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Abstract  

Objectives: Fatigue is a major burden among patients with rheumatoid arthritis (RA) yet is 

poorly understood. We sought to conduct the first imaging study to investigate the 

neurobiological correlates of fatigue in RA and to improve upon the methodological 

limitations of previous neuroimaging studies which have investigated this symptom in other 

populations.  

Methods: Chronically fatigued RA patients were clinically characterised before undertaking a 

combined functional and structural mode MRI brain scan. The functional sequences were 

acquired during a fatigue evoking task then network to whole brain analyses were 

undertaken. The structural analyses employed voxel based morphometry in order to quantify 

regional grey matter volume.  The scan was repeated 6 months later to test reproducibility.  

Results: Fifty-four participants attended both scans (n=41 female; baseline mean (SD) age and 

54.94 ± 11.41 years).  A number of significant functional and structural neural imaging 

correlates of fatigue were identified. Notably, patients who reported higher levels of fatigue 

demonstrated higher levels of functional connectivity between the Dorsal Attention Network 

and medial prefrontal gyri  – a finding which was reproduced in the repeat scans.  Structurally, 

greater putamen grey matter volumes significantly correlated with greater levels of fatigue). 

Conclusions: Fatigue in RA is associated with functional and structural MRI changes in the 

brain. The newly identified and reproduced neural imaging correlates provide a basis for 

future targeting and stratification of this key patient priority. 
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Key Messages 

1. Fatigue in rheumatoid arthritis is associated with functional and structural brain 

changes 

2. The neural processes of rheumatoid arthritis fatigue may overlap with those 

related to pain and depression  

 

Introduction 

Fatigue is a symptom which is common to many chronic diseases 1 and is especially prevalent 

and burdensome among musculoskeletal disorders such as rheumatoid arthritis (RA) 2-5.  As 

many as 80% of RA patients report significant levels of fatigue and over 70% consider fatigue 

to be equal to pain in terms of burden6.  Yet patients feel this symptom is disregarded and 

physicians are frustrated by insufficient therapeutic options - a situation that is ultimately 

attributable to our limited mechanistic knowledge of this complex symptom. 

 

Epidemiological investigations of RA related fatigue support a multi-factorial origin. In 

particular, strong associations with central factors such as mental health have been 

commonly reported 6 7.  These observations reinforce evidence from other significantly 

fatigued populations where advanced magnetic resonance imaging (MRI) of the central 

nervous system (CNS) has been the only experimental methodology to consistently identify 

fatigue-related abnormalities8. 

 

MRI methods tested to date include voxel-based morphometry (VBM). This has frequently 

evidenced fatigue-associated structural alterations in grey matter volumes 9 10. Such changes 

are likely to evolve over time, although some studies suggest this may occur in as short as a 
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week following a neuro-modulatory intervention 11.  By contrast, functional MRI (fMRI) 

studies essentially provide a surrogate measure of neuronal activity12. As with other complex 

symptoms (e.g. depression), task-based fMRI paradigms of fatigue have implicated numerous 

diffuse neural correlates indicating that such higher order processes are not limited to single 

regions.  Recent functional connectivity analyses of MRI data (fcMRI) – which assay 

interconnected regions of the brain - has evidenced significant abnormalities related to 

fatigue in the connections between established brain networks in the context of multiple 

sclerosis 13 14 and Parkinson’s disease 15.  

 

Despite the accumulating evidence implicating the brain with fatigue, no consistent regions 

or patterns have been reported. There may be multiple methodological reasons to explain 

this situation. First, variations in analytical approach are common and no studies have 

attempted to validate their results by employing the same design and techniques.  Second, 

almost all existing studies are comprised of small sample sizes (n<30) which are notorious for 

generating unreliable results in neuroimaging 16.  

 

Here we report the first MRI brain study to specifically investigate the neural correlates of 

fatigue in a RA population.  We aimed to improve upon the methodological limitations of 

previous non-RA fatigue neuroimaging studies by recruiting a large sample size and 

incorporating a reproduction phase. We also explored the relationship between fatigue 

specific neural imaging correlates and other clinical factors which are implicated with fatigue 

on an epidemiological level in order to understand whether these associations also exist on a 

neurobiological level.  
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Methods 

Design: Observational cohort study  

Sample: RA patients attending a UK regional rheumatology service were consecutively 

approached. Those who fulfilled the 2010 American College of Rheumatology/European 

League Against Rheumatism (ACR/EULAR) classification criteria 17 and who experienced 

fatigue for >3 months at clinically significant levels  (Chalder fatigue binary scale >3 18) were 

considered eligible. Patients with contra-indications to MRI (e.g. pacemaker in situ), 

alternative medical explanations for fatigue or left handedness, were excluded.  

Full written informed consent was obtained according to the Declaration of Helsinki and then 

these final participants were stratified (1:1) according to those with and without active RA, 

where active disease was defined as a swollen joint count>1. 

