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VERSION 1 - REVIEW 

REVIEWER Stephen Gordon 
Liverpool School of Tropical Medicine  
UK 

REVIEW RETURNED 22-Jan-2014 

 

GENERAL COMMENTS This type of analysis is interesting. At first, the helicopter view seems 
too remote from the daily grant writing effort but the research spend / 
DALY is thought-provoking given the DH priority on pneumonia at 
this time. I would be interested by an accompanying Editorial from 
Wellcome, MRC and NIHR. 
 
The introduction and discussion could be shortened in order to 
present a more pithy and directed message. 

 

REVIEWER Graham Bothamley 
 
Department of Respiratory Medicine  
Homerton University Hospital 

REVIEW RETURNED 03-Feb-2014 

 

GENERAL COMMENTS This study repeats data from an article in Lancet Infectious Diseases 
to suggest that there should be more investment in pneumonia 
research. 
 
There needs to be some discussion about how resources for 
research should be allocated.  The underlying assumption is that the 
incidence of disease is the main measure.  However, other factors 
might be: the prevalence of the disease, the predicted impact of the 
disease, how treatable the disease is (a vaccine or a short course of 
antibiotics may be sufficient for pneumonia), whether the research 
will have implications for other diseases (tuberculosis, as an 
intracellular pathogen, has many features in common with other 
scourges such as malaria and HIV) and whether funding is 
completely altruistic or may benefit the UK indirectly.  There also has 
to be anticipation that current new tools can be successfully applied, 
e.g. whole genome sequencing and other “omic” studies or social 
psychology and health services research.  Having organizations and 
structures which can perform the research, especially as the disease 
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burden tends to be greater in the developing world, is essential.  
This includes a cadre of bright individuals who can investigate the 
problem and are motivated to do so.   
 
Comparing like with like is important.  The authors have chosen to 
compare respiratory infections with other infections, but could 
equally have chosen to compare infections with other respiratory 
diseases or respiratory diseases with other systems such as 
cardiovascular disease or malignancy.  When vaccines for diphtheria 
and measles are so effective, the importance of research then 
precludes their mention in an abstract in the same sentence as drug-
resistant tuberculosis, a disease which could be responsible for one 
death in four as was the case in industrial nations before poverty 
was ameliorated and antibiotics were available.   
 
The authors do not address how research in basic sciences which 
did not include a clear attribution to respiratory infection, might be 
considered.  For instance, statistical research of population 
behaviour may have relevance to controlling “superspreaders”, but 
may be classed under social sciences research.  The dissection of 
different T cell subsets may be relevant to a large number of 
diseases and to vaccine development.  This could be entered as a 
limitation.   
 
The Tables could usefully have a separate line for health services 
research, which is probably equivalent to “implementation research” 
in the figures and “operational research” in the supplemental table.  
The relative proportions of pre-clinical, phase 1-3 trials and 
implementation for influenza, tuberculosis and pneumonia (which all 
lie outside the 95% confidence intervals in Figure 3) are especially 
valuable data and should be given greater prominence rather than 
being hidden in the supplemental tables.     
 
Table 1 shows median awards which lie outside the interquartile 
range.   
 
The investment by DALY requires a description in the methods and 
of the reliability of these estimates.   
 
 
 

 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer Stephen Gordon  

 

This type of analysis is interesting. At first, the helicopter view seems too remote from the daily grant 

writing effort but the research spend / DALY is thought-provoking given the DH priority on pneumonia 

at this time. I would be interested by an accompanying Editorial from Wellcome, MRC and NIHR.  

 

Response - No changes made, but comments noted!  

 

The introduction and discussion could be shortened in order to present a more pithy and directed 

message.  
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Response - We have made some minor changes to refine the language and sentence construction; 

however, additions in response to the second reviewer comments may not have actually made the 

paper shorter. We are keen to keep the detailed introduction as the anticipated readership would not 

necessarily be experts in resp medicine (which is in itself a diverse category) so would hopefully find it 

informative. If editorial preference is for further shortening, then we will do this.  

