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First Editorial Decision - 03-Nov-2016 

 

Dear Dr. Haag, 

 

Manuscript ID eji.201646760 entitled "MHC class II alleles associated with Th1 type immunity drive the 

onset of early arthritis in a rat model of rheumatoid arthritis", which you submitted to the European Journal 

of Immunology, has been reviewed.  The comments of the referees are included at the bottom of this 

letter. 

 

Although the referees have recommended publication, some revisions to your manuscript have been 

requested. Therefore, I invite you to respond to the comments of the referees and revise your manuscript 

accordingly. 

 

You should also pay close attention to the editorial comments included below.  **In particular, please edit 

your figure legends to follow Journal standards as outlined in the editorial comments.  Failure to do this 

will result in delays in the re-review process.** 

 



 

If the revision of the paper is expected to take more than three months, please inform the editorial office. 

Revisions taking longer than six months may be assessed by new referee(s) to ensure the relevance and 

timeliness of the data. 

 

Once again, thank you for submitting your manuscript to European Journal of Immunology. We look 

forward to receiving your revision. 

 

Yours sincerely, 

Laura Soto Vazquez 

 

on behalf of Prof. Iain McInnes 

 

Editorial Office 

European Journal of Immunology 

e-mail: ejied@wiley.com 

www.eji-journal.eu 

********************* 

 

Reviewer: 1 

 

Comments to the Author 

 

The manuscript by Tuncel et al., seeks to better understand the T cell response in a rat model of 

rheumatoid arthritis. The authors convincingly argue and provide data that this model is superior to the 

mouse based models (used very commonly despite significant caveats) for assessing the T cell role in the 

establishment of arthritis. Using the Pristane rat model, the authors conduct a logical series of well 

controlled experiments that provide further useful information on the T cell response. The data is 

convincing and the interpretations consistent with the data generated. The manuscript is of broad interest 

to the immunology community. 

Minor comments: 

- In Figure 4, the authors assess cytokine production by intracellular flow cytometry and provide 

evidence of early skewing towards a Th1 response in the more susceptible rat strains. The differences 

described appear significant but modest in value. The data is more convincing when combined with the 

later data where IFN-γ is blocked and milder disease experienced. 

The data in Figure 4 would be improved if numbers of IFN-γ+ and IL-17+ T cells were shown. The scale 

used in Figure 4C is done to highlight the changes between strains, but is slightly misleading given the 

values are so low. Numbers of cells would really complement this. 



 

- Given the data in Figure 6 where neutralization of IL-17A blocks the late development of disease, 

additional data on the cytokine production at later time points (e.g. Day 16, 20, 24) would help make sense 

of this finding. 

- On Page 16, Line 7, data is described on the effect of INFg treatment delaying the onset of 

arthritis. This data is described as “data not shown”. These data should be included. 

- The font size in Figure 1F is overly small and needs to be increased to make the information 

legible   

 

 

Reviewer: 2 

 

Comments to the Author 

 

This is an interesting study showing that a Th1-driven response including IFNg is needed to induce 

arthritis by pristane, but Th17 cells and IL-17 are needed to maintain the disease in genetically prone 

animals. The experimental design is logical, results are clear. 

 

There is one major issue that needs to be addressed. In human RA, anti-IL-17 treatment was almost 

ineffective. It is likely that what is going on in the synovial tissue is not always parallel what is in the blood 

or lymph nodes. In humans, large numbers of Th17 cells and high IL-17 levels could be detected in the 

blood but probably not in the tissue. Also, Th17 cells may shift to Th1 and also to Tregs. In this study, 

authors performed experiments only on blood and LN cells. Therefore: 

- immunohistochemistry of synovial tissues should be performed in order to determine Th1, Th17, Treg 

subsets in situ, as well as their relative enrichment or absence in synovium. This should also be studied 

following the disease course (early disease vs maintenance)  

- are there Th1/Th17 and Treg/Th17 cells carrying dual phenotype that can be switched to either 

phenotype? (These cells have been described in human RA as well as rodent models) If so, please try to 

detect these cells in the synovium 

- Only very few groups use the PIA model so in the Discussion please compare the findings in this model 

with other models. How would these results reflect CIA or human RA? 

 
 

First Revision – authors’ response 06-Dec-2016 
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Second Editorial Decision - 20-Dec-2016 

 

Dear Dr. Haag, 

 

It is a pleasure to provisionally accept your manuscript entitled "MHC class II alleles associated with Th1 

rather than Th17 type immunity drive the onset of early arthritis in a rat model of rheumatoid arthritis" for 

publication in the European Journal of Immunology. For final acceptance, please follow the instructions 

below and return the requested items as soon as possible as we cannot process your manuscript further 

until all items listed below are dealt with. 

 

Please note that EJI articles are now published online a few days after final acceptance (see Accepted 

Articles: http://onlinelibrary.wiley.com/journal/10.1002/(ISSN)1521-4141/accepted). The files used for the 

Accepted Articles are the final files and information supplied by you in Manuscript Central. You should 

therefore check that all the information (including author names) is correct as changes will NOT be 

permitted until the proofs stage. 

 

We look forward to hearing from you and thank you for submitting your manuscript to the European 

Journal of Immunology. 

 

Yours sincerely, 

Laura Soto Vazquez 

 

on behalf of Prof. Iain McInnes 
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e-mail: ejied@wiley.com 
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