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VERSION 1 - REVIEW 

REVIEWER Jeffrey R. Strawn, MD 
University of Cincinnati  
USA 

REVIEW RETURNED 05-Jan-2015 

 

GENERAL COMMENTS This is a very nice review of benzodiazepine use in children and 
adolescents and in general, my comments are minor.  
 
1. The number of tables is somewhat excessive, and it might be 
worth moving some of the tables (e.g., those simply stating 
prevalence) to the supplementary materials section.  
2. The figures are well developed.  
3. It might be worth noting the prevalence of 
antidepressant/antipsychotic use/etc in patients not prescribed 
BZDs, so that a comparison could be made. This would 
contextualize the authors' findings with regard to benzodiazepines-
associated rx patterns for these medications.  

 

REVIEWER Fiona McNicholas 
UCD Dublin 

REVIEW RETURNED 15-Feb-2015 

 

GENERAL COMMENTS Title: Benzodiazepine (Bz) prescribing in children receiving free 
medical care.  
 
I have reviewed this article using the STROBE Guidelines 
(http://www.strobe-statement.org). The paper is well written, and 
reviews the trend of prescribing Bz to children aged 15 and under in 
Ireland, based on General Medical Services (GMS) scheme. As 
such the topic is of interest, given very little has indeed been written 
about psychotropic prescribing in children. However, the scant data 
that does exist should be included in the discussion section, to set 
their own data in context.  
Abstract: The title is descriptive, but should highlight the age group 
as 15 or under, and also rather than free medical care, refer to GMS 
scheme. The rationale and aims for the study are well made. 
However there is inconsistency in referring to including anti-epileptic 
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medication as co-prescribed. (ie not in abstract) and inconsistency 
between key words on the front cover and page 1. There are also 
inconsistencies in data, eg antipsychotic use is listed as 4% in 
abstract and on page 12, but 5% page 9. The conclusion is weak, a 
summary of the results, without clinical implications and should be 
strengthened.  
Methods: The study has clear eligibility criteria but the paper would 
benefit from a description of what % medications are prescribed on 
the GMS compared to country wide prescribing, if indeed such data 
is available. It does highlight that the population of children within 
GMS is 28% of total. The Bonferroni corrections are mentioned, but 
there does not seem to be any corresponding adjustment in the p 
value, set at p<.05, can this be rectified/ommitted?  
Clarification: at times it is not clear to the reader that the rates/1000 
‘GMS population’ are restricted to children under 15. The statement 
in abstract that 6% of children are prescribed Bz for >90 days, is 
misleading, given it is 6% of those who are on Bz. This should be 
clarified.  
Results: Although there was a reduction in prescribing, it is not clear 
if this is significant or not. The main issue should be whether a 
reduction in rates of bz is welcome or not. Given the main limitation 
that it was not possible to link prescribing with diagnosis, we have no 
idea whether the reduction applied to children with epilepsy as well 
as children with mental health problems. I suggest the authors divide 
the groups into 3, those on bz and an anti-epileptic, whether the 
inference is that the child is being prescribed a bz for their epilepsy, 
those on concomitant neuroleptics, ie antipsychotics and 
antidepressants, the inference being the bz is being used as an 
anxiolytic and the 3rd group those on bz alone, which could be 
either. It would then be of interest to look at the rates over time, the 
age group in which they are prescribed and also the gender 
differences.  
The discussion reflects the findings accurately, but is generally 
weak. The clinical (as well as statistical at times) significance is not 
clearly presented. The wider context of prescribing in both epilepsy 
and for MH issues needs to be set by reference to both the Irish and 
other literature, and with reference perhaps to clinical guidelines for 
medication management. Similar the irish college of psychiatry have 
a position paper on Bz and a small section regarding use in children, 
this is also worth citing. The statement referring to the prescription of 
off label bz, such as zopiclone, alprazolam etc, as medications 
‘without clear evidence of safety and effectiveness ‘ (p11) and a 
suggestion of ‘some potentially inappropriate prescribing’ seem a bit 
alarmist. . I accept that many of these bz are unlicensed in children 
and may well be prescribed off label, but given this is the situation 
with most paediatric medications, it seems unjust to single bz out in 
this regard. If this point is to be made, it should be set ion the correct 
context. Indeed the fact that the Irish prescribing is fairly similar to 
European further emphasises this point.  
Table 5 should not be inserted within the discussion section, but part 
of results. (there are probably too many tables, perhaps just present 
the main ones.  
The systematic review (p12) should be referenced (30) at first 
mention. When citing other studies, it would be helpful to ensure 
clarity in which were paediatric or adult or animal, for eg p13, the bz 
and fluoxetine study (ref 32) was in mice.  
 
