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GENERAL COMMENTS This is a huge but not tumely project. LD has fortunately become a 
complication associated with outdated NRTIs (thymidine analogues) 
that are not used now, and therefore rarely observed with Tha ARV 
drugs available in the developed world. This does not mean that fat 
toxicity is an issue of the past. May main concerns are:  
 
1.- LD is an ill-defined condition: to date there is no universal 
agreement on how to diagnose it. The diagnosis can be quite 
obvious but only in severe cases; mild cases can often remaind 
undiagnosed. The question then arises on how will the authors know 
that LD cases are include in a given paper. That is obviously a 
crucial point.  
2.-LD is not only an adverse effect of AR drugs. It has also been 
described in naive patients.  
3.- GYnecomasta is an hormonal problem m, not a fat problem. This 
is different from breast enlargamen in women.  
4.- Lipomas are not a part of LD except for dorsr-cervical and supra-
pubic lipomas.  
 
To this reviewer tha main problem of the project is that the definition 
of LD can be enourmously heterogeneos making the mixture of 
cases, analysis useless 

 

REVIEWER Guaraldi Giovanni 
University of Modena and Reggio Emilia  
Italy 

REVIEW RETURNED 22-Oct-2013 

 

GENERAL COMMENTS I can't believe a systematic review may have 15 references! 
Hundreds of papers have been published on this topic and has not 
been considered 
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REVIEWER Marie Préau 
GRePS, Université Lyon 2 France 

REVIEW RETURNED 21-Nov-2013 

 

GENERAL COMMENTS This manuscript aimed to review literature in order to describle 
lipodystrophy syndrome among HIV-infected patients in 
observational studies.  
The methodology used, more than data based used, is not so 
sufficiently explain in order to propose a meta-analysis about 
lipodystrophy syndrome.  
Moreover, contexts and populations that have reported lipodystrophy 
are not precisely described and this aspect represent a major limit of 
the study and manuscrit.  
 
None limit of the study were clearly exposed by authors, however 
results need to be highlights by limits of the samples for example 
and for measure used of lipodystrophy.  
 
This article, despite an original subject is not in the « standard » 
expected for this type of study. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer Pere Domingo  

This is a huge but not timely project. LD has fortunately become a complication associated with 

outdated NRTIs (thymidine analogues) that are not used now, and therefore rarely observed with Tha 

ARV drugs available in the developed world. This does not mean that fat toxicity is an issue of the 

past.  

 

We agree with the reviewer that fat toxicity is not an issue of the past. Indeed, thymidine analogues 

NRTIs are not currently the first line antiretroviral therapy (ART) to initiate treatment of HIV-infected 

patients in developed world. Current international guidelines recommended the thymidine analogues 

NRTIs (mainly zidovudine and not stavudine) to be included in “alternative” regimens [1 2] (e.g. Spain 

[3]) and “acceptable” regimens (e.g. United States [4]). In developing world, thymidine analogues are 

contained in “preferable” (e.g. Argentina [5]), “alternative” (e.g. Brazil [6]), and “acceptable” (e.g. 

Mexico [7]) ART. However, in the African Mozambique,[8] zidovudine is still considered the first line 

antiretroviral drug. Moreover, the need of initiating ART earlier and earlier as recommended by 

current guidelines,[9] together with the need of lifelong ART, make the use of “alternative” or “second 

line” ART, including those thymidine analogue-containing regimens, very probable even in developed 

world.  

 

We would like to emphasize, however, that the present study will investigate the occurrence of three 

outcomes - lipoatrophy, lipohypertrophy and mixed lipodystrophy. The use of antiretroviral classes 

other than NRTIs and the associated risk of lipodystrophy must be also taken into account. Protease 

inhibitors (PIs) are known to act synergistically with NRTIs leading to lipoatrophy. In addition, PIs are 

the major antiretroviral drugs associated with lipohypertrophy.[10]  

 

1.- LD is an ill-defined condition: to date there is no universal agreement on how to diagnose it. The 

diagnosis can be quite obvious but only in severe cases; mild cases can often remaind undiagnosed. 

The question then arises on how will the authors know that LD cases are include in a given paper. 

That is obviously a crucial point.  

 

The authors are in agreement with the reviewer regarding the absence of consensus on how 
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diagnosis lipodystrophy. In view of this, all outcome definitions and diagnostic methods reported in the 

eligible studies will be included in the systematic review. Morbidity estimates of lipodystrophy 

(incidence and prevalence) will be compiled and described according to the different criteria, 

contributing to the standardization and better report of this outcome.  

