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Dear Dr. Quinonez  

 
Manuscript ID BMJ.2017.037754 entitled "BMJ:  Too Much Medicine  

 
Title: When technology creates uncertainty:  pulse oximetry and 

overdiagnosis of hypoxemia in bronchiolitis"  
 

Thank you for letting us consider your resubmitted manuscript.    
 

We are pleased to make a provisional offer of publication if you are able 
to revise it to address the points made by the referees and the editors. 

The referees’  comments are available at the end of this letter,  and the 

points raised by the editors are set out below.  
 

1. Thank you for your work in revising your paper, and patience while we 
have sent it back out for review and discussed it among the editorial 

team. Editors feel it sets out an important and interesting issue, and is a 
valuable addition to our previously published articles on too much 

medicine.  
 

2. Editors are still not convinced that the manuscript fits the typical 
overdiagnosis structure. Again we wonder whether it would be more 

appropriate to publish the paper as part of a our Too Much Medicine 
collection but without the constraints of the overdiagnosis format. I would 

be happy to discuss this further with you.  
 

 

We hope that you will be able to revise the paper and send it back to us 
within one month. We are aiming for a publication date before the next 

Preventing Overdiagnosis conference takes place in August 2017.  
 

When you resubmit, could you kindly ensure that you provide:  
 

(a) A covering letter outlining how you have responded, or not responded 
and why, to both the referees comments and those of the editors.  

(b) A word count (excluding the references and words in boxes and 
tables). You should aim to keep this count below or very close to 2000 

words.  
(c) Please check that all the information required in the manuscript (see 

note below) is included in the revised manuscript.  
 

 

 



 

To revise your manuscript, log into 
https://mc.manuscriptcentral.com/bmj and enter your Author Center, 

where you will find your manuscript title listed under "Manuscripts with 
Decisions."  Under "Actions," click on "Create a Revision."  Your 

manuscript number has been appended to denote a revision.  
 

You may also click the below link to start the revision process (or continue 
the process if you have already started your revision) for your 

manuscript. If you use the below link you will not be required to login to 
ScholarOne Manuscripts.  

 
*** PLEASE NOTE: This is a two-step process. After clicking on the link, 

you will be directed to a webpage to confirm. ***  
 

https://mc.manuscriptcentral.com/bmj?URL_MASK=126892e185ce4cc1b2

ef90b38c1248cc  
 

You will be unable to make your revisions on the originally submitted 
version of the manuscript.  Instead, revise your manuscript using a word 

processing program and save it on your computer.  
 

Once the revised manuscript is prepared, you can upload it and submit it 
through your Author Center.  

 
When submitting your revised manuscript, you will be able to respond to 

the comments made by the reviewer(s) in the space provided.  You can 
use this space to document any changes you make to the original 

manuscript.  
 

IMPORTANT:  Your original files are available to you when you upload 

your revised manuscript.  Please delete any redundant files before 
completing the submission.  

 
 

I hope you will find the comments useful.  
 

Best wishes  
 

Yours sincerely  
 

Navjoyt Ladher  
nladher@bmj.com  

 
 

*** Present at Analysis meeting:[ INSERT]  

 



 

INFORMATION TO INCLUDE IN REVISION  
Please would you also check that you have provided the following 

information  
 

* Competing interest statement (in the style explained at 
http://www.bmj.com/about-bmj/resources-authors/forms-policies-and-

checklists/declaration-competing-interests)  
 

* Contributorship statement + guarantor  
(see http://resources.bmj.com/bmj/authors/article-

submission/authorship-contributorship)  
 

* Copyright statement/ licence for publication (see 
http://www.bmj.com/about-bmj/resources-authors/forms-policies-and-

checklists/copyright-open-access-and-permission-reuse)  

 
* Signed patient consent form(s), if the article gives enough personal 

information about any patient(s): - (see 
http://resources.bmj.com/bmj/authors/editorial-policies/copy_of_patient-

confidentiality)  
 

 
Reviewer(s)' Comments to Author:  

 
Reviewer: 1  

 
Recommendation:  

 
Comments:  

Overall this revision has better balance. Some of the remaining possibly 

better reflects my perspective on the topic and the authors may wish to 
present alternative perspectives to this review.  

