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Abstract: 

Aims 

To explore the feasibility and efficacy of home-based, computerised, cognitive 

rehabilitation in patients with multiple sclerosis using neuropsychological assessment 

and advanced structural and functional magnetic resonance imaging (fMRI). 

 

Methods 

38 patients with MS and evidence of cognitive impairment on the Brief International 

Cognitive Assessment for MS (BICAMS) were enrolled into the study. Patients were 

randomly assigned to undergo 45-minutes of computerised cognitive rehabilitation 

using RehaCom software (n = 19) three times weekly for six weeks or to a control 

condition (natural history DVDs, n = 19). 

 

Neuropsychological and MRI data were obtained at baseline (time 1), following the 6-

week intervention period (time 2) and after a further twelve weeks (time 3). Cortical 

activations were explored using a visual n-back fMRI paradigm and microstructural 

changes were explored using quantitative magnetisation transfer imaging (QMT).   

 

Results  

Overall,  88.9% of patients (16/18) in the intervention group completed at least 75% of 

the prescribed sessions. Compared to time 1, the treatment group showed a 

significantly greater improvement in SDMT gain scores between baseline and early 

follow up (time 2) compared to the control group (p = .005).  

 

The treatment group exhibited significantly increased activation in the bilateral 

prefrontal cortex and right temporoparietal regions relative to control group at time 3 

(p<0.05 FWE corrected). No significant changes were observed on QMT.  

 

Conclusion 

This study supports the hypothesis that home-based, computerised, cognitive 

rehabilitation may be a feasible and effective approach to improving cognitive 

performance in patients with MS. 

Clinical trials registration:  ISRCTN 54901925 
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Introduction: 

Cognitive impairment is present in 40-65% of individuals with MS (1). Studies have 

shown cognitive deficits, (in particular deficits in information processing speed, 

concentration and working memory) to be present in the early stages of MS (2-4).  

Cognitive impairment has a negative impact on quality of life (QOL) independent of 

physical symptoms (5, 6).  

 

There exists mounting evidence for neuroplasticity as a mechanism to compensate for 

accumulating pathology in MS and some tentative evidence that cognitive rehabilitation 

may be effective in preserving or improving cognitive function in patients with MS (7-

9). Computer-assisted cognitive rehabilitation has the potential to provide a structured 

and standardised approach to rehabilitation. RehaCom is one particular type of 

software designed and utilised for treatment of cognitive impairment in a number of 

disease states such as stroke, brain injury and psychiatric disorders (10, 11). It has been 

used in a growing number of trials of cognitive rehabilitation in MS as a more 

standardised intervention (8, 9, 12, 13). The difficulty level of the computerised tasks 

adapts to an individual’s performance, only increasing in difficulty in response to 

improving performance.  

 

Few studies have examined the structural basis of cognitive rehabilitation and 

longitudinal studies are relatively lacking (8, 14, 15). Animal data suggest that 

myelination is, at least in part, regulated by neuronal activity (16).  It is therefore 

conceivable that techniques, such as magnetisation transfer (MT), which is sensitive to 

myelin content, might be sensitive to structural plasticity in MS (17).  

 

In this study we combined neuropsychological assessment, functional MRI (fMRI) and 

quantitative magnetisation transfer imaging (QMT) to explore whether home-based, 

computerised cognitive rehabilitation is an effective means of promoting cognitive 

rehabilitation and whether the structural basis for rehabilitation can be better defined 

(18). The primary outcome of the study was measured as any improvement in cognition 

after the training, while the secondary outcomes included changes in fMRI, fatigue and 

quality of life assessments. 
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Subjects and Method 

 
Participants  

Thirty-eight patients with objective evidence of cognitive impairment were invited to 

participate in this study between February 2014 and February 2015. All participants 

signed informed written consent before undergoing testing. Inclusion criteria were as 

follows: (a) age between 18 and 65, (b) clinically definite MS, according to the McDonald 

criteria (19) (c) Expanded Disability Status Scale (EDSS) ≤6.5 (d) cognitive impairment 

as defined as scores below the 5th percentile for normative data (adjusted for age, sex 

and years of formal education (20) on one or more of the BICAMS tests.  