We also agree with the reviewer that mild cases of lipodystrophy tend to be underreported. This is a 

limitation of the study and was pointed out in page 8 of the manuscript, together with other 

considerations (see paragraph below). Whenever possible, we will perform a stratified analysis of 

lipodystrophy frequencies according to the classification of the severity degree.  

 

“Some potential limitations of the study should be pointed out. Lipodystrophy does not have a precise 

case definition and a standardized diagnostic criterion. This being considered, our systematic review 

will evaluate observational studies investigating different outcome definitions and diagnostic methods. 

As consequence, the review will include very heterogeneous studies, resulting in different groups of 

comparisons, and more sophisticated analysis (e.g. meta-analysis) may or not be possible. Another 

potential limitation of our study is that mild to moderate cases of lipodystrophy may be underreported 

in the eligible studies, which could underestimate the frequency of lipodystrophy. Despite of this, we 

believe that this study will contribute to the standardization and better report of lipodystrophy related 

to HIV infection and ART.”  

 

2.-LD is not only an adverse effect of AR drugs. It has also been described in naive patients.  

 

The authors are aware that lipodystrophy is caused not only by the direct action of ART,but by the 

interaction of multiple factors such as antiretroviral drugs, genetic predisposition of the patient, 

environmental factors and the HIV infection.[11 12] On the other hand, we recognize the strong 

causality relationship between ART and lipodystrophy in the light of the evidences (e.g. substantial 

higher frequencies of lipodystrophy among ART users compared to non-users accompanied by 

plausible temporal relationship, plausible pharmacological mechanisms of lipodystrophy induced by 

ART) demonstrated by epidemiological studies (randomized clinical trials and observational studies). 

For instance, in a Brazilian study [13] the authors estimated a frequency of lipodystrophy of 27% 

among HIV-infected patients who have never been exposed to ART against 67% among those who 

have ever used ART and 56% among current users of ART. In a systematic review of observational 

and randomized clinical trials [14] a close relationship between ART use and lipodystrophy was found, 

except for central fat gain, which was not different between HIV-infected and uninfected patients.  

 

In attention to the concern of the reviewer, we decided to add a sentence in the introduction section, 

as follow (page 2): “Morphological alterations caused by abnormalities in body fat distribution 

(lipodystrophy) are caused by the interaction of multiple factors such as ART, genetic predisposition 

of the patient, environmental factors and the HIV infection.[8,9] However, epidemiologic studies [10, 

11] have demonstrated a strong causality relationship between ART and lipodystrophy. Thus, 

lipodystrophy is considered an adverse effect of the ART, and it is a public health issue of great 

relevance, since it is associated with insulin resistance, diabetes mellitus and dyslipidemia, known risk 

factors for cardiovascular disease.[12]”  

 

Our work considers only HIV-infected patients. Thus, we opted for changing the eligibility criteria and 

include HIV-infected patients establishing a minimum period of exposure to antiretrovirals in order to 

estimate the frequency of lipodystrophy comparing the different regimes. The change has been added 

in page 3, as follow: “Types of participants Adolescents and adults HIV-infected patients on current or 

previous ART use during at least six months, irrespective of the number of participants in each arm.”  

 

3.-GYnecomasta is an hormonal problem m, not a fat problem. This is different from breast 

enlargamen in women.  

The present work does not intend to approach gynecomastia, but breast hypertrophy or breast 
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enlargement “in women”. We corrected this information accordingly (page 4): “breast hypertrophy in 

women”.  

 

4.Lipomas are not a part of LD except for dorso-cervical and supra-pubic lipomas.  

We agree with the reviewer. The term localized or generalized lipomas was corrected accordingly 

(page 4): “dorso-cervical and supra-pubic lipomas”.  

 

Reviewer Guaraldi Giovanni  

1. I can't believe a systematic review may have 15 references! Hundreds of papers have been 

published on this topic and has not been considered.  

 

The present manuscript is a protocol for a systematic review and not the complete systematic review. 

The intention to publish the study protocol is in accordance with high standard methods for preparing 

systematic reviews ant it mainly intends to reduce the impact of review authors‟ biases, promoting 

transparency of methods and processes and allowing peer review of the planned methods.[15] We 

have planned a sensitive search strategy exploring a wide range of electronic databases in order to 

return all potential papers of the topic stressed in this review. We believe this extensive search 

strategy will allow us to consider all relevant papers published. Therefore, the number of listed 

references refers to the protocol purpose of succinctly describe the methods to answer the questions 

which are being addressed. Our methods describe the proposed search strategy in order to consider 

all relevant papers, which is the reviewer concern.  

