
PEER REVIEW HISTORY 

BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to 

complete a checklist review form (http://bmjopen.bmj.com/site/about/resources/checklist.pdf) and 

are provided with free text boxes to elaborate on their assessment. These free text comments are 

reproduced below.   

 

ARTICLE DETAILS 

TITLE (PROVISIONAL) Prognostic Role of Neutrophil-Lymphocyte Ratio in Renal Cell 

Carcinoma: A Meta-Analysis 

AUTHORS Hu, Kaimin; Lou, Lixia; Ye, Juan; Zhang, Suzhan 

 

VERSION 1 - REVIEW 

REVIEWER Martin Pichler 
MD Anderson Cancer Center, Houston, USA 

REVIEW RETURNED 28-Aug-2014 

 

GENERAL COMMENTS This is a very well-written interesting meta-analysis about the 
meaning of the NLR in RCC. The authors find out that the NLR is an 
independent prognosticator in RCC for different endpoints. Besides 
that I think no it is time for prospective evaluation of this parameter 
in clinical trials, the author should also indicate in their discussion 
section that the true value of the NLR should be now evaluated in 
prospective manner.  
 
Furthermore, please update your references in the introduction 
section, in the sentence: Recently, several serum biomarkers and 
haematological  
69 indices representative of inflammatory response, notably C-
reactive protein (CRP),  
70 neutrophil-lymphocyte ratio (NLR) and platelet-lymphocyte ratio 
(PLR), have been demonstratedto be closely related to poor 
prognosis of RCC patients6,7  
 
Cite also the papers which report about other inflammatory 
parameters including the fibrinogen and LMR:  
 
Low preoperative lymphocyte-monocyte ratio (LMR) represents a 
potentially poor prognostic factor in nonmetastatic clear cell renal 
cell carcinoma.  
 
Hutterer GC, Stoeckigt C, Stojakovic T, Jesche J, Eberhard K, 
Pummer K, Zigeuner R, Pichler M.  
Urol Oncol. 2014 Jul 11. pii: S1078-1439(14)00142-2. doi: 
10.1016/j.urolonc.2014.04.001. [Epub ahead of print]  
High plasma fibrinogen level represents an independent negative 
prognostic factor regarding cancer-specific, metastasis-free, as well 
as overall survival in a European cohort of non-metastatic renal cell 
carcinoma patients.  
Pichler M, Hutterer GC, Stojakovic T, Mannweiler S, Pummer K, 
Zigeuner R.  
Br J Cancer. 2013 Sep 3;109(5):1123-9. doi: 10.1038/bjc.2013.443. 
Epub 2013 Aug 6 
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REVIEWER Yoshio Ohno 
Tokyo Medical University, Japan 

REVIEW RETURNED 09-Sep-2014 

 

GENERAL COMMENTS This is a meta-analysis evaluating the prognostic value of NLR in 
patients with renal cell carcinoma. It is well known that elevated NLR 
is associated with worse prognosis in various types of cancers. In 
addition, there are several reports of meta-analysis evaluating 
prognostic value of NLR in urological cancers or solid tumors. Thus, 
this study did not provide new information of NLR. 
 
 

 

REVIEWER Daniel Keizman 
Meir Medical Center, Israel 

REVIEW RETURNED 16-Sep-2014 

 

GENERAL COMMENTS Well written, tries to answer an important question  
 
Please correct typos 

 

REVIEWER Patrick Hosokawa 
ACCORDS  
University of Colorado - Denver  
USA 

REVIEW RETURNED 05-Jan-2015 

 

GENERAL COMMENTS I am with the meta-analysis techniques discussed, though the paper 
might benefit from review by someone with more meta-analysis 
experience. 
 
The paper is very well written and the authors have been quite 
thorough in performing sub-analysis to address the inherent 
heterogeneity problems with meta-analysis.  
 