We aimed to recruit >50 since this provides the power to detect moderate sized correlations 

at relatively conservative thresholds (i.e., r= .46 for α = .001) and are considered to perform 

well in the functional connectivity analytical approach that we have adopted 19. 

Procedure: All consenting participants underwent a phenotyping battery and multi-modal 

MRI brain scan (Achieva 3T X‐series MR system, Philips Medical Systems). This procedure was 

repeated at a second session, 6 months later, for the purposes of reproduction. 

Phenotyping battery (primary and secondary and clinical outcomes): The primary clinical 

outcomes of interest were fatigue assessed by the Bristol Rheumatoid Arthritis Fatigue (BRAF) 

numerical rating scale (NRS) for severity, employing both current and 1 week periods of recall.  

Subjects report a score of 0-10 with anchors of “No fatigue” to “Totally exhausted.  Higher 
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scores reflect greater problems for severity.  The BRAF enjoys high acceptability, test-retest 

reliability and content, construct and criterion reliability20. 

Secondary clinical outcomes were selected based on previous epidemiological studies 

evidencing their role as putative determinants of RA related fatigue: systemic inflammation 

21, C reactive protein (CRP);   pain, current levels of pain severity 6, 0-10 NRS;  sleep disturbance 

22, as measured by the Jenkin’s sleep scale 23;  depression 6,  Hospital Anxiety and Depression 

Scale 24 and  fibromyalgia (FM) 25 , 2011 Fibromyalgia survey score 26.  

MRI brain measures: Images were acquired by a 3 Tesla, 8 channel phased array head coil 

using 3D T1 and T2*-weighted gradient-echo echo-planar imaging pulse sequences. Since 

previous studies of non-RA populations have failed to report common findings, we adopted a 

data driven whole brain search for regions connected to plausible fatigue related networks. 

Functional connectivity MRI (fcMRI): 

Acquisition and pre-processing: see appendix for parameters.  The functional sequences were 

obtained using a block design where a cognitive task (the paced auditory serial additional test 

, PASAT) was undertaken during 3x3 minute ‘on’ periods and interspersed by 4x30 seconds 

rest or ‘off’ periods. The PASAT  has been successfully employed in fMRI paradigms to evoke 

fatigue both in its original and modified forms 27-30, although its capacity to specifically induce 

clinically relevant RA fatigue has yet to be validated.   In this study, subjects listened to a series 

of randomly generated numbers, between 1 to 9 and were asked to add consecutive numbers 

(i.e. the first and the second, the second and the third, etc.).  When two consecutive numbers 

totalled 10, they were asked to press a button. Concurrently they were requested to focus on 

a computer screen displaying three boxes containing randomly changing numbers (between 

1-10). They were instructed not to process the visual numbers whose role is primarily distract 
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the subjects from the auditory task with a view to increasing its complexity and subsequent 

fatigue.   

Independent Component Analysis (ICA): Group ICA was performed using the fMRI Toolbox 

(GIFT) toolbox 31, see appendix for parameters.  Only components previously implicated with 

fatigue were analysed: a) default mode network (DMN) has been associated with cancer 

related fatigue 32 b) dorsal attention network (DAN) with fatigue in AS 10 c) salience network 

(SLN) with chronic fatigue syndrome 33 d) sensorimotor network (SMN) with Parkinson’s 

disease and multiple sclerosis related fatigue 14 15.  

Functional connectivity analysis: Seed to whole brain connectivity was performed using 

the CONN (Cognitive and affective neuroscience laboratory, Massachusetts Institute of 

Technology, Cambridge, MA, USA; www.nitrc.org/projects/conn) functional connectivity 

toolbox v15 in SPM8 34. White matter, CSF, and motion parameters were entered into the 

analysis as covariates of no interest. A band pass filter (frequency window: 0.01–0.1 Hz) was 

applied to remove linear drifts and high frequency noise from the data. The seeds used were 

based on the spatial masks of the intrinsic networks generated from the ICA analyses. The 

onsets of the task periods were included in the analysis, to measure connectivity between the 

network and the rest of the brain during each condition of the scanning period. First-level 

analysis included bivariate correlations between voxels within each network and all voxels 

throughout the whole brain, thereby creating separate beta maps for each individual at each 

session.  Because we were interested in the task period, beta maps that measured network 

connectivity during the PASAT task were then passed onto group second-level analyses in 

SPM8. Here associations in intrinsic network connectivity and current (since this recall period 

better reflects the real-time nature of fcMRI) fatigue NRS during the first session were 
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assessed using a General Linear Model, correcting for age and sex. The resulting maps were 

thresholded at a whole brain p < 0.001 uncorrected voxel threshold and p < 0.05 false 

discovery rate (FDR) cluster corrected for multiple comparisons. Significant regions were 

extracted from first-level network-to-whole brain connectivity maps for each subject by 

obtaining the average fisher transformed r values of the identified clusters.  We then 

performed univariate correlation analyses for all remaining secondary outcomes of interest, 

followed by multivariate regression analyses to establish the independence of any observed 

associations. Finally, reproduction of these significant clusters were tested with a region of 

interest analysis by extracting the average fisher transformed r values of the 5mm spheres - 

created around the significant peak cluster coordinates using the Marsbar toolbox 35 - from 

the relevant second session network connectivity maps obtained 6 months later and then 

correlating with concurrent fatigue values.  These post-hoc analyses were conducted in STATA 

12.1 (Stata, College Station, TX, USA), statistical significance was set at a p-value of 0.05 two-

sided.  