 
Comments:  

 
Summary Box  

 
Diagnostic change – ‘accurate’; the tenet of much of this commentary is 

that pulse oximetry is not accurate. The ability of oxygen saturation to 
estimate partial pressure of oxygen in blood is limited by a range of 

factors in both patients and machines (algorithms in particular). It may be 
more precise to say that oxygen saturation monitors provide a rapid and 

readily understood estimate of hypoxaemia.    
 

Leap of faith: The leap of faith for many is that untreated borderline 

hypoxaemia will not lead to (subtle) neurocognitive deficit for that child.  



This concern is prescient in the decision making of many clinicians 

working with children with bronchiolitis – it therefore should be addressed 
here.  

 
Reduction in mortality.  

Commentators repeatedly note that mortality for bronchiolitis has not 
changed in the last 3 decades at a time when admission to hospital have 

increased, and conclude that admissions are in excess and not caused by 
increased disease severity.    

It is equably arguable from current data, that the lack of change in 
mortality for bronchiolitis over the observed period may be associated 

with worse disease (and therefore increased admission), but a greater 
capacity of PICU to retain mortality at a steady state. There has been 

reduction in mortality for a range of paediatric conditions managed in 
intensive care over the last three decades because of improvement in 

paediatric intensive care.  

 
Limitations  

It may be more helpful to say that medium term, dominantly healthcare 
benefits, have been addressed in studies, though as secondary outcomes 

they are underpowered. Longer term effects of borderline hypoxaemia 
remain controversial, but have not yet been addressed in infants with 

bronchiolitis.  
 

Background, Page 4 line 14. The authors present possibly the most 
important consideration for the use of pulse oximetry, but do not develop 

this adequately within the remaining text (there is some discussion on 
page 11, but it should be expanded). Context, is all important for 

interpreting pulse oxygen saturation information. A key tension in 
considerations of borderline hypoxaemia is how clinicians (particularly 

those less experienced) will adequately judge acute phase of illness (with 

potential as described for displacement of the oxygen dissociation curve 
and greater risk for hypoxaemia) with a convalescent phase. A recurring 

concern is that knowledge of oxygen saturation provides a safety net for 
inexperience within this judgement zone. The authors need to either 

consider convalescence as not important, rather judgement of disease 
severity and safety netting for medical review if an infant is less well more 

important, or that considerations for borderline hypoxemia should restrict 
themselves to infants who are demonstrating themselves to be within a 

convalescent phase of illness.  
 

Background Page 4 Line 51. Reference 13 does not report morbidity, only 
mortality. Please provide a reference to support the statement re: 

morbidity, or remove.  
 

Evidence for overdiagnosis  

Page 6, Line 23: It is not correct to say that BIDS increased displayed 



values by 4% to a maximum of 100%. BIDS oximeters had altered 

algorithms for oxygen saturation above 85%, such that a true oxygen 
saturation of 90% would display at 94% (over the whole range, the 

difference in SpO2 was c2% between groups).    
 

How to do Better  
Page 10, Line 56. Please define ‘stable’. Clinician perspectives on this are 

the key to differential management of infants with bronchiolitis.  
 

Page 11. Line 47. I’m not sure that hypoxaemia can be redefined. It is a 
physiological measure defined by normality. It is not normal to be 

hypoxaemic.  What could be redefined is the clinical tolerance level to 
hypoxemia during disease.  

Page 11. Line 52. It would have been great had BIDS demonstrated 
better outcomes – but it did not. The improvements were post hoc 

analyses that were not powered, as such they do not demonstrate, but 

suggest better outcomes for infants managed at lower oxygen saturation 
targets.  

