
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) Prevalence and incidence of pulmonary hypertension among HIV-
infected people in Africa: a systematic review and meta-analysis 

AUTHORS Bigna, Jean Joel; Nansseu, Jobert Richie; Um, Lewis; Noumegni, 
Steve Raoul; Simé, Sandra Paule; Aminde, Leopold; Koulla-Shiro, 
Sinata; Noubiap, Jean Jacques 

 

VERSION 1 - REVIEW 

REVIEWER Michele Correale 
University of Foggia, Cardiology Department, Italy 

REVIEW RETURNED 02-Apr-2016 

 

GENERAL COMMENTS Interesting topic, with several and nice tables, however there are 
some important limitations: 1)The definition of PAH was not 
homogenous across studies, and the cut-off to define  
PAH was not identical across studies: a pulmonary arterial systolic 
pressure (PASP) ≥ 25 mmHg vs. ≥ 35 mmHg. the definition of PAH 
needs of MPAP >o= 25 mmHg at RHC (not by echocardiography).  
My personal think is that it is not correct to evaluate studies with 
patients without RHC.  
The paper needs minor changes in verbage and composition 
organization which hopefully can be accomplished by the editorial 
staff. 

 

REVIEWER Anastase DZUDIE 
Douala General Hospital and Buea Faculty of Health Sciences - 
Cameroon 

REVIEW RETURNED 16-Apr-2016 

 

GENERAL COMMENTS In this interesting paper by Bigna and colleagues, authors reported 
their results of a systematic review and metanalysis that aim to 
determine prevalence and incidence of HIV-related PAH in African 
adolescents and adults living across Africa. Given the high burden of 
HIV-AIDS in the region and the increasing prevalence of 
cardiovascular diseases associated with HIV including pulmonary 
hypertension (PH), the research question is relevant. Results are 
well described, the paper reads well, however, I have the following 
comments:  
1) Title and research question:  
Pulmonary arterial hypertension or simply pulmonary hypertension?  
I would suggest saying: Prevalence and incidence of pulmonary 
hypertension among HIV-infected …... The diagnosis and 
classification of PH in HIV patients is very limited in the absence of 
right heart catheterization (RHC), clinical picture + echocardiography 
(echo) alone is limited, 03 types of PH overlaping in this population, 
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PAH, PH due to left heart disease and PH due to lung disease (with 
high rates of lung destruction due to tuberculosis in this group). 
Specifying PAH is surely very misleading here, authors are advised 
to just merge all types in PH.  
 