Voxel based morphometry (VBM): 

Acquisition: Inspection of each T-1 weighted fast-field echo data set that was used for 

normalization revealed no gross anatomical abnormalities. 

Pre-processing: The images were then preprocessed using SPM8  using the Diffeomorphic 

Anatomical Registration using the Exponential Lie Algebra (DARTEL) toolbox 36, see appendix 

for approach.  

Statistical analysis: Simple descriptive statistics were used to report patient characteristics. 

Smoothed GM images were entered into a multiple regression analysis in SPM8 with NRS 

fatigue as the covariate of interest ,with a 1 week recall period which is more relevant to MRI 
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metrics such as VBM which take time to change.  .  All analyses were controlled for total 

intracranial volume (the sum of GM, WM and CSF), age and sex. An absolute threshold mask 

of 0.1 was applied to exclude edge effects and non-homogenous voxels. Results were derived 

from a whole brain uncorrected voxel threshold of p < 0.001 and deemed significant at p < 

0.05 FDR corrected for multiple comparisons. Significant regions were extracted from the 

normalized, smoothed GM images for each subject resulting in raw GM values that were 

imported into STATA 12.1 for post-hoc correlations with other clinical symptoms. Again, we 

were interested in validating the observed structural changes from session 1 at the repeat 

session 6 months later.  As similarly described above, the ROIs were defined as the 5mm 

spheres created around the significant peak cluster co-ordinates from the session 1 whole 

brain analyses. We extracted participant specific raw GM volumes for all of the voxels within 

each ROI in session 2, and then performed regression analyses to examine the relationship 

with the primary clinical outcomes in STATA 12.1 (total intracranial volume, age, sex 

corrected).  Statistical significance was set at a p-value of 0.05 two-sided. 

 

Results 

Patient characteristics:  Of the 335 patients approached, 54 met eligibility criteria and 

attended both MRI sessions (mean (SD) age 54.94 ± 11.41 years; n=41 female; mean (SD) 

disease duration 11.49 ± 8.64 years).  Levels of fatigue and other clinical characteristics were 

comparable between visits (table 1).  The PASAT significantly (p<0.001) increased fatigue 

during both visits (visit 1: mean increase 2.35 SD 1.75; visit 2: mean increase 1.44 SD 2.23)  
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[Table 1 insert] 

Functional brain network to region connections relate significantly to levels of fatigue  

Network to whole brain analysis of the baseline visit identified a number of significant 

connections which related to current levels of fatigue (figure 1).  All a priori selected networks, 

except for SLN, were associated with at least one region (table 2).  There was a significant 

correlation between SMN connectivity to the L insula and current NRS fatigue (r=0.48, 

p=0.012, FDR corrected).  Similar positive correlations were recorded for DMN-R middle 

frontal gyrus (r=0.59, p=0.017, FDR corrected), DAN-L medial prefrontal cortex (r=0.50, 

p=0.043, FDR corrected) and DAN-R medial prefrontal cortex (r=0.56, p<0.001, FDR corrected) 

functional connections.   

Region of interest analysis of session 2 data reproduced the significant associations between 

DAN to L and R medial frontal connectivity and current fatigue (figure 2 and  table 3).  

[Table 2, 3 insert] 

Regional grey matter volumes are significantly associated with fatigue  

Patients with greater grey matter putamen volumes reported higher average 1 week levels of 

fatigue (right: r=0.31, p=0.03, corrected for total intracranial volume, age, sex and FDR) (figure 

3 and supplementary table 1). However, The R putamen grey matter volume was not 

significant at session 2 (r = 0.20, p=0.17).  L putamen grey matter volume was  significantly 

associated with fatigue (1 week average) 6 months later (r= 0.30, p=0.03, corrected for total 

intracranial volume, age and sex).  

Neural imaging correlates of fatigue are associated with other clinical features 
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Some brain regions demonstrating functional connections with a priori networks relating to 

current fatigue, were also significantly (albeit less strongly) correlated with other clinical 

features previously implicated with fatigue in RA (supplementary table 2). The SMN-L insula 

connection correlated with pain, both current and chronic widespread aspects, – as captured 

by the ACR FM scale. The DMN-R middle frontal and DAN-R medial prefrontal connections 

both related to FM and depression, while the DAN-L medial prefrontal was also associated 

with depression in addition to current levels of pain.  Neither inflammation nor sleep 

disturbance appeared relevant to any of these specific functional connections.  Multivariate 

analysis, adjusting for all outcomes of interest, identified current fatigue as the principal 

independent association for each of these functional connections (supplementary tables 3-

6). 

