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BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to 

complete a checklist review form (http://bmjopen.bmj.com/site/about/resources/checklist.pdf) and 

are provided with free text boxes to elaborate on their assessment. These free text comments are 

reproduced below.   

 

ARTICLE DETAILS 

TITLE (PROVISIONAL) Visual dysfunction and its correlation with retinal changes in patients 
with Parkinson's disease: an observational cross-sectional study 

AUTHORS Polo, Vicente; Satue, Maria; Rodrigo, Maria Jesus; Otin, Sofia; 
Alarcia, Raquel; Bambo, Maria; Fuertes, Isabel; Larrosa, Jose; 
Pablo, Luis; Garcia-Martin, Elena 

 

VERSION 1 - REVIEW 

REVIEWER Ivan Bodis-Wollner 
Dept of Neurology  
Dept of Ophthalmology  
SUNY Downstate medical center, brooklyn NY 11203 
 
We have presented several posters over the last year and a half and 
now our apper is in print. In our study we looked at the combinaed 
diagnostic yield in PD using OCT,CS and VEP.  
I do not see any conflict (rather converging interests) , but I thought I 
mention it 

REVIEW RETURNED 01-Sep-2015  

 

GENERAL COMMENTS Congratulations.  
This study is well executed and documented, except summarizing 
patients’ medication histories is missing .  
An omission is NOT to have discussed other, already published 
papers by your group.  
See for instance :  
SATUE, M., BAMBO, M., GARCIA-MARTIN, E., FERRANDEZ, B., 
GIL-ARRIBAS, L. and ARA, M. (2012), Correlation between function 
and structure of retinal nerve fiber layer in Parkinson disease. Acta 
Ophthalmologica, 90: 0. doi: 10.1111/j.1755-3768.2012.4474.x  
 
 
Please list all of your previous relevant publications in your 
references and discuss them (briefly). Important would be to point 
out what is confirmatory and what is new in the current paper. 

 

REVIEWER Chiara La Morgia 
IRCCS Istituto delle Scienze Neurologiche di Bologna; Department 
of Biomedical and Neuromotor Sciences, University of Bologna 

REVIEW RETURNED 05-Sep-2015 

 

GENERAL COMMENTS Polo and coauthors describe in a cohort of 37 PD cases compared 
to 37 age-matched controls the presence of visual functional 
impairment (evaluated assessing visual acuity at different contrast 
levels, contrast sensitivity and color vision) in PD patients, which 
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correlates with structural abnormalities evaluated by optical 
coherence tomography (SD).  
This kind of results correlating function and structure in PD are 
interesting, but not completely novel. In fact, as correctly pointed out 
by the authors, other two studies, even though with smaller cohorts, 
using SD-OCT, already evaluated the correlations between 
functional and anatomical measurements. In particular, the study by 
Kaur and coauthors, quoted by the authors of this paper, included 
also other functional parameters such as visual evoked potentials, 
visual fields and multifocal ERGs. Based on this, the last sentence at 
page 5 “This is the first study demonstrating strong correlation 
between structural and functional visual parameters in PD patients” 
should be mitigated and restated.  
Besides this, there are other points that deserve comments:  
Major points  
1)The results on color vision should be more detailed and 
interpreted in the discussion  
2)In the discussion section the possible pathophysiological 
significance of the current results, in particular the correlation 
between CS and OCT measurements (GCC), should be better 
developed. The level of significance varies among the various 
parameters investigated (colour vision, visual acuity and CS) in 
relation to the structural data. This should be better interpreted and 
properly discussed.  
3)Demographics on the two cohorts (age, gender, disease duration, 
H&Y stage) should be reported in a separate table, including also 
SD values. Moreover, the UPDRS III score should be added in order 
to better evaluate the disease severity in the PD cohort.  
4)The authors included for each cohort a randomly selected eye. 
However, for PD, given the asymmetry of the degenerative process, 
it has been already demonstrated by others (La Morgia et al., 2013) 
a possible difference, in terms of RNFL thickness, between eyes. 
Based on this, both eyes for the PD cohort should be included for 
the statistical analysis.  
5)In the discussion section the authors correctly reported the 
correlation found by other authors between functional 
measurements (Kaur et al., 2015) and disease duration. However, in 
the paper, they did not report on the correlation between disease 
severity, duration and functional and structural abnormalities. This 
analysis should be added.  
6) Statistical analysis: corrections for multiple tests are lacking and 
should be included, reporting the uncorrected p value for each 
comparison and the corrected critical p after Bonferroni correction.  
7)The most relevant results on correlation analysis between 
functional and anatomical parameters should be illustrated by 
graphs.  
8) More recent papers reporting results on OCT studies in PD 
should be quoted (Bittersohl et al., 2015; Chorostecki et al., 2015, 
Bayhan et al., 2015). Moreover, concerning the RNFL thickness 
analysis, the authors demonstrated a significant reduction only in the 
temporal quadrant, as already reported by others and this result 
should be discussed (see Sari et al., 2015, La Morgia et al., 2013).  
Minor points  
1)In the abstract the word inner should be added after superior at 
line 27  
2)In the abstract the sentence “GCL + minimum IPL….” Should be 
changed into “minimum GCL + IPL” (line 30)  
3)Tables should be reported at the end of the manuscript and 
numbered and not embedded in the text  
4)Data in table 3 should be reported in the same sequence as they 
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are presented in the result section  
5)For the OCT results mean should be changed into “average” 
throughout the text  
6)Figure on OCT results should include also SD and it is preferable 
to separate macular, RNFL and GCC results in 3 separate panels. In 
the y axis the unit of measurement is lacking. 