2) Methods  
• Authors shall clearly delineate what they themselves consider as 
diagnostic criteria for PH for inclusion criteria since not all reported 
studies were primarily designed to study PH. Using 
echocardiography, pulmonary artery systolic pressure (PASP) can 
be approximated as tricuspid valve velocity (4v2 = TV pressure 
gradient) + right atrial pressure and PASP = right ventricular systolic 
pressure in the absence of pulmonic stenosis. The common 
definition of PH using echo is > or = 35 mm Hg and if a study use 25 
mm Hg, authors should be double checked as it is very uncommon 
and inappropriate and even consider excluding this study, especially 
if it was not design for assessing PH.  
• Back to definition PAH or PH. It again appears simple to just say 
PH. In the study by Sliwa et al, the definition of PH was much more 
composite: Isolated pulmonary hypertension (primary) or secondary 
to diseases such as tuberculosis. Heart failure secondary to right-
sided pathology with increased jugular venous pressure and liver 
size, tricuspid regurgitation, and/or elevated RVSP ≥35 mmHg.  
• The choice of methods for pooling studies in meta-analysis is not a 
fishing trip as a function of the result of the test of heterogeneity, but 
rather pre-specified just like for any hypothesis testing. If the 
investigators have a strong ground to believe that differences 
between individual studies, if any, are due exclusively to within-study 
variability, then fixed-effects model is the choice. However, if such 
differences reflect the combination of both within-studies, and true 
between-studies variability, then the random-effects models should 
be used.  
• Eyeballing of confidence interval alone is enough for assessing 
between group differences in pooled estimates of the effect. Authors 
should consider using the Q-test based on ANOVA to formally 
compare sub-groups.  
• The authors have used logit transformation of the estimates, an 
approach which is known to apply continuity correction, which in turn 
can introduce upward bias in the estimates. The authors should at 
least discuss the potential limitations of their choice, against 
alterative transformations not requiring continuity correction.  
3) Results  
• Table 1: Authors should add information (column) on 1) sample 
size and 2) diagnostic method (RHC or echo?) as this is important to 
better understand the characteristics of studies included. 
Furthermore the study by Sliwa et al (page 11 line 26, 27) used echo 
and defined PH as a RVSP > or = 35 mm Hg (see original 
publication) and not 25 as reported in the table.  
Authors tend to generalize all single center studies done in a region 
to the whole region, which to my knowledge is not appropriate. Eg 
page 13, line 11 says “the the prevalence of PAH was higher in 
Central Africa than in Western Africa: 29.5% (95%CI 18.0-44.5%)”. 
Authors are referring to a study of 44 symptomatic HIV patients in 
one hospital in central Africa which is clearly not representative for 
the region of more than 2 million HIV patients.  
• Forest plot: The authors should consider transforming their 
estimates from proportions to prevalence to facilitate the 
interpretation, and perhaps dropping the z-values and p-values.  
4) Discussion  
I appreciate the limitations discussed, however several other 
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limitations that authors need to acknowledge here, especially when it 
comes to methods.  
a) With the small number of studies and the many potential sources 
of heterogeneities including the diagnostic criteria, differences in 
case-mix, etc. the authors should better justify the need for a met-
analysis vs. simple narrative synthesis of the evidence. At minimum 
they should discuss the limitations of meta-analysis on small number 
of heterogonous studies.  
b) The authors have used logit transformation of the estimates, an 
approach which is known to apply continuity correction, which in turn 
can introduce upward bias in the estimates. The authors should 
discuss the potential limitations of their choice, against alterative 
transformations not requiring continuity correction.  
c) Search of single database is a very severe limitation, and the 
authors should seriously consider expanding searches to other 
databases. On page 8 the authors mention that they searched 
specialized journals and conference proceedings. In the interest of 
reproducibility they should list those journals and conferences, and 
importantly indicate if they also search African journals which may 
not be indexed on Medline. Did the authors consider contacting 
leaders in the field in Africa for possible unpublished studies? The 
Rationale and design of the Pan African Pulmonary hypertension 
cohort (PAPUCO) study was published since 2014 and one would 
expect data from PAPUCO team to add more on this systematic 
review.  
d) Last but not the list, 03 of 5 studies reported here are hospital 
studies relevant for symptomatic HIV patients. It is very likely that 
the pool prevalence of PH is symptom driven.  
 
Minor remarks:  
1) Introduction:  
Line 17: we conducted, not we planned to conduct  
2) Section on limitation: the word unfortunately does not add to the 
section, limitations are part of a research process. 
 
The reviewer also provided a file. Please contact the publisher for 
full details. 

 

REVIEWER Anna Schultze 
University College London, UK 

REVIEW RETURNED 25-May-2016 

 

GENERAL COMMENTS This systematic review and meta-analysis identifies studies on 
pulmonary arterial hypertension (PAH) among people living with HIV 
in Africa and estimates a combined prevalence of PAH of just over 
11% for the entire region. Overall, I think this is a valuable addition 
to the literature, the analysis is generally well conducted and I 
particularly like the transparent reporting (PROSPERO registered 
protocol and adherence to PRISMA guidelines). However, I take 
issue with the wording of the conclusion and aspects of the 
discussion, which make recommendations not supported by the 
presented data. There are also parts of the analysis and the 
presentation of the results that could be improved, and I think the 
paper requires relatively major revisions before publication.  
 
