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VERSION 1 - REVIEW 

REVIEWER Adriano Chio 
University of Turin, Italy 

REVIEW RETURNED 15-May-2016 

 

GENERAL COMMENTS This a study on clinical phenotypes in a large series of ALS patients 
based on the Australian MND registry. S differential survival was 
observed in the various phenotypes. Also, the use of PEG and NIV 
was different according to the initial phenotype.  
This is an interesting paper, on a well-studied population of patients, 
and gives us useful information to improve our knowledge of ALS 
phenotypic heterogeneity.  
 
Some comments:  
1. Why were only patients with registered death considered for 
survival analysis? I suggest to assess and report also survival 
curves including censored patients.  
2. How many patients underwent tracheostomy?. This would be an 
interesting information due to the large difference of the frequency of 
tracheostomy in available studies.  
3. The discussion should also consider other relevant papers on 
ALS phenotypes (Ganesalingam J, et al. PLoS One. 2009; Chio et 
al, J Neurol Neurosurg Psychiatry, 2011; Statland et al, Neurol Clin 
2015). 

 

REVIEWER PN Leigh 
Brighton and Sussex Medical School, Brighton, UK 
 
I have collaborated and published with Professor Talman and others 
on this paper but have no ongoing collaboration or competing 
interest. 

REVIEW RETURNED 02-Jun-2016 

 

GENERAL COMMENTS Well-conducted clinic-based cohort study of ALS/MND natural 
history and phenotype.  
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This is a valuable addition to the already extensive literature from 
both population-based and clinic-based cohorts from around the 
world and the first major multi-Centre study of this type in Australia.  
 
Strengths: Confirmation that there is a significant diagnostic and 
treatment delay (figures in keeping broadly with studies from North 
America and Europe) and that certain phenotypes that have differing 
prognostic profiles can be recognised in the clinic.  
 
Weaknesses: This study has to be seen as confirmatory rather than 
as revealing significant new insights into the natural history or 
biology of ALS/MND.  
 
Comments:  
 
1. Table 1 – Suggest add % figures for phenotypes and EE 
categories (although present in the text).  
 
2. Understandably, the Australian register (AMNDR) only was able 
to recruit an estimated 35% of all likely incident cases in Australia- it 
might be more helpful to have an estimate of the likely population 
base of the 10 clinics that contributed to the register as a way to 
estimate population cover.  
 
3. What was the template for follow-up assessments and what was 
data completeness and accuracy – did the authors audit the data 
against source files, for example?  
 
4. What were the El Escorial ‘Suspected’ Group comprised of? What 
became of these during follow-up? What was the diagnostic delay in 
this group? It would be interesting to know how the EEC correlated 
with the Flail limb categories- judging by the criteria in Fig. 1 many 
would be expected to be ‘Suspected’ at diagnosis, but to evolve into 
‘higher’ categories with disease progression?  
 
5. In relation to the ‘Undifferentiated’ group, they comment that this 
represents a ‘holding group’ for patients for whom information was 
lacking or for whom there was diagnostic uncertainty. Why could this 
group not be given an EE category- and how did they tally with the 
EEC Suspected patients? This requires clarification in the text. What 
was their survival profile?  
 
5. How was the date of death certified? Was there confirmation by 
death certificate or similar?  
 
6. There are differences in the definitions of phenotype in the 
literature, especially the ‘flail limb’ syndromes. Some comment is 
required to place this study in the context of previous papers on the 
natural history of these phenotypes.  
 
7. There is perhaps insufficient information in the methods section 
on the statistcial analysis, although this is pretty straight forward in 
terms of population characteristics and survival. 
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REVIEWER P Couratier 
ALS Center Limoges University Hospital France 

REVIEW RETURNED 10-Jun-2016 

 

GENERAL COMMENTS Interesting paper that collected clinical data of ALS patients 
concerning phenotype and evolution at a national level. However 
this cohort represents about one third of the total ALS population 
over Australia during the studied period of time. Results do not really 
bring new advances in the field of the natural history of ALS.  
The authors have to specify more precisely clinical features that 
allow to define clinical phenotypes. This concerns flail arm and flail 
leg patients. For flail leg patients it is usually admitted that patients 
have a distal deficit in the lower limbs. Could the authors argue that 
they do not isolate ALS associated with FTD and rare respiratory 
forms?  
How many PLS forms became ALS during the evolution?  
Concerning El Escorial criteria when were they defined? Time of 
diagnosis? During the evolution?  
The authors have to discuss the organisation of ALS care in 
Australia but also discuss the percentage of gastrostomy 
placements and NIV as compared with literature. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1.  

1. Figure 1 has been re-done to align with the reviewers comments: ."Kaplan-Meier curves of patients 

censored at the time of death according to clinical phenotype. " All patients included in the analysis.  

2. Tracheostomy. We have no reports of tracheostomy in the observational cohort. There is a field to 

enter this information in the cohort registration and assessment CRF’s but no notifications have been 

entered.  

3. The suggested references have been included and discussed, line- of revised manuscript. Pages 9 

lines 52-57 page 10 line 3-  

 

Reviewer 2.  

1. As indicated by the reviewer the percentages are in the text of the document, Table 1 has been 

altered and the percentages are in the table (including them in the table is a concern as it makes the 

table cluttered).  

2. This is a good point, however the aim is to use other methodologies in subsequent analyses to 

estimate prevalence and incidence. This will be analysed after the National adoption of opt-out 

registration. Each state has an MND clinic and advocacy organisation that services the state 

supporting people with MND. This structure combined with the most up to date population estimates 

from the Australian population census data will enable more accurate estimates of incidence and 

prevalence.  