 

Depression was significantly associated with greater putamen grey matter volume (r=0.35, 

p=0.01 and r=0.40, p=0.003, R and L respectively). No other clinical associations with putamen 

grey matter volume were noted (CRP, pain, sleep disturbance, FM all p>0.05). 

 

Discussion 

This is the first study to examine the role of the CNS in fatigue among RA patients.  Moreover, 

to the best of our knowledge, it is the largest multi-modal MRI brain investigation of co-

morbid fatigue to have been conducted in any disease and the only study to test 

reproducibility.  We have identified a number of functional and structural neural imaging 

correlates of RA related fatigue.  In particular, patients who reported higher levels of fatigue 
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demonstrated higher levels of functional connectivity between the DAN and bilateral medial 

prefrontal gyri – a finding which was reproduced on repeat scanning.  Structurally, greater 

putamen grey matter volumes also seemed to correlate with greater levels of fatigue.  Finally, 

while the identified neural regions most strongly and independently related to fatigue, many 

also associated with other clinical features  such as pain and depression.  This further 

evidences the multifactorial nature of this key symptom at a neurobiological level.  

Large proportions of neuroimaging results (including all known fatigue studies)  fail to be 

reproduced 37. The reproduction of the association between fatigue and DAN-medial 

prefrontal functional hyperconnectivity in the second set of scans is therefore reassuring.  

Anatomically, the DAN constitutes the frontal eye fields (a region at the intersection of the 

middle frontal and pre-central gyri) and the posterior parietal sulcus, both structurally 

connected by the superior longitudinal fasciculus. A key role of this major functional network 

is the top-down guided control of attention in response to predictable stimuli 38 which 

complements the ventral attention network’s bottom-up control of attention in response to 

unexpected stimuli. Interestingly, these networks interface within the medial prefrontal gyrus 

where they are known to dynamically interact with each other 38. A previous functional 

connectivity study of fatigue related to mild traumatic brain injury (mTBI) implicated the 

medial prefrontal gyrus with significant fatigue. Subjects undertook a complex cognitive task 

and the authors speculated that subtle brain structural injuries in mTBI led to a disruption to 

the attentional functional networks involving the medial prefrontal gyrus.  The subsequent 

extra effort required to maintain task performance may then result in up-regulation of 

functional connectivity in relation to the attention networks 39.  Furthermore, a structural MRI 

study of ankylosing spondylitis (AS) related fatigue found individual fatigue scores to be 

negatively correlated with grey matter volumes of the dorsal and ventral attention networks 
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as well as reductions in the white matter integrity of the superior longitudinal fasciculus 10.  

Certainly the close association between attention and fatigue has been commonly reported 

in the psychology literature. Kaplan et al described the neuropsychological phenomenon 

‘directed attention fatigue’ as a consequence of an imbalance in the brain’s attention 

mechanisms 40. 

Not all functional connections were reproduced, although there was a trend towards 

significance for the SMN-Insula and we have previously related DMN-frontal connectivity in 

cancer related fatigue32.   

The prominence of the putamen in relation to fatigue  is also noticeable, although statistical 

significance and laterality was not consistent between time points and so this may be a 

spurious finding.  It is, however, striking to note that an identical positive correlation was 

observed between the putamen grey matter volume and fatigue in the only other 

neuroimaging study of co-morbid fatigue in an inflammatory arthritis (AS) 10 thus implying 

that this may be a generic fatigue pathway.  Certainly, without a general population control 

group we are unable to attribute the identified neural imaging correlates specifically to RA.  

Biologically, the putamen mediates reward responses 42 and so inactivity may translate into 

low motivation levels: a key dimension of fatigue in RA 5.  We speculate that the greater 

putamen grey matter volumes observed among the more fatigued RA patients might 

represent a compensatory mechanism in response to low putamen activity.  

It appears that many fatigue CNS pathways could also be relevant to other clinical features.  

This current study evidences shared neurobiological associations with a number of candidate 

factors.  For example, depression can clinically overlap with fatigue in RA 43.  

Neurobiologically, the medial prefrontal gyrus is a recognised neural hub of depression 44 and 
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so it is intriguing to observe its co-existing association with fatigue in this cohort. The current 

analyses, in light of the existing literature, biologically validates the multifactorial nature of 

RA related fatigue, and begins to  delineate overlapping pathways and so potentially aiding 

the future stratification of patients towards the most appropriate mechanism informed 

treatments. 