 

Patients were excluded if they had a history of significant psychiatric disorders, alcohol 

or substance abuse, visual acuity less than 6/18 corrected, oscillopsia or diplopia that 

would interfere with testing. Patients were also excluded if they had a MS relapse, 

received corticosteroids, or had changes made to psychoactive medications within the 

previous month.  

 

The study was approved by the Northern Ireland Research Ethics Committee. 

 

Study Design 

An open-design, randomised, controlled trial was conducted. Neuropsychological and 

MRI data were obtained at baseline (time 1), immediately following a 6-week 

intervention period (time 2) and after an additional 12 week follow-up period (time 3), 

during which time no additional intervention was administered (supplementary figure 

1).  

 

It was not possible for the cognitive assessments to be completed by a blinded assessor. 

The MRI analysis was conducted by a researcher blind to the patients’ group allocation. 
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Cognitive and Behavioural Assessments 

At entry all participants underwent a detailed clinical neurological assessment including 

EDSS conducted by an experienced neurologist. Patients were screened for cognitive 

impairment using the Brief International Cognitive Assessment for MS (BICAMS). 

BICAMS is a brief (15-minute) screening tool to identify cognitive impairment in 

patients with MS and comprises the first five learning trials of the California Verbal 

Learning Test II (CVLT-II), the first three recall trials Brief Visuospatial Memory Test 

Revised (BVMT-R) and the Symbol Digits Modalities Test (SDMT) (21).  

 

The BICAMS assessment was conducted by a neurology clinical fellow with almost ten 

years clinical experience (J.C). The assessing neurologist was trained in BICAMS 

assessing methods by an experienced neuropsychologist (D.L). 

 

At baseline participants also completed a number of behavioural and QOL assessments 

including; 

 

EuroQOL five dimension questionnaire (EQ-5D), a generic health-related quality of life 

scale (22), Functional Assessment of MS (FAMS) (a MS specific quality of life scale) (23), 

Patient Activation Measure (PAM-13) (a 13 item generic scale for chronic illness 

management), and a measure of patient “empowerment” in MS (24), Unidimensional 

Self-Efficacy scale for MS (USE-MS) (25), the Hospital Anxiety and Depression Scale 

(HADS) (26), Multiple Sclerosis Neuropsychological Questionnaire (MSNQ) self-report 

(a patient self-reported measure of cognitive function) (27), and the Fatigue Severity  

Scale (28). 

 

At each subsequent time point participants underwent repeat cognitive assessment 

using BICAMS (same test forms) as well as repeat behavioural and QOL assessments.  

 

Randomisation 

Following baseline MRI, patients were randomised to either the treatment or control 

groups. Randomisation was performed using a random number generator and 

allocations were placed inside sealed folders. Folders were opened following baseline 

MRI.   
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Intervention 

The treatment group underwent six weeks of home-based, computer-assisted cognitive 

rehabilitation using RehaCom software (http://www.fixxl.co.uk). This consisted of 45-

minute sessions, three times weekly. The control group were asked to watch a series of 

natural history DVDs of corresponding duration and frequency to the rehabilitation 

sessions performed by the treatment group for six weeks. The need to evaluate MRI 

parameters in studies with active control conditions has been highlighted (15). 

 

Treatment sessions consisted of training in three specific modules involving working 

memory, visuospatial memory and divided attention. In all tasks the level of difficulty is 

tailored to the individuals performance and increases automatically but only in line 

with satisfactory progress. Real-time data pertaining to performance, progress and 

compliance is transmitted to the investigator over the Internet during the intervention 

period.  

 

“Divided attention” module 

In the divided attention task the patient is asked to drive a simulated car using 

keyboard inputs. Multiple distractions must be navigated and the speed and direction of 

the vehicle altered according to road conditions. As the complexity of the task increases 

more distractors are introduced with increased multitasking skills required. 