 

Reviewer Marie Préau  

1. The methodology used, more than data based used, is not so sufficiently explain in order to 

propose a meta-analysis about lipodystrophy syndrome  

 

We agree with the reviewer that a meta-analysis should be put in perspective if a systematic review 

provides sufficient data to perform it. Therefore, if the extracted data are appropriate for a pooled 

statistical analysis (meta-analysis), this statistical approach will certainly be considered in the analysis 

of our systematic review. However, we anticipate that the results of the systematic review will be 

probably heterogeneous, due to the study designs (cohort and cross-sectional studies) and the lack of 

consensus of a lipodystrophy definition and diagnostic criterion. The heterogeneity of the studies will 

be assessed by stratifying morbidity estimates (incidence and prevalence) and risk factors according 

to the different case definitions and diagnostic criteria found in the literature, population characteristics 

and study designs, as described in the “Data synthesis and subgroup analysis” section (pages7 and 

8):  

 

„‟We will present estimates on the occurrence, prevalence and incidence of lipodystrophy, according 

to study design, diagnosis criteria, type of outcome (lipoatrophy, lipohypertrophy and mixed form) and 

clinical and sociodemographic variables. A meta-analysis of the morbidity outcomes will be performed 

whenever appropriate. If applicable, the following subgroups will be analyzed:  

- frequency of lipodystrophy according to duration of HIV infection;  

- frequency of lipodystrophy according to antiretroviral regimen;  

- frequency of lipodystrophy according to duration of ART;  

- frequency of lipodystrophy according to risk factors.‟‟  

 

Therefore, despite of the importance of a meta-analysis, the type of analysis to be performed will 

depend on the number of studies included within the different subgroups, then enabling descriptive, 

quantitative or meta-analyses.  

 

2. Moreover, contexts and populations that have reported lipodystrophy are not precisely described 

and this aspect represent a major limit of the study and manuscript.  
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We agree with the reviewer that contexts and populations may not be precisely described and that is 

a major limitation of this study. As mentioned above, due to the heterogeneity of the studies, we 

adopted wide eligibility criteria, enabling to accomplish all clinical situations. Nevertheless, in attention 

to reviewers‟ concern, we elaborated on the eligibility criteria and more detailed description was 

provided as follows (pages 3 and 4):  

“Types of studies  

Observational studies irrespective of language and publication status, comparing HIV-infected 

patients on different antiretroviral regimens irrespective of the number of participants in each arm.  

Types of participants  

Adolescents and adults HIV-infected patients on current or previous ART use during at least six 

months.  

Types of interventions  

Observational studies investigating the occurrence of lipodystrophy as primary or secondary 

outcomes.  

Types of outcome measures  

The diagnosis of lipodystrophy performed by clinical evaluation and/or by self-report of patient, 

confirmed or not by other techniques, characterized by at least one of the alterations as follows:[13]  

Lipohypertrophy:  

- abdominal obesity;  

- breast hypertrophy in women;  

- increased fat side of the neck;  

- increased fat back of the neck;  

- dorso-cervical and supra-pubic lipomas.  

 

Lipoatrophy:  

- fat loss in the face;  

- fat loss in the buttocks;  

- fat loss from legs;  

- fat loss in the arms;  

- disclosure of the veins in the muscles of the upper and lower.  

Mixed lipodystrophy:  

- combination of lipoatrophy and lipohypertrophy.‟‟  

 

3. None limit of the study were clearly exposed by authors, however results need to be highlights by 

limits of the samples for example and for measure used of lipodystrophy.  

 

The limitations of the study were indeed not clearly stated, we are in agreement with the reviewer. We 

will add a paragraph in the discussion section considering the drawbacks of the study, as follows:  

“Some potential limitations of the study should be pointed out. Lipodystrophy does not have a precise 

case definition and a standardized diagnostic criterion. This being considered, our systematic review 

will evaluate observational studies investigating different outcome definitions and diagnostic methods. 

As consequence, the review will include very heterogeneous studies, resulting in different groups of 

comparisons, and more sophisticated analysis (e.g. meta-analysis) may or not be possible. Another 

potential limitation of our study is that mild to moderate cases of lipodystrophy may be underreported 

in the eligible studies, which could underestimate the frequency of lipodystrophy. Despite of this, we 

believe that this study will contribute to the standardization and better report of lipodystrophy related 

to HIV infection and ART.”  
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