 

REVIEWER Panitha Jindahra 
Division of Neurology  
Department of Medicine  
Faculty of Medicine  
Ramathibodi Hospital  
Mahidol University  
Bangkok, Thailand 

REVIEW RETURNED 20-Oct-2015 

 

GENERAL COMMENTS The study is nice and interesting. The study showed correlations 
between functional and structural parameters. I would like to ask if 
there are any correlations between Hoehn Yahr and visual 
parameters (functional and structural); and between duration of 
disease and visual parameters. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

 

Ivan Bodis-Wollner  

 

Dept of Neurology, Dept of Ophthalmology, SUNY Downstate medical center,  

 

Please leave your comments for the authors below  

Congratulations.  

This study is well executed and documented, except summarizing patients’ medication histories is 

missing .  

 

RESPONSE: These data have been added to the manuscript in paragraph 2 of Results section: 

“Treatment was divided into three different categories: “Drugs that enhance dopamine levels” 

(carbidopa, levodopa and rasagiline), “dopaminergic drugs” (pramipexole, ropirinol, rotigotine), and 

“other”(amitriptiline, propranolol, clonazepam). “Drugs that enhance dopamine levels” was the most 

prescribed category (89% of patients) and combination therapy with levodopa and carbidopa was the 

most frequent treatment (44%). Sixty-four percent of treatments were categorized as “dopaminergic”, 

most of which were used in combination with drugs included in the previous category. A small 

percentage of patients (9%) were prescribed drugs with no dopaminergic effects”  

 

An omission is NOT to have discussed other, already published papers by your group.  

See for instance :  

SATUE, M., BAMBO, M., GARCIA-MARTIN, E., FERRANDEZ, B., GIL-ARRIBAS, L. and ARA, M. 

(2012), Correlation between function and structure of retinal nerve fiber layer in Parkinson disease. 

Acta Ophthalmologica, 90: 0. doi: 10.1111/j.1755-3768.2012.4474.x  

Please list all of your previous relevant publications in your references and discuss them (briefly). 

Important would be to point out what is confirmatory and what is new in the current paper.  

 

RESPONSE: Thank you for your comment and your suggestion. We have included our most relevant 
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studies on this subject and discussed them briefly in the paragraph 3 and 4 of Discussion section:  

“Previous studies performed by our team confirmed that both macular thickness and the RNFL were 

affected in patients with PD, especially in the inferior and temporal quadrants.[4,5, 28] Moreover, 

Garcia-Martin et al demonstrated that the inner retinal layers were most affected in these patients, 

and that the GCL thickness was inversely correlated with disease duration and PD severity, and was 

predictive of axonal damage in these patients.[29]” Discussion, paragraph 3.  

“In a previous study, we demonstrated that the retinal thickness corresponding to the papillomacular 

bundle (as measured with the Axonal Analytics software for Spectralis OCT) correlated (r>0.70) with 

some functional parameters (such as the mean defect and the pattern standard deviation of the 

automated perimetry) in patients with PD.[33] The GCL was not investigated at that time, however, 

and visual function parameters were reduced to perimetry and color vision measured with the Ishihara 

color test. The current study evaluated not only the RNFL but also the GCL thickness, and more 

visual function parameters were analyzed. The GCL correlated most with the visual function 

parameters: GCL thickness was directly associated with VA and CSV measured at all different spatial 

frequencies, and inversely correlated with the color vision indexes. Thus, GCL thinning is linked to 

color deficiencies, contrast sensitivity loss, and lower vision at different contrast levels in PD patients” 

Discussion, paragraph 4.  

 

Reviewer: 2  

 

Chiara La Morgia  

IRCCS Istituto delle Scienze Neurologiche di Bologna; Department of Biomedical and Neuromotor 

Sciences, University of Bologna  

 

Please leave your comments for the authors below  

Polo and coauthors describe in a cohort of 37 PD cases compared to 37 age-matched controls the 

presence of visual functional impairment (evaluated assessing visual acuity at different contrast 

levels, contrast sensitivity and color vision) in PD patients, which correlates with structural 

abnormalities evaluated by optical coherence tomography (SD).  