 

“Working memory” module 

The working memory task consists of remembering a series of playing cards presented 

briefly on screen. The participant is then asked to select which cards were presented 

from a longer series of options including distractor cards. As the complexity of the task 

increases participants are asked to remember only cards of a particular value or suit 

and the number of items to remember increases. Higher levels involve having to 

remember the cards in reverse order.   

 

“Topological memory” module 

Visuospatial memory is a similar task involving various objects presented briefly on 

screen with the patient asked to remember the object as well as its position in the 
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sequence. As the complexity of the task increases the number of items on screen 

increases and more abstract shapes are introduced.    
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MRI Imaging Protocol  

The following sequences were acquired in an order designed to minimise the potential 

for fatigue on the fMRI task: 1) Dual-echo Turbo spin-echo for lesion identification; 2) 

high-resolution T1-weighted magnetization-prepared rapid-acquisition gradient echo 

(MPRAGE); 3) functional MRI with echo-planar imaging (EPI) acquired during a n-

visually presented back task; (4) quantitative magnetization transfer (QMT) with 

balanced steady-state free precession (bSSFP) (29). 

 

T2 lesion volume was measured at baseline for each participant using the software 

package JIM (Version 3.0, Xinapse Systems Ltd., Northants, UK, 

http://www.xinapse.com). 
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N-back task 

A visual n-back test was presented during functional imaging acquisition. This was 

adapted from Sweet et al (30) and involved three conditions; 0-back, 1-back and 2-back 

tasks. The 0-back condition was designed to act as the baseline condition and would 

provide the baseline activation for comparison in fMRI analysis. The 1-back and 2-back 

conditions provided increasing working memory demands.  

 

The n-back task did not constitute part of the cognitive rehabilitation. All participants 

were allowed to briefly practice the n-back task under supervision for five minutes 

prior to the MRI scan to ensure comprehension of the task and allow familiarity with it. 

 

The visual n-back task was presented using Cogent V and MATLAB 2013a. Stimuli were 

projected onto a mirrored screen inside the MRI scanner 45cm from a participants nose. 

An MRI compatible button box was placed in the participant’s right hand. 

 

White letters were projected onto a black background in bold size 200 Arial font. This 

involved of a series of pseudo-randomised consonants in both upper and lower case. 

The stimulus duration was 1000ms with a between stimulus interval of 2000ms. 

Instructions were presented for 3000ms before each new n-back task.  

 

fMRI data were acquired during three 9-minute runs. 0-back, 1-back and 2-back tasks 

were presented in a randomised manner resulting in six blocks per nine minute run. 

Each block consisted of 126 stimuli, one third of which were targets. Twice as many 0-

back tasks were presented as 1-back or 2-back. There was a rest period of 90 seconds 

between blocks.  
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Statistical Analysis  

The primary outcome was cognitive performance as measured by improvement in 

SDMT, BVMT, CVLT between groups compared to baseline.  Secondary outcomes were 

QOL, fMRI and QMT measures as detailed below.    

 

(i) Behavioural data 

Descriptive statistics for normally distributed continuous variables are expressed as 

mean and standard deviation. Skewed continuous variables were summarised using 

median and interquartile range (IQR). Categorical variables are summarised by 

frequencies and percentages.  

 

Normality of continuous variables was assessed using the Kolmogorov-Smirnov test.  

 

Baseline cognitive and behavioural measures were compared between the treatment 

and control groups. Categorical variables were compared by the Pearson 2 test. The 

means of continuous variables were compared using the independent samples t-test or 

the Mann-Whitney U test for skewed data.   

 

All tests were two-tailed; p-values less than 0.05 were considered significant. 

 

Outcomes were compared between the two groups using independent samples t-test to 

compare gain scores for cognitive data between groups. To compare differences 

between groups for other behavioural and QOL data, a 2 x3 repeat measures analysis of 

variance (ANOVA) was used with “time” as the within subject factor and “treatment” as 

the between factor (active rehabilitation vs control). 

