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VERSION 1 - REVIEW 

REVIEWER Steve Graham 
Centre for International Child Health  
University of Melbourne  
Australia 

REVIEW RETURNED 05-Aug-2015 

 

GENERAL COMMENTS This paper addresses the very important problem of post-discharge 
mortality in children in a high child mortality setting. The rationale for 
this study, the methodology and the data are clearly presented. A 
particular strength of the study is the completeness of variables and 
six-month follow-up data. While findings are not particularly 
surprising, the quantification of the associations and originality of the 
work is important. I am not qualified to provide expert review of the 
statistical analysis, a major feature of this paper.  
 
How many of the HIV positive were diagnosed on this presentation 
and how many already diagnosed - leading to the question as to 
whether already being on ART had an impact on post-discharge 
mortality among HIV-infected.   

 

REVIEWER James A Berkley 
KEMRI/Wellcome Trust Research Programme, Kilifi, Kenya & 
University of Oxford, UK. 

REVIEW RETURNED 24-Aug-2015 

 

GENERAL COMMENTS This is an important topic that is becoming increasingly recognized. 
The study is straightforward in design. There is relatively little 
missing data given the context of the study. The model performs well 
within the population and the authors correctly state that it needs 
external validation. The statistic methods are acceptable, but 
reasons for choosing these over survival analysis or likelihood ratios, 
as a diagnostic test.  
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It appears that HIV status was based on maternal status, therefore 
reflects exposure - this should be clarified throughout.  
 
Of the 4 models, there is no significant difference between them and 
so it should be highlighted that the simplest, involving only MUAC, 
HIV and time since hospitalization was at least as good as the 
others, and perhaps most importantly, far easiest to implement.  

 

VERSION 1 – AUTHOR RESPONSE 

1. "Written informed consent was required for all subjects." - please consider rewording to make it 

clear that the consent was voluntarily provided  

 

Done  

 

2. Contributor statement could be condensed to include all those whose contributions were the same 

in one line  

 

Done  

 

3. How many of the HIV positive were diagnosed on this presentation and how many already 

diagnosed - leading to the question as to whether already being on ART had an impact on post-

discharge mortality among HIV-infected.  

 

This is a very important question and one which requiring a larger sample size to be able to properly 

delineate the effects of HIV diagnosis during admission on post-discharge mortality. In our study we 

found that 58 patients were HIV positive, 47 of these were diagnosed with HIV at some point prior to 

admission. Of the 11 which were diagnosed during admission, only 1 died (8%) following discharge. 

Of the 47 diagnosed prior, 10 died (22%). This is somewhat counter-intuitive, but other factors such 

as age, whether those diagnosed prior to admission were treated, and whether newly diagnosed 

individuals died prior to discharge probably play a significant role. In future studies we will be certain 

to explore this association further.  

 

4. It appears that HIV status was based on maternal status, therefore reflects exposure - this should 

be clarified throughout.  

 

HIV status was not based on maternal status (maternal self-reported status was a separate variable 

which was collected). Each child was tested for HIV. This is outlined under “Study Procedure” 

paragraph 2.  

 

5. Of the 4 models, there is no significant difference between them and so it should be highlighted that 

the simplest, involving only MUAC, HIV and time since hospitalization was at least as good as the 

others, and perhaps most importantly, far easiest to implement. 

  

 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-2015-009449 on 25 N

ovem
ber 2015. D

ow
nloaded from

 

http://bmjopen.bmj.com/


VERSION 2 – REVIEW 

REVIEWER James A Berkley 
Centre for Tropical Medicine & Global Health, University of Oxford, 
UK  
&  
KEMRI/Wellcome Trust Research Programme, Kilifi, Kenya 

REVIEW RETURNED 11-Oct-2015 

 

GENERAL COMMENTS The previous comments have been addressed. The four models 
essentially have similar performance and the simplest has been 
highlighted.  
 
It would be helpful to readers to explain how 'time since last 
admission' was code for those who had not previously been 
admitted.  
 
It may also be helpful to give the exact cut offs for MUAC and time 
since admission that generated the prob. cut off of 0.035 (or 
consider a nomogram for HIV+ and HIV- children).  

 

VERSION 2 – AUTHOR RESPONSE 

 

1) It would be helpful to readers to explain how 'time since last admission' was code for those who 

had not previously been admitted.  

 

Response: Time since last hospitalization was ordered as <7d, 7 – 30d, 30d – 1yr, >1yr and never 

and analyzed as continuous data (coded as 1-5, respectively). Model fit when analyzed in both a 

univariate manner and when incorporated into the multivariate model was good. Analysis as a 

continuous variable is preferred, when possible (if fit is good) as it decreases the number of 

parameters in the model (increased parsimony).  

 

2) It may also be helpful to give the exact cut offs for MUAC and time since admission that generated 

the prob. cut off of 0.035 (or consider a nomogram for HIV+ and HIV- children).  

 

Response: An inherent limitation in a regression based prediction model such as the one we derived 

is that the calculation of risk is not simple and cannot easily be calculated without the use of a 

calculator. While nomograms for multivariate models are possible, their interpretations is technically 

difficult. Since the final risk score is derived from the interplay between all the variables in the model, 

there is no single cut-off of MUAC or time since last hospitalization which generate these probabilities. 

In order to make use of this model we have developed a mobile application, tested in end-users in 

Uganda, to quickly generate risk profiles in individual children based on these models (manuscript is 

currently under review). 
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