This kind of results correlating function and structure in PD are interesting, but not completely novel. 

In fact, as correctly pointed out by the authors, other two studies, even though with smaller cohorts, 

using SD-OCT, already evaluated the correlations between functional and anatomical measurements. 

In particular, the study by Kaur and coauthors, quoted by the authors of this paper, included also 

other functional parameters such as visual evoked potentials, visual fields and multifocal ERGs. 

Based on this, the last sentence at page 5 “This is the first study demonstrating strong correlation 

between structural and functional visual parameters in PD patients” should be mitigated and restated.  

 

RESPONSE: Thank you very much for your comment. Kaur et al, as correctly pointed out in your 

review, found a correlation between the RNFL and GCL thickness and functional parameters (VER, 

RMS signal and P1 amplitude). However, these correlations were weak-moderate, the highest 

correlation being -0.53 (RNFL and pattern VER latency). To our knowledge, there are no previous 

studies showing such a strong correlation index between structural and functional parameters 

(r>0.70). We have modified and mitigated this sentence to clarify the meaning in the bullet points 

section:  

“Macular thickness and macular volume were strongly associated with functional parameters. This is 

the first time such a strong correlation is reported (r>0.70).”  

 

Besides this, there are other points that deserve comments:  

Major points  

1)The results on color vision should be more detailed and interpreted in the discussion  

 

RESPONSE: We have added a more detailed interpretation of the color results in the discussion, 
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paragraph 1, line10.  

“L´Anthony test is less saturated than the Farnsworth color test, thus it is designed to detect more 

subtle color deficiencies. Our patients performed worse than controls in both tests (higher C-index 

and S-index, reaching ranges similar to protanomalies) although only the differences in L´Anthony S-

index were statistically significant, indicating that our patients had a (subtle) protanomaly (S-index of 

1.95)”  

 

2)In the discussion section the possible pathophysiological significance of the current results, in 

particular the correlation between CS and OCT measurements (GCC), should be better developed.  

 

RESPONSE: We have added a more detailed explanation of the correlation between CS and OCT 

observations in the discussion, paragraph 2, line 4.  

“The parvo- and magnocellular ganglion cells are located in the RGC layer and take two different 

pathways for the identification of color and contrast at different frequencies.[22] RGC loss (as 

observed using SD-OCT) was recently identified as the cause of visual impairment in patients 

suffering from another neurodegenerative process, multiple sclerosis.[23] Thus, a similar process 

could be the cause of the contrast and color deficiencies in patients with PD. In addition, in the 

mammalian retina, color vision and contrast sensitivity are modulated through D1 and D2 receptors. 

These dopaminergic receptors are differentially located in the retinal layers and a complete lack of 

activation leads to signal dispersion and alterations in color vision and contrast sensitivity.[2]”  

 

The level of significance varies among the various parameters investigated (colour vision, visual 

acuity and CS) in relation to the structural data. This should be better interpreted and properly 

discussed.  

 

RESPONSE: We have lowered the level of signification by using a Bonferroni analysis for multiple 

tests in tables 2 and 3 (previous tables 1 and 2) and added this information in the discussion, 

paragraph 1, line 4.  

“Parameters corresponding to VA at different contrast levels, and all CSV tests results were altered in 

PD patients in comparison with healthy subjects, prior to and after statistical correction for multiple 

tests”.  

 

3)Demographics on the two cohorts (age, gender, disease duration, H&Y stage) should be reported in 

a separate table, including also SD values. Moreover, the UPDRS III score should be added in order 

to better evaluate the disease severity in the PD cohort.  

 

RESPONSE: We have added a new table (Table 1) with the demographic data.  

 

RESPONSE: We have added the UPDRS III results provided by the neurologist who evaluated the 

patient in paragraph 1 of Results section: “The median Hoehn Yahr stage was 2.7, and the stage of 

PD based on the UPDRS was 25.06 (range: 7-39; Table 1)”  

 

4)The authors included for each cohort a randomly selected eye. However, for PD, given the 

asymmetry of the degenerative process, it has been already demonstrated by others (La Morgia et al., 

2013) a possible difference, in terms of RNFL thickness, between eyes. Based on this, both eyes for 

the PD cohort should be included for the statistical analysis.  