Analyses were performed using SPSS version 21 (Armonk, NY: IBM Corp).     

  



 

 11 

(ii) Functional MRI analysis 

fMRI data were analysed using SPM8 (Wellcome Department of Cognitive Neurology, 

UCL, London, http://www.fil.ion.ucl.ac.uk/spm). 

 

For each time series, the first five EPIs were discarded to ensure steady state 

magnetisation. Individual EPIs were then realigned to the first remaining image of the 

series by rigid body transformation to correct for involuntary head movements during 

acquisition before normalisation into a standard anatomical space (Montreal 

Neurological Institute [MNI]) using linear and non-linear transformations. Finally, 

images were smoothed with an 8mm3 full-width-at-half-maximum (FWHM) 3D 

Gaussian kernel.  

 

First-Level Analysis 

For each participant, the difference in blood oxygen level-dependent (BOLD) response 

between the 0-back, 1-back and 2-back conditions was estimated at every voxel across 

the whole brain using the general linear model (GLM). This produced a series of 

contrasts representing mean activation during each n-back condition minus the 0-back 

condition. 

 

Second-Level Analysis 

Each contrast obtained at the first-level was entered into a second level GLM to 

generate summary statistical parametric maps (SPMs). For between group analysis of 

difference between the time points, we used a 3 x 2 ANOVA flexible factorial design with 

group (between-subject) and time (within-subject) as separate factors to examine the 

main effects on group (treatment versus control), time and the interaction between 

them to evaluate areas of relative change in activity after cognitive training versus 

control. 

 

The threshold for significance was set at an alpha of 0.05 corrected for multiple 

comparisons (family-wise error (FWE) corrected).Results are reported at cluster level 

throughout . Within each region of statistical significance, the location of local maxima 

of signal intensity increase is expressed as x, y, and z coordinates in MNI space.  
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(iii) Quantitative MT analysis 

The MT data were analysed using SPM8. MT and T1 mapping data from all three 

sessions were first realigned to subject specific MPRAGE structural images using the 

SPM8 rigid-body registration function. The MPRAGE were then segmented into white 

matter, grey matter and CSF to yield a parenchymal mask.  

A T1 map was calculated for all datasets by fitting the theoretical spoiled gradient echo 

as a function of the flip angle to the signal measured by the 3D FLASH sequences (31). 

MT parameters were obtained by performing a voxel wise non-linear least squares 

fitting (Levenberg–Marquardt) to a binary spin bath model for bSSFP.  

The statistical analysis was performed voxel-wise in SPM8 on the resulting warped and 

smoothed MT maps. The same GLMs used for the second level fMRI analysis and 

described in the previous section were used for estimating the main effects of time and 

group and the interaction between these two factors. 
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Results  
Baseline characteristics 

38 patients were included in the study. The majority of the participants were female 

(71.1%). At entry 27 patients (70.3%) had RRMS, and 11 patients (29.7%) had SPMS. 

Patients were aged between 32 and 62 (mean 47.37, SD 8.23). The duration of MS from 

diagnosis to enrolment ranged from 12 months to 40 years  (mean 11.61 years, SD +/- 

8.2 yrs). Median EDSS was 5.0 (3.5 – 6.0). 20 patients (52.6%) were on disease 

modifying therapy at enrolment (natalizumab n=6, beta-Interferon n=7, fingolimod n=6 

and teriflunomide n=1).  

 

After randomisation to either computer-assisted cognitive training (treatment group, 

n=19) or the active control condition (n=19), there were no significant differences in 

terms of baseline demographics (table 1) or quality of life measures (supplementary 

table 3) between the two groups.  

The treatment group had higher baseline cognitive scores on the BICAMS battery 

however these did not differ significantly from the control group.  

 

The most frequently failed component of the BICAMS test battery was the SDMT with 33 

(86.8%) of participants scoring below the 5th centile, 18 (47.4%) failed the CVLT-II and 

13 (34.2%) failed the BVMT-R. Overall 21(55.2%) failed one test, 10 (26.3%) failed two 

tests and 7 (18.4%) failed all three tests of the BICAMS test battery. This level of 

impairment is consistent with other published MS samples on BICAMS (32-34). 