Unlike many previous neuroimaging investigations of fatigue, our study has been primarily 

designed to investigate this prevalent symptom.  Moreover, we sought to learn from previous 

methodological weaknesses in fatigue neuroimaging research from other populations by 

recruiting a large sample and incorporating a reproduction phase. However, certain study 

limitations exist.  Firstly, as previously mentioned, without control groups this study is unable 

to inform the specificity of the identified neural imaging correlates.  Indeed, given the 

aforementioned similarities in the literature of other clinical conditions, it could be speculated 

that the neural correlates of fatigue are generic.  Secondly, these analyses are cross-sectional 

and so the identified neural regions are not necessarily causal.  Alternatively, they may reflect 

downstream markers. This, nonetheless, would still represent progress since currently no 

reproducible objective measures of fatigue currently exist. The multitude of subjective fatigue 

measures vary greatly in their reliability 20 and their development have never been informed 

by the physiological construct of interest.  Thirdly, although functional connectivity is mainly 

considered a measure of intrinsic communication networks (i.e. sub-conscious brain activity) 

45, it is possible that the PASAT (a task design to test attentional capacity and known to 

enhance brain activation within the attention brain networks 46) has unmasked the 

importance of the DAN.  While this strengthens the neuropsychological rationale for the 

importance of attention in the context of fatigue, it does mean that future attempts to 

replicate this finding using non-task based ‘resting state’ paradigms may be unsuccessful.  
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Moreover, while we appear to have evidenced the fatiguing nature of the PASAT, we must 

recognise that the experience of the MRI scanner can be fatiguing in itself and so potentially 

contributary to our observations. Finally, this task is likely to evoke other dimensions of 

cognition and it us unknown whether the fatigue is clinically relevant or more akin to the 

normal phenomenon of tiredness.  

In the future, applying machine learning methodologies to even larger sample sizes may help 

stratify fatigued patients according to a specific mechanistic pathway and subsequent triage 

towards a personalised treatment.  For example, a patient with a neurobiological signature 

which overlaps between fatigue and depression may benefit from anti-depressants. In 

parallel, neuromodulation of the identified correlates offers one way to test the causality of 

the selected neural regions and, if found to alleviate fatigue, offers a potential therapy for 

primary fatigue. Whether these correlates are disease specific or generic is unknown. Further 

validation of neuroimaging studies in distinct fatigue populations are required. Finally, the 

highlighted role of the DAN, emphasises the potential importance of attention in RA related 

fatigue.  Behavioural interventions, such as mindfulness, can be effective in enhancing 

attention 47 and so may also have a role in treating fatigue.   

In summary, we report the first study to directly implicate the CNS in the pathophysiology of 

fatigue among RA patients.  Higher levels of fatigue related significantly to a number of 

functional and structural changes in the brain.  These neural imaging correlates were also 

relevant to other clinical features, mirroring the multifactorial nature of fatigue inferred from 

previous epidemiological studies.  This data not only provides preliminary targets for much 

needed primary fatigue therapies, but also forms a basis for the future neurobiological 

stratification of patients. Fatigue is the most heterogeneous of constructs and so ultimately 
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clinicians require the tools to ensure individual patients receive the most mechanistically 

relevant treatments for their individual fatigue. 

Acknowledgments and affiliations 

The authors wish to thank all of the patient volunteers. We also thank Mariella D’Allesandro 

for supporting recruitment and data collection. This work was supported by Pfizer. The funder 

had no role in study design, data collection, analysis, decision to publish or preparation of the 

manuscript. The content is solely the responsibility of the authors. 

NB, CK, EI, AS, TL, GW, AM, RH and DC were involved in designing the study and interpreting 

the data, drafting the article and revising it critically for important intellectual content. All 

authors approved the final version to be published.  NB and CK analysed the data and NB and 

RH wrote the first draft. EI, TL and GW contributed to the data analysis. NB had full access to 

all the data in the study and takes responsibility for the integrity of the data and the accuracy 

of the data analysis 

Conflicts of interest 

REH, NB, GW, AM, DC have received research funding from Pfizer. DC has received research 

funding from Aptinyx, Cepherex and personal fees from Abbott Pharmaceutical, Aptinyx, 

Cerephex, Pfizer, Daiichi Sankyo , Pierre Fabre, Samumed, Therevance, Tonix, Williams & 

Connolly LLP, Zynerba, Astella. CK, EI, TL, AS have no disclosures. 

Ethical approval 

Ethical approval for the study was obtained from the North of Scotland Research Ethics 

Committee and all participants gave informed written consent according to the Declaration 

of Helsinki. 



17 
 

References 

1. Swain MG. Fatigue in chronic disease. Clinical science 2000;99(1):1-8. 
2. Pollard LC, Choy EH, Gonzalez J, et al. Fatigue in rheumatoid arthritis reflects pain, not disease 

activity. Rheumatology (Oxford) 2006;45(7):885-9. doi: 10.1093/rheumatology/kel021 
3. Rupp I, Boshuizen HC, Jacobi CE, et al. Impact of fatigue on health-related quality of life in 

rheumatoid arthritis. Arthritis Rheum 2004;51(4):578-85. doi: 10.1002/art.20539 
4. Wolfe F, Hawley DJ, Wilson K. The prevalence and meaning of fatigue in rheumatic disease. J 