 

RESPONSE: Some recent OCT studies suggest asymmetrical involvement of the retina in PD 

Disease and accept the incorporation of both eyes of each patient in the study (Shrier EM, Adam CR, 

Spund B, Glazman S, Bodis-Wollner I. Interocular Asymmetry of Foveal Thickness in Parkinson 

Disease. J Ophthalmol. 2012; 2012:728457). Our sample could have been larger and the diagnostic 

yield in this study may have been lowered by including a potentially lesser affected eye. However, 
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incorporating both eyes of a patient could have masked minimum symmetric structural and functional 

alterations and could have generated a % of dependence between measurements, which is 

considered a bias by many researchers and reviewers. Including both eyes of one patient is 

commonly criticized in scientific studies and therefore we decided to include one eye per patient. The 

other reviewers assigned to this manuscript agreed on including one eye per patient; however, if you 

consider that it is more accurate including both eyes, or average measurements of both eyes, we will 

repeat the statistical analysis and do the pertinent changes.  

 

(5) In the discussion section the authors correctly reported the correlation found by other authors 

between functional measurements (Kaur et al., 2015) and disease duration. However, in the paper, 

they did not report on the correlation between disease severity, duration and functional and structural 

abnormalities. This analysis should be added.  

 

RESPONSE: In a previous study by our group (Satue M, Seral M, Otin S, Alarcia R, Herrero R, 

Bambo MP, Fuertes MI, Pablo LE,, Garcia-Martin E. Retinal thinning and correlation with functional 

disability in Parkinson’s disease patients. British Journal of Ophthalmology 2014), we found that 

Hoehn Yahr scale correlated with most macular parameters measured with Spectralis OCT, but no 

correlations were found with Cirrus OCT. In that study disease duration showed no correlations with 

structural parameters.  

In the current study we used only Cirrus OCT and once again, no correlations were found with HY 

score nor disease duration. Regarding functional parameters, we found a correlation between HY 

score and VA contrast level 2.50% (r=0.48, p=0.040) and contrast sensitivity with CSV 1000 test at a 

frequency of 12 cpd (r=-0.59, p=0.038).  

We have added this data to the manuscript in paragraph 9 of Results section: “There was a significant 

correlation between Hoehn Yahr score and VA contrast level 2.50% (r=0.48, p=0.040), and CS 

measured with CSV 1000 at a space frequency of 12 cpd (r=-0.59, p=0.038). No correlations were 

detected between structural and disease severity parameters”.  

 

6) Statistical analysis: corrections for multiple tests are lacking and should be included, reporting the 

uncorrected p value for each comparison and the corrected critical p after Bonferroni correction.  

 

RESPONSE: These data have been added to the tables and the table legends and marked with *.  

Table 2 (legend): The asterisk indicates those values with statistical significance after Bonferroni 

correction for multiple tests (p<0.0125 for CSV 1000E measurements; p<0.0083 for Farnsworth and 

L´Anthony tests).  

Table 3 (legend): The asterisk indicates those values with statistical significance after Bonferroni 

correction for multiple tests (p<0.0055 for macular measurements; p<0.0062 for ganglion cell 

measurements and p<0.01 for RNFL measurements).  

 

7)The most relevant results on correlation analysis between functional and anatomical parameters 

should be illustrated by graphs.  

 

RESPONSE: We have added 2 graphs showing the most relevant correlation results.  

 

8) More recent papers reporting results on OCT studies in PD should be quoted (Bittersohl et al., 

2015; Chorostecki et al., 2015, Bayhan et al., 2015). Moreover, concerning the RNFL thickness 

analysis, the authors demonstrated a significant reduction only in the temporal quadrant, as already 

reported by others and this result should be discussed (see Sari et al., 2015, La Morgia et al., 2013).  

RESPONSE: We have added this suggested references and the studies have been commented in the 

paragraph 3 of Discussion section:  

“. A significant reduction in the temporal sectors of the peripapillary RNFL thickness has been 

repeatedly observed by different groups [30, 31] and was confirmed in the present study. Two recent 
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studies, however, detected no differences in the peripapillary RNFL thickness of PD patients 

compared to healthy controls using SD-OCT [26,27] and one study only found significant differences 

in the nasal quadrant.[32] More studies are required to clarify these contradictory observations”.  

 

Minor points  

1)In the abstract the word inner should be added after superior at line 27  

 

RESPONSE: We have corrected the line. We have added also outer, since both inner and outer were 

significantly affected.  

 

2)In the abstract the sentence “GCL + minimum IPL….” Should be changed into “minimum GCL + 

IPL” (line 30)  

RESPONSE: We have corrected the sentence.  

 

3)Tables should be reported at the end of the manuscript and numbered and not embedded in the 

text  

RESPONSE: We also agree tables should be reported at the end of the manuscript, it would be most 

convenient and clear for the reader. However, as policy for tables of the BMJ Open stablishes “Tables 

should be in Word format and placed in the main text where the table is first cited”. We can´t add 

them at the end of the manuscript since it is a requisite of the journal.  

