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VERSION 1 - REVIEW 

REVIEWER Vincenzo Spagnuolo 
Department of Infectious Diseases, San Raffaele Scientific Institute, 
Milan, Italy 

REVIEW RETURNED 15-Feb-2016 

 

GENERAL COMMENTS In this work Abebe et al. assessed the prevalence of diabetes 
among HIV-infected subjects who attended the ART Clinic of the 
Gondar Hospital, Ethiopia.  
The present study described some interesting observations (8% of 
subjects with DM and the association of DM with obesity, ART 
status, hypertension, hypertriglyceridemia and educational level) but 
at the same time had several limitations that reduce the 
generalizability of the results:  
 
1. Abstract and text: the objective of the study is not clearly 
explained.  
2. Introduction: from line 10 to line 32 the authors did not report any 
reference to support their statements.  
3. Methods: was the study enrolment period (December 2013-
February 2014) selected on feasibility criteria?  
4. Subjects with Type I diabetes were excluded from the study?  
5. Participants: How have liver diseases been defined? Did the 
authors exclude subjects with a chronic viral hepatitis?  
6. Variables and measurement: the authors collected data on drug 
regimens, waist and hip circumferences but these data were not 
reported in the manuscript.  
7. I found very difficult to understand how the authors selected 
subjects for the interview.  
8. The category Pre-ART included only antiretroviral naïve subjects? 
How were classified subjects who were on ART from < 12 months or 
ART-experienced subjects who were off- therapy at the study 
enrolment?  
9. The small number of subjects diagnosed with diabetes (n=37) 
represents a limitation of the study. Mean age of subjects with DM 
should be reported.  
10. Age and CD4 cell count were not included in the multivariate 
analysis. Advanced age represents a well-known risk factor for type-
2 diabetes.  
11. Discussion: subjects in the pre ART group showed a higher risk 
of diabetes occurrence. How the authors explain this finding?  
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12. References should be updated  
13. Table 1: HIV risk factors should be added. How many subjects 
experienced an AIDS event before the inclusion in the study?  
14. Table 2: footnotes are not readable 

 

REVIEWER DR. (PROF.) D K AGARWAL, MD, DM(NEPH), DNB(NEPH), 
MNAMS(NEPH), MAMS(NEPH), FICP, FISN, SENIOR 
CONSULTANT, DEPTT. OF NEPHROLOGY 
 
INDRAPRASTHA APOLLO HOSPITALS,  
SARITA VIHAR, DELHI-MATHURA ROAD,  
NEW DELHI - 110076, INDIA. 

REVIEW RETURNED 14-May-2016 

 

GENERAL COMMENTS A. Good topic has been chosen with a good / healthy sample size, 
clear demarcation of limitations and ethical consideration. Following 
are some of the many concerns that I spotted :  
1) “To assessing” in the first line of the abstract seems wrong 
grammatically and rest of the manuscript is filled with such 
grammatical, punctuation mistakes.  
2) Manuscript is also filled with spelling errors (ADIS / AIDS), 
“thorough for through” etc.  
3) In objective : “is imperative” not clear and what about other factors 
like HTN/obesity/education/lipid profile.  
4) In the variables section of method HDL / LDL levels should be 
mentioned as they are used.  
5) Phrases like ‘never drank alcoholic drinks’ seen unnecessary 
(replace with non alcoholics / non smokers etc.)  
6) In data table at end no meaning for the different superscript 
symbols used like Ψ etc. has been provided.  
7) I believe the word “proportion” in the outcome data section seems 
not appropriate and should be replaced with percentage.  
8) In the data widowed / separated / divorced has not been used, 
which are given in table, ? Purpose.  
9) In discussions - in JIMMA study the prevalence of DM amongst 
Pre - ART group seems to be incorrect (.9%).  
10) In conclusions the HIV Virus seems not to be correct.  
11) In conclusions the biggest confusion I faced after reading this 
study was : ART is mentioned as a risk factor for DM occurrence, 
but the data of this study proves the opposite.  
12) Some of the references are not correctly written like reference 
No. 7 & 21 etc. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1  

