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VERSION 1 - REVIEW 

REVIEWER GRIMALDI ANTONIO 
SAN RAFFAELE SCIENTIFIC INSTITUTE-UNIVERSITA' VITA-
SALUTE - MILAN- ITALY 

REVIEW RETURNED 23-Sep-2015 

 

GENERAL COMMENTS In the paper, Authors evaluate the prevalence of hyponatremia in 
elderly patients with heart failure referred to a urban ugandan 
hospital. Improvement in the control of infectious diseases and 
malnutrition associated with changes in lifestyle has led to a new 
epidemiological pattern in many low- and middle-income countries. 
Non-communicable diseases have emerged as major causes of 
morbidity and mortality in most sub-Saharan African countries and 
although there has been increasing interest in the epidemiology of 
cardiovascular diseases, most registers from South Africa cannot be 
transposed to sub-Saharan countries where data remain scarce but 
highly needed to guide public health policies. Thus, considering the 
logistic difficulties in collecting data in poor-resource settings, the 
survey has to be considered overall a precious clinical study as it 
confirms to the epidemiological transition undergoing in the sub-
Saharan countries.  
Nervertheless, echocardiography is a mainstay in the assessment of 
HF. Access to echocardiography remains limited in many African 
countries due to cost and lack of skilled health workers, thereby 
leading to little data on cardiovascular diseases. No prospective, 
cross-sectional, hospital-based survey in patients with heart failure 
can be carried out disregarding echocardiography (please add 
Grimaldi A et al., Cardiovasc J Afr. 2014: “Cardiac surgery for 
patients with heart failure due to structural heart disease in Uganda: 
access to surgery and outcomes” ). Hyponatremia is a known 
marker of heart failure severity but the functional and etiologic 
characterization supported by echo strongly increases the diagnostic 
and prognostic value of indices such as hyponatremia in heart 
failure. Although echocardiography is essential in distinguishing the 
specific patterns of HF, the study does not include data related to 
cardiac function (chamber dimensions, biventricular function etc) or 
to underlying etiology (hypertensive, ischemic, valvular etc). No 
functional data to be correlated with hyponatremia (eg. arterial 
pulmonary pressure at rest).  
Characterising the main functional patterns of HF is essential to 
support the prognostic indices and tailor any future interventions.  
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This is the main limit of the study to be addressed (a figure showing 
the main echo patterns of heart falure in the elderly population study 
is higly recommended as well as the main indices of cardiac function 
related to NYHA class). 

 

REVIEWER Anders Jorsal 
Dept. of Cardiology  
Aarhus University Hospital  
Aarhus, Denmark 

REVIEW RETURNED 29-Jan-2016 

 

GENERAL COMMENTS This cross-sectional study by Harriet Nankabirwa et al. investigated 
the prevalence of hyponatraemia and possible factors associated 
with hyponatraemia. Hyponatraemia is a well-known predictor of 
mortality in patients with heart failure. The present study showed 
that hyponatraemia is also a common electrolyte abnormality among 
older patients in Uganda with mild to moderate heart failure. The 
proportion of patients with hyponatraemia is similar to published data 
from i.e. the OPTIMIZE-HF registry and results from the International 
Collaborative of NT-proBNP Study. To my knowledge this is, 
however, the first study investigating the prevalence of 
hyponatraemia in an African population, and it is a pleasure reading 
this study from sub-Saharan Africa. I have a few major and some 
minor comments:  
 
MAJOR COMMENTS:  
- Were all patients informed about the study and procedures? It 
should be stated in the article  
- Did all patients sign an informed consent? If not, why?  
- P11; L7-14: I do not think the study group can draw this conclusion 
from the present study. There may be many other causes of 
weakness, headache and vomiting. Focus should be kept on the 
primary objective, findings and the consequences hereof (the 
discussion in general can be improved)  
 
MINOR COMMENTS:  
- Numbers should be omitted from the introduction (P5; L14)  
- The inclusion criteria should be moved to P6; L9  
- Were both acute heart failure and stable patients with chronic heart 
failure recruited?  
- Please start the results section with socio-demographic and clinical 
characteristics  
- Fluid restriction is a common approach for hyponatraemia in heart 
failure. Can lack of restriction explain the hyponatraemia?  
- Were any of the patients treated with thiazides? -Can it explain the 
hyponatraemia?  
- The possible consequence of hyponatraemia may be more explicit 
in the discussion and the study group can refer to i.e. OPTIMIZE-HF  
- What are the consequences of the present study? -More outpatient 
controls? -More patient education? -Others?  
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VERSION 1 – AUTHOR RESPONSE 

Reviewer # 1:  

Major comments:  

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

Response: None declared has been stated at the competing interests.  

2. This is the main limit of the study to be addressed (a figure showing the main echo patterns of heart 

failure in the elderly population study is highly recommended as well as the main indices of cardiac 

function related to NYHA class).  

 

Response: Most of our patients had been previously hospitalized and had echocardiograms done for 

them to confirm heart failure but our study mainly focused on clinical diagnosis of heart failure using 

Framingham’s criteria for inclusion. We therefore didn’t collect information on echo patterns, a number 

of discharge summaries or outpatient forms were not so elaborate. We acknowledge this as a 

limitation in our manuscript. There is limited access to echocardiographic services in most part of the 

country and this makes it more applicable in these settings.  

Reviewer # 2:  

Major comments:  

1. Please state any competing interests or state “ None declared”  

Response: None has been replaced by “None declared” see the competing interests.  