 

4)Data in table 3 should be reported in the same sequence as they are presented in the result section  

RESPONSE: We have corrected the text in the results section, to match the sequence of the table.  

5)For the OCT results mean should be changed into “average” throughout the text  

RESPONSE: We have corrected the term in the text.  

6)Figure on OCT results should include also SD and it is preferable to separate macular, RNFL and 

GCC results in 3 separate panels. In the y axis the unit of measurement is lacking.  

RESPONSE: We have removed this figure, since only a number of figures can be included in the 

manuscript. We thought more convenient to include figures representing the results on the correlation 

analysis, which are more representative of the study.  

 

 

Reviewer: 3  

 

Panitha Jindahra  

Division of Neurology, Ramathibodi Hospital  

 

Please leave your comments for the authors below  

Dear authors,  

The study is nice and interesting. The study showed correlations between functional and structural 

parameters. I would like to ask if there are any correlations between Hoehn Yahr and visual 

parameters (functional and structural); and between duration of disease and visual parameters.  

Yours sincerely,  

Panitha Jindahra  

 

RESPONSE: In a previous study by our group (Satue M, Seral M, Otin S, Alarcia R, Herrero R, 

Bambo MP, Fuertes MI, Pablo LE,, Garcia-Martin E. Retinal thinning and correlation with functional 

disability in Parkinson’s disease patients. British Journal of Ophthalmology 2014), we found that 

Hoehn Yahr scale correlated with most macular parameters measured with Spectralis OCT, but no 

correlations were found with Cirrus OCT. In that study disease duration showed no correlations with 

structural parameters.  

In the current study we used only Cirrus OCT and once again, no correlations were found with HY 
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score nor disease duration. Regarding functional parameters, we found a correlation between HY 

score and VA contrast level 2.50% (r=0.48, p=0.040) and contrast sensitivity with CSV 1000 test at a 

frequency of 12 cpd (r=-0.59, p=0.038).  

We have added this data to the manuscript in paragraph 9 of Results section: “There was a significant 

correlation between Hoehn Yahr score and VA contrast level 2.50% (r=0.48, p=0.040), and CS 

measured with CSV 1000 at a space frequency of 12 cpd (r=-0.59, p=0.038). No correlations were 

detected between structural and disease severity parameters”. 

 

VERSION 2 – REVIEW 

REVIEWER Ivan Bodis-WollnerDept 
Downstate Medical Center, State University of NY. USA 

REVIEW RETURNED 28-Dec-2015 

 

GENERAL COMMENTS Bodis-Wollner I and Yahr MD (l978)   Measurement of visual evoked 
potentials inParkinson's disease.   Brain l0l:66l-67l.and several other 
papers. I am attaching a recent paper on interocualr differenced 
(IOD) which are not trivial. I do not believe that the study needs to be 
redone but  
a justification and discussion on randomly selecting one eye in PD. 
 
The reviewer provided an attachment. Please contact the publisher 
for full details. 

 

REVIEWER Chiara La Morgia 
IRCCS Istituto delle Scienze Neurologiche di Bologna; Department 
of Biomedical and Neuromotor Sciences, University of Bologna, 
Bologna, Italy 

REVIEW RETURNED 28-Dec-2015 

 

GENERAL COMMENTS Thanks for having addressed the majority of the requests raised.  
 
However, there is one relevant point that should be still clarified:  
 
Bonferroni correction for multiple comparisons should be applied to 
all the comparisons reported (including for example BCVA) 
indicating significant p values with asterisks and removing bold for 
uncorrected p values in the Tables. The results presented should 
accordingly consider significant only the comparisons for which the p 
value is below the critical value obtained after Bonferroni correction. 
This is not clear from what is written in the rebuttal letter and 
reported in the text/Tables.  
 
Concerning the graphs reported in Figure 1 and 2 I think it should be 
relevant, for the purpose of the study, to include, besides the 
correlations between BCVA and macular measurements also those 
between CS and macular measurements. In Figure 2 the macular 
volume should be added on the y axis. Moreover, the units of 
measurements need to be specified in both Figures.  
 
 
Minor points:  
 
1) Concerning the UPDRS score the authors should specify that 
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they used UPDRS part III score and not just UPDRS  
2) Optoptipe should be changed into optotype  
 
Finally, even though there is a possible asymmetry between eyes in 
PD, it is still acceptable for the purpose of the study to use one 
randomly selected eye, as they authors suggested.   

 

VERSION 2 – AUTHOR RESPONSE 

Reviewer: 1  

 

Ivan Bodis-WollnerDept  

 

Comment : Bodis-Wollner I and Yahr MD (l978) Measurement of visual evoked potentials 

inParkinson's disease. Brain l0l:66l-67l.and several other papers. I am attaching a recent paper on 

interocualr differenced (IOD) which are not trivial. I do not believe that the study needs to be redone 

but a justification and discussion on randomly selecting one eye in PD.  