Question  

No. Question Response  

Essential revision  

ReviewerName: Vincenzo Spagnuolo  

1 Abstract and text: the objective of the study is not clearly explained. Clarification made on the 

revised document as per the comment  

2 Introduction: from line 10 to line 32 the authors did not report any reference to support their 

statements. Comments are well taken reference added  

3 Methods: was the study enrolment period (December 2013-February 2014) selected on feasibility 
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criteria? Selection was made based on inclusion criteria  

average patients follow during the study period were more than 2600. Study participants were 

selected using a systematic sampling procedure; every second person who visited the clinic in the 

months of December, 213 to February, 2014 (for three month)  

4 Subjects with Type I diabetes were excluded from the study? All case were Type II DM  

5 Participants: How have liver diseases been defined? Did the authors exclude subjects with a 

chronic viral hepatitis? It was defined as any study subject who has either history of acute or chronic 

hepatitis was excluded, and in our study we don’t have cases of hepatitis to be excluded.  

6 Variables and measurement: the authors collected data on drug regimens, waist and hip 

circumferences but these data were not reported in the manuscript. Done according to the 

suggestion.  

7 I found very difficult to understand how the authors selected subjects for the interview. Interview 

was done for every other HIV-infected individual who were visiting the HIV-Clinic in each day (40 -60 

patients visited the clinic per day). Selection was done in the study on a daily basis. After selecting the 

study participant for the log book on a daily basis, we conduct an exit interview in a separate room.  

8 The category Pre-ART included only antiretroviral naïve subjects? How were classified subjects 

who were on ART from < 12 months or ART-experienced subjects who were off- therapy at the study 

enrolment? 1. All male pre-ART patients were ART-naïve, however a portion the female pre-ART 

patients are potentially exposed to ART during pregnancy for prevention of mother to child HIV 

transmission. (Our pre-ART group was not strictly ART-naive like the Jimma study. mothers who took 

ART during pregnancy before and post-exposure prophylaxis were not excluded from our pre-ART 

groups. Those individuals who were not on therapeutic dose and regimen of ART for > 2moths 

(regardless of previous exposure for prevention of vertical transmission or post-exposure prophylaxis)  

9 The small number of subjects diagnosed with diabetes (n=37) represents a limitation of the study. 

Mean age of subjects with DM should be reported.  

Done according to the suggestion. Do to limitation in resources The sample size was not also 

sufficient to increase our chances of getting diabetic cases to do regrous and detailed analysis on the 

various risk factors.  

The mean (±SD) age of subjects with DM was 38.4 (±SD 9.9)  

10 Age and CD4 cell count were not included in the multivariate analysis. Advanced age represents a 

well-known risk factor for type-2 diabetes. Yes we agree with the reviewers point. We didn’t include 

age and CD4 count in the multivariable regression analysis model because their p-value in the 

bivariate analysis was high (p-value >0.53 for age and 0.68 for CD4 count) To fit the multivariate 

analysis, independent variables were selected based on their effect in the current analysis using 

bivariate analyses; a cut of point p-value < 0.20 was included. However, age and CD 4 count had a p-

value greater than 2. the reason for poor association could be the age distribution of the study 

participants (about 70 % the study participants were between the age group 25 to 44 years old and 

there mean age were 38.4 (±9.9) because of this fact this important variable is omitted in final model/ 

multivariable regression analysis.  

11 Discussion: subjects in the pre ART group showed a higher risk of diabetes occurrence. How the 

authors explain this finding? Clarification made on the revised document as per the comment  

12 References should be updated Done accordingly to the suggestion.  

13 HIV risk factors should be added. How many subjects experienced an AIDS event before the 

inclusion in the study? No patient had AIDS event before inclusion.  

14 Table 2: footnotes are not readable Correction made  

 

 

Reviewer 2  

Question  

No. Question Response  

1 “To assessing” in the first line of the abstract seems wrong grammatically and rest of the manuscript 

is filled with such grammatical, punctuation mistakes. Clarification made on the revised document as 
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per the comment  

2 Manuscript is also filled with spelling errors (ADIS / AIDS), “thorough for through” etc. Correction 

made  

3 In objective : “is imperative” not clear and what about other factors like HTN/obesity/education/lipid 

profile. Done according to the suggestion.  

4 In the variables section of method HDL / LDL levels should be mentioned as they are used. 

Correction made  

5 Phrases like ‘never drank alcoholic drinks’ seen unnecessary (replace with non alcoholics / non 

smokers etc.) Done according to the suggestion.  

