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I have no competing interests. 

REVIEW RETURNED 19-Jul-2012 

 

THE STUDY I cannot see that there are supplemental documents that should be 
reported in the manuscript 

GENERAL COMMENTS This is an important survey and should be published. However, it 
needs more punch. I think there needs to be an emphasis on the 
importance of investigation, particularly in the light of changes in 
treatment for CMV. It is also important to note that guidelines were 
first published in 2003 and not 2009. There are also other 
documents which add weight to the argument for investigation eg 
Vision Care, NDCS documents etc.  
I would take out details of testing procedure cf CMV.  
You also state in the objectives that you are investigating the 
'possible factors affecting lack of adherence' but do not develop that 
aspect of the survey.  
There is need for a more precise use of language; some phrases are 
confusing and lack linguistic inaccuracy.  
The changes needed are more than typographical but could be 
achieved quite easily.   

 

REVIEWER Reviewer: Maria Bitner-Glindzicz  
GOSHCC Reader in Clinical and Molecular Genetics  
UCL Institute of Child Health,  
London UK  
 
No Competing interests. 

REVIEW RETURNED 30-Jul-2012 

 

THE STUDY Snoeckx et al. should be included as a reference as it is a large and 
authoritative study. 
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GENERAL COMMENTS Deafness in Children - a National Survey of Aetiological 
Investigations, Rangan et al.  
 
Thank you for asking me to review this paper. It is a very good and 
informative piece of work and I congratulate the group on conducting 
it. It is a lesson on importance of information that can come from 
audit. For the first time we now have data on the variability and 
inequality of investigations offered to families of deaf children. The 
response rate of 52% for a questionnaire survey is also higher than 
usual, which is often of the order of around 30%.  
 
My main suggestion to improve the paper is that the authors could 
now make some authoritative recommendations based on their 
findings, which they do not really do. This is their opportunity.  
Is it really acceptable that those investigations that yield the most 
diagnoses are omitted by some of the participating clinicians? While 
local resources may come into play and may account for some of 
the regional variations in frequency of aetiological investigations 
requested, somehow it seems unlikely that access to MRI scanning 
or genetic testing is less available to a clinician based on their 
specialty? I think this should be highlighted.  
Furthermore the authors now have an opportunity to encourage 
those from less well-resourced geographical areas to use the 
outcomes from this study to lobby for equal resources. This 
opportunity should not be missed.  
Having done a good piece of work and produced useful data, they 
must now discuss how the situation can be improved.  
 
It would also be interesting to know more about the non-responders? 
Did responders differ from non-responders in their geographical 
location and specialty? Presumably NHSP have data on responsible 
clinicians and their specialty. The relationship with geographical 
location should be straightforward to determine for non-responders.  
 
The authors also do not comment that those who are responding 
here are likely to be those with the most complete record of 
aetiological investigation. The real proportion of families offered full 
Level 1 investigations, is likely to be much lower throughout the 
country. This point should be made in the Discussion.  
 
There are a few minor comments:  
Abstract (Results) Page 3 Line 8: The term ‘Level 1 investigations’ 
should be broadly defined for the non-specialist reader. So where it 
reads, ‘Analysis of the responses showed that Audiovestibular 
physicians and paediatricians in audiology were more likely to 
request level 1 investigations compared to other specialists,’ this 
could be ‘Analysis of the responses showed that Audiovestibular 
physicians and paediatricians in audiology were more likely than 
other specialists to request level 1 investigations (Investigations that 
are recommended to be offered in all cases).’  
 
Introduction  
Page 4 line 12 instead of ‘’or progressive deafness,’ should be, ‘and 
progressive deafness.’  
Page 6 Line 1 Parker et al; the date of this survey should be 
mentioned. Neuroimaging was not as common in 1999 (with the 
survey probably conducted around 1997) as it is now and neither 
were there published accepted guidelines at that time.  
 
I am pleased to see that the study did not require ethical approval 
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which is appropriate.  
 
Results  
Page 8 Line 13 What is the denominator for London and North West 
please? Ie. 10 were received but how many were sent out?  
Page 8 Lines 20-25 What is the denominator for each of the 
specialties?  
Page 8 Line 36 A comment only; it is a bit worrying that some 
doctors do not routinely examine the child?  
Page 9 Lines 35-37 Why do ENT surgeons have less access to 
genetics and MRI??  
 
