are needed to confirm their findings and explore other potential mechanisms by which SIRT6 regulates ER stress. 
In terms of trustworthiness and reliability, there are no major issues with this article as it is well-written with clear explanations throughout. The authors have presented both sides equally without any bias or promotional content. All claims made are supported by evidence from the data collected through transcriptomic, proteomic and metabolomic analyses. Furthermore, all possible risks associated with this research have been noted by the authors such as potential differences between HMECs and primary ECs or other cell lines used for genetic engineering purposes.
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· SIRT6 regulation of ER stress
· Endothelial cell physiology
· Multi-omics approach
· Transcriptomic analysis
· Proteomic analysis
· Metabolomic analysis
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