6 In data table at end no meaning for the different superscript symbols used like Ψ etc. has been 

provided.  

• Correction made  

• Please see the revised MS 2  

7 I believe the word “proportion” in the outcome data section seems not appropriate and should be 

replaced with percentage. • We use proportion and percentage at different point  

• although there's no intuitive difference, there is a slight distinction in the mathematical sense 

(Proportion can exceed 1, whether the percentage has a fixed denominator, equal to 100) If needed 

we can change it  

8 In the data widowed / separated / divorced has not been used, which are given in table, ? Purpose.  

• Done according to the suggestion.  

9 In discussions - in JIMMA study the prevalence of DM amongst Pre - ART group seems to be 

incorrect (.9%). • The referenced Jimma study report is 0.9%.  

• The Jimma study strictly selected ART-naïve individuals for the pre-ART group whereas our study 

included female HIV-infected individuals who potentially have taken ART for prevention of vertical 

transmission. Due to the strict “ART-naïve” criteria, the Jimma study found only one participant with 

DM in the pre-ART group making the prevalence low (0.9%)  

10 In conclusions the HIV Virus seems not to be correct. Clarification made on the revised document 

as per the comment  

11 In conclusions the biggest confusion I faced after reading this study was : ART is mentioned as a 

risk factor for DM occurrence, but the data of this study proves the opposite. Clarification made on the 

revised document as per the comment.  

12  

Some of the references are not correctly written like reference No. 7 & 21 etc.  

 

Done according to the suggestion. 

VERSION 2 – REVIEW 

REVIEWER Vincenzo Spagnuolo 
Department of Infectious Diseases, IRCCS Ospedale San Raffaele, 
Italy 

REVIEW RETURNED 29-Jun-2016 

 

GENERAL COMMENTS The revised paper is improved and offers important information on 
the prevalence and associated factors of DM among HIV infected 
subjects in Ethiopia. However some minor points should be 
addressed:  
 
1. Authors should specify that all cases of DM diagnosed during the 
study were Type 2 DM  
2. Page 1 Introduction: Text citation are not uniform.  
3. In the methods section, authors should report that subjects with 
chronic hepatitis were excluded from the study  
4. Methods: the criteria for the classification of normal and abnormal 
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waist circumference should be reported in the methods section  
5. Methods: how the subjects were classified in ART and pre-ART 
group? Please report it in the methods section  
6. Discussion: subjects in the pre ART group showed a higher risk of 
diabetes occurrence compared to the ART group. However some 
antiretrovirals drugs such thymidine analogues (AZT was used by at 
least the 57% of subjects in the study) and protease inhibitors may 
increase the risk of DM. How the authors explain their findings? This 
point should be better detailed in the discussion  
7. Table 2: footnotes are still not readable 

 

REVIEWER Dr. D. K. Agarwal 
Apollo Hospitals Indraprastha Delhi India 

REVIEW RETURNED 04-Jul-2016 

 

GENERAL COMMENTS The authors have done a good job updating the manuscript. I feel 
the some concerns still persist. 
 

1. There seems to be a grammatical\syntax error in the 

objectives statement: “to assessing----is imperative”. Check 

and rectify. 

2. Other grammatical errors too persist: last sentence in the 

conclusion of the abstract “DM need to be taking” should be 

changed to “taken”. 

3. “Nonalcoholic” should be sufficient for “never drank alcoholic 

drinks”. 

4. Spelling errors still persist: “ADIS” (AIDS) used at multiple 

places in the text. 

5. The conclusion states DM prevalence in the selected HIV  

population: Pre ART > ART. 

The last line of outcome data seems to indicate the 

opposite. 

6. In the table for multivariate analysis: Only high and normal 

HDL have been shown to be measured. Low HDL values 

(<40mg\dl) have later been used in the text. 

7. In the conclusion it has been stated that HIV positive 

patients with higher education status have more prevalence 

of DM. Age seems to be a confounding factor and has to be 

dealt with to make the above stated conclusion. Age 

adjusted prevalence rates can be considered or the authors 

could make a mention of it in their limitations column.   

