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VERSION 1 - REVIEW 

REVIEWER Dan Hawcutt 
University of Liverpool & Alder Hey Children's Hospital UK 

REVIEW RETURNED 19-Mar-2015 

 

GENERAL COMMENTS This is a well written and thorough systematic review of published 
studies that contain safety data for lamotrigine in children.  
 
Major points:  
 
1) Rash is clearly identified as the most commonly reported ADR, 
and responsible for the most discontinuations of the treatment. 
However, rash, as mentioned in the manuscript, is a highly variable 
phenomenon from mild and insignificant through to TEN/SJS. I 
calculate the percentage of discontinuations from rash is 42/252 
(16.6%) - so most of the rashes do not stop the medicine. Clearly it 
is more important to know the incidence of the more severe 
9SJS/TEN) rashes for clinicians using the medication - can this be 
separated out in the paper?  
2) The descriptions of the ADRs is not consistent throughout the 
paper. For example - Table 2 contains a long list of all the ADrs 
identified and the risks per 100 patients. However, Table 3 (ADRs 
leading to discontinuation) contains 3x ADRs that are not listed in 
table 2 (apnoea, parasthesia,disorientation).  
3) It is noted that children are more prone to skin rashes with LTG 
than adults. Was there any pattern in the data regarding the 
frequency of skin rash in the populations reported against age? If 
there is a peak age for rash it would be good to know. This may not 
be possible to extract from the source data but would be very useful 
clinical information if it could.  
 
Minor points  
 
1) Spelling mistake page 13 currently says "paraguesa" - google 
tells me it is "parageusa". 

 

REVIEWER Agustin Legido 
St. Christopher's Hospital for Children  
Drexel University College of Medicine  
Philadelphia, PA  
U.S.A. 
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REVIEW RETURNED 06-Apr-2015 

 

GENERAL COMMENTS This paper is very interesting particularly the description of the 
methodology, which could be applied to the study of side effects and 
adverse effects of other AEDs.  
Although the findings are predictable, the application of the analysis 
to a large number of patients from many studies is informative. 
Practical conclusions are also emphasized. Useful article for any 
pediatrician, neurologist or pediatric neurologist treating children with 
epilepsy.  

 

REVIEWER Victoria Allgar 
University of York, England 

REVIEW RETURNED 20-Apr-2015 

 

GENERAL COMMENTS Overall a well written paper utilising the appropriate analysis.  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1:  

 

Comment 1: the search ended late 2013 - if it can't be updated, please acknowledge this as a 

limitation  

 

Answer: The search has been updated to April 2015, a further case report was found.  

Comment 2: A second limitation is that only one author searched and selected the papers  

Answer: We have included this as a limitation in the discussion  

 

Reviewer 2  

 

Comment 1: Rash is clearly identified as the most commonly reported ADR, and responsible for the 

most discontinuations of the treatment. However, rash, as mentioned in the manuscript, is a highly 

variable phenomenon from mild and insignificant through to TEN/SJS. I calculate the percentage of 

discontinuations from rash is 42/252 (16.6%) - so most of the rashes do not stop the medicine. Clearly 

it is more important to know the incidence of the more severe 9SJS/TEN) rashes for clinicians using 

the medication - can this be separated out in the paper?  

 

Answer: Only 3 cases of SJS were identified from the studies. All resulted in treatment 

discontinuation. This has been included separately on table 2, with risk calculated. A sentence on this 

is also included in the text.  

 

Comment 2: The descriptions of the ADRs are not consistent throughout the paper. For example - 

Table 2 contains a long list of all the ADRs identified and the risks per 100 patients. However, Table 3 

(ADRs leading to discontinuation) contains 3x ADRs that are not listed in table 2 (apnoea, 

paraesthesia, disorientation).  

 

Answer: Apnoea, paraesthesia and disorientation were not included on table 2 because the table only 

included AEs with 2 or more cases. The table has been updated to include AEs with 1 report.  

 

Comment 3: It is noted that children are more prone to skin rashes with LTG than adults. Was there 

any pattern in the data regarding the frequency of skin rash in the populations reported against age? 
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If there is a peak age for rash it would be good to know. This may not be possible to extract from the 

source data but would be very useful clinical information if it could.  

 

Answer: This information is impossible to extract from the articles because the authors did not 

indicate the ages of children with rash .  

 

Comment 4: Spelling mistake page 13 currently says "paraguesa" - google tells me it is "parageusa".  

Answer: This has been corrected 
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