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VERSION 1 - REVIEW 

REVIEWER Dr. Anette Forsberg  

Family Medicine Research centre 
Örebro university 

Family Medicine Research Centre 
Örebro County Council 
Örebro 
701 16 
Sweden 

 

GENERAL COMMENTS The paper reports a prospective study on the effect of anxiety on the 

outcome of GBS (ventilatory support).  In a consecutive series of 

105 patients, anxiety level (measured with 3 different rating scales) 

was relatively high and was related to the subsequent use of 

ventilator support. 

The authors conclude that anxiety should be recognized and treated 

in GBS patients. 

I have some questions: 

1) There was a difference between the delay to admissions 
and the presence of anxiety? 
2) Anxiety scores were correlated to a series of factors, such as 

disability score, bulbar dysfunction, etc. Could the authors also 

correlate anxiety with the progression rate of disability (a patient 

could be more anxious if the disease is more rapidly progressing). 

An analysis of this correlation would add important information to the 
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paper. 

 

 

 

REVIEWER Dr. Arias GÖmez Manuel  

HCUComplexo Hospitalario Universitario de Santiago 
Neurology 
C Choupana sn 
Santiago de Compostela 
15706 
Spain 

 

 

GENERAL COMMENTS Sharshar T et al reported that anxiety in GBS patient is associated 

with subsequent mechanical ventilation, in addition to those reported 

so far. 

 

 This paper is a laborious work, however, uncertainty seems obscure 
to some extent.  I do not understand the difference between 
uncertainty and anxiety. I think that the anxiety or uncertainty is 
dependent on inherent stress tolerance of each patient. 
Besides, I wonder that same information about the progression of 

GBS is given to each patient in this study. 

Minor criticisms 

1. Which is the correct number of patients included in this 
study, 105 (abstract) or 110 (text and table) ? 

2. There are two periods in the last sentence in Page 13. 
3. There are no explanations for abbreviations (VC and MV) in 

the abstract. 
4. Although authors had carried out electrophysiological study and 

measurement of serum anti-ganglioside antibodies, these data are 

not shown in this paper.  There are some reports saying the 

relationship between anti-gangloside antibodies and respiratory 

failure in GBS patients. 

 

 

 

- The manuscript received a third review at JNNP but the reviewer did not give permission for 
their comments to be published. 
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VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1 

Comments to the Author 

The paper reports a prospective study on the effect of anxiety on the outcome of GBS (ventilatory 

support).  In a consecutive series of 105 patients, anxiety level (measured with 3 different rating 

scales) was relatively high and was related to the subsequent use of ventilator support. 

The authors conclude that anxiety should be recognized and treated in GBS patients. 

I have some questions: 

2) There was a difference between the delay to admissions and the presence of anxiety? 
Reply - We did not find any correlation between delay to admission and VAS-anxiety (r=-0.09 (-0.27 

to 0.10), p=0.37), Dyspnea-VAS (r= -0.31 (-0.47 to -0.13), p=0.001) and uncertainty (r=0.03 (-0.23 to 

0.29), p=0.84). This is now mentioned in the revised manuscript.  

As shown in Table 3, delay to admission was not correlated with STAI (r=-0.09 (-0.28 to 0.010), 

p=0.34) and GBS questionnaire (r=-0.002 (-0.19 to 0.18), p = 0.98).  

 

2) Anxiety scores were correlated to a series of factors, such as disability score, bulbar dysfunction, 

etc. Could the authors also correlate anxiety with the progression rate of disability (a patient could be 

more anxious if the disease is more rapidly progressing). An analysis of this correlation would add 

important information to the paper. 

Reply – As answered in the previous question, we did not find We did not find any correlation 

between delay to admission and VAS-anxiety, Dyspnea-VAS and uncertainty, delay to admission 

being a marker of progression rate. Indeed, delay to admission shorter less than 7 days has been 

shown to be predictive of subsequent respiratory failure (Sharshar et al Crit Care Med 2003). This is 

now mentioned in the revised manuscript. 

Reviewer: 2 

Comments to the Author 

Sharshar T et al reported that anxiety in GBS patient is associated with subsequent mechanical 

ventilation, in addition to those reported so far. 

