Dear Editor,
We would like to submit our manuscript entitled “Multi-omics data-based analysis characterizes molecular alterations of the vesicle genes in human colorectal cancer” to be considered for publication in Journal of Translational Medicine.
We believe that the paper may be of particular interest to the readers of your journal, especially those who pay attention to vesicle genetic alterations. Significance of this study is as follows:

What is already known on this subject?
1. Colorectal cancer has become the world’s third most deadly cancer after breast and lung, and the rising mortality rate poses a serious threat to human health.
2. [bookmark: OLE_LINK21]Many studies have revealed that the molecular and structural alterations of nucleus are closely associated with the initiation and progression of colorectal cancer.
3. Multi-omics studies may reveal the molecular changes of nucleus at distinct dimensionalities, ranging from DNA, RNA, protein to epigenetic modification. However, such studies on nucleus of human colorectal cancer cells are still lacking. 

What are the new findings?
1. We progressively examined the alterations of vesicle genes in mRNA and protein levels in CRC and discovered the hub genes COL5A1 and HSPA8. 
2. We identified the probable essential transcription factors YY1, CDX2, and CBX3. 

How might it impact on clinical practice in the foreseeable future?
1. [bookmark: OLE_LINK2]The global molecular depiction of vesicle genes of colorectal cancer patients provides a functional context of the information stream from DNA to RNA to protein to clinical features, which improves our understanding of the role of vesicle genes and the pathogenesis of colorectal cancer.
2. [bookmark: _GoBack]The discovery of hub genes, and the upstream regulatory genes of nucleus reveals new therapeutic opportunities for colorectal cancer.
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