 

Overall,  88.9% of patients (16/18) in the intervention group completed at least 75% of 

the prescribed sessions with 66.7% (12/18) completing all the prescribed sessions.  
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Table 1: Baseline Demographic Characteristics and Cognitive Performance 

 Treatment group  

(n=19) 

Control group  

(n=19) 

  

 Mean (SD) Mean (SD) Mean difference (95% CI) p 

Age (years) 46.21 (6.59) 48.53 (9.63) -2.31 (-7.75 to 3.12) .588 

Disease duration (years) 10.53 (6.13) 12.68 (9.87) -2.16 (-7.56 to 3.25) .424 

EDSS 4.42 (1.75) 4.45 (1.77) -0.26 (-1.18 to 1.13) .964 

Education (years) 14.05 (2.76) 13.63 (2.89) 0.42 (-1.43 to 2.28)  .649 

SDMT 43.39 (7.39) 38.21 (11.39) 5.18 (-1.27 to 11.63) .112 

CLVT 45.32 (9.56) 43.89 (9.73) 1.42 (-4.93 to 7.77) .653 

BVMT 20.63 (5.77) 18.05 (7.37) 2.58 (-1.77 to 6.93) .237 

 
 N/19 (%)  N/19 (%)  Odds ratio (95% CI) p 

Gender (female) 13      (68.4) 14   (73.6) 0.74 (0.19 to 3.15) .721 

Unemployed  13      (68.4) 11   (57.9) 1.58 (0.42 to 5.95) .501 

Disease subtype: 

     Relapsing-remitting  

     Secondary-progressive  

 

14      (73.6) 

5         (26.3) 

 

13   (68.4) 

6     (31.6) 

 

1.29 (0.32 to 5.28) 

 

.721 

 On treatment at enrolment  

      Interferon * 

      Fingolimod   

      Natalizumab 

      Teriflunomide 

12       (63.2) 

 

5 

5 

2 

0 

8     (42.1) 

 

2 

1 

4 

1 

2.38 (0.64 to 8.68) .194 

*Includes Interferon (IF)-1b SC, IF-1A IM and IF-1A SC 
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Behavioural outcomes  

The main behavioural outcomes are shown in table 2.  

 

Time 2 vs Time 1 

Compared to time 1, the treatment group showed a significantly greater improvement 

in gain scores between baseline and early follow up (time 2) compared to the control 

group on the SDMT [treatment 3.94 (SD 5.08), controls -0.63 (SD 3.30), 1.47 to 7.66, 

(95% CI 1.47 to 7.66), p = .005] and illustrated in figure 1. 

 

Similar gain scores in the CVLT and BVMT-R were not significantly different between 

the groups although the BVMT-R gain scores did approach significance (p =.098).  

 

Cognitive outcomes - Time 3 vs Time 1 

Overall, there was an improvement in BICAMS performance across participants at 

follow up. The gain scores between the groups at time 3 compared to baseline were, 

however, not statistically significantly different.  

 

QOL outcomes 

At time 2 and time 3 there were no significant differences in QOL outcome measures, 

measures of self-efficacy or subjective cognitive performance between the two groups 

(supplementary table 4). 

 

N-back outcomes 

The baseline error rate between the treatment and control groups was low (8.64% vs 

9.48%, p = 0.814). No significant differences were observed in the error rate during the 

n-back task between the groups at baseline or at follow-up (supplementary table 5).  
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Table 2: BICAMS outcomes in Treatment versus Control Groups  

BICAMS improvement at follow up (time 2 vs time 1) 

 Treatment (n=17) 

Mean (SD) 

Control (n=18) 

Mean (SD) 