Response: Thank you very much for your comment. Indeed, the inclusion of only one randomly 

selected eye per patient could have lowered the diagnostic yield of our study. However, we consider 

that incorporating both eyes of a patient could have masked and generated a % of dependence 

between measurements, which is considered a bias by many researchers and reviewers. Including 

both eyes of one patient is commonly criticized in scientific studies (even if there is a justification in 

PD) and therefore we decided to include one eye per patient. This has been added in the discussion 

section, paragraph 2: “In this study only one eye was tested per person. Some recent studies suggest 

asymmetrical involvement of the retina in PD and accept the incorporation of both eyes of each 

patient in the study.[21] Thus, the diagnostic yield in this study may have been lowered by including a 

potentially lesser affected eye. However, incorporating both eyes of a patient may sometimes be 

controversial: a minimum symmetric structural and functional alterations could have been masked and 

generated a % of dependence between measurements. The majority of authors consider the inclusion 

of only one eye of each patient adequate for statistical analysis because RNFL measurements 

correlate significantly between the two eyes; therefore, we included only one eye per patient”. 

Reviewer: 2  

 

Chiara La Morgia  

 

 

IRCCS Istituto delle Scienze Neurologiche di Bologna; Department of Biomedical and Neuromotor 

Sciences, University of Bologna, Bologna, Italy  

 

Please leave your comments for the authors below  

Dear authors,  

 

thanks for having addressed the majority of the requests raised.  

 

However, there is one relevant point that should be still clarified:  

 

Bonferroni correction for multiple comparisons should be applied to all the comparisons reported 

(including for example BCVA) indicating significant p values with asterisks and removing bold for 

uncorrected p values in the Tables. The results presented should accordingly consider significant only 

the comparisons for which the p value is below the critical value obtained after Bonferroni correction. 

This is not clear from what is written in the rebuttal letter and reported in the text/Tables.  
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Response: Thank you for you comment. We have applied Bonferroni to all the comparisons between 

PD patients and controls (Tables 2 and 3). We have removed the bold letters from the p values and 

only asterisk marks the significant differences. We have accordingly modified the results section 

(especially the structural results) and small lines in the discussion.  

However, we have also marked in bold letters those parameters (only the parameter, not the 

numbers) with p value<0.05. If we only consider as significantly different those results with a p value 

 

 

Concerning the graphs reported in Figure 1 and 2 I think it should be relevant, for the purpose of the 

study, to include, besides the correlations between BCVA and macular measurements also those 

between CS and macular measurements. In Figure 2 the macular volume should be added on the y 

axis. Moreover, the units of measurements need to be specified in both Figures.  

 

Response: We have added “macular volumen” in the y axis. Also, we have included a third figure, 

showing the correlation between CSV (with CSV 1000E at 6 cpd) and macular volumen. We hope this 

new figure is representative of the correlation between contrast and macular parameters. We can not 

include any more figures due to the limit of figures set by the journal.  

Units have been added to all figures.  

 

 

Minor points:  

 

1) Concerning the UPDRS score the authors should specify that they used UPDRS part III score and 

not just UPDRS  

 

Response: We have corrected UPDRS for UPDRS III part score.  

 

2) Optoptipe should be changed into optotype  

 

Response: We have corrected this orthographic error.  

 

Finally, even though there is a possible asymmetry between eyes in PD, it is still acceptable for the 

purpose of the study to use one randomly selected eye, as they authors suggested. 

 

VERSION 3 - REVIEW 

REVIEWER Ivan Bodis-Wollner 
SUNY Downstate Med Ctr USA 

REVIEW RETURNED 14-Feb-2016 

 

GENERAL COMMENTS Although I disagree with "random" selection of one eye, if you 
include it asa limitation of the study , than it is acceptable, in 
particular, if in your discussion (or Method) you include the answers 
you gave to me.  
Randomly selecting one eye would be inappropriate for many 
neurological conditions, such as say tumor compressing one optic 
nerve. Staying closer to home, in PD, one would call it a bad design 
if the UPDRS motor score was obtained on a randomly selected side 
of the body,and the score compared say with DAT scan results.  
There are of course ophthalmological conditions which at some point 
affect both eyes, but are not exactly appropriate for certain 
neurological conditions. If you incorporate the random eye section 
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as a limitation, AND provide the discussion then you did the you 
gave in the response to me , within the body (Method or Discussion) 
of the paper, every reader of the paper can judge the issue for 
themselves.If you do it, I will be happy to recommend publication. 