Major comments  
1. The main conclusion of the abstract (Page 3, Line 3-7) and first 
sentences of the conclusion (Page 17, Line 5-9) stating that all 
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health care providers should regularly screen HIV infected patients 
for PAH throughout the continent does not seem to be supported by 
the presented data. As the authors rightly acknowledge, only a 
limited number of studies could be identified, the total number of 
participants in the pooled analysis is relatively low and geographical 
variation in prevalence estimates could not be accurately assessed. 
I would recommend that the conclusions are reformulated bearing 
the limitations of the data in mind, and recommending further 
research where such is needed. I think the last sentence of the 
conclusion (Page 17, Line 13-15) is much more balanced.  
2. The heterogeneity between the studies was very high (estimated 
at 90%), and 3/5 studies only estimated the prevalence of PAH 
among individuals presenting with cardiovascular symptoms. Could 
the authors comment on the appropriateness of pooling these 
results together? Despite the use of a random effects model it 
seems like a pooled estimate may be of limited usefulness given the 
high heterogeneity.  
3. There are some problems with the description and conduct of the 
subgroup analyses (Page 13-14). Firstly, it is unclear how and why 
the subgroups were chosen (although I have noted that they were all 
pre-specified in the published study protocol, and I think this could 
be highlighted in the text). Secondly, I take issue with the wording of 
the findings and the way the comparisons within subgroups were 
made, seemingly by seeing if the confidence intervals (CI) of 
different groups overlapped (page 13). Even though non-overlapping 
confidence intervals indicate that p<0.05, the opposite is not true: 
confidence intervals can overlap to a small extent even when p<0.05 
(see, for example, Cochrane handbook, Part 2, Section 9.6.3.1). I 
would recommend a formal test of significance for these 
comparisons. When the CI’s overlap the authors describe the 
estimates as “the same” throughout this section, which is also not 
correct (even if p>0.05 the estimates would still be different for all 
the comparisons, just not significantly so). Finally, it is possible that 
wide confidence intervals or high p-values are produced as a result 
of low power (but that a true difference exists) and I think this needs 
to be incorporated into the discussion to a greater extent. For 
example, the point estimates according to clinical presentation and 
risk of bias are quite different, despite the CI’s being very wide.  
4. Given the lack of published data, the prevalence for some 
geographical regions was estimated using just a single study 
(sometimes from a single centre). I’m not sure if this generalisation 
is helpful. Although the authors note this as a limitation in the 
discussion (Page 16, Line 2-4), I think the paper would benefit from 
either moving away from these groupings or by highlighting and 
discussing the limitations of this approach further.  
 
Minor comments  
1. There were a number of grammatical errors throughout the 
manuscript and it would benefit from thorough editing before 
publication.  
2. Page 4, Line 6. Why was only one database screened? Although 
the authors mention this as a limitation throughout the manuscript, it 
seems it could be addressed relatively easily by searching more 
databases? Alternatively, if there is a strong rationale for only 
searching one database, I would recommend against listing it as a 
limitation.  
3. Page 10. How many papers reported the prevalence of PAH 
directly and for how many was it calculated by the authors?  
4. Page 11, Table 1. I would like to see the total number of 
participants, the number of people with PAH and the % with PAH in 

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2016-011921 on 23 A

ugust 2016. D
ow

nloaded from
 

http://bmjopen.bmj.com/


each study presented here.  
5. Page 13, Line 4-5. What was the rationale for checking for 
publication bias among the subgroups, given that they are based on 
the same studies that were included in the main analysis (for which 
the publication bias had already been evaluated)? Which analyses 
are the sensitivity analyses mentioned here? I can’t seem to find any 
mention of them anywhere else in the paper.  
6. Page 15. I think the discussion would benefit from mentioning the 
potential for publication bias; although the regression test was 
insignificant it could be an issue of power.  
7. Page 17, Line 6. I would report the main result with the confidence 
interval.  
8. Page 17, Line 9-13. This section of the discussion, which talks 
about early initiation of ART, almost reads like it was written before 
the publication of the START/TEMPRANO results and the updated 
WHO guidelines (September 2015) recommending early treatment 
for everyone. I would reformulate these sentences to reflect the new 
evidence showing a benefit of early treatment.  
9. Figure 2, page 22. This figure could be improved. Firstly, the 
headings referring to “event rates” do not seem appropriate given 
that they refer to prevalence estimates. It is also a little unclear what 
the upper and lower limit refers to (95% CI of the prevalence 
estimate?). Secondly, it is unclear what the statistical test (Z and p 
value) is testing and what test it is that is being used. As these 
findings are not mentioned in text at all it might improve the clarity of 
the figure if they were removed. Thirdly, the axis seems to have a 
rather strange scaling and tick marks placed at somewhat arbitrary 
places. Finally – some very minor formatting points: The p-values 
currently reported as 0.000 could be formatted to p<0.0001, and 
there seems to be both commas and full stops used inconsistently in 
the estimates.  
10. Figure 3, page 23. The title implies that the prevalence was logit 
transformed, but this is not described in the methods. Were the 
prevalence estimates also transformed for the meta-analysis? 
Clarification is needed.  
11. S2 Appendix, page 27. Were the searches conducted in “All 
Fields” or in a more restricted section? 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

 

Reviewer Name  

Michele Correale  

 

Institution and Country  

University of Foggia, Cardiology Department, Italy  

 

Please state any competing interests or state ‘None declared’:  

none declared  

 

Please leave your comments for the authors below  

Interesting topic, with several and nice tables, however there are some important limitations: 1)The 

definition of PAH was not homogenous across studies, and the cut-off to define  

PAH was not identical across studies: a pulmonary arterial systolic pressure (PASP) ≥ 25 mmHg vs. ≥ 

35 mmHg. the definition of PAH needs of MPAP >o= 25 mmHg at RHC (not by echocardiography). 