 

 

VERSION 2 – AUTHOR RESPONSE 

Reviewer 1  

Question  

No. Question Response  

Essential revision  

Editorial Requirements:  

We ask that you work to improve the quality of the English throughout your manuscript. We suggest 

you ask a native English speaking colleague to assist you, or seek the help of a professional 

copyediting service.  

Response: we have obtained further editorial assistance to improve the language  
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Please revise your title to include your research question, study design, and setting. This is the 

preferred format of the journal. Response: Done  

Along with your revised manuscript, please include a completed copy of the STROBE checklist 

(http://strobe-statement.org/index.php?id=strobe-home)  

Response:Done  

 

 

Reviewer: 1 Reviewer Name: Vincenzo Spagnuolo  

 

Question  

No. Question Response  

1 Authors should specify that all cases of DM diagnosed during the study were Type 2 DM  

Response: Correction made as suggested  

2 Page 1 Introduction: Text citation are not uniform.  

Response: Correction made  

3 In the methods section, authors should report that subjects with chronic hepatitis were excluded 

from the study  

Response: Done  

4 Methods: the criteria for the classification of normal and abnormal waist circumference should be 

reported in the methods section  

Response: Correction made as suggested  

5 Methods: how the subjects were classified in ART and pre-ART group? Please report it in the 

methods section  

Response: The pre ART groups are subjects who are naïve for ART or who experienced ART either 

during pregnancy or during post exposure prophylaxis. These are study subjects who didn’t receive 

therapeutic dose of ART and those who didn’t receive ART for more than 2 months. ART groups are 

those who received standard ART regiments according to the national guideline and received it for 

more than 8 weeks (2months)  

(please see the revised MS 3)  

6 Discussion: subjects in the pre ART group showed a higher risk of diabetes occurrence compared 

to the ART group. However some antiretrovirals drugs such thymidine analogues (AZT was used by 

at least the 57% of subjects in the study) and protease inhibitors may increase the risk of DM. How 

the authors explain their findings? This point should be better detailed in the discussion 

Response:Yes it is obvious thymidine analogs and protease inhibitors are related with the 

development of DM, however in our study this relationship was not demonstrated. One of the possible 

explanations we have for the development of DM in pre- ART groups are family history of DM.  

“The observed high prevalence of DM in pre ART group can be confounded by family history of DM; 

in this study the proportion of family history of DM among the pre-ART group was 13 (8.18%), while it 

was 11(4.01 %) among the ART group. This implies that family history of diabetes mellitus contributed 

to the high prevalence of its occurrence among pre-ART groups”.  

 

7 Table 2: footnotes are still not readable  

Response: Done  

 

 

Reviewer 2 Reviewer Name: Dr. D. K. Agarwal  

 

Question  

No. Question Response  

1 There seems to be a grammatical\syntax error in the objectives statement: “to assessing----is  
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imperative”. Check and rectify.  

Response: Comments were well taken  

This comment were given last time we incorporate the comment in the revised MS 2  

(please see the revised version MS3)  

2 Other grammatical errors too persist: last sentence in the conclusion of the abstract “DM need  

to be taking” should be changed to “taken”.  

Response: This comment were also given last time we incorporate in the revised MS 2 and 3  

(please see the revised version “Health policy and the clinical management of HIV-infected individuals 

should take the rising DM  

into account”  

3 “Nonalcoholic” should be sufficient for “never drank alcoholic drinks”.  

Response: This comment were also given last time we incorporate in the revised MS 3  

 

4 Spelling errors still persist: “ADIS” (AIDS) used at multiple places in the text.  

Response: This comment were also taken last time we incorporate in the revised MS 2  

(please see the revised)  

5 The conclusion states DM prevalence in the selected HIV population: Pre ART > ART.  

The last line of outcome data seems to indicate the opposite.  

Response: Done as it has been suggested  

6 In the table for multivariate analysis: Only high and normal HDL have been shown to be  

measured. Low HDL values (<40mg\dl) have later been used in the text.  

Response: Correction made as suggested  

7 In the conclusion it has been stated that HIV positive patients with higher education status have 

more prevalence of DM. Age seems to be a confounding factor and has to be dealt with to make the 

above stated conclusion. Age adjusted prevalence rates can be considered or the authors  

could make a mention of it in their limitations column.  

Response: Correction made as suggested and Considered as a limitations 
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