Discussion  
The authors discuss the usage of each investigation in turn. This 
reduces somewhat the impact of their findings. We all know which 
investigations yield most results, MRI, genetic testing and cCMV 
testing and I suggest that these should be discussed first along with 
the implications of not making the diagnosis.  
For example, missing a case of cCMV means that parents may not 
be counseled about the chance of concurrent disabilities and may 
not be offered some of the newer treatment trials; missing a case of 
genetic deafness such as GJB2 means that parents will not be 
aware of the high recurrence risk in future pregnancies; missing a 
case of EVA may mean that parents are unaware of progression and 
of sudden drops in hearing associated with minor head trauma as 
well as association with thyroid disease in Pendred syndrome which 
is recessively inherited.  
 
Page 14 Line 20 the mutation s correctly annotated as, c.35delG 
and this is the commonest mutation in Caucasians (but probably not 
in parts of London and the North West).  
Reference to the severity of GJB2 deafness should also include 
Snoeckx et al (1) as well as Cryns. Also it is not that c.35delG is 
associated with more severe hearing loss than all other genotypes 
but that truncating mutations, of which c.35delG is the most 
common, results in more severe hearing loss than non-truncating 
mutations.ie. c.35delg is not the most severe mutation but it is the 
most common.  
 
Page 15 Line 45 Guidelines for unilateral and mild/moderate hearing 
loss are not really evidence based.  
 
Conclusions:  
See comments above.  
 
1. Snoeckx RL, Huygen PL, Feldmann D, Marlin S, Denoyelle F, et 
al. GJB2  
mutations and degree of hearing loss: a multicenter study. Am J 
Hum Genet. 2005 Dec;77(6):945-57. Epub 2005 Oct 19. PubMed 
PMID: 16380907; PubMed Central PMCID: PMC1285178. 

 

VERSION 1 – AUTHOR RESPONSE 

Comments by Reviewer Katherine Harrop-Griffiths  

 

a. Comment - I think there needs to be an emphasis on the importance of investigation, particularly in 

the light of changes in treatment for CMV.  
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Response - This has been added to the discussion section as follows  

 

"Not diagnosing cCMV infection can have important implications as parents may not be counseled 

about the chance of concurrent disabilities. Another important reason for diagnosing cCMV is that 

early anti-viral therapy has been to shown to prevent onset or deterioration of hearing loss in both 

symptomatic[17] and asymptomatic [18] cCMV infections. Therefore, routine testing for cCMV is 

important."  

 

and  

 

"DVA may also be associated with thyroid disease in Pendred syndrome and parents need to be 

counseled about this. Therefore, the use of MRI must not be limited to cases only where Cochlear 

Implantation is being considered, but should be offered to all children with permanent severe to 

profound hearing loss."  

 

b. Comment - It is also important to note that guidelines were first published in 2003 and not 2009.  

 

Response - This has been added in the introduction section Page 4 line 13 -  

 

"The Guidelines were first published in 2003, but have been revised over the years."  

 

c. Comment - There are also other documents which add weight to the argument for investigation eg 

Vision Care, NDCS documents etc.  

 

Response - This has been added to the discussion section Page 15 line 7  

 

"Documents such as “Quality standards in vision care for deaf children and young people (2009) 

published jointly by the the National Deaf Children’s Society (NDCS) and Sense add weight to the 

importance of checking the visual status of children with PHI.[30]"  

 

d.Comment - I would take out details of testing procedure cf CMV.  

 

Response - This has been taken out  

 

e. Comment -You also state in the objectives that you are investigating the 'possible factors affecting 

lack of adherence' but do not develop that aspect of the survey.  

 

Response - This was already discussed in the "Discussion" section previously when discussing family 

audiograms as follows Page 12 line 13-  

 

"One reason for this difference is a lack of resources in some parts of the country as indicated by 

comments from some the respondents. One respondent stated that there was an ongoing negotiation 

and business case with the commissioners for family audiogram. Another respondent indicated that 

there were funding implications with family audiograms as only the patient would be paid for on 

payment by result (PBR). The other reason could be a lack of awareness of the importance of certain 

investigations such as family audiograms."  

 

It was also discussed in the same section when discussing MRI as follows Page 14 line 7 -  

 

"Local policy and funding seems to be one of the factors influencing the decision of not offering 

routine imaging, especially from the community as three community paediatricians commented about 

the difficulty in arranging MRI scans. Decision of the individual clinician was another factor as five 
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ENT surgeons commented that they would arrange for the MRI scan only if cochlear implantation was 

being considered."  