My personal think is that it is not correct to evaluate studies with patients without RHC. The paper 
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needs minor changes in verbage and composition organization which hopefully can be accomplished 

by the editorial staff.  

Authors: Dear reviewer, thank you for the comment. We have now excluded studies with cut-off 

defined as pulmonary arterial systolic pressure ≥ 25mmHg by echography.  

 

 

 

Reviewer: 2  

 

Reviewer Name  

Anastase DZUDIE  

 

Institution and Country  

Douala General Hospital and Buea Faculty of Health Sciences - Cameroon  

 

Please state any competing interests or state ‘None declared’:  

None  

 

Please leave your comments for the authors below  

In this interesting paper by Bigna and colleagues, authors reported their results of a systematic review 

and metanalysis that aim to determine prevalence and incidence of HIV-related PAH in African 

adolescents and adults living across Africa. Given the high burden of HIV-AIDS in the region and the 

increasing prevalence of cardiovascular diseases associated with HIV including pulmonary 

hypertension (PH), the research question is relevant. Results are well described, the paper reads 

well, however, I have the following comments:  

Authors: We are most grateful to you for this appreciation. We also thank you for all the comments 

and suggestions made, which have undoubtedly and substantially increased the quality and clarity of 

the manuscript.  

 

 

1) Title and research question:  

Pulmonary arterial hypertension or simply pulmonary hypertension?  

I would suggest saying: Prevalence and incidence of pulmonary hypertension among HIV-infected 

…... The diagnosis and classification of PH in HIV patients is very limited in the absence of right heart 

catheterization (RHC), clinical picture + echocardiography (echo) alone is limited, 03 types of PH 

overlaping in this population, PAH, PH due to left heart disease and PH due to lung disease (with high 

rates of lung destruction due to tuberculosis in this group). Specifying PAH is surely very misleading 

here, authors are advised to just merge all types in PH.  

Authors: Thank you dear reviewer for pointing out this issue, accordingly, your recommendation was 

applied. We considered all types of pulmonary hypertension in the revised manuscript, and made 

corresponding corrections throughout the paper, replacing “pulmonary arterial hypertension” by 

“pulmonary hypertension”.  

 

 

2) Methods  

• Authors shall clearly delineate what they themselves consider as diagnostic criteria for PH for 

inclusion criteria since not all reported studies were primarily designed to study PH. Using 

echocardiography, pulmonary artery systolic pressure (PASP) can be approximated as tricuspid valve 

velocity (4v2 = TV pressure gradient) + right atrial pressure and PASP = right ventricular systolic 

pressure in the absence of pulmonic stenosis. The common definition of PH using echo is > or = 35 

mm Hg and if a study use 25 mm Hg, authors should be double checked as it is very uncommon and 

inappropriate and even consider excluding this study, especially if it was not design for assessing PH.  
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Authors: Thank you for the comment. We made it clear in the revised manuscript, as it reads on page 

6. This has been reworded as studies which defined pulmonary hypertension as: “based on right heart 

catheterization finding the mPAP ≥ 25 mmHg or abnormal echocardiography exam for PASP > 35 

mmHg”. Therefore, we have excluded all studies with abnormal echocardiographic exam with 

pulmonary pressure > 25 mmHg.  

 

 

• Back to definition PAH or PH. It again appears simple to just say PH. In the study by Sliwa et al, the 

definition of PH was much more composite: Isolated pulmonary hypertension (primary) or secondary 

to diseases such as tuberculosis. Heart failure secondary to right-sided pathology with increased 

jugular venous pressure and liver size, tricuspid regurgitation, and/or elevated RVSP ≥35 mmHg.  

Authors: Thank you for raising this concern. We revised all the manuscript considering the term 

“pulmonary hypertension” as appropriate.  

 

 

• The choice of methods for pooling studies in meta-analysis is not a fishing trip as a function of the 

result of the test of heterogeneity, but rather pre-specified just like for any hypothesis testing. If the 

investigators have a strong ground to believe that differences between individual studies, if any, are 

due exclusively to within-study variability, then fixed-effects model is the choice. However, if such 

differences reflect the combination of both within-studies, and true between-studies variability, then 

the random-effects models should be used.  