Rheumatol 1996;23(8):1407-17. 
5. Hewlett S, Cockshott Z, Byron M, et al. Patients' perceptions of fatigue in rheumatoid arthritis: 

overwhelming, uncontrollable, ignored. Arthritis Rheum 2005;53(5):697-702. doi: 
10.1002/art.21450 

6. Nikolaus S, Bode C, Taal E, et al. Fatigue and factors related to fatigue in rheumatoid arthritis: a 
systematic review. Arthritis Care Res (Hoboken) 2013;65(7):1128-46. doi: 10.1002/acr.21949 

7. Druce KL, Jones GT, Macfarlane GJ, et al. Examining Changes in Central and Peripheral Pain as 
Mediates of Fatigue Improvement: Results From the British Society for Rheumatology 
Biologics Register for Rheumatoid Arthritis. Arthritis Care Res (Hoboken) 2016;68(7):922-6. 
doi: 10.1002/acr.22803 

8. Goni M, Basu N, Murray AD, et al. Neural Indicators of Fatigue in Chronic Diseases: A Systematic 
Review of MRI Studies. Diagnostics (Basel) 2018;8(3) doi: 10.3390/diagnostics8030042 
[published Online First: 2018/06/24] 

9. Okada T, Tanaka M, Kuratsune H, et al. Mechanisms underlying fatigue: a voxel-based 
morphometric study of chronic fatigue syndrome. BMC neurology 2004;4(1):14. doi: 
10.1186/1471-2377-4-14 

10. Wu Q, Inman RD, Davis KD. Fatigue in ankylosing spondylitis is associated with the brain 
networks of sensory salience and attention. Arthritis Rheumatol 2014;66(2):295-303. doi: 
10.1002/art.38244 

11. Landi SM, Baguear F, Della-Maggiore V. One week of motor adaptation induces structural 
changes in primary motor cortex that predict long-term memory one year later. J Neurosci 
2011;31(33):11808-13. doi: 10.1523/JNEUROSCI.2253-11.2011 

12. Logothetis NK, Pauls J, Augath M, et al. Neurophysiological investigation of the basis of the fMRI 
signal. Nature 2001;412(6843):150-7. doi: 10.1038/35084005 [published Online First: 
2001/07/13] 

13. Finke C, Schlichting J, Papazoglou S, et al. Altered basal ganglia functional connectivity in 
multiple sclerosis patients with fatigue. Mult Scler 2015;21(7):925-34. doi: 
10.1177/1352458514555784 

14. Cruz Gomez AJ, Ventura Campos N, Belenguer A, et al. Regional brain atrophy and functional 
connectivity changes related to fatigue in multiple sclerosis. PLoS One 2013;8(10):e77914. 
doi: 10.1371/journal.pone.0077914 

15. Tessitore A, Giordano A, De Micco R, et al. Functional connectivity underpinnings of fatigue in 
"Drug-Naive" patients with Parkinson's disease. Mov Disord 2016;31(10):1497-505. doi: 
10.1002/mds.26650 

16. Button KS, Ioannidis JP, Mokrysz C, et al. Power failure: why small sample size undermines the 
reliability of neuroscience. Nat Rev Neurosci 2013;14(5):365-76. doi: 10.1038/nrn3475 

17. Aletaha D, Neogi T, Silman AJ, et al. 2010 Rheumatoid arthritis classification criteria: an American 
College of Rheumatology/European League Against Rheumatism collaborative initiative. 
Arthritis Rheum 2010;62(9):2569-81. doi: 10.1002/art.27584 

18. Chalder T, Berelowitz G, Pawlikowska T, et al. Development of a fatigue scale. J Psychosom Res 
1993;37(2):147-53. 

19. Yarkoni T. Big Correlations in Little Studies: Inflated fMRI Correlations Reflect Low Statistical 
Power-Commentary on Vul et al. (2009). Perspect Psychol Sci 2009;4(3):294-8. doi: 
10.1111/j.1745-6924.2009.01127.x 

20. Hewlett S, Dures E, Almeida C. Measures of fatigue: Bristol Rheumatoid Arthritis Fatigue Multi-
Dimensional Questionnaire (BRAF MDQ), Bristol Rheumatoid Arthritis Fatigue Numerical 
Rating Scales (BRAF NRS) for severity, effect, and coping, Chalder Fatigue Questionnaire 
(CFQ), Checklist Individual Strength (CIS20R and CIS8R), Fatigue Severity Scale (FSS), 
Functional Assessment Chronic Illness Therapy (Fatigue) (FACIT-F), Multi-Dimensional 
Assessment of Fatigue (MAF), Multi-Dimensional Fatigue Inventory (MFI), Pediatric Quality 
Of Life (PedsQL) Multi-Dimensional Fatigue Scale, Profile of Fatigue (ProF), Short Form 36 



18 
 

Vitality Subscale (SF-36 VT), and Visual Analog Scales (VAS). Arthritis Care Res (Hoboken) 
2011;63 Suppl 11:S263-86. doi: 10.1002/acr.20579 [published Online First: 2012/05/25] 

21. van Steenbergen HW, Tsonaka R, Huizinga TW, et al. Fatigue in rheumatoid arthritis; a persistent 
problem: a large longitudinal study. RMD Open 2015;1(1):e000041. doi: 10.1136/rmdopen-
2014-000041 

22. van Hoogmoed D, Fransen J, Bleijenberg G, et al. Physical and psychosocial correlates of severe 
fatigue in rheumatoid arthritis. Rheumatology (Oxford) 2010;49(7):1294-302. doi: 
10.1093/rheumatology/keq043 

23. Jenkins CD, Stanton BA, Niemcryk SJ, et al. A scale for the estimation of sleep problems in 
clinical research. J Clin Epidemiol 1988;41(4):313-21. 

