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and metastasis of tumor cells. This pathway is frequently abnormally activated in CRC, 

often due to mutations of upstream genes, such as KRAS and BRAF, that result in 

aberrant transcription or translation, leading to altered protein expression, activity, 

and/or signaling. In this study, the authors examined the relationship between the 

KRAS gene mutation status and the clinicopathological features and prognosis of CRC 

patients. KRAS can be activated by many tumor-related proteins and is involved in their 

function as a network master. And also, the effect of the KRAS genotype on the 

expression of BRAF, MEK, and ERK proteins was investigated, as the CRC tissue 

specimens from 196 patients were analyzed for KRAS mutations using qPCR and for 

KRAS, BRAF, MEK, and ERK protein expression levels using immunohistochemistry of 

tumor microarrays. 1. The title summarizes and reflects the work described in the 

manuscript, but too long. The authors should shorten the title. 2. The methods are in 

detail, and the results are very informative, and well discussed. 3. Data in the tables and 

figures are good. 4. Some minor language polishing should be corrected. 
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relationship to clinicopathological features and patient prognosis was also been 

analyzed. The authors found that the positive expression of KRAS and ERK was 

associated with poor tumor differentiation, and KRAS expression was also associated 

with age < 56 years. MEK expression was significantly associated with distant metastasis. 

And multivariate analysis showed that only the expression of KRAS protein was a risk 

factor for tumor recurrence. The results indicated that the KRAS protein is associated 

with poor tumor differentiation, older age, and a risk of tumor recurrence. Only some 

minor language polishing should be corrected. I have no other specific comments. 
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well designed and the results are interesting. No specific comments. 
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