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	Title: The Expression of CD44, CD133 and NLR in Patients with Non-Small Cell Lung Cancer and their Clinical Significance for Prognosis Evaluation
General Comments from Reviewer: The author has explored the relationship between CD44, CD 33 and neutrophil- to- lymphocyte ratio and the characteristics of NSCLC and their significance in prognostic evaluation. In this era of immunotherapy, this relationship of CD44, CD133, and NLR with pathologic features of NSCLC and their clinical significance in prognosis is extremely relevant to current and future clinical practice.
Introduction: Succeeded to introduce the subject and its importance.  CD44 and CD133 are the two most commonly used stem cell markers. Studies have found that cancer stem cells and tumor recurrence and metastasis are closely related, and the expression amounts of cancer stem cell markers CD44 and CD133 are correlated with the efficacy of chemotherapy and prognosis in a variety of tumors.
[bookmark: _GoBack]Methodology: Sound, thought they can use another method to calculate associations such as correlations/regressions instead of Chi-square particularly, as it looks that the authors have got the quantitative measures. The way they did it is scientifically sound too.
The expression of CD44, CD133, and NLR in NSCLC tissues and normal tissues group was compared. And the relationship between the expression of CD44, CD133 and NLR in tumor tissues and clinicopathological characteristics were looked at along with the association between the expression of CD44, CD133, and NLR. The prognosis of NSCLC patients was obtained by telephone follow-up statistics for 2-year 139 survival of patients.
Results: Well-presented and clear. The positive expression rates of CD44 and CD133 in NSCLC cancer tissues were significantly higher than those in adjacent tissues (P0.05), but was related to the degree of tissue differentiation and lymph node metastasis. The NLR of NSCLC patients with lymph node metastasis was significantly higher than that of other similar items (P0.05).
Discussions: Well written and treated all findings with care and reference to the published and available literature. In this respect, regarding the NLR, I did a work on sheep using the N/L ratio as a selection criterion for heat stress and the results showed that ewes with low ratio are more resistant to stress (Summer and Winter in Iraq) and that the ratio is under genetic control (Al-Murrani et al 2000).  The expression levels of CD133 and NLR affect the prognosis and survival rate of NSCLC patients, and can be used as effective markers for the biological behavior and prognostic evaluation of NSCLC patients. Expression of cancer stem cell markers CD44 and CD133 are correlated with the efficacy of chemotherapy and prognosis in a variety of tumors High NLR at baseline or during treatment is associated with poor prognosis, such as short overall survival (OS), short progression-free survival (PFS), or lack of response to treatment for lung cancer. Expression of CD133 was closely related to the occurrence, progression and prognosis of the disease. Therefore, CD44 and CD133 can be used as effective indicators for clinical evaluation of biological behavior and prognosis of non-small cell lung cancer While the topic is extremely clinically relevant, it would be worthwhile to find a way to integrate routine testing with pathological diagnosis of lung cancer and continued monitoring while on active treatment. Also the use of peripheral flow cytometry and correlating expression levels of CD44 and CD133 with response to therapy should be a future direction.
Conclusion: With recent advances in T cell understanding of mediated immunotherapy, a better the role of innate leukocytes in tumors and tumor initiating niches, as well as the signals that mediate their recruitment to improve the efficacy of immunotherapy and patient outcome, is required, and therefore, it is of great value to analyze the relationship of CD44, CD133, and NLR with pathologic features of NSCLC and their clinical significance in prognosis.
The article can be published after minor revision. 