 

 This paper is a laborious work, however, uncertainty seems obscure to some extent.  I do not 

understand the difference between uncertainty and anxiety. I think that the anxiety or uncertainty is 

dependent on inherent stress tolerance of each patient.   

Reply - Anxiety and uncertainty are different, although linked. There are different reasons to be 

anxious. Certainly, uncertainty is major anxiogenic factor, especially in a disease whose course is not 

easily predictable, but it is not the only one. We thought that intensity of anxiety should be evaluated 

but also its object (i.e. of what the patient is anxious). This is why we have asked the patients if his 

anxiety was mainly explained by uncertainty, pain, breathlessness or weakness and we have 

developed the GBS questionnaire.  
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Besides, I wonder that same information about the progression of GBS is given to each patient in this 

study. 

Reply - Although As stated in the methods section, we acknowledged the information about the 

diagnosis and progression of GBS from the physician could have had the effect of increasing or 

decreasing anxiety. As mentioned, “the information was given by the physician in charge of the 

patient. Although communications could not be completely standardised, the clinical team were 

trained to make it clear that GBS could progress to an uncertain degree including the possibility of 

paralysis and need for mechanical ventilation, despite plasma exchanges or infusion of high-dose of 

intravenous immunoglobulin (IvIg). All physicians had clinical experience with GBS patients and 

specific training on its pathophysiology, clinical course and treatment”. 

Therefore, we are convinced that information was similar among patients.  

Moreover we have discussed some arguments that are against an influence by physician’s 

information. First, vital capacity (VC), one of the most powerful predictors, was not significantly 

different between patients who did or did not subsequently require MV. Moreover, additional risk 

factors such as inability to lift the head, facial palsy and bulbar dysfunction were not more frequently 

present in patients who subsequently were mechanically ventilated. This suggests that patients were 

at a relatively early stage of GBS course at a point where the physician could not reliably predict 

outcome and thus systematically cause an increase in anxiety in those patients who went on to be 

intubated. This is supported by the fact that the delay between GBS onset and admission was shorter 

in the current study than in previous ones carried out in our department.  

However, we “tempered” these statements by writing that “Despite these arguments, we acknowledge 

that we are not able to determine in what extent medical information might have influenced patient 

responses. Assessment of anxiety before and after medical information was given might have been 

interesting but would have been hard to implement in routine clinical practice and of limited use since 

most patients have already received some information about GBS before being admitted to ICU and 

are therefore not naïve”.   

 

 

Minor criticisms 

1. Which is the correct number of patients included in this study, 105 (abstract) or 110 (text and 
table) ? 

Reply - 110 patients have been included.  

 

2. There are two periods in the last sentence in Page 13. 
Reply -This is now corrected. 

 

3. There are no explanations for abbreviations (VC and MV) in the abstract. 
Reply - These abbreviations are now explained in the abstract. 

 

4. Although authors had carried out electrophysiological study and measurement of serum anti-

ganglioside antibodies, these data are not shown in this paper.  There are some reports saying the 

relationship between anti-gangloside antibodies and respiratory failure in GBS patients. 
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Reply-These data are now provided. There was no difference between ventilated and non-ventilated 

patients in terms of anti-ganglioside antibodies.  

 

 

VERSION 2 – REVIEW 

REVIEWER prof. wolfgang müllges  
senior consultant neurologist and intensivist  
dpt. of neurology, university hospital, würzburg, germany 

REVIEW RETURNED 03-Jul-2012 

 

GENERAL COMMENTS congratulations to the authors who performed a very smart study on 
a large GBS patient cohort which are unique with respect to a 
progression to life threatening swallowing disturbance and 
ventilatory failure within few days. I think it´s now definite that 
patients better sense what is dangerous than crude medical tools 
and measures (vital capacity, head lifting) are able to predict, also 
explaining why the extent of anxiety with its indidual baseline and 
sensitivity is laess sensitive for predicting failure than the quality of 
uncertainty. Probably, this is a landmark study for patient approach 
not only in intensive care and not only for GBS. Interestingly, there 
are some new hints from cardiac failure research that point into the 
same direction.   
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