 

We have further added at the end of discussion section after the line - "This survey highlights the 

variations from the national guidelines for aetiological investigations of children with permanent 

hearing impairment" (Page 17 line 17) the following:-  

 

"Whilst in some cases this variation has been due to lack of resources, in others this seems to be due 

to individual choice of the clinician. It seems unlikely that unavailability of MRI scanning or genetic 

testing would be the only reason these are not offered in all cases. Similarly, not routinely requesting 

cCMV testing could be due to a lack of appreciation of the importance and implications of this, as it 

would be unlikely that access to cCMV testing is not available to all clinicians. Clinicians not offering 

the investigations according to guidelines by choice should be encouraged to change their practice so 

that the investigations offered for childhood PHI is standardised across the country. We also hope the 

findings of inequality, due to resources, between geographical regions highlighted in this study would 

give the clinicians a tool to argue for more funding and resources."  

 

We also added to the conclusion section the following -  

 

"Although some of the variations appear partly to be due to availability of local resources, there also 

seems to be a lack of awareness of the importance of some investigations."  

 

 

 Comments by reviewer Maria Bitner-Glindzicz  

 

a.Comment - My main suggestion to improve the paper is that the authors could now make some 

authoritative recommendations based on their findings, which they do not really do. This is their 

opportunity.  

Is it really acceptable that those investigations that yield the most diagnoses are omitted by some of 

the participating clinicians? While local resources may come into play and may account for some of 

the regional variations in frequency of aetiological investigations requested, somehow it seems 

unlikely that access to MRI scanning or genetic testing is less available to a clinician based on their 

specialty? I think this should be highlighted.  

 

 

Response - we have added recommendations as detailed above in repsonse to Dr Katherine Harrop-

Griffith's comments, in particular we would like to highlight the following comments we have added 

under discussion section -  

 

"Whilst in some cases this variation has been due to lack of resources, in others this seems to be due 

to individual choice of the clinician. It seems unlikely that unavailability of MRI scanning or genetic 

testing would be the only reason these are not offered in all cases. Similarly, not routinely requesting 

cCMV testing could be due to a lack of appreciation of the importance and implications of this, as it 

would be unlikely that access to cCMV testing is not available to all clinicians. Clinicians not offering 

the investigations according to guidelines by choice should be encouraged to change their practice so 

that the investigations offered for childhood PHI is standardised across the country. We also hope the 

findings of inequality, due to resources, between geographical regions highlighted in this study would 

give the clinicians a tool to argue for more funding and resources."  

 

we have also amended the last line of the conclusion section as follows -  

 

"Routine use of Connexin testing, MRI, cCMV testing and family audiograms should be encouraged."  
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b. Comment - Furthermore the authors now have an opportunity to encourage those from less well-

resourced geographical areas to use the outcomes from this study to lobby for equal resources. This 

opportunity should not be missed.  

 

Response - we have added as detailed above under discussion section -  

 

"We also hope the findings of inequality, due to resources, between geographical regions highlighted 

in this study would give the clinicians a tool to argue for more funding and resources. "  

 

c. Comment - It would also be interesting to know more about the non-responders? Did responders 

differ from non-responders in their geographical location and specialty? Presumably NHSP have data 

on responsible clinicians and their specialty. The relationship with geographical location should be 

straightforward to determine for non-responders.  

 

Response - as detailed in the discussion section under limitations - the MRC Hearing & 

Communication group which sent out the questionnaires on our behalf would not give these details as 

they felt it would be breach of confidentiality. We must point out that it took us more than 9 months of 

persuasion, discussion and pleading before the MRC agreed to sent out the questionnaires. The 

contact details for all NHSP clinical leads was not in the public domain and only the NHSP team of the 

MRC Hearing & Communication group had them, and they did not want to divulge these details as 

they felt it would confidentiality. Due to these reasons, it was diificult to exactly determine the number 

of non-responders in different geographical regions as the exact number of recipient in each 

geographical region is not known.  

 

d. The authors also do not comment that those who are responding here are likely to be those with 

the most complete record of aetiological investigation. The real proportion of families offered full Level 

1 investigations, is likely to be much lower throughout the country. This point should be made in the 

Discussion.  

 

Response - This has been added to the discussion section as follows Page 16 line 18  

 

"Another factor could be that those who responded to the survey are the ones more likely to be 

carrying out the investigations as per the national guidelines and those who do not comply with the 

guidelines not responding. Therefore, the real proportion of families offered the full battery of Level 1 

investigations may be even lower than shown in this survey."  

 

e. Comment - Abstract (Results) Page 3 Line 8: The term ‘Level 1 investigations’ should be broadly 

defined for the non-specialist reader. So where it reads, ‘Analysis of the responses showed that 

Audiovestibular physicians and paediatricians in audiology were more likely to request level 1 

investigations compared to other specialists,’ this could be ‘Analysis of the responses showed that 

Audiovestibular physicians and paediatricians in audiology were more likely than other specialists to 

request level 1 investigations (Investigations that are recommended to be offered in all cases).’  