Authors: Dear reviewer, we thank you very much for this remark. Given that the studies included in 

our meta-analysis presented a clinical heterogeneity (considering imprecision about ART and 

discordances regarding pulmonary and cardiac complaints across studies), a random-effect model 

meta-analysis was applied.  

 

 

• Eyeballing of confidence interval alone is enough for assessing between group differences in pooled 

estimates of the effect. Authors should consider using the Q-test based on ANOVA to formally 

compare sub-groups.  

Authors: Thank you for this suggestion. However, we did not conduct subgroup analysis anymore; it 

was no longer necessary, as only three studies were retained for inclusion in this review.  

 

• The authors have used logit transformation of the estimates, an approach which is known to apply 

continuity correction, which in turn can introduce upward bias in the estimates. The authors should at 

least discuss the potential limitations of their choice, against alterative transformations not requiring 

continuity correction.  

Authors: Dear reviewer, we are grateful to you for raising this point; but no logit transformation was 

undertaken in our revised statistical methods.  

 

 

3) Results  

• Table 1: Authors should add information (column) on 1) sample size and 2) diagnostic method (RHC 

or echo?) as this is important to better understand the characteristics of studies included. Furthermore 

the study by Sliwa et al (page 11 line 26, 27) used echo and defined PH as a RVSP > or = 35 mm Hg 

(see original publication) and not 25 as reported in the table.  

Authors: Dear reviewer, we added a column for sample and a column for diagnostic method as 

suggested. We also corrected the cut-off for pulmonary arterial pressure used in the study by Sliwa et 

al. Thanks a bundle for the suggestions.  

 

Authors tend to generalize all single center studies done in a region to the whole region, which to my 

knowledge is not appropriate. Eg page 13, line 11 says “the the prevalence of PAH was higher in 
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Central Africa than in Western Africa: 29.5% (95%CI 18.0-44.5%)”. Authors are referring to a study of 

44 symptomatic HIV patients in one hospital in central Africa which is clearly not representative for the 

region of more than 2 million HIV patients.  

Authors: Thank you for raising this concern. Accordingly, the statement was erased in the revised 

manuscript, as well as other comparisons of the same type.  

 

 

• Forest plot: The authors should consider transforming their estimates from proportions to prevalence 

to facilitate the interpretation, and perhaps dropping the z-values and p-values.  

Authors: Dear reviewer, we thank you very much for these suggestions. We humbly apologize 

because using STATA, it was impossible to sort data in prevalence form (14.% for example) while 

drawing the forest plots. Nonetheless, Z-values and p-values were erased.  

 

4) Discussion  

I appreciate the limitations discussed, however several other limitations that authors need to 

acknowledge here, especially when it comes to methods.  

a) With the small number of studies and the many potential sources of heterogeneities including the 

diagnostic criteria, differences in case-mix, etc. the authors should better justify the need for a met-

analysis vs. simple narrative synthesis of the evidence. At minimum they should discuss the 

limitations of meta-analysis on small number of heterogonous studies.  

Authors: Many thanks for this comment in the respect of which the limitation section was reworded as 

it reads on page 14.  

 

b) The authors have used logit transformation of the estimates, an approach which is known to apply 

continuity correction, which in turn can introduce upward bias in the estimates. The authors should 

discuss the potential limitations of their choice, against alterative transformations not requiring 

continuity correction.  

Authors: Dear reviewer, we thank you for this comment. However, we did not apply any logit 

transformation in our revised meta-analysis, so the related comment was removed from the updated 

version of our manuscript.  

 

c) Search of single database is a very severe limitation, and the authors should seriously consider 

expanding searches to other databases. On page 8 the authors mention that they searched 

specialized journals and conference proceedings. In the interest of reproducibility they should list 

those journals and conferences, and importantly indicate if they also search African journals which 

may not be indexed on Medline. Did the authors consider contacting leaders in the field in Africa for 

possible unpublished studies? The Rationale and design of the Pan African Pulmonary hypertension 

cohort (PAPUCO) study was published since 2014 and one would expect data from PAPUCO team to 

add more on this systematic review.  

Authors: Dear reviewer, we are most grateful for raising this important issue. Completely agreeing 

with you, we enlarged our literature search and added three other databases including EMBASE, 

Africa Index Medicus and African Journals Online. Additionally, we contacted by email some 

researchers in the field of pulmonary hypertension in Africa, none of whom reported unpublished data. 

