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VERSION 1 - REVIEW 

REVIEWER Sheerin, Neil 
Newcastle University 

REVIEW RETURNED 15-Aug-2013 

 

GENERAL COMMENTS The authors provide a review of the current evidence for the use of 
eculizumab in the treatment of atypical HUS. There is very limited 
data (2 prospective non-randomised trials and one retrospective 
case series). The two prospective reviews were recently published.  
The manuscript is informative and well written. The main issue is 
that there is such a small amount of data available to perform a 
systematic review. Therefore much of the manuscript is a description 
of the recent NEJM publication with some relevant and appropriate 
criticisms of trial design and data analysis.  
The statement about safety of plasmapheresis should be clarified. A 
mortality of 1 in 10000 is quoted. Is this 1 in 10000 procedures or 
patients treated? There should also be a comment about safety in 
children and difficulties relating to access to deliver plasma based 
therapy in small children. 

 

REVIEWER Mache, Christoph 
Medical University Graz 

REVIEW RETURNED 19-Aug-2013 

 

GENERAL COMMENTS 1. The diagnostic triad of haemolytic uremic syndrome usually 
comprises renal impairment - oliguria or anuria may not be present 
in every patient.  
 
2. In the Introduction the incidence of CFH mutations in aHUS is not 
given.  
 
3. As this review focuses on "eculizumab in aHUS", the term "aHUS" 
should be avoided for other forms of genetically determined HUS 
without evidence of complement activation (e.g. involving a defective 
cobalamin pathway). Although DGKE nephropathy was originally 
published as a new form of "aHUS", no complement activation was 
found and one patient was described as resistant to eculizumab.  
To avoid misinterpretation due to terminology, the corresponding 
sentences should either be clarified or deleted.  
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4. Regarding "previous best practice" - The authors should pay more 
attention to aHUS associated with autoantibodies against CFH, 
leading to an acquired complement regulatory deficiency. The 
currently available data on treatment are insufficient to draw any 
conclusion. However, in the past some patients have been reported 
who did well with combination treatment (plasma exchanges and 
immunosuppression) to reduce the CFH autoantibody titer and 
remained TMA-free.  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1 Prof Neil Sheerin  

1. “The statement about safety of plasmapheresis should be clarified. A mortality of 1 in 10000 is 

quoted. Is this in 1 in 10000 procedures or patients treated?  

Thank you for this comment seeking clarification.  

Text has been amended to state ‘1 in 10,000 plasma exchange procedures’ and an additional 

reference to the primary data source has been added (Rock G, Clark, B The Canadian Apheresis 

Registry. Transfusion and Apheresis Science 29 (2003) 167-177  

 

2. There should also be a comment about safety in children and difficulties relating to access to 

deliver plasma based therapy in small children.”  

A comment has been added:  

Plasmapheresis in children has recently been reviewed. It can be performed safely but has additional 

technical challenges. There are high rates of catheter-related thrombosis and infections and a need to 

modify treatment to avoid complications from the relatively large extracorporeal blood volumes 

needed to use the automated apheresis equipment. (Carter CE, Benador, NM Therapeutic plasma 

exchange for the treatment of pediatric renal disease in 2013 Pediatr Nephrol DOI10.1007/s00467-

013-2479-7)  

 

Reviewer 2 Dr Christoph Mache  

1. “The diagnostic triad of haemolytic uraemic syndrome usually comprises renal impairment – 

oliguria or anuria may not be present in every patient.”  

Oliguria or anuria has been deleted  

2. “In the Introduction the incidence of CFH mutations in CFH in aHUS is not given.”  

Amended to 20-30%  

 

3. “As this review focuses on “eculizumab in aHUS,” the term “aHUS” should be avoided for other 

forms of genetically determined HUS without evidence of complement activation (e.g. involving a 

defective cobalamin pathway). Although DGKE nephropathy was originally published as a new form 

of “aHUS”, no complement activation was found and one patient was described as resistant to 

eculizumab. To avoid misinterpretation due to terminology, the corresponding sentences should either 

be clarified or deleted.  

We thank the reviewer for this comment and agree with him regarding the need to differentiate 

complement-mediated aHUS from other genetically mediated forms of HUS which, having non-

complement based aetiologies, are unlikely to respond to complement inhibitor treatments such as 

eculizumab.  

 

To increase clarity as to our meaning here, we have changed the use of aHUS to  

Mutations causing an aHUS-like phenotype are also reported in non-complement pathway genes, ….  

 

4. “Regarding “previous best practice” – The authors should pay more attention to aHUS associated 

with autoantibodies against CFH, leading to an acquired complement regulatory deficiency. The 

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2013-003573 on 4 N

ovem
ber 2013. D

ow
nloaded from

 

http://bmjopen.bmj.com/


currently available data on treatment are insufficient to draw any conclusion. However, in the past 

some patients have been reported who did well with combination treatment (plasma exchanges and 

immunosuppression) to reduce the CFH autoantibody titre and remained TMA free.  

A paragraph about management of anti-factor H HUS has been added  

In those with factor H autoantibody mediated aHUS, the antibody titre often rise after plasmapheresis 

is discontinued and aHUS recurs. The chance of relapses may be significantly reduced by the 

addition of immunosuppressive therapy to plasmapheresis. The choice of agent is not currently 

standardised but has included steroids, mycophenolate mofetil, cyclophosphamide and rituximab. (ref 

4 Loirat and Fremeaux-Bacchi) 
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