Mean 

difference 

95% CI p 

SDMT gain  3.94 (5.08) -0.63 (3.30) 4.56 1.47 to 7.66 .005 

CVLT gain   6.67 (7.56) 4.06 (10.10) 2.71 -3.45 to 8.87 .377 

BVMT gain   4.65 (5.18) 1.94 (4.17) 2.70 -0.52 to 5.93 .098 

BICAMS improvement at follow up (time 3 vs time 1) 

 Treatment (n=17) 

Mean (SD) 

Control (n=14) 

Mean (SD) 

Mean 

difference 

95% CI p 

SDMT gain 3.35 (4.17) 4.57 (7.21) -1.28 -5.45 to 3.01 .582 

CVLT gain  6.94 (7.01) 7.50 (8.83) -0.56 -6.38 to 5.26 .849 

BVMT gain  7.29 (5.07) 4.14 (5.32) 3.15 -0.68 to 6.98 .105 

SDMT: Symbol Digits Modalities Test; CVLT: California Verbal Learning Test; BVMT: Brief Visuospatial Memory Test. 
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Figure 1: Improvement in SDMT slope immediately post-intervention 

 

 
 
Proportion of patients showing greater than 10% improvement in SDMT immediately 
post-intervention by group. 
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Functional MRI 

Baseline: Main effect of task 

The n-back task was associated with robust activations of several cortical areas. The 1-

back task was associated with activations involving the dorsolateral prefrontal cortex 

bilaterally as well as bilateral inferior parietal lobule, insular and cerebellar regions 

relative to the 0-back contrast. The same regions were activated in the 2-back condition 

but the spatial extent and magnitude of the responses was greater, particularly over the 

fronto-parietal regions (supplementary figure 2 and supplementary table 2). 

 
Time 2 vs Time 1 

At time 2, increased activation was seen in the right temporo-parietal regions (right 

supramarginal and angular gyri (p<0.005FWE corrected at cluster level (k=228).) in the 1-

back in the treatment group relative to controls (group-by-time interaction). No 

significant change was seen in the 2-back task.  

 

Time 3  

At time 3 significant increases in activation were seen in both the 1-back and 2-back 

conditions in the treatment group relative to controls. In the 1-back task, increased 

activation was seen in the left frontal (p<0.001FWE corrected at cluster level (k=294) and 

right temporo-parietal regions (p<0.012FWE corrected at cluster level (k=187). In the 2-back 

task, increases in activation were seen in bilateral prefrontal (p<0.013FWE corrected at 

cluster level (k=206)  and right temporo-pariteal regions (p<0.024 FWE corrected at cluster 

level (k=178)  (figure 1). 
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Figure 2: Increased activations in treatment group relative to controls at follow up  

 

Quantitative Magnetisation Transfer 

No significant between-group changes were seen in the QMT at time 2 or time 3, with 

respect to time 1. Overall QMT measures showed stability across all participants over 

the course of the study in measures of all indices.  

(A) Increased activation in treatment group in right parietal region (white arrow, 
p<0.012FWE corrected) and left prefrontal region (dashed arrow, p <0.001 FWE corrected).  
 

(B)Bilateral frontal gyrus activation in treatment group relative to controls. Left MFG 

activation (arrow) significant at p = <0.042 FWE-corrected at cluster level (k=152). 
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Discussion 

In line with previous work (8), the main outcome of this study was that 6 weeks of 

computerised cognitive rehabilitation was associated with improvement in cognitive 

performance as measured on the SDMT. Significant alterations in brain fMRI activations 

during the n-back task were also seen at follow up. The SDMT improvement in the 

treatment group was however, not maintained after cessation of cognitive rehabilitation 

(time 3 assessments) although the functional MRI changes were seen to persist at 

follow-up.  

 

The SDMT is among the most sensitive tests of slowed information processing speed in 

MS (35, 36) and may also be a proxy for general cognitive impairment (37). Compared 

to time 1, the treatment group showed a significantly greater improvement in gain 

scores between baseline and early follow up (time 2) compared to the control group on 

the SDMT (p = .005). However, the gain scores between the groups at time 3 compared 

to baseline were not statistically significantly different. Overall, there was an 

improvement in BICAMS performance across participants at follow up. It may be the 

case that cognitive rehabilitation does indeed result in improved cognitive performance 

but that maintainence of such improvement requires some form of ongoing intervention 

in the longer term. The optimum frequency and duration of cognitive training therefore 

remains unclear.  