 

REVIEWER Chiara La Morgia 
IRCCS Istituto delle Scienze Neurologiche di Bologna; Department 
of Biomedical and Neuromotor Sciences, University of Bologna, 
Bologna, Italy 

REVIEW RETURNED 21-Feb-2016 

 

GENERAL COMMENTS Thanks again for having addressed the majority of the requests 
raised.  
 
However, concerning the changes requested to the Tables 
accordingly to Bonferroni correction I am still not fully satisfied. It is 
confusing to have in bold the parameters for which there is NOT 
SIGNIFICANT difference after Bonferroni correction. You can 
speculate in the text that there are some tendencies that you can 
discuss and detail as you prefer, but these comparisons are NOT 
SIGNIFICANT according to the statistics and must be treated as 
such. Accordingly, you need to change the abstract leaving the 
significance for the OCT results only for the comparisons for which 
there is a statistical difference (only IPL + GCL). Similarly, you 
should change Table legends leaving only the asterisks for 
significant comparisons. Furthermore, in your response letter it 
seems that there is a sentence which needs to be completed "...If 
we only consider as significantly different this results with a p 
value......".  
 
Moreover, as you added in the title, according to the Editor request, 
the study design (observational prospective study) you should 
clearly specify this in the methods section including details on 
prospective study.  
 
Finally, I absolutely agree with Reviewer 1 that the authors need to 
include a justification on the inclusion of a randomly selected eye, as 
I already stated in the first revision of the paper "However, for PD, 
given the asymmetry of the degenerative process, it has been 
already demonstrated by others (La Morgia et al., 2013) a possible 
difference, in terms of RNFL thickness, between eyes. Based on 
this, both eyes for the PD cohort should be included for the statistical 
analysis" 

 

VERSION 3 – AUTHOR RESPONSE 

Reviewer: 1 

Ivan bodis-wollner  

 

SUNY Downstate Med Ctr USA  

 

Please leave your comments for the authors below  

Although I disagree with "random" selection of one eye, if you include it asa limitation of the study , 

than it is acceptable, in particular, if in your discussion (or Method) you include the answers you gave 

to me.  
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Randomly selecting one eye would be inappropriate for many neurological conditions, such as say 

tumor compressing one optic nerve. Staying closer to home, in PD, one would call it a bad design if 

the UPDRS motor score was obtained on a randomly selected side of the body,and the score 

compared say with DAT scan results.  

There are of course ophthalmological conditions which at some point affect both eyes, but are not 

exactly appropriate for certain neurological conditions. If you incorporate the random eye section as a 

limitation, AND provide the discussion then you did the you gave in the response to me , within the 

body (Method or Discussion) of the paper, every reader of the paper can judge the issue for 

themselves.If you do it, I will be happy to recommend publication.  

 

Response: We have added a paragraph discussing this limitation in the Discussion section, as you 

suggested:  

Discussion paragraph 2, Line 268: “One important limitation of this study is that only one eye was 

tested per person. Some recent studies suggest asymmetrical involvement of the retina in PD and 

recommend the incorporation of both eyes of each patient in the study.[21] Thus, the diagnostic yield 

in this study may have been lowered by including a potentially lesser affected eye. In a similar way, 

including a randomly selected eye could be innapropiate for other neurological conditions, for 

example, a tumor compressing one optic nerve. However, incorporating both eyes of a patient may 

sometimes be controversial since a minimum symmetric structural and functional alterations could 

have been masked and generated a % of dependence between measurements”  

 

Reviewer: 2  

 

Chiara La Morgia  

 

IRCCS Istituto delle Scienze Neurologiche di Bologna; Department of Biomedical and Neuromotor 

Sciences, University of Bologna, Bologna, Italy  

 

Please leave your comments for the authors below  

Dear authors,  

 

thanks again for having addressed the majority of the requests raised.  

 

However, concerning the changes requested to the Tables accordingly to Bonferroni correction I am 

still not fully satisfied. It is confusing to have in bold the parameters for which there is NOT 

SIGNIFICANT difference after Bonferroni correction. You can speculate in the text that there are 

some tendencies that you can discuss and detail as you prefer, but these comparisons are NOT 

SIGNIFICANT according to the statistics and must be treated as such. Accordingly, you need to 

change the abstract leaving the significance for the OCT results only for the comparisons for which 

there is a statistical difference (only IPL + GCL). Similarly, you should change Table legends leaving 

only the asterisks for significant comparisons. Furthermore, in your response letter it seems that there 

is a sentence which needs to be completed "...If we only consider as significantly different this results 

with a p value......".  

Response: Thank you for your comment. We have deleted the bold type in the tables, and now 

significant data (those according to Bonferroni results) are only marked with an asterisk. Also, the 

legend to these tables has been corrected accordingly.  

We have also modified the abstract to match our results, and only significant data are treated as such. 

