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VERSION 1 - REVIEW 

REVIEWER Collongues 
University Hospital of Strasbourg 

REVIEW RETURNED 16-Feb-2016 

 

GENERAL COMMENTS This study raises an interesting question on a dimension that is 
rarely reported in NMO. Results are preliminary and need to be 
considered as a first step. The validation of such PROM needs 
complementary data that are recommended and should be included 
in the discussion as follows:  
1. correlation with other known measures like EDSS for example  
2. correlation between measures in the PROM  
3. Reproducibility for a same patient  
4. Sensibility to change.  

 

REVIEWER Ingo Kleiter 
Department of Neurology, St. Josef-Hospital, Ruhr-University 
Bochum, Germany 

REVIEW RETURNED 20-Feb-2016 

 

GENERAL COMMENTS This manuscript describes the development of a patient-reported 
outcome measure (PROM) for neuromyelitis optica (NMO). NMO is 
a rare disease but has gained much attention in the recent years in 
neurology, because it could serve as a model disease for antigen-
driven CNS inflammation. Since up to now there has been no 
instrument for self-assessment of symptoms and outcomes in NMO, 
the proposed PROM is a very welcome tool for clinical research in 
this disease. Furthermore, after validation it might be used in the 
general clinical setting. The PROM has been created according to 
current guidelines and NMO patients were included at various 
stages of development and validation.  
 
Generally I found that the manuscript is well written and uses sound 
methods, but I also have some remarks and questions:  
 
1. Were patients diagnosed according to the revised 2015 NMOSD 
criteria (page 6, ref 18 seems to be wrong)? If yes, the number of 
patients with AQP4-IgG-positive and –negative NMOSD should be 
given. If a significant proportion of the patients was AQP4-IgG 
negative it might be beneficial to stratify both groups, because 
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AQP4-IgG negative patients are arguably a more heterogeneous 
group than AQP4-IgG-positive NMOSD.  
2. Is it correct that at different stages of the project different groups 
of NMO patients participated? I think that patient selection and 
demographic data of these different groups should be described 
more clearly.  
3. Is the level of education known from the patients? This would be a 
relevant information to assess cognitive capabilities and 
generalisability of the findings.  
4. How did the authors address the fact that some NMO patients 
have very poor vision close to blindness and might not be able to 
read the PROM on their own? Were these patients excluded from 
the study? What measures do the authors propose to make the 
PROM accessible to those patients?  
5. I was surprised that no question covering spasticity “survived” 
validation of the questionnaire.  
6. Since NMO and MS share many symptoms, I would have found it 
informative to read a short introduction or discussion about some of 
the PROMs developed for MS. Were items from these PROMs used 
to develop the NMO PROM?  
7. How do the authors propose to use and disseminate the tool? 
Only in paper form or is it planned to generate electronic, web-based 
or social media-based forms?  

 

REVIEWER Michael Levy 
Johns Hopkins University  
Baltimore, MD, USA 

REVIEW RETURNED 16-Mar-2016 

 

GENERAL COMMENTS This is the first Patient Reported Outcome Measure that I have seen 
in NMO. With the launch of 3 worldwide studies, an outcome 
measure like this is critical for the field. The one limitation is that the 
survey tool has not been validated or vetted outside of the UK. 
Having reviewed the survey tool myself, I think the tool will work 
well.  
 
The one criticism I have is in regards to the impact of pain on quality 
of life. There is only question in this regard. However, there are other 
validated pain scales that can be applied to this patient population.  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1  

We agree that the complementary data comparisons identified by the reviewer should be part of the 

further validation. These are included in the discussion section as suggested by the reviewer. In the 

section Field Test 1 we specify examining the relationships between the PROM and other measures 

including disability, visual acuity and time since disease onset. In the section Field Test 1 we also 

propose correlation between measures in the PROM through internal consistency, content validity 

and Rasch analysis to assess fit and dimensionality. We propose a sensitivity to change in clinical 

status validation in the discussion section Field Test 2.  

 

Reviewer 2  

The reviewer makes a number of excellent remarks and requests which we have responded to 

individually:  

1. We have corrected the reference on page 6 to refer to the 2015 NMOSD criteria. We thank the 
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reviewer for drawing our attention to this. We have also included details of the number of AQP4-

antibody positive patients in the sample.  

2. The reviewer is correct that different groups of NMO patients participated at different stages of the 

project, as per PROM development guidance. We have added clinical and demographic data 

regarding the interview group as suggested to aid clarity.  

3. We did not collect data from NMO participants regarding education level so unfortunately can not 

include this. This could potentially be incorporated into the future validation studies to further inform 

generalizability of the findings.  

4. The reviewer makes an important point regarding completion of the questionnaire by visually 

impaired patients and we have included this as a limitation with recommendations for future 

examination of alternative media formats.  

5. The reviewer notes that no questions relating to spasticity were retained in the preliminary 

instrument. Item reduction, including questions relating to spasticity was undertaken with 

consideration of patient ratings of relevance and impact. We were therefore guided by the outcomes 

deemed most important to patients as well as consideration by clinical experts. As a PROM would not 

typically aim to be an exhaustive assessment of patient outcomes we would anticipate that clinicians 

and researchers would supplement the PROM with any further specific validated measures they 

deemed necessary based upon their requirements.  

6. The author correctly notes that a number of PROMS have been developed for use in MS. We have 

referenced the use of MS PROMS in NMO studies on page 3 of our manuscript, have provided 

examples of two commonly used MS PROMS, and have noted our experience that the use of these 

with NMO patients can be confusing and frustrating for some individuals. We have also noted in the 

manuscript that PROM guidance has highlighted the importance of developing disease specific 

measures. As noted on page 5 of our manuscript we identified 92 existing questionnaires considered 

potentially applicable to NMO patients. These included a number of MS measures that informed 

questions considered for use in the PROM. As we did not specifically seek to preference questions 

from MS PROMS over other generic or disease specific measures but to consider each on their 

relevance to NMO we are not able to provide a specific audit trail of questions originating from MS 

PROMS.  

7. The reviewer draws attention to an important consideration regarding dissemination. We have 

subsequently amended the manuscript to highlight the importance of considering and evaluating 

different dissemination formats including telephone administration and electronic / web based 

collection.  

 

Reviewer 3  

We note the reviewer’s criticism of there being only 1 pain question in the PROM. The number of 

questions relating to pain was reduced in accordance with the procedure followed, particularly due to 

patient input regarding the relevance and importance of items. The reviewer makes the salient point 

that other validated pain scales are available that could also be applied to this patient population and 

we would agree that the use of additional questionnaires by clinicians and researchers would enable 

more focussed assessments of specific NMO symptoms such as pain. 

VERSION 2 – REVIEW 

REVIEWER Michael Levy 
Johns Hopkins University, USA 

REVIEW RETURNED 01-Apr-2016 

 

GENERAL COMMENTS I supported acceptance of the first version of this manuscript. After 
reviewing the changes made, I continue to support acceptance of 
this manuscript.  
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