Response - This has been changed as per the reviewer's suggestions  

 

"There was a 52% response rate. Analysis of the responses showed that Audiovestibular physicians 

and paediatricians in audiology were more likely than other specialists to request level I investigations 

(Investigations that are recommended to be offered in all cases). "  

 

f. Comment - Introduction - Page 4 line 12 instead of ‘’or progressive deafness,’ should be, ‘and 

progressive deafness.’  
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Response - this has been changed -  

 

"Those identified later include false negative cases from the newborn hearing screening programme, 

children with acquired hearing loss and those with progressive deafness.[2]"  

 

g. Comment - Page 6 Line 1 Parker et al; the date of this survey should be mentioned.  

 

Response - the date has been mentioned as recommended -  

 

"Parker MJ et al[6] reported in 1999 a survey of clinical geneticists, in which they noted a great 

variation both in the services provided and in the recurrence risks quoted in isolated cases of 

childhood deafness."  

 

h. Comment - Results  

 

Page 8 Line 13 What is the denominator for London and North West please? Ie. 10 were received but 

how many were sent out?  

Page 8 Lines 20-25 What is the denominator for each of the specialties?  

 

Response - as discussed above under limitations of study and earlier comment of reviewer Dr Bitner-

Glindzicz ( c.comment ) - these deatils are not available  

 

i. Comment - Page 9 Lines 35-37 Why do ENT surgeons have less access to genetics and MRI??  

 

Response - It is not clear if ENT surgeons have less access to MRI, but some seem to arrange for 

MRI only if Cochlear Implantation is being considered. This has been discussed - Page 14 line 9  

 

"Decision of the individual clinician was another factor as five ENT surgeons commented that they 

would arrange for the MRI scan only if cochlear implantation was being considered."  

 

j. Comment - Discussion  

The authors discuss the usage of each investigation in turn. This reduces somewhat the impact of 

their findings. We all know which investigations yield most results, MRI, genetic testing and cCMV 

testing and I suggest that these should be discussed first along with the implications of not making the 

diagnosis.  

For example, missing a case of cCMV means that parents may not be counseled about the chance of 

concurrent disabilities and may not be offered some of the newer treatment trials; missing a case of 

genetic deafness such as GJB2 means that parents will not be aware of the high recurrence risk in 

future pregnancies; missing a case of EVA may mean that parents are unaware of progression and of 

sudden drops in hearing associated with minor head trauma as well as association with thyroid 

disease in Pendred syndrome which is recessively inherited.  

 

Response - As per the reviewers comments MRI, cCMV and geentic testing have been now 

discussed before Ophtahlmology and urinanalysis.  

 

comments about cCMV, genetic testing and MRI have been addreesed as follows  

 

cCMV Page 13 line 6  

"Not diagnosing cCMV infection can have important implications as parents may not be counseled 

about the chance of concurrent disabilities. Another important reason for diagnosing cCMV is that 

early anti-viral therapy has been to shown to prevent onset or deterioration of hearing loss in both 

symptomatic[17] and asymptomatic [18] cCMV infections. Therefore, routine testing for cCMV is 
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important."  

 

MRI Page 14 line 20 as follows  

"DVA may also be associated with thyroid disease in Pendred syndrome and parents need to be 

counseled about this. Therefore, the use of MRI must not be limited to cases only where Cochlear 

Implantation is being considered, but should be offered to all children with permanent severe to 

profound hearing loss. "  

 

Genetic testing Page 13 line 21  

"Not diagnosing a case of genetic deafness such as GJB2 would mean that parents may not be 

counseled about the high risk of recurrence in future pregnancies."  

 

k. Comment - Page 14 Line 20 the mutation s correctly annotated as, c.35delG and this is the 

commonest mutation in Caucasians (but probably not in parts of London and the North West).  

Reference to the severity of GJB2 deafness should also include Snoeckx et al (1) as well as Cryns.  

 

Response - The mutation is correctly annotated as c.35delG and the reference Snoeckx et al has 

been added  

 

l. Comment - Page 15 Line 45 Guidelines for unilateral and mild/moderate hearing loss are not really 

evidence based.  

 

Response - this has been added Page 16 line 8  

 

"There are now guidelines for investigation of unilateral and mild to moderate sensorineural hearing 

loss[32], but these guidelines are not evidence based"  

 

 

We hope you find the revisions to be satisfactory.  

 

 

The revised article has been submitted for your kind perusal  

 

Dr Shankar Rangan  

Dr Bernie Borgstein  

Dr Janet Lowe 
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