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VERSION 1 - REVIEW 

REVIEWER Peter Taylor 
Kennedy Institute of Rheumatology,  
Nuffield Department of Orthopaedics, Rheumatology and 
Musculoskeletal Sciences,  
University of Oxford  
 
Botnar Research Centre, Windmill Road 

REVIEW RETURNED 27-Jul-2014 

 

GENERAL COMMENTS A very well presented document describing a study expected to give 
rise to new insights regarding therapeutic response in rheumatoid, 
quantitative evaluation of peripheral joint inflammation, and baseline 
assessment of neuropathic pain symptoms. 
 
A potential difficulty in this study could theoretically arise in patients 
in whom the imaged hand is not a true reflector of the overall true 
inflammatory peripheral joint disease activity. This is because of non 
regional nature of questions informing the pain detect questionnaire. 
If such patients, for example with knee joint disease predominating, 
MRI hand findings may show differing relationships to the pain 
detect questionnaire than inn the case of true polyarticular disease 
with predominant hand and wrist involvement. 
 
Pain is a generic feature of acute inflammation and (presumably) 
driven by peripheral nociception. But in chronic inflammatory states, 
other central mechanisms come into play. This study will explore the 
relationship between validated metrics of neuropathic pain assessed 
by the pain detect scoring system, and evaluation of peripheral joint 
inflammation by DCE MRI. In the context of a cohort study, this is 
expected to give very valuable insights into the prognostic value of 
pain detect metrics and relationship to therapeutic response in 
rheumatoid as measured by disease activity.  

 

REVIEWER Cong-Qiu Chu 
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Oregon Health & Science University 

REVIEW RETURNED 19-Sep-2014 

 

GENERAL COMMENTS The pain DETECT Qustionnaire should be included. This can be 
supplementary materials. 
 
Authors set to assess pain in patients with rheumatoid arthritis (RA). 
Appropriate management of pain in RA is a practically important 
issue. Some patients still complains of pain despite well controlled 
inflammation. The dissociation between pain and inflammation often 
pose a dilemma to treating rheumatologists. Authors propose to use 
a previous validated questionnaire, the “PainDETECT Questionnaire 
(PDQ) to address the relationship between central sensitization and 
joint inflammation which will be assess by MRI. The protocol 
represents a well thought design of study and enable to answer the 
questions proposed. The publication of the protocol will help other 
investigators to replicate and conduct independent studies.  
A few minor points need to be addressed:  
1. The PDQ should be included in the manuscript, as supplementary 
materials if not in the main body.  
2. The cut off score of PDQ was set at >19 a sign of central 
sensitization and <12 as sign of a noceiceptive pain. Authors should 
discuss how to interpret the score between 12 and 19.  
3. Authors propose to recruit 100 subjects who are to initiate 
DMARD or to initiate/switch biologics. This implicates that both 
patients with newly diagnosed RA and those with well established 
RA and failed conventional DMARD. Authors did not state how many 
subjects of newly diagnosed versus well established patients. This 
issue should be discussed as to whether the heterogeneity of patient 
population will reduce the power of statistic analysis of results. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer Prof. Peter Taylor:  

 

Comment:  

“A potential difficulty in this study could theoretically arise in patients in whom the imaged hand is not 

a true reflector of the overall true inflammatory peripheral joint disease activity. This is because of non 

regional nature of questions informing the pain detect questionnaire. If such patients, for example with 

knee joint disease predominating, MRI hand findings may show differing relationships to the pain 

detect questionnaire than inn the case of true polyarticular disease with predominant hand and wrist 

involvement.”  

 

Answer 1:  

We acknowledge that it is a limitation to this part of the FRAME-cohort study that we are unable to 

detect disease activity in RA patients with a non-typical presentation. We have added this limitation to 

the discussion section.  

 

Actions:  

“This study design has certain possible limitations: when assessing disease activity by carrying out 

MRI of only one hand there is a risk of underestimating the inflammation load in those patients with a 

non-typical presentation of RA. In these patients the correct relationship between PDQ score and 

inflammation may not be reflected. In the FRAME-cohort study the patients also undergo ultrasound 

examination and a 46 swollen/tender joint count. This will give an indication of how many patients 

presenting with a non-typical RA disease pattern.”  
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Reviewer Dr. Cong-Qiu Chu:  

 

Comment 1:  

“The PDQ should be included in the manuscript, as supplementary materials if not in the main body.”  