24. Zigmond AS, Snaith RP. The hospital anxiety and depression scale. Acta Psychiatr Scand 
1983;67(6):361-70. 

25. Ranzolin A, Brenol JC, Bredemeier M, et al. Association of concomitant fibromyalgia with worse 
disease activity score in 28 joints, health assessment questionnaire, and short form 36 scores 
in patients with rheumatoid arthritis. Arthritis Rheum 2009;61(6):794-800. doi: 
10.1002/art.24430 

26. Wolfe F, Clauw DJ, Fitzcharles MA, et al. Fibromyalgia criteria and severity scales for clinical and 
epidemiological studies: a modification of the ACR Preliminary Diagnostic Criteria for 
Fibromyalgia. J Rheumatol 2011;38(6):1113-22. doi: 10.3899/jrheum.100594 

27. Basu N, Murray AD, Jones GT, et al. Neural correlates of fatigue in granulomatosis with 
polyangiitis: a functional magnetic resonance imaging study. Rheumatology (Oxford) 
2014;53(11):2080-7. doi: 10.1093/rheumatology/keu243 

28. Cook DB, O'Connor PJ, Lange G, et al. Functional neuroimaging correlates of mental fatigue 
induced by cognition among chronic fatigue syndrome patients and controls. Neuroimage 
2007;36(1):108-22. doi: 10.1016/j.neuroimage.2007.02.033 

29. Pravata E, Zecca C, Sestieri C, et al. Hyperconnectivity of the dorsolateral prefrontal cortex 
following mental effort in multiple sclerosis patients with cognitive fatigue. Mult Scler 
2016;22(13):1665-75. doi: 10.1177/1352458515625806 [published Online First: 2016/02/06] 

30. Tartaglia MC, Narayanan S, Arnold DL. Mental fatigue alters the pattern and increases the volume 
of cerebral activation required for a motor task in multiple sclerosis patients with fatigue. Eur J 
Neurol 2008;15(4):413-9. doi: 10.1111/j.1468-1331.2008.02090.x [published Online First: 
2008/03/21] 

31. Calhoun VD, Adali T, Pekar JJ. A method for comparing group fMRI data using independent 
component analysis: application to visual, motor and visuomotor tasks. Magn Reson Imaging 
2004;22(9):1181-91. doi: 10.1016/j.mri.2004.09.004 

32. Hampson JP, Zick SM, Khabir T, et al. Altered resting brain connectivity in persistent cancer 
related fatigue. Neuroimage Clin 2015;8:305-13. doi: 10.1016/j.nicl.2015.04.022 [published 
Online First: 2015/06/25] 

33. Wortinger LA, Endestad T, Melinder AM, et al. Aberrant Resting-State Functional Connectivity in 
the Salience Network of Adolescent Chronic Fatigue Syndrome. PLoS One 
2016;11(7):e0159351. doi: 10.1371/journal.pone.0159351 

34. Whitfield-Gabrieli S, Nieto-Castanon A. Conn: a functional connectivity toolbox for correlated and 
anticorrelated brain networks. Brain Connect 2012;2(3):125-41. doi: 10.1089/brain.2012.0073 

35. Poldrack RA. Region of interest analysis for fMRI. Soc Cogn Affect Neurosci 2007;2(1):67-70. doi: 
10.1093/scan/nsm006 

36. Ashburner J. A fast diffeomorphic image registration algorithm. Neuroimage 2007;38(1):95-113. 
doi: 10.1016/j.neuroimage.2007.07.007 

37. Pernet C, Poline JB. Improving functional magnetic resonance imaging reproducibility. 
GigaScience 2015;4:15. doi: 10.1186/s13742-015-0055-8 

38. Vossel S, Geng JJ, Fink GR. Dorsal and ventral attention systems: distinct neural circuits but 
collaborative roles. Neuroscientist 2014;20(2):150-9. doi: 10.1177/1073858413494269 

39. Nordin LE, Moller MC, Julin P, et al. Post mTBI fatigue is associated with abnormal brain 
functional connectivity. Scientific reports 2016;6:21183. doi: 10.1038/srep21183 

40. Kaplan S, Berman MG. Directed Attention as a Common Resource for Executive Functioning and 
Self-Regulation. Perspect Psychol Sci 2010;5(1):43-57. doi: 10.1177/1745691609356784 

41. Friedman JH, Brown RG, Comella C, et al. Fatigue in Parkinson's disease: a review. Mov Disord 
2007;22(3):297-308. doi: 10.1002/mds.21240 

42. Wise RA. Dopamine and reward: the anhedonia hypothesis 30 years on. Neurotoxicity research 
2008;14(2-3):169-83. doi: 10.1007/BF03033808 



19 
 

43. Bruce TO. Comorbid depression in rheumatoid arthritis: pathophysiology and clinical implications. 
Current psychiatry reports 2008;10(3):258-64. 