2. Were all patients informed about the study and procedures? It should be stated in the article.  

Response: Thank you this important observation. Yes, all patients we informed about the study and 

procedures. We have responded to this in the materials and methods section (see paragraph 2).  

3. Did all patients sign an informed consent? If not, why?  

Response: Yes, all patients signed an informed consent (see paragraph 2) in the materials and 

methods section.  

4. P11; L7-14: I do not think the study group can draw this conclusion from the present study. There 

may be many other causes of weakness, headache and vomiting. Focus should be kept on the 

primary objective, findings and the consequences hereof (the discussion in general can be improved).  

Response: We have modified this section and deleted that conclusion as the causes of weakness; 

headache and vomiting may be many (see discussion section).  

Minor comments:  

1. Numbers should be omitted from the introduction (P5; L14)  

Response: The numbers have been deleted from the introduction.  

 

2. The inclusion criteria should be moved to P6; L9  

Response: The inclusion criteria have been moved to materials and methods section as suggested.  

 

3. Were both acute heart failure and stable patients with chronic heart failure recruited?  

 

Response: No, we recruited patients with acute decompensated symptoms of heart failure. This is 

answered in materials and methods section.  

 

4. Please start the results section with socio-demographic and clinical characteristics  

 

Response: Thank you for the suggestion. We have rearranged the results section and started with the 

socio-demographic and clinical characteristics of the patients.  

 

5. Fluid restriction is a common approach for hyponatraemia in heart failure. Can lack of restriction 

explain the hyponatraemia?  

 

Response: Thank you reviewers, we considered fluid restriction as a possible contribution to 

hyponatraemia however, we could not ascertain this. Its assessment was hard given the limitation of 
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appropriately quantifying the amount consumed. We considered it as a study limitation too (see 

paragraph one study limitations).  

 

6. Were any of the patients treated with thiazides? -Can it explain the hyponatraemia?  

 

Response: From research done in developed countries, thiazides are one of the commonest causes 

of hyponatraemia among heart failure patients. From our study few patients were using thiazides thus 

we were not able to find a stronger relationship with hyponatraemia (See results section end of 

paragraph 2 and discussion paragraph 7).  

 

7. The possible consequence of hyponatraemia may be more explicit in the discussion and the study 

group can refer to i.e. OPTIMIZE-HF  

 

Response: We have included the consequences in the discussion paragraph 2. We however, did not 

look at all the outcomes. Reference 15(OPTIMIZE-HF) has been included  

8. What are the consequences of the present study? -More outpatient controls? -More patient 

education? -Others?  

Response: The consequences are discussed at the conclusion under the discussion and conclusion 

sections. There is a need for more patient education at every contact (in-patient and out-patient 

reviews). 

 

VERSION 2 – REVIEW 

REVIEWER ANTONIO GRIMALDI 
SAN RAFFAELE SCIENTIFIC INSTITUTE, MILAN-ITALY 

REVIEW RETURNED 24-Feb-2016 

 

GENERAL COMMENTS The revised manuscript does not add any additional value to the 
previous one. I believe that potential correlations between 
hyponatremia and functional indices of cardiac performance could 
be powerful predictors of ouctome in the study population. 

 

REVIEWER Anders Jorsal 
Dept. of Cardiology  
Aarhus University Hospital, Denmark 

REVIEW RETURNED 06-Mar-2016 

 

GENERAL COMMENTS This cross-sectional study by Harriet Nankabirwa et al. investigated 
the prevalence of hyponatraemia and possible factors associated 
with hyponatraemia. Hyponatraemia is a well-known predictor of 
mortality in patients with heart failure. The present study showed 
that hyponatraemia is also a common electrolyte abnormality among 
older patients in Uganda with mild to moderate heart failure. To my 
knowledge this is the first study investigating the prevalence of 
hyponatraemia in an African population, and it is a pleasure reading 
this study from sub-Saharan Africa. The discussion in the current 
version have been improved considerably. The major limitation of 
this study is, however, the lack of echocardiography, but this is 
discussed properly in the article. Most other comments have been 
considered by the authors.  
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VERSION 2 – AUTHOR RESPONSE 

Reviewer #1 

   1. The revised manuscript does not add any additional value to the previous one. I believe that 

potential correlations between hyponatremia and functional indices of cardiac performance could be 

powerful predictors of outcome in the study population. 

    Response: The functional indices of cardiac performance are determined by echocardiography 

however, we used the Framingham criteria to diagnose heart failure. We were unable to do new 

echocardiograms for the patients. This has been considered as a study limitation described on page 

11 (lines 2-5). We feel additional value has been made to the revised current manuscript.  

Reviewer #2  

    1. This cross-sectional study by Harriet Nankabirwa et al. investigated the prevalence of 

hyponatraemia and possible factors associated with hyponatraemia. Hyponatraemia is a well-known 

predictor of mortality in patients with heart failure. The present study showed that hyponatraemia is 

also a common electrolyte abnormality among older patients in Uganda with mild to moderate heart 

failure. To my knowledge this is the first study investigating the prevalence of hyponatraemia in an 

African population, and it is a pleasure reading this study from sub-Saharan Africa. The discussions in 

the current version have been improved considerably. The major limitation of this study is, however, 

the lack of echocardiography, but this is discussed properly in the article. Most other comments have 

been considered by the authors. 

    Response: We considered reviewer’s #2 comments as a compliment, thank you. We discussed the 

failure to carry out echocardiography an important investigation in heart failure on page 11 (lines 2-5). 
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