We mention a tendency towards retinal thinning but we specify that it is not significant.  

Abstract, results: “Significant GCL loss was observed in the minimum GCL + inner plexiform layer. A 

clear tendency towards a reduction in several macular sectors (central, outer inferior, outer temporal 

and superior [inner and outer]) and in the temporal quadrant of the RNFL thickness was observed, 

although the difference was not significant”.  
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We are sorry about the cut sentence in our response letter. What we wanted to express is that we 

considered interesting at least to mention that a clear tendency towards a reduction in other 

parameters was present in our patients, not only the significant results.  

 

 

Moreover, as you added in the title, according to the Editor request, the study design (observational 

prospective study) you should clearly specify this in the methods section including details on 

prospective study.  

 

Response: We apologize, although this cohort of patients is still under prospective evaluation (for 

further studies) it is not the main design of the study and data were obtained cross sectional. So we 

have corrected the design in the title to “an observational cross-sectional study”. We have also 

included this in the methods section as you suggested.  

Methods, paragraph 1, line 91: “Thirty-seven eyes of 37 patients with definite PD and 37 eyes of 37 

age- and sex-matched healthy individuals were recruited for an observational cross-sectional study. 

The study was performed at Miguel Servet University Hospital in Zaragoza, Spain, and all evaluations 

were performed in one single visit”.  

 

Finally, I absolutely agree with Reviewer 1 that the authors need to include a justification on the 

inclusion of a randomly selected eye, as I already stated in the first revision of the paper "However, for 

PD, given the asymmetry of the degenerative process, it has been already demonstrated by others 

(La Morgia et al., 2013) a possible difference, in terms of RNFL thickness, between eyes. Based on 

this, both eyes for the PD cohort should be included for the statistical analysis"  

Response: We have added a paragraph in the Discussion section, discussing this limitation for the 

study and also our justification for including one randomly selected eye. We hope it is satisfying for 

the reader, as reviewer 1 mentions in his comment; they will be able to judge the issue for 

themselves.  

Discussion paragraph 2, Line 268: “One important limitation of this study is that only one eye was 

tested per person. Some recent studies suggest asymmetrical involvement of the retina in PD and 

recommend the incorporation of both eyes of each patient in the study.[21] Thus, the diagnostic yield 

in this study may have been lowered by including a potentially lesser affected eye. In a similar way, 

including a randomly selected eye could be innapropiate for other neurological conditions, for 

example, a tumor compressing one optic nerve. However, incorporating both eyes of a patient may 

sometimes be controversial since a minimum symmetric structural and functional alterations could 

have been masked and generated a % of dependence between measurements” 

 

VERSION 4 – REVIEW 

REVIEWER Ivan Bodis-Wollner 
SUNY Downstate MC USA 

REVIEW RETURNED 30-Mar-2016 

 

GENERAL COMMENTS I have beEn pondering my response for a while. The paper is 
excellent, the refErences are properly chosen and the paper adds to 
the existing literature Except FOR ONE ISSUE. OTHERWISE I 
consider the group as being among the leaders in the field , except 
for one thing. I pointed out that randomly selecting one aye for the 
study is questionable , in fact a limitation. I accept the author's 
answer to this issue with a certain regret. This paper is among the 
best in the field , except for this one issue. I do not want to impede 
the puvbliacation but would like, as I asked before to list this method 
(random eye ) as a limitation . This did not happen for the revised 
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version. All I can say is that it is pity. By considering this aspect of 
the method as potentially limiting, thE authors' response is adequate 
, bur should be in the paper itself. The consideration given to this 
issue in the revised version is dismissive of hard evidence going 
back to the original paper on VEP-s in PD. It is also dismissive of the 
available OCT experience.(publications).Even in glaicome, 
supposed to hit both ayes similarly, there are experimental papers 
fimdimg the fallacy of randomly selecting one eye for the study.  
I FEEL A CERTAIN REGRET: A CLEAR STTEMENT OF A 
"POTENTIAL" LIMITATION WOULD MAKE THE PAPER 
STRONGER, NOT WEAKER. 

 

REVIEWER Chiara La Morgia 
IRCCS Istituto delle Scienze Neurologiche di Bologna, Ospedale 
Bellaria, Bologna, Italy  
Dipartimento di Scienze Biomediche e Neuromotorie, Universita' di 
Bologna, Bologna, Italy 

REVIEW RETURNED 23-Mar-2016 

 

GENERAL COMMENTS I am satisfied with the changes applied accordingly to my comments 
in the second revision (even though they are not all visible in red 
throughout the text in the revised version).  
The only change I would apply is to delete the (p<0.05) at line 302 
(discussion section) because this can be confusing given that after 
Bonferroni correction it remains only a tendency and not a significant 
difference.  
I have no further comments left. 
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