One area that could use more explanation is the effect associated 
with the NLR cutoff. Since the difference between the two methods 
(>=3 or >3) is presumably small the authors assertion that the cut-off 
affects the variance is unsatisfying. The paper would benefit from 
slightly more explanation here (since it seems to be main discordant 
finding). Since both the neutrophil and lymphocyte counts tend to be 
large, it seems unlikely we would get many NLR values of exactly 3. 
Do the values get rounded off before the threshold is applied? How 
much does the occurrence rate vary between facilities using the two 
thresholds?  
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VERSION 1 – AUTHOR RESPONSE 

Reviewer #1 Martin Pichler:  

1. Comment: Besides that I think now it is time for prospective evaluation of this parameter in clinical 

trials, the author should also indicate in their discussion section that the true value of the NLR should 

be now evaluated in prospective manner.  

Response: We quite agree with reviewer that although we have found out that the NLR is an 

independent prognosticator in RCC for different endpoints through pooled analysis of retrospective 

studies, prospective evaluation of this parameter in clinical trials is still warranted. So we have added 

this part in the 3rd paragraph of discussion in our revised manuscript.  

 

2. Comment: Furthermore, please update your references in the introduction section, in the sentence: 

Recently, several serum biomarkers and haematological indices representative of inflammatory 

response, notably C-reactive protein (CRP), neutrophil-lymphocyte ratio (NLR) and platelet-

lymphocyte ratio (PLR), have been demonstrated to be closely related to poor prognosis of RCC 

patients6,7. Cite also the papers which report about other inflammatory parameters including the 

fibrinogen and LMR.  

Low preoperative lymphocyte-monocyte ratio (LMR) represents a potentially poor prognostic factor in 

nonmetastatic clear cell renal cell carcinoma.  

Hutterer GC, Stoeckigt C, Stojakovic T, Jesche J, Eberhard K, Pummer K, Zigeuner R, Pichler M.  

Urol Oncol. 2014 Jul 11. pii: S1078-1439(14)00142-2. doi: 10.1016/j.urolonc.2014.04.001. [Epub 

ahead of print]  

High plasma fibrinogen level represents an independent negative prognostic factor regarding cancer-

specific, metastasis-free, as well as overall survival in a European cohort of non-metastatic renal cell 

carcinoma patients.  

Pichler M, Hutterer GC, Stojakovic T, Mannweiler S, Pummer K, Zigeuner R.  

Br J Cancer. 2013 Sep 3;109(5):1123-9. doi: 10.1038/bjc.2013.443. Epub 2013 Aug 6  

Response: We have further improved our references according to reviewer’s recommendation to 

make our manuscript more logical and more scientific in our revised manuscript (Reference 6 and 9).  

 

Reviewer #4 Patrick Hosokawa:  

1. Comment: One area that could use more explanation is the effect associated with the NLR cut-off. 

Since the difference between the two methods (>=3 or >3) is presumably small the authors assertion 

that the cut-off affects the variance is unsatisfying. The paper would benefit from slightly more 

explanation here (since it seems to be main discordant finding). Since both the neutrophil and 

lymphocyte counts tend to be large, it seems unlikely we would get many NLR values of exactly 3. Do 

the values get rounded off before the threshold is applied? How much does the occurrence rate vary 

between facilities using the two thresholds?  

Response: As the reviewer questioned that how researchers of original studies decided the value of 

NLR cut-off, we carefully explored the original papers again and listed the methods of each paper as 

follows (Table 1):  

Table 1.  

Study Cut-off The way through which the cut-off value is decided  

[17] 3.6 By recursive partitioning based survival tree analysis  

[18] 2.7 By testing all possible cut-offs and choosing the best value to discriminate between good and 

poor survival (the value with the most significant log rank test p value)  

[12] 4 By method same with [18]  

[19] 3 By regression tree analysis for censored data method  

[20] 3 By method same with [19]  

[21] 3 By method same with [18]  

[22] 3.04 Did not mention  

[23] 5 By log–log plots  

[24] 3.3 By method same with [18]  
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[25] 4.41 By receiver operating characteristic (ROC) curve analysis (select the cut-off value based on 

the sensitivity and specificity of each value of a given variable)  

[26] 2.5 Did not mention  

[27] 3 Using the medians of distribution as cutpoints for dichotomization and further examining the 

impact of other cutpoints from published studies as sensitivity analyses  

[28] 3 Did not mention  

[29] / /  

 