We also screened specific conferences and journals. We are specified it in Methods section. 

Therefore, Figure 1 was revised accordingly.  

One of contacted researchers shared with us a paper in press. In this paper in press, coming from 

PAPUCO cohort, authors reported % of HIV-infected people among PH patients. Unfortunately for this 

review, % of patients with PH is needed among HIV-infected people..  

 

d) Last but not the list, 03 of 5 studies reported here are hospital studies relevant for symptomatic HIV 

patients. It is very likely that the pool prevalence of PH is symptom driven.  

Authors: We thank you for this comment in the respect of which a comment was added to our 
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limitation statement as it reads on page 14: “Third, considering that almost all studies included were 

hospital-based, it is likely that the pooled prevalence of PH we have obtained is symptom-driven”.  

 

Minor remarks:  

1) Introduction:  

Line 17: we conducted, not we planned to conduct  

Authors: Thanks ever so much! Correction was made accordingly.  

 

2) Section on limitation: the word unfortunately does not add to the section, limitations are part of a 

research process.  

Authors: Thank you for the comment. This word was cancelled.  

 

 

 

 

Reviewer: 3  

 

Reviewer Name  

Anna Schultze  

 

Institution and Country  

University College London, UK  

 

Please state any competing interests or state ‘None declared’:  

None declared  

 

Please leave your comments for the authors below  

This systematic review and meta-analysis identifies studies on pulmonary arterial hypertension (PAH) 

among people living with HIV in Africa and estimates a combined prevalence of PAH of just over 11% 

for the entire region. Overall, I think this is a valuable addition to the literature, the analysis is 

generally well conducted and I particularly like the transparent reporting (PROSPERO registered 

protocol and adherence to PRISMA guidelines). However, I take issue with the wording of the 

conclusion and aspects of the discussion, which make recommendations not supported by the 

presented data. There are also parts of the analysis and the presentation of the results that could be 

improved, and I think the paper requires relatively major revisions before publication.  

 

Authors: Many thanks dear reviewer for your kind appreciation and your valuable comments and 

suggestions which have greatly improved our manuscript.  

 

 

Major comments  

1. The main conclusion of the abstract (Page 3, Line 3-7) and first sentences of the conclusion (Page 

17, Line 5-9) stating that all health care providers should regularly screen HIV infected patients for 

PAH throughout the continent does not seem to be supported by the presented data. As the authors 

rightly acknowledge, only a limited number of studies could be identified, the total number of 

participants in the pooled analysis is relatively low and geographical variation in prevalence estimates 

could not be accurately assessed. I would recommend that the conclusions are reformulated bearing 

the limitations of the data in mind, and recommending further research where such is needed. I think 

the last sentence of the conclusion (Page 17, Line 13-15) is much more balanced.  

Authors: Dear reviewer, thank you for the comment and the suggestion. We revised our conclusions 

accordingly.  
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2. The heterogeneity between the studies was very high (estimated at 90%), and 3/5 studies only 

estimated the prevalence of PAH among individuals presenting with cardiovascular symptoms. Could 

the authors comment on the appropriateness of pooling these results together? Despite the use of a 

random effects model it seems like a pooled estimate may be of limited usefulness given the high 

heterogeneity.  

Authors: We thank you for raising this point. In the revised manuscript, we excluded studies with 

pulmonary hypertension defined with pulmonary arterial pressure ≥ 25 mmHg. Therefore, it remained 

only 3 studies that have included patients presenting with cardiac complaints. We pooled data from 

these studies by applying a random-effect model meta-analysis.  

 

3. There are some problems with the description and conduct of the subgroup analyses (Page 13-14). 

Firstly, it is unclear how and why the subgroups were chosen (although I have noted that they were all 

pre-specified in the published study protocol, and I think this could be highlighted in the text). 

Secondly, I take issue with the wording of the findings and the way the comparisons within subgroups 

were made, seemingly by seeing if the confidence intervals (CI) of different groups overlapped (page 

13). Even though non-overlapping confidence intervals indicate that p<0.05, the opposite is not true: 

confidence intervals can overlap to a small extent even when p<0.05 (see, for example, Cochrane 

handbook, Part 2, Section 9.6.3.1). I would recommend a formal test of significance for these 

comparisons. When the CI’s overlap the authors describe the estimates as “the same” throughout this 

section, which is also not correct (even if p>0.05 the estimates would still be different for all the 

comparisons, just not significantly so). Finally, it is possible that wide confidence intervals or high p-

values are produced as a result of low power (but that a true difference exists) and I think this needs 

to be incorporated into the discussion to a greater extent. For example, the point estimates according 

to clinical presentation and risk of bias are quite different, despite the CI’s being very wide.  