I recommend publication, but with minor revisions suggested above. 
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The reviewer also provided a marked copy with detailed comments. 
Please contact the publisher for full information about it. 
 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1  

1. The number of tables is somewhat excessive, and it might be worth moving some of the tables 

(e.g., those simply stating prevalence) to the supplementary materials section.  

 

a. Table 3 removed  

 

2. It might be worth noting the prevalence of antidepressant/antipsychotic use/etc in patients not 

prescribed BZDs, so that a comparison could be made. This would contextualize the authors' findings 

with regard to benzodiazepines-associated rx patterns for these medications.  

 

a. Access to the GMS data is limited making it difficult to extract further prevalence rates, we have 

added a section into the conclusion suggesting this as a possible scope for further research it reads 

‘Furthermore, little is known about the indications for which the BDZ are being prescribed making it 

difficult to draw conclusions about these rates; however relatively high levels of concomitant 

prescribing with other psychotropic medication are observed. Future research should establish the 

prevalence of antidepressant/antipsychotic use in patients not prescribed BZDs, in order to make 

clearer inferences about the indications for which BDZ prescriptions have been made’(pg 14, line 344)  

Reviewer 2  

1. Abstract: The title is descriptive, but should highlight the age group as 15 or under, and also rather 

than free medical care, refer to GMS scheme.  

 

a. Title has been changed to include age and GMS data (pg 1 line 3 & 4)  

 

2. However there is inconsistency in referring to including anti-epileptic medication as co-prescribed. 

(ie not in abstract) and inconsistency between key words on the front cover and page 1. There are 

also inconsistencies in data, eg antipsychotic use is listed as 4% in abstract and on page 12, but 5% 

page 9.  

 

a. The key words have been changed (pg 1, line 25), antiepileptic have been referred to more 

consistently in the abstract (pg 2, line 38), inconsistencies in the data have been changed (pg 2, line 

54 and pg 12 line 300)  

 

3. The conclusion is weak, a summary of the results, without clinical implications and should be 

strengthened.  

 

a. I have changed the conclusion from the abstract to read ‘While BDZ prescribing trends have 

decreased in recent years….’ (pg 1 line 56-60)  

 

4. Methods: The study has clear eligibility criteria but the paper would benefit from a description of 

what % medications are prescribed on the GMS compared to country wide prescribing, if indeed such 

data is available.  

 

a. Unfortunately, this is very difficult to answer as we don’t know how much prescribing is not on the 

GMS. We have added section which refers to the adult rates (pg11 line 259) ‘The rate of children 

being prescribed BDZ is lower than that of adults on the GMS scheme, in 2002 an Irish report 

revealed that 11.6% of adults were in receipt of a BDZ prescription [22] and that this rate was steadily 
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increasing.[23] This shows that a lower proportion of children on the GMS scheme are being 

prescribed BDZ than adults and while the current trends show reduced prescribing rates they also 

highlight the need for more large scale, well designed studies that address the safety concerns 

associated with prescribing BDZ to children, especially on a long term basis…’  

 

5. It does highlight that the population of children within GMS is 28% of total. The Bonferroni 

corrections are mentioned, but there does not seem to be any corresponding adjustment in the p 

value, set at p<.05, can this be rectified/omitted?  