 

Reviewer Graham Bothamley  

 

There needs to be some discussion about how resources for research should be allocated. The 

underlying assumption is that the incidence of disease is the main measure. However, other factors 

might be: the prevalence of the disease, the predicted impact of the disease, how treatable the 

disease is (a vaccine or a short course of antibiotics may be sufficient for pneumonia), whether the 

research will have implications for other diseases (tuberculosis, as an intracellular pathogen, has 

many features in common with other scourges such as malaria and HIV) and whether funding is 

completely altruistic or may benefit the UK indirectly. There also has to be anticipation that current 

new tools can be successfully applied, e.g. whole genome sequencing and other “omic” studies or 

social psychology and health services research. Having organizations and structures which can 

perform the research, especially as the disease burden tends to be greater in the developing world, is 

essential. This includes a cadre of bright individuals who can investigate the problem and are 

motivated to do so.  

 

Response - Very useful, and a paragraph has been added to the discussion.  

 

Comparing like with like is important. The authors have chosen to compare respiratory infections with 

other infections, but could equally have chosen to compare infections with other respiratory diseases 

or respiratory diseases with other systems such as cardiovascular disease or malignancy.  

 

Response - We do not have the data on non-communicable diseases, so could not compare 

respiratory infections with non-comm respiratory disorders. Comparisons between disease systems 

were done within our summary paper in Lancet ID (referenced within this submission), and could 

potentially be done in more detail; however, given the wealth of data specifically here, we feel that 

might detract somewhat from the interesting findings already presented.  

 

When vaccines for diphtheria and measles are so effective, the importance of research then 

precludes their mention in an abstract in the same sentence as drug-resistant tuberculosis, a disease 

which could be responsible for one death in four as was the case in industrial nations before poverty 

was ameliorated and antibiotics were available.  

 

Response - Have tweaked the abstract to further highlight the importance of tuberculosis as a priority 

area. As this paper is also about measuring relative levels of investment, we have decided to leave in 

the mentions of diphtheria and measles – given they are so „easily preventable‟, then their high global 

burden warrants (in our opinion) further attention.  

 

The authors do not address how research in basic sciences which did not include a clear attribution to 

respiratory infection, might be considered. For instance, statistical research of population behaviour 

may have relevance to controlling “superspreaders”, but may be classed under social sciences 

research. The dissection of different T cell subsets may be relevant to a large number of diseases and 

to vaccine development. This could be entered as a limitation.  

 

Response - As per the first of this reviewers comments, very useful and we have added to the 

additional paragraph in the discussion session.  
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The Tables could usefully have a separate line for health services research, which is probably 

equivalent to “implementation research” in the figures and “operational research” in the supplemental 

table.  

 

Response - We have altered the supplemental table to indicate „implementation‟ rather than 

„operational‟ to ensure consistency.  

This category does indeed contain health services research, and all other more translational types of 

research such as epidemiology and statistics. We have added a reference to this part of the methods 

which refers to explanatory data on our website. We have not added to the table any data specifically 

on health services research – this would require a lengthy period of re-analysis that would, in our 

opinion, not add significantly to the paper. The „implementation‟ category is a good proxy for health 

services research i.e. not very much of it and far less than pre-clinical.  

 

The relative proportions of pre-clinical, phase 1-3 trials and implementation for influenza, tuberculosis 

and pneumonia (which all lie outside the 95% confidence intervals in Figure 3) are especially valuable 

data and should be given greater prominence rather than being hidden in the supplemental tables.  

 

Response - We note throughout the paper, including the abstract, the pre-dominance of pre-clinical 

research with a lack of more translational studies. Our reasons for putting this info in as 

supplementary data is that there are already three tables and four figures, and that the precise 

breakdown of type of science by pathogen do not form the core of our findings. We have added a 

note to the results section (where flu, TB, pneumonia are already mentioned) that further info is in the 

supplementary data. Otherwise, no further changes made.  

 

Table 1 shows median awards which lie outside the interquartile range.  

 

Response - genuinely can‟t find this error! Apologies if we have (unacceptably) missed it; if it comes 

to light in any further editing or at proofs stage, then please let us know, it can be corrected v easily.  

 

The investment by DALY requires a description in the methods and of the reliability of these 

estimates.  

 

Response - This has been added to methods, brief mention of unknown reliability (albeit „best 

available‟) of the data in the limitations in discussion section 
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