Page 11. Line 55. The discussion doesn’t adequately differentiate for the 
reader the consideration of baseline oxygen saturation values (i.e. the 

median value over a period of time) versus intermittent self-resolving 
desaturation. BIDS, McCulloch etc attempt to focus clinicians on baseline 

oxygen saturation and to understand, but limit responses to minor self-
resolving desaturation. The effects of minor self-resolving desaturation 

are probably of little relevance in otherwise healthy children. A low 
baseline over a period of days within a borderline hypoxaemic appears 

safe from a short and medium term health and societal basis, but longer 
term aspects on cognitive function are not assessed (and the authors may 

suggest do not need to be assessed, but parents may think otherwise).  
Page 12, Line 3 (and Table). NICE Bronchiolitis does have thresholds for 

respiratory rate and temperature at which clinicians are requested to 

consider actions.  
 

 
Steve Cunningham  

 
Additional Questions:  

Please enter your name: Steve Cunningham  
 

Job Title: Consultant & Honorary Professor in Paediatric Respiratory 
Medicine  

 
Institution: NHS Lothian & University of Edinburgh  

 
Reimbursement for attending a symposium?: Yes  

 

A fee for speaking?: No  



 

A fee for organising education?: No  
 

Funds for research?: No  
 

Funds for a member of staff?: No  
 

Fees for consulting?: Yes  
 

Have you in the past five years been employed by an organisation that 
may  

in any way gain or lose financially from the publication of this paper?: No  
 

Do you hold any stocks or shares in an organisation that may in any way  
gain or lose financially from the publication of this paper?: No  

 

If you have any competing interests <A 
HREF='http://www.bmj.com/about-bmj/resources-authors/forms-policies-

and-checklists/declaration-competing-interests'target='_new'> (please 
see BMJ policy) </a>please declare them here: Advisory Boards fees 

received from LFB Paris and Janssen Pharmaceuticals. Chief International 
Investigator to Ablynx studies of ALX0171 and received support to attend 

a symposium to present study results. PI for Alios-8176 studies. Chair of 
the NICE guideline Bronchiolitis and Chief Investigator of the Bronchiolitis 

of Infancy Discharge Study.  
 

 
Reviewer: 2  

 
Recommendation:  

 

Comments:  
Hello, I would like to congratulate the authors for a job well done on a 

topic which badly needs addressing. The authors have done an admirable 
job summarizing the relevant literature and outlining the rationale as to 

why we need to question certain accepted dubious dogmas about 
oximetry. I especially like the recommendation that perhaps there should 

be no specific oximetry threshold: hospitalization should be dictated 
clinically, irrespective of oximetry.  

 
An excellent first step to re-examine our steps toward retrofitting our use 

and interpretation of oximetry.  
 

Please re-read the manuscript:  there are several words merged into 
one.  

 

Best,  



 

Suzanne  
 

Additional Questions:  
Please enter your name: Dr Suzanne Schuh  

 
Job Title: Pediatric Emergency Medicine Physician  

 
Institution: The Hospital or Sick Children  

 
Reimbursement for attending a symposium?: No  

 
A fee for speaking?: No  

 
A fee for organising education?: No  

 

Funds for research?: No  
 

Funds for a member of staff?: No  
 

Fees for consulting?: No  
 

Have you in the past five years been employed by an organisation that 
may  

in any way gain or lose financially from the publication of this paper?: No  
 

Do you hold any stocks or shares in an organisation that may in any way  
gain or lose financially from the publication of this paper?: No  

 
If you have any competing interests <A 

HREF='http://www.bmj.com/about-bmj/resources-authors/forms-policies-

and-checklists/declaration-competing-interests'target='_new'> (please 
see BMJ policy) </a>please declare them here: 

Date Sent: 
15-Jun-2017 
 


