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VERSION 1 - REVIEW 

REVIEWER Koen Devriendt 
Center for Human Genetics Leuven, Belgium 

REVIEW RETURNED 15-Feb-2016 

 

GENERAL COMMENTS This a clear report on three families with a HUWE1 pathogenic 
mutation.  
Two famillies previously had a 'clinical' diagnosis of a distinct entity, 
now proven to be the result of a HUWE1 mutation.  
This adds to our knowledge of XLID and our understanding of 
HUWE1 function and its relation to ID.  

 

REVIEWER Hilde Van Esch 
KU Leuven  
Belgium 

REVIEW RETURNED 24-Feb-2016 

 

GENERAL COMMENTS In this study Friez and co-workers describe 3 novel families with a 
mutation in HUWE1. In addition, they show that JMS and Brooks 
syndrome are allelic.  
I have some minor points as to improve the paper:  
- the manuscript is a little bit confusing in the sense that the authors 
use 3 different names for the respective families: e.g. either "JMS", 
"K9149" or Family 1. It would be better that they use one name 
throughout the manuscript.  
- please adapt lay-out of Table 1  
- "undergrowth" should be growth retardation  
- in the clinical reports: please use standard deviations for growth 
parameters  
- who did the ATRX mutation analysis? was this done by the authors 
themselves? not mentioned in the method section  
- discussion is rather long, especially since authors repeat all the 
clinical features present in the reported patients carrying a HUWE1 
mutation; also in introduction and abstract, please avoid repetition  
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REVIEWER Vinodh Narayanan 
TGen: The Translational Genomics Research Institute  
Phoenix, AZ USA 

REVIEW RETURNED 07-Mar-2016 

 

GENERAL COMMENTS Authors should clarify which individuals (specify all of them) in family 
1, 2, and 3 were subjected to NGS sequencing. They say that one 
affected male in family 1, and one affected male in family 2 were 
sequenced. They state that the HUWE variant in family 1 was the 
only one identified.  
It would be nice to know if individuals III-2 and IV-4 both sequenced 
in family 1; was comparison of genotypes across all of the XLID 
gene panel done for these two individuals?  
Same question for Family 2 - were individuals II-2 and III-1 both 
sequenced or only one; the other one verified by targeted Sanger 
sequencing.  
There is no information provided as to which individuals were 
subject to NGS in family 3.  
 
This paper emphasizes the importance of defining the genetic cause 
of various syndromes, studying phenotypic heterogeneity, and 
understanding the biological basis of this phenotypic variability. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1  

1. This reviewer only has positive comments and no suggested revisions.  

 

Reviewer 2  

1. “the manuscript is a little bit confusing in the sense that the authors use 3 different names for the 

respective families: e.g. either "JMS", "K9149" or Family 1. It would be better that they use one name 

throughout the manuscript ”  

We agreed that the use of a single way of noting the families with JMS and BS would be less 

confusing. Therefore, once we establish that families K9149 and 9223 represent the original families 

described with JMS and BS respectively, we employed the kindred number to refer to these two 

families.  

2. “please adapt lay-out of Table 1”  

In response to this request, we have reformatted the layout of Table 1 as requested by the Journal.  

3. ““undergrowth” should be growth retardation”  

We have substituted “growth retardation” for “undergrowth”.  

4. “In the clinical reports: please use standard deviations for growth parameters”  

The intent of this request was not clear. We do indicate the percentiles for the growth parameters. 

Therefore, we left them as originally written.  

5. “Who did the ATRX mutation analysis? was this done by the authors themselves? not mentioned in 

the method section”  

We now clearly state that the sequencing of the ATRX gene in an affected male (III-2) in K9149 was 

conducted at the GGC.  

6. “Discussion is rather long, especially since authors repeat all the clinical features present in the 

reported patients carrying a HUWE1 mutation; also in introduction and abstract, please avoid 

repetition”  

We acknowledge the fact that we did have repetition in the Discussion regarding the clinical features. 

Thus, this section has been significantly reduced and instead of a long narrative we refer to the 
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clinical features listed in Table 1.  

Reviewer 3  

1. “Authors should clarify which individuals (specify all of them) in family 1, 2, and 3 were subjected to 

NGS sequencing. They say that one affected male in family 1, and one affected male in family 2 were 

sequenced. They state that the HUWE variant in family 1 was the only one identified.”  

This reviewer raised a very good point. The manuscript now clearly states who was sequenced in 

each of the three families.  

2. “It would be nice to know if individuals III-2 and IV-4 both sequenced in family 1; was comparison of 

genotypes across all of the XLID gene panel done for these two individuals?”  

We clearly state that only a single male, III-2, was sequenced in K9146 (family 1). Thus, no 

comparison across all of the XLID gene panel was done.  

3. “Same question for Family 2 - were individuals II-2 and III-1 both sequenced or only one; the other 

one verified by targeted Sanger sequencing.”  

We clearly state that only affected male III-1 was sequenced in K9223 (family 2).  

4. “There is no information provided as to which individuals were subject to NGS in family 3.”  

We now clearly indicate that only affected male II-3 was subjected to X exome sequencing. 

 

VERSION 2 – REVIEW 

REVIEWER Hilde VAN ESCH 
KU Leuven  
Belgium 

REVIEW RETURNED 05-Apr-2016 

 

GENERAL COMMENTS I am satified with the changes that the authors did.  
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