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VERSION 1 - REVIEW 

REVIEWER Dr Simon Hickman 
Royal Hallamshire Hospital  
Sheffield  
UK 

REVIEW RETURNED 07-Aug-2015 

 

GENERAL COMMENTS This paper discusses the protocol which has been used in the 
randomised controlled trial of amiloride in acute optic neuritis.  
 
The trial design has already been subject to peer review and 
therefore I have nothing further to add in regards to this.  
 
I have a few comments to make regarding one part of the paper 
though:  
 
Atypical optic neuritis  
 
This is a catch-all, essentially designed to catch all those 
inflammatory optic neuritides that are not idiopathic demyelinating or 
multiple sclerosis-associated optic neuritis. It is not an ideal term, but 
there has been a failure to agree the nosology of the different forms 
of optic neuritis. CRION refers to chronic relapsing inflammatory 
optic neuropathy.  
 
Although anterior ischaemic optic neuropathy is in the differential 
diagnosis of optic neuritis I would not include it under atypical optic 
neuritis as it is not an inflammatory disorder.  
 
In practice in most parts of the UK, atypical optic neuritis is probably 
rarer than stated. The papers quoted included London that has a 
very diverse population, with a skewed population again that attends 
Moorfields Eye Hospital.  
 
Aquaporin 4 antibodies are only 76% sensitive to detect 
neuromyelitis optics, therefore following the clinical course of the 
patient is also important.  
 
What is often more important is optic nerve compression. Two 
patients entered into the Optic Neuritis Treatment Trial had 
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compressive optic neuropathies. If the patients are randomised 
before they are imaged then this may be a more important reason 
for dropping out of the study.  
 
I think the drop-out rate calculation is more useful to account for 
failure of retention within the study. 

 

REVIEWER James Overell 
Institute of Neurological Sciences  
Queen Elizabeth University Hosptital 

REVIEW RETURNED 09-Aug-2015 

 

GENERAL COMMENTS My only concern regards the recruitment of patients with existing MS 
who are subsequently escalated to immune modulating therapy such 
as fingolimod or natalizumab, which could influence the outcome 
measures. The authors state, on page 16:  
 
'It is likely that patients found to have NMO as described above will 
be given further medications that are potential confounding factors 
(listed in exclusion criteria) and they will not be included in the main 
ITT analysis. Therefore, randomisation will continue until a total of 
46 participants have been randomised and reached the 4 week point 
without being diagnosed with NMO. It is thought that a maximum of 
8% of participants randomised could have NMO, increasing the 
possible sample size to 50.'  
 
So, consideration has been given to those patients with NMO who 
start immune modulating therapy after presentation and 
randomisation. I think in the modern era the same concerns should 
apply to MS patients. Many patients on interferon and glatiramer 
who relapse will escalate (certainly within 6 months) to fingolimod, 
which could influence both primary and secondary outcome 
measures. Similarly escalation to alemtuzumab or natalizumab could 
do the same. The inclusion criteria do not allow randomisation when 
taking any immune modulating therapy other than interferon or 
glatiramer, but it seems likely to me that MS patients may be started 
on other agents (dimethyl fumarate, teriflunomide) that could 
influence the outcome measures during the course of the trial, and 
given the small sample sizes this is likely to create imbalance in the 
comparison groups.  
 
I think consideration should be given to this issue in the sample 
sizing and power calculations, or the inclusion criteria should be 
changed.  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1 response:  

Many thanks for your comments.  

We agree that atypical optic neuritis represent a heterogeneous group that are difficult to characterise 

pathologically. Thank you for pointing out that the distinction between optic neuritis and ischaemic 

optic neuropathies should be clearer in the manuscript and have amended page 13/14 to reflect this.  

Given the above comments regarding the heterogeneity and degree of clinical uncertainty regarding 

atypical optic neuropathies, ascertaining the incidence of atypical optic neuropathy within a non-

specialist setting is as stated, a difficult task. We agree that the published literature may not be 

representative of the incidence within our recruitment population. However, for the purposes of 
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statistical powering, our estimation of 10% incidence is an appropriately conservative measure and 

consistent with current evidence.  

With regard to the sensitivity of Aq-4 Abs and antibody-negative NMO, we agree that this is a concern 

and clinical vigilance and appropriate follow-up is of paramount importance. Subsequent diagnosis of 

NMO would be excluded from the ITT analysis as stated.  

 

We agree entirely that compressive optic neuropathies should be excluded from the trial. As per 

protocol all participants receive an MRI prior to randomisation. The identification of compressive optic 

neuropathy will preclude their entry into the trial on the basis of the existing eligibility criteria and 

therefore do not propose to amend these. However, we have clarified this issue on p9 and thank the 

reviewer for drawing our attention to this fact.  

 

Reviewer 2 response:  

Many thanks for highlighting the important issue of NMO and the changing role of 

immunosuppression in multiple sclerosis and how it could affect our trial.  

For purposes of clarity, we highlight NMO in the protocol as not only does it represent a differing 

pathophysiology but also retinal and OCT characteristics to MS related optic neuritis. Therefore, whilst 

amiloride is unlikely to be harmful to these patients; we felt that including NMO patients in the cohort 

represented a potential confounding factor that we could relatively easily control through serological 

testing and clinical follow-up.  

The reviewer makes an excellent comment in regard to the widening disease-modifying therapeutic 

options for relapsing remitting MS and their impact on recruitment and trial outcomes. However, 

therapies such as dimethyl fumarate, teriflunomide and alemtuzumab were not available in the UK 

during the majority of the recruitment period and do not represent a significant confounding factor for 

this trial.  

The potential for disease modifying treatment to impact on outcome measures is also noteworthy and 

we thank the reviewer for raising this point. However, in our clinical experience it is unusual for 

patients with ON, especially as the majority present as CIS, to be escalated within the time window 

associated with RCG loss (less than 3 months). In addition, when assessed, existing immune-

modulating treatments such as B-interferon have not been shown to affect RNFL in optic neuritis (see 

Suhs et al)1 justifying these therapies within the trial criteria. Whilst newer agents such as dimethyl 

fumarate and fingolimod have shown neuroprotective benefits in animal models robust translatable 

evidence of neuroprotection in human studies remains to be demonstrated. Therefore, in summary, 

we thank the reviewer for highlighting this issue which we feel is relevant to powering and inclusion 

criteria for future studies examining neuroprotective therapies in acute optic neuritis.  

 

1. Suhs K, Hein k, Pehlke JR, Käsmann-Kellner B, Diem R. Retinal nerve fibre layer thinning in 

patients with clinically isolated optic neuritis and early treatment with interferon-beta. Plos one 2012; 

7(12) 
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