3. A clinical report form was used for each follow-up assessment which was used in conjunction with 

the initial registration CRF. An audit of source data from the medical files was conducted in 2012 

covering 10% of all registrations. Errors in dates and information entered into data fields were less 

than 1%.  

4. We have not gone into the detail of the transition of the phenotypes according to El Escorial as we 

felt this was out of scope for this paper. The El Escorial progression of all phenotypes including flail 

would be part of subsequent analyses. This would be combined with health service utilization and 

timing of interventions with analyses of factors most influencing survival.  

5. “The undifferentiated entity provided a clinical “holding pattern” for those cases where there was 

diagnostic uncertainty and an inability to allocate a clinical phenotype based on the entered data” 

more detailed analyses of the progression of this group again was thought to be out of scope for this 
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paper. It will be closely analysed in subsequent papers with enhanced information regarding the 

“spread” of disease and progression through the El Escorial criteria or indeed disease staging 

parameters.  

Their survival profile (Kaplan Meier ) looks very close to ALS cervical and lumbar onset. Clarification 

is on page 8- lines 12-15  

The date of death was certified by the clinics registering the patients and information from the Motor 

Neuron Disease associations in each state. In Australia the vast majority of patients with MND join the 

MND associations of each state as they have funding to provide support, services and equipment for 

patients, this combined with clinic attendance means most patients are followed until death with very 

few being lost to follow up.  

6. Hopefully this is covered in Figure 1 and legend and references 17 and 19.  

7. As noted by the reviewer the statistics are straight forward and involving using standard statistical 

methodologies (Kaplan Meier median and standard deviations estimations).  

 

Reviewer 3.  

The criteria for grouping the patients is detailed in the Methods section and in the legend to figure 1. 

We have revised the manuscript to provide more detail as requested in the legend to figure 1.  

The definitions of the flail arm and leg phenotypes is an issue primarily around the wasting 

commencing proximally or distally. We have attempted to clarify our criteria as also requested by 

reviewer 2. Figure 1 and Legend, page 5 line 37-46 revised manuscript.  

 

We pre-specified that PLS must only have upper motor neuron signs, in all three segments, to be 

classified as PLS. We have clarified this in figure 1 Line ii of the revised manuscript. Those that did 

not fulfil this criteria remained undifferentiated. We have as yet not analysed those “potential” 

PLS/ALS patients to determine if they transitioned to ALS or PLS.  

 

The El Escorial criteria where assigned at the time of registration and updated if any further clinical 

assessment forms were submitted; page 5 line 37-48. The most up to date El Escorial assessment 

was used for each patient in the analysis.  

 

The organisation of ALS care in Australia has been further detailed in the methods paragraph 1 Line 

31-36 page 4. “In Australia the vast majority of patients with MND join the MND associations of each 

state as they have funding to provide support, services and equipment for patients, this combined with 

clinic attendance means most patients are followed until death.”  

 

Gastrostomy and NIV rates compared to the literature are discussed and referenced page 9 line 21-

43. 

VERSION 2 – REVIEW 

REVIEWER Adriano Chio 
'Rita Levi Montalcini' Department of Neuroscience, University of 
Torino, Italy 

REVIEW RETURNED 20-Jul-2016 

 

GENERAL COMMENTS Talman and colleagues have examined the phenotypic 
characteristics of a large series of ALS patients attending several 
ALS centers in Australia. Most of patients were allocated to 5 
phenotypes. Flail limb phenotypes clearly differed from more classic 
phenotypes (bulbar, cervical and lumbar onset). In particular, flail 
limb phenotypes had a longer median time to diagnosis and 
underwent less frequently PEG.  
The group should be congratulated for their decision to make their 
data publicly available.  
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I have a few comments:  
1. How many patients underwent tracheostomy? Were there 
differences between the phenotypes in the rate of trachesotomy?  
2. Were there differences in term of milestones between the 
collaborating centers?  
3. Table 1. Gender ratio should be also reported as 1:X to make 
more readable the information. 

 

REVIEWER PN Leigh 
Brighton and Sussex Medical School, UK 
 
None other than a previous collaboration with some of the authors- 
none on-going. 

REVIEW RETURNED 03-Aug-2016 

 

GENERAL COMMENTS It is fine but is confirmatory rather than adding substantially new 
insights  

 

REVIEWER Phillipe Couratier 
ALS Center Limoges France, Inserm U1094 

REVIEW RETURNED 26-Jul-2016 

 

GENERAL COMMENTS The authors have answered to the queries made by the reviewers. 
They clearly defined that this research is observational and could be 
a first step to put in place a registry. Their results confirm the 
heterogeneity of clinical phenotypes of ALS patients. The paper has 
greatly improved.  

 

VERSION 2 – AUTHOR RESPONSE 

In response to Reviewer 1,  

 

1. No patients in this cohort Registry underwent tracheostomy, a sentence has been included in 

results section of the document stating this. In fact within Australian it is normal practice not to 

perform tracheostomy in confirmed MND/ALS patients.  

2. Each contributing center had information of their rates and timing of interventions and milestones 

compared to the to the aggregated national average. This was perceived as sensitive information that 

with agreement may be published in the future.  

3. Table 1 has been altered to present the gender ratio's as requested. 

 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-2016-012054 on 30 S

eptem
ber 2016. D

ow
nloaded from

 

http://bmjopen.bmj.com/

