
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) The association of immune recovery with hyperlipidaemia and 
apolipoprotein gene polymorphisms following highly active 
antiretroviral therapy in a cohort of Chinese HIV patients 

AUTHORS Chan, Denise; Lee, Man-Po; Wong, Ngai-Sze; Leung, Ross; 
Naftalin, Claire; Lee, Shui Shan 

 

VERSION 1 - REVIEW 

REVIEWER Milena Nasi 
University of Modena and Reggio Emilia  
Italy 

REVIEW RETURNED 04-Feb-2016 

 

GENERAL COMMENTS The Authors investigated the associations between CD4 recovery, 
dyslipidaemia and several apolipoprotein (APO) gene single 
nucleotide polymorphisms (SNP) in patients assuming HAART. The 
study is of interest for the area of relevance even if does not provide 
significant novelty. In my opinion, the study is well conducted but the 
results are not exposed in a clear manner. Thus, I suggest to make 
some major changes.  
 
Patients and Methods  
Pag. 6 - Line 6: The Authors must explain in brief the clinical 
guidelines.  
Pag. 6 - Line 37-47: I suggest to indicate the primer sequences and 
the conditions of amplification or to indicate in a specific way were 
found the information (i.e citations).  
 
Results  
In my opinion, several data and tables are redundant and not useful 
for the comprehension of the results. Moreover, it is not clear in the 
text, which allele is the WT or mutated or which is related to 
particular clinical conditions. The authors never explained this, 
causing confusion.  
Table 1: It is not clear why the single nucleotides were be inserted in 
the general characteristics of patients. The Table is quite confusing. 
The Authors must format it better.  
Figure 1: In my opinion, Fig. 1 is redundant and not useful for the 
comprehension of the results.  
 
Supplementary data  
Table 1: The Authors must explain which allele is the WT or 
mutated. If the Table is referred to the HW results, explain it in the 
Table description.  
Table 2: In my opinion the Table 2 is not clear. Which allele is 
associated with the dyslipidemia? Which statistical test was used? 
The Authors must explain it in the Table description  
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Discussion  
Pag. 15 – Line 8: The Authors must indicate whose allele is 
associated to the TG. 

 

REVIEWER Patricia Echeverría 
University Hospital Germans Trias i Pujol, Spain 

REVIEW RETURNED 08-Feb-2016 

 

GENERAL COMMENTS Reviewer report:  
 
The authors present a retrospective observational cohort study in 
197 Chinese treatment-naïve HIV patients to evaluate a series of 
genetic polymorphisms in these population and attempt to establish 
a causal relationship between markers of lipid metabolism and 
immune status, following the initiation of HAART in chronic HIV 
infection.  
Their results confirmed that satisfactory CD4+ achievement was 
negatively associated with low baseline CD4+ count a the 
dyslipidaemia did play an important role on the temporal pattern of 
immune.  
 
The research questions and methodology of the study are adequate, 
from my point of view; the study is interesting and their appropriated 
conclusions, because they give additional information about the 
impact of dyslipidaemia either at baseline or following treatment.  
 
The study design and data analysis were appropriate for this type of 
study.  
 
Major compulsory revisions: None  
Level of interest: An article of importance in its field  
Statistical review: No, the manuscript does not need to be seen by a 
statistician.  
 
Minor comments:  
Methods  
For statistical analysis, univariate and mulitvariate logistic regression 
model were constructed. Plese clarify which correction test was 
applied: “False Discovery Rate” or “Bonferroni correction”??  
This correction is fact statistically relevant to provide significance to 
any finding. 

 

 

VERSION 1 – AUTHOR RESPONSE 

REVIEWER 1  

Patients and Methods  

Pag. 6 ‐ Line 6: The Authors must explain in brief the clinical guidelines.  

- The following has been added to paragraph 1 under PATIENTS AND METHODS: “….treatment was 

recommended when CD4 count fell below 350/μL.”  

