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This study is very interesting. As we know, the RAS/RAF/MEK/ERK signaling

pathway plays a crucial role in the proliferation, differentiation, survival, invasiveness,




7901 Stoneridge Drive, Suite 501,

[ [
B a l s h l d e n g Pleasanton, CA 94588, USA
0 o Telephone: +1-925-223-8242
PUbllShlng Fax: +1-925-223-8243
E-mail: bpgoffice@wjgnet.com

3ui5hide“9® GrOup https:/ /www.wjgnet.com

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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The study is an excellent study about the the relationship between the KRAS gene

mutation status and KRAS, BRAF, MEK, and ERK protein levels in CRC tissue, the
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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
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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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