Authors: Dear reviewer, we thank you very much for pointing out this issue. We totally agree with you. 

Further, only three studies were included in the revised manuscript, not enough to undertake 

subgroup analysis. In this regard, we removed all related statements from the manuscript.  

 

4. Given the lack of published data, the prevalence for some geographical regions was estimated 

using just a single study (sometimes from a single centre). I’m not sure if this generalisation is helpful. 

Although the authors note this as a limitation in the discussion (Page 16, Line 2-4), I think the paper 

would benefit from either moving away from these groupings or by highlighting and discussing the 

limitations of this approach further.  

Authors: Many thanks for this comment. We share your viewpoint. We cancelled all phrases dealing 

with generalization of results to some geographical parts of Africa, and discussed the lack of data 

from some regions of the continent, as well as the need to carry-out further studies to accurately 

evaluate the prevalence of pulmonary hypertension in all parts of Africa.  

 

 

Minor comments  

1. There were a number of grammatical errors throughout the manuscript and it would benefit from 

thorough editing before publication.  

Authors: Thank you for this remark in the regard of which the manuscript was extensively reviewed for 

language editing.  

 

2. Page 4, Line 6. Why was only one database screened? Although the authors mention this as a 

limitation throughout the manuscript, it seems it could be addressed relatively easily by searching 

more databases? Alternatively, if there is a strong rationale for only searching one database, I would 

recommend against listing it as a limitation.  

Authors: Dear reviewer, we added other databases including EMBASE, African Journal Online, 

African Index Medicus and African Wide Information. Thanks for raising this point.  
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3. Page 10. How many papers reported the prevalence of PAH directly and for how many was it 

calculated by the authors?  

Authors: Dear reviewer, in one of the studies we calculated the overall prevalence since it was 

reported the prevalence for men and that for women. For the two other studies, the prevalence was 

already calculated; hence we directly reported it. A sentence in this respect was added in the results 

section as it reads on page 10: “For one of the three studies, we calculated the overall prevalence 

since it has separately been reported the prevalence for men and that for women. For the two other 

studies, we reported the prevalence of PH as it appeared in these studies”.  

 

4. Page 11, Table 1. I would like to see the total number of participants, the number of people with 

PAH and the % with PAH in each study presented here.  

Authors: Many thanks for this suggestion. Accordingly, this information was added.  

 

5. Page 13, Line 4-5. What was the rationale for checking for publication bias among the subgroups, 

given that they are based on the same studies that were included in the main analysis (for which the 

publication bias had already been evaluated)? Which analyses are the sensitivity analyses mentioned 

here? I can’t seem to find any mention of them anywhere else in the paper.  

Authors: Dear reviewer, thanks for these questions. There is no subgroup analysis in the new version 

of the manuscript.  

 

 

6. Page 15. I think the discussion would benefit from mentioning the potential for publication bias; 

although the regression test was insignificant it could be an issue of power.  

Authors: Thank you for the suggestion. We added a sentence in this respect as one can read on page 

14: “Although there is no publication bias, this study may lack power due to limited number of included 

studies.”  

 

7. Page 17, Line 6. I would report the main result with the confidence interval.  

Authors: We thank you for this suggestion which we took into account in the revised manuscript.  

 

8. Page 17, Line 9-13. This section of the discussion, which talks about early initiation of ART, almost 

reads like it was written before the publication of the START/TEMPRANO results and the updated 

WHO guidelines (September 2015) recommending early treatment for everyone. I would reformulate 

these sentences to reflect the new evidence showing a benefit of early treatment.  

Authors: We are most grateful to you for having raised this issue. Accordingly, the statement was 

reworded as it reads on page 13; ‘However, it is hoped that the new WHO recommendations for 

initiating ART regardless of CD4 count (“test and treat” policy) will probably lead to a change in the 

epidemiology of PH in HIV infected people in Africa. Indeed, it may lead to a decrease in the 

prevalence of PH in this group of patients.”.  