 

Pag. 6 ‐ Line 37‐47: I suggest to indicate the primer sequences and the conditions of amplification or 

to indicate in a specific way were found the information (i.e citations).  

- Two references have been added to indicate the method, in para 2 of PATIENTS AND METHODS.  
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Results  

In my opinion, several data and tables are redundant and not useful for the comprehension of the 

results. Moreover, it is not clear in the text, which allele is the WT or mutated or which is related to 

particular clinical conditions. The authors never explained this, causing confusion.  

- the text has been edited to state clearly the mutated allele invested wherever appropriate.  

 

Table 1: It is not clear why the single nucleotides were be inserted in the general characteristics of 

patients. The Table is quite confusing. The Authors must format it better.  

- The SNP distribution has been removed and added to Supplementary Table 1.  

 

Figure 1: In my opinion, Fig. 1 is redundant and not useful for the comprehension of the results.  

- Figure 1 has been moved away from the main manuscript and now treated as a supplementary 

figure to show the temporal trend of CD4 with lipid (TC)  

 

Supplementary data  

Table 1: The Authors must explain which allele is the WT or mutated. If the Table is referred to the 

HW results, explain it in the Table description.  

- The Table has been revised to indicate specifically the WT/mutated allele, as as regards HW 

equilibrium testing  

 

Table 2: In my opinion the Table 2 is not clear. Which allele is associated with the dyslipidemia? 

Which statistical test was used? The Authors must explain it in the Table description.  

- The description “mutated allele” has been added to the heading while the staitical test (chi square) is 

given in the footnote.  

 

Discussion  

Pag. 15 – Line 8: The Authors must indicate whose allele is associated to the TG.  

- The description has been revised to read as “…..the mutated APOA5 alleles” (second paragraph in 

DISCUSSION)  

 

REVIEWER 2  

Minor comments:  

Methods  

For statistical analysis, univariate and mulitvariate logistic regression model were constructed. Please 

clarify which correction test was applied: “False Discovery Rate” or “Bonferroni correction”?? This 

correction is fact statistically relevant to provide significance to any finding.  

- No correction tests were used in the logistic regression. As the temporal changes were examined 

using GEE, sequential Bonferroni was used to adjust for multiple comparisons in GEE. This step has 

been added to the last paragraph of PATIENTS AND METHODS 

VERSION 2 – REVIEW 

REVIEWER Milena Nasi 
University of Modena and Reggio Emilia 

REVIEW RETURNED 09-Mar-2016 

 

GENERAL COMMENTS The authors have performed all the requested changes. In my 
opinion, the study, in the present form, is suitable for the 
pubblication in BMJ.  

 

REVIEWER Patricia Echeverría 
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Universitary Hospital Germans Trias i Pujol. Badalona, Spain 

REVIEW RETURNED 07-Mar-2016 

 

GENERAL COMMENTS Reviewer report:  
 
The authors present a retrospective observational cohort study in 
197 Chinese treatment-naïve HIV patients to evaluate a series of 
genetic polymorphisms in these population and attempt to establish 
a causal relationship between markers of lipid metabolism and 
immune status, following the initiation of HAART in chronic HIV 
infection.  
Their results confirmed that satisfactory CD4+ achievement was 
negatively associated with low baseline CD4+ count and the 
dyslipidaemia did play an important role on the temporal pattern of 
immune.  
 
The research questions and methodology of the study are adequate, 
from my point of view; the study is interesting and their appropriated 
conclusions, because they give additional information about the 
impact of dyslipidaemia either at baseline or following treatment.  
 
The study design and data analysis were appropriate for this type of 
study.  
 
Major compulsory revisions: None  
Level of interest: An article of importance in its field  
Statistical review: No, the manuscript does not need to be seen by a 
statistician.  
 
After reading carefully the Author's response to the reviewer 
comments for the manuscript, I think that recommendation is accept 
the manuscript  
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