 

a. The p-values were adjusted for multiple comparisons and hence p-values < 0.01 are deemed 

significant. We have made this clearer in the manuscript.  

6. Clarification: at times it is not clear to the reader that the rates/1000 ‘GMS population’ are restricted 

to children under 15.  

 

a. More reference to <15 is included throughout and a line has been added in the method (pg 6 ) to 

emphasis this point it states ‘From here on in prevalence rates are to be interpreted as the prevalence 

of children under the age of 15 receiving at least one benzodiazepine prescription per 1000 GMS 

population, as determined from the GMS database.’  

 

7. The statement in abstract that 6% of children are prescribed Bz for >90 days, is misleading, given it 

is 6% of those who are on Bz. This should be clarified.  

 

a. This has been clarified (pg 2 line 50)  

 

8. Results: Although there was a reduction in prescribing, it is not clear if this is significant or not. The 

main issue should be whether a reduction in rates of bz is welcome or not. Given the main limitation 

that it was not possible to link prescribing with diagnosis, we have no idea whether the reduction 

applied to children with epilepsy as well as children with mental health problems. I suggest the 

authors divide the groups into 3, those on bz and an anti-epileptic, whether the inference is that the 

child is being prescribed a bz for their epilepsy, those on concomitant neuroleptics, ie antipsychotics 

and antidepressants, the inference being the bz is being used as an anxiolytic and the 3rd group 

those on bz alone, which could be either. It would then be of interest to look at the rates over time, the 

age group in which they are prescribed and also the gender differences.  

 

a. While this would prove an interesting it was beyond the scope of this study.  

9. The discussion reflects the findings accurately, but is generally weak. The clinical (as well as 

statistical at times) significance is not clearly presented. The wider context of prescribing in both 

epilepsy and for MH issues needs to be set by reference to both the Irish and other literature, and with 

reference perhaps to clinical guidelines for medication management. Similar the irish college of 

psychiatry have a position paper on Bz and a small section regarding use in children, this is also 

worth citing.  

 

a. To strengthen the discussion several small language changes have been made throughout, 

reference to clinical guidelines have been included in the following sections (b), and some reference 

to epilepsy has been included. We considered including more reference to the prevalence of epilepsy 

or the rates of antiepileptic prescribing overall but we felt this may confuse the reader and it did not 

add to the ability of our paper in teasing out what the prescriptions were for. We do include reference 

to this in the final comment in this section (c).  

b. (pg 11) ‘A report into 2002 reviewed BDZ prescribing in adults and provided clinical guidelines….’  

c. (pg 14) ‘not knowing the indication for which the prescription was administered …’  

 

10. The statement referring to the prescription of off label bz, such as zopiclone, alprazolam etc, as 
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medications ‘without clear evidence of safety and effectiveness ‘ (p11) and a suggestion of ‘some 

potentially inappropriate prescribing’ seem a bit alarmist. . I accept that many of these bz are 

unlicensed in children and may well be prescribed off label, but given this is the situation with most 

paediatric medications, it seems unjust to single bz out in this regard. If this point is to be made, it 

should be set ion the correct context. Indeed the fact that the Irish prescribing is fairly similar to 

European further emphasises this point.  

 

a. We have removed the analysis (pg 9 line 218) and discussion (pg 13 line 327 -) section which 

relates to safety of prescribing, we also removed table 3 as this relates to safe prescribing. We 

reference off-label prescribing in the discussion and the limitations section.  

 

11. Table 5 should not be inserted within the discussion section, but part of results. (there are 

probably too many tables, perhaps just present the main ones.  

a. Table 3 has been removed and the reference to table 4 has been moved to the results section  

 

 

12. The systematic review (p12) should be referenced (30) at first mention. When citing other studies, 

it would be helpful to ensure clarity in which were paediatric or adult or animal, for eg p13, the bz and 

fluoxetine study (ref 32) was in mice  

 

a. These changes have been made on page 12 and 13 
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