 

9. Figure 2, page 22. This figure could be improved. Firstly, the headings referring to “event rates” do 

not seem appropriate given that they refer to prevalence estimates. It is also a little unclear what the 

upper and lower limit refers to (95% CI of the prevalence estimate?). Secondly, it is unclear what the 

statistical test (Z and p value) is testing and what test it is that is being used. As these findings are not 

mentioned in text at all it might improve the clarity of the figure if they were removed. Thirdly, the axis 

seems to have a rather strange scaling and tick marks placed at somewhat arbitrary places. Finally – 

some very minor formatting points: The p-values currently reported as 0.000 could be formatted to 

p<0.0001, and there seems to be both commas and full stops used inconsistently in the estimates.  

Authors: Thank you very much for these comments and suggestions. We generated a new figure 2 

taking into account all these comments and suggestions and making appropriate corrections.  

 

10. Figure 3, page 23. The title implies that the prevalence was logit transformed, but this is not 
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described in the methods. Were the prevalence estimates also transformed for the meta-analysis? 

Clarification is needed.  

Authors: Dear reviewer, thank you for pointing out this concern. No logit transformation was 

undertaken in this work. Therefore, the title of Figure 3 was changed for a better clarity.  

 

11. S2 Appendix, page 27. Were the searches conducted in “All Fields” or in a more restricted 

section?  

Authors: Thanks for the question. The searches were conducted in “All Fields”. 

VERSION 2 – REVIEW 

REVIEWER Michele Correale 
University of Foggia  
Cardiology Department  
Foggia, Italy 

REVIEW RETURNED 13-Jul-2016 

 

GENERAL COMMENTS The authors have improved very much the quality of paper. they 
reported all answers (step by step).  
Minor change in language must be performed by editorial staff.  

 

REVIEWER Anna Schultze 
University College London 

REVIEW RETURNED 22-Jul-2016 

 

GENERAL COMMENTS I think this revised version of the manuscript is much improved, and 
the authors have addressed the majority of my concerns. I only have 
a couple of minor outstanding comments, and recommend that the 
manuscript is published following these minor revisions.  
 
Minor comments:  
1. There are still some grammatical errors, and I would recommend 
that the final version is carefully edited to avoid errors/ensure that 
the word choices are appropriate.  
 
2. I think the first line of the conclusion overstates the findings. The 
rest of the manuscript is more carefully worded now, but I’m not sure 
I think it’s correct to state that one in ten people living with HIV in 
Africa have PH based on this analysis. I think the findings suggest 
that the prevalence of PH could be very high, but probably wouldn’t 
generalise to all PLWH in Africa as (as the authors also rightly state) 
the prevalence estimates are likely to be symptom driven and the 
studies only come from certain cities/regions. 

 

VERSION 2 – AUTHOR RESPONSE 

REVIEWER 1: Michele Correale, University of Foggia, Cardiology Department, Foggia, Italy  

 

Reviewer’s Comment 1  

The authors have improved very much the quality of paper. They reported all answers (step by step). 

Minor change in language must be performed by editorial staff.  

Authors’ Response 1  

We thank you very much for your appreciation and your comments/suggestions which have greatly 

improved the quality of our manuscript. In this new revised version of our paper, a thorough language 
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editing was performed.  

   

REVIEWER 3: Anna Schultze, University College, London  

 

Reviewer’s Comment 1  

I think this revised version of the manuscript is much improved, and the authors have addressed the 

majority of my concerns. I only have a couple of minor outstanding comments, and recommend that 

the manuscript is published following these minor revisions.  

Authors’ Response 1  

We are most grateful for your appreciation. Your valuable comments and suggestions have 

undoubtedly improved the quality and content of our manuscript.  

 

Reviewer’s Comment 2  

There are still some grammatical errors, and I would recommend that the final version is carefully 

edited to avoid errors/ensure that the word choices are appropriate.  

Authors’ Response 2  

Thank you for raising this point. We revised the manuscript for language editing.  

 

Reviewer’s Comment 3  

I think the first line of the conclusion overstates the findings. The rest of the manuscript is more 

carefully worded now, but I’m not sure I think it’s correct to state that one in ten people living with HIV 

in Africa have PH based on this analysis. I think the findings suggest that the prevalence of PH could 

be very high, but probably wouldn’t generalise to all PLWH in Africa as (as the authors also rightly 

state) the prevalence estimates are likely to be symptom driven and the studies only come from 

certain cities/regions.  

Authors’ Response 3  

We thank you very much for having raised this issue, and completely agree with your viewpoint. 

Accordingly, the first sentence of the conclusion was reworded as one can read on page 15: “The 

prevalence of PH among people living with HIV in Africa seems very high, which may significantly 

contribute to the elevated HIV-related mortality rate witnessed all-round the continent”. 
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