 

Answer 1:  

We would have liked to comply with the reviewers comment on including the painDETECT 

questionnaire as a supplementary file. Unfortunately, we are unable to do so due to the copyright 

which is held by Pfizer. They state that: “Questionnaires or questionnaire items should not be 

reprinted in a publication. Please cite the appropriate reference 

(www.pfizerpatientreportedoutcomes.com) in the appendix.” Therefore the above-mentioned webpage 

will be included in the paragraph on patient reported outcomes in the method section. Furthermore, it 

will be pointed out in the text, that in the main reference, the original article on PDQ by Freynhagen, 

there is an overview of the questions/items in the PDQ. We hope this solution is satisfactory to all 

parties.  

 

Actions:  

“For a comprehensive description and overview of the single questions (items) in the questionnaire 

we refer to the original article by Freynhagen et al. [23] The questionnaire can be acquired from 

www.pfizerpatientreportedoutcomes.com.”  

 

Comment 2:  

The cut off score of PDQ was set at >19 a sign of central sensitization and <12 as sign of a 

nociceptive pain. Authors should discuss how to interpret the score between 12 and 19.  

 

Answer 2:  

We support that the way we interpret the PDQ score between 12-19 should be presented in the 

manuscript and have added an elaboration of this to the sections “Rationale and Hypothesis” and 

“Methods”  

 

Actions:  

Rationale and Hypothesis:  

“A score ≥ 19 indicates that the presence of a neuropathic pain component is likely. A score ≤ 12 

indicates that it is not, hence reflecting other pain mechanisms. A score of 13-18 is considered 

ambiguous.”  

And:  

"We consider a score of 13-18 uncertain; a neuropathic pain component cannot be ruled out but will 

not be included in our prediction model."  

Methods:  

“A pain DETECT score ≥ 19 indicates that a neuropathic pain component is likely, a score of 13-18 is 

regarded uncertain, and a score ≤ 12 indicates that a neuropathic pain component is unlikely; 

resulting in three categories of patient pain characteristics.”  

 

 

Comment 3:  

“Authors propose to recruit 100 subjects who are to initiate DMARD or to initiate/switch biologics. This 

implicates that both patients with newly diagnosed RA and those with well established RA and failed 

conventional DMARD. Authors did not state how many subjects of newly diagnosed versus well 

established patients. This issue should be discussed as to whether the heterogeneity of patient 
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population will reduce the power of statistic analysis of results.”  

 

Answer 3:  

We agree that it should be stated how many patient with either newly diagnosed or well-established 

RA that we expect to include. We also agree that a discussion of how the heterogeneity of the study 

population may affect the power should be included. However, we consider a DAS28-CRP average 

change of 0.5 (expected SD of 1.5) to be a conservative estimate in this study population. A 

paragraph on the expected distribution between the groups (early RA vs. well-established RA) has 

been included in “Statistics” and in “Discussion” along with a discussion of the impact thereof in the 

later.  

 

Actions:  

Statistics:  

“This study is designed as an exploratory study. It is anticipated that 100 participants are likely to be 

included during a period of one year and four months with an even distribution of patients with 

primarily newly diagnosed RA initiating DMARD treatment and patient with established disease 

initiating or switching biologic treatment (i.e. all patients are included in the FRAME cohort study 

protocol that has already been published). [30] Anticipating a common SD of 1.5 and the correlation 

between the pre-scores and post-scores being r=0.3 for a paired t test with a two-sided significance 

level of 0.05, a sample size of a 100 pairs has a power of 80% (0.797) to detect a mean change of 0. 

5 DAS28-CRP units. This, we consider to be a conservative estimate. [40-44]”  

 

Discussion:  

“We aim to recruit 100 participants who are to initiate either DMARD or to initiate or switch biologics 

with an even distribution between the two groups. This implies that we will include a heterogeneous 

study population including 1) newly diagnosed patients who initiate their first DMARD, 2) patients with 

established arthritis who have paused DMARD therapy for at least 6 months and who are about to 

(re)initiate DMARD treatment, 3) patients with established arthritis who have failed conventional 

DMARD therapy and who are about to initiate with their first biological agent, 4) patients with 

established arthritis who have failed treatment with a previous biological agent and who are about to 

switch to another biological agent. Including these groups will give rise to overall heterogeneity 

thereby reducing the statistical power in the subsequent analyses. However, we consider an 

anticipated mean change of 0. 5 DAS28-CRP units (expected SD of 1.5) to be a conservative 

estimate [40-44] and moreover including divers RA groups will add to the external validity of the 

study.” 
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