In our former manuscript, we chose cut-off value defining “elevated NLR” (>3 vs. ≤3) as one of our 

subgroup analyses and found NLR cut-off value (p = 0.004) was responsible for the mild 

heterogeneity in RFS/PFS. The reviewer questioned that how much the occurrence rate varies 

between facilities using the two thresholds (≥3 or >3). It turned out that both interaction revisited (ratio 

of relative risk) and meta-regression showed no significant difference when performing subgroup 

analysis using thresholds ≥3 vs. <3 (see Table 2). However, there was only one study with NLR cut-

off value smaller than 3. We further performed subgroup analysis using thresholds >3 vs. =3, the 

result was in consistent with our previous data. Both pooled analysis of studies with cut-off value more 

than 3 and equaling to 3 showed that elevated NLR indicated poorer prognosis for patients with RCC, 

which demonstrated that NLR is a robust prognostic predictor. But pooled analysis of studies with cut-

off value equaling to 3 indicated a superior prognostic role than studies with cut-off value higher than 

3 in RCC patients. As researchers decided cut-off of NLR in original studies, which best discriminated 

between good and poor survival, on the basis of different methods (see Table 1). There are 4 studies 

defining 3 as the best cut-off value. We suppose that the NLR value of a substantial number of RCC 

patients is distributed around 3. If the cut-off is too large, some patients with poor outcomes were 

wrongly classified into the low risk group, which leads to an underestimate of the role of NLR in 

outcomes of RCC patients. Although NLR is a sensitive prognostic indicator in retrospective 

researches, prospective clinical trials are still warranted to evaluate the exact value of NLR in 

predicting the prognosis of RCC patients. (revised in the 3rd paragraph of discussion in our revised 

manuscript)  

 

Table 2  

Analysis N Random-effects model Heterogeneity Interaction revisited Meta-regression  

References HR(95%CI) p I2 p Ratio of Hazard ratio (RHR) (95%CI) p p  

OS 12(13) 12,19-29 1.82(1.51-2.19) <0.001 52.80%  

Subgroup : cut-off value >3 5 12,22-25 1.73(1.39-2.14) <0.001 39.80% 0.126  

≤3 6 19-21,26-28 2.06(1.41-3.02) <0.001 67.70% 0.013 0.84(0.54-1.30) 0.434 0.680  

≥3 10 12,19-25,27,28 2.19(1.69-2.83) <0.001 49.9% 0.036  

<3 1 26 1.51(1.18-1.93) <0.001 / / 1.17(1.01-1.37) 0.021 0.247  

PFS/RFS 10 17,18,19-25,28 2.18(1.75-2.71) <0.001 25%  

Subgroup : cut-off value >3 5 17,22-25 1.74(1.39-2.17) <0.001 0 0.675  

≤3 5 18,19-21,28 3.08(2.24-4.24) <0.001 0 0.867 0.56(0.38-0.83) 0.004 0.020  

≥3 9 17, 19-25,28 2.10(1.68-2.63) <0.001 23.6% 0.233  

<3 1 18 3.12(1.61-6.05) 0.001 / / 0.84(0.62-1.14) 0.134 0.302  

>3 5 17,22-25 1.74(1.39-2.17) <0.001 0 0.675  

=3 4 19-21,28 3.07(2.13-4.41) <0.001 0 0.737 1.27(1.06-1.54) 0.004 0.001  

 

As the format of the tables cannot be accurately displayed here, we also uploaded our "response to 

decision letter" in word document.  

 

We have been trying to improve the manuscript. These modifications would not influence the content 

and framework of the manuscript. We appreciate Editors/Reviewers’ work earnestly, and hope our 

correction would meet the level of your journal.  
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Once again, thank you very much for your comments and suggestions. 

 

 

 

VERSION 2 – REVIEW 

REVIEWER Patrick Hosokawa 
University of Colorado - Denver  
USA 

REVIEW RETURNED 17-Feb-2015 

 

GENERAL COMMENTS My concerns about the NLR cutoff were addressed. I am still unsure 
as to the exact nature of the effect, but the author's exploration of 
the issue was quite thorough and they are not making any 
unsupportable claims based on this result.   
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