44. Fitzgerald PB, Laird AR, Maller J, et al. A meta-analytic study of changes in brain activation in 
depression. Human brain mapping 2008;29(6):683-95. doi: 10.1002/hbm.20426 

45. Cole MW, Bassett DS, Power JD, et al. Intrinsic and task-evoked network architectures of the 
human brain. Neuron 2014;83(1):238-51. doi: 10.1016/j.neuron.2014.05.014 

46. Audoin B, Ibarrola D, Au Duong MV, et al. Functional MRI study of PASAT in normal subjects. 
Magma 2005;18(2):96-102. doi: 10.1007/s10334-004-0098-9 

47. Morrison AB, Goolsarran M, Rogers SL, et al. Taming a wandering attention: short-form 
mindfulness training in student cohorts. Frontiers in human neuroscience 2014;7:897. doi: 
10.3389/fnhum.2013.00897 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



20 
 

Tables 

Table 1: Mean clinical characteristics 

 Baseline visit 6 month visit 

RA disease activitya  3.62±1.30 3.39±1.36 

CRP (mg/L) 7.78±8.54 7.52±10.81 

Fatigue (current)b 4.59±2.19 4.91±2.01 

Fatigue (1 week average)c 6.19±1.82 5.52±1.99 

Sleep disturbanced 15.67±5.46 14.46±5.60 

Current Paine 3.81±2.38 2.91±1.92 

Depression f 6.89±3.92 6.13±3.80 

aDisease activity score 28; bCurrent fatigue 0-10 numerical rating scale (NRS); cAverage NRS of fatigue during the past 7 days; d Jenkin’s sleep 

scale; eCurrent pain NRS; fHospital Anxiety and Depression Scale 

 

Table 2: Network to whole brain connectivity associations corrected for age and sex with 

current fatigue (session 1) 

Network 

FC region (direction of 

association) 

MNI co-ordinates 

(x, y, z) 
Z score 

Cluster size 

(voxels) 

p 

value, 

FDR 

Sensorimotor (SMN) 

L Insula (+ve) 

 

-44, 14, -8 

 

4.50 

 

166 

 

0.012 

Default mode (DMN) 

R Middle Frontal (+ve) 

 

42, 56, 26 

 

4.27 

 

169 

 

0.017 

Dorsal attention (DAN) 

L Medial Prefrontal (+ve) 

R Medial Prefrontal (+ve) 

 

-10,50,-12 

8, 54, 0 

 

3.70 

4.59 

 

102 

300 

 

0.043 

<0.001 
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Table 3: Region of interest functional connectivity reproduction of current fatigue analysis 

(session 2) 

Network 

FC region 

Pearson correlation co-efficient   

 

p value 

Sensorimotor (SMN) 

L Insula 

 

0.21 0.13 

Default mode network 

(DMN) 

R Middle Frontal 

0.09 0.52 

Dorsal attention network 

(DAN) 

L Medial Prefrontal  

R Medial Prefrontal 

 

 

0.28 

0.32 

 

 

0.040 

0.020 
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Figures 

 

Figure 1: Increased brain connectivity between the SMN and Left Insula (A); DMN and Right 

Middle Frontal Gyrus (B); DAN and bilateral medial prefrontal cortex (C) in is associated with 

current levels of fatigue in patients with rheumatoid arthritis. Scatter plots show positive 

correlations for interindividual differences in brain connectivity (Fisher transformed r-values; 

x-axis) and the current fatigue ratings (y-axis). 
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Figure 2: The association between DAN-bilateral prefrontal hyperconnectivity and current 

fatigue ratings was reproduced on repeat scanning. The significant session 2 cluster (BLUE) is 

superimposed on the significant session 1 cluster (ORANGE). Scatter plots show positive 

correlations for interindividual differences in brain connectivity (Fisher transformed r-values; 

x-axis) and current fatigue ratings (y-axis). 
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Figure 3: Patients with greater grey matter putamen volumes reported higher average 1 week 

levels of fatigue. Scatter plots show positive correlations for inter-individual differences in 

grey matter volumes (raw volumes; x-axis) and 1 week average fatigue (y-axis), bcorrected for 

total intracranial volume, age, and sex. The R but not L putamen grey matter volumes were 

statistically significant.  

 

NB: All brain illustrations are presented at p=0.005 FDR threshold. 

 

 