 

Clearly, repeat testing is potentially associated with practice effects. This may be 

particularly problematic when using the same form of a test. Only one version of the 

BICAMS test battery has been validated in MS and was thus was used in this study. 

Reported test-retest coefficients on the BICAMS tests are excellent, suggesting practise 

effects are negligible (32, 34). In addition, the experimental design was to compare two 

groups with identical testing schedules, therefore the impact of practise effects on the 

results are likely to be minimal. 

 

QOL measures did not differ significantly between groups.  QOL is a complex construct 

influenced by a multitude of factors such as employment status, social networks, 

perceptions of self-worth and self-efficacy. It is possible that cognitive rehabilitation has 

a positive impact on a number of these factors but such changes in such factors may 
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take time to manifest as improvements in QOL. Further longitudinal analysis may be 

required to investigate this.  

 

In order to minimise practice effects associated with repeat testing participants were 

not directly trained in the n-back task, rather it was utilised as an outcome measure of 

working memory. It was anticipated that if cognitive rehabilitation was effective at 

improving working memory and attention then the effects would be reflected on the 

performance on the n-back task.  No differences were seen in the error rate between the 

groups during the n-back task at follow up however the error rate was low at baseline 

in both groups.  

 

The n-back fMRI paradigm in our study cohort was however, associated with robust 

baseline cortical activations (in particular within the DLPFC and posterior parietal 

cortex) in keeping with known working memory networks (38). A significant group-by-

time interaction was seen with the treatment group exhibiting increased activation in 

the bilateral prefrontal cortex and right temporoparietal regions relative to control 

group at time 3 (p<0.05 FWEcorr).  

 

Changes in functional activation within these regions within the treatment group are 

felt to be functionally relevant with respect to cognitive rehabilitation. It has been 

shown that the prefrontal cortex is critical in the executive control of working memory 

and has a role in response inhibition (39, 40). Effective organisation of working memory 

may attenuate task difficulty resulting in improved working memory performance (39).  

 

A right hemisphere dominant “ventral attentional network” consisting of the temporo-

parietal junction, ventral prefrontal cortex and anterior insula is thought to be 

responsible for directing attention to salient events (41). Previous work in MS has 

indicated that attention may be one of the domains most amenable to rehabilitation (8). 

Many of the computer-training tasks involve sustained attention and it might be 

postulated that the increased activation seen in the right temporo-partietal region at 

follow-up in the treatment group is as a result of improved efficiency of this network.  
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Interestingly, the evolution of much activity on fMRI developed after cessation of the 

active intervention phase. It is likely the case that solidification of neural networks 

occurs with training. This solidification of neural networks may extend to 

areas/networks outside those directly trained and may explain why working memory 

centres such as the prefrontal cortex were seen to be persistently active after cessation 

of formal training (42). Debate remains however as to the possible interplay between 

adaptive and maladaptive responses during functional brain reorganisation (15). 

 

The discrepancy between the apparent lack of clinical difference between the groups at 

time 3 and the sustained fMRI effect at time 3, may reflect the fact that BICAMS does not 

adequately measure working memory which is primary domain utilised during the n-

back fMRI paradigm. 

 

Some studies have identified structural changes on diffusion tensor imaging as a result 

of rehabilitation in the context of physiotherapy (43, 44). Our study attempted to 

explore the role of myelin in rehabilitation and repair. We did not detect any structural 

change on QMT after training. Due to the short duration of follow up, this is not entirely 

surprising. Functional alterations in cortical activity may subsequently modulate brain 

structure at the microstructural level but such changes in structural brain architecture 

might only be detectable over the longer term.  

 

In contrast to many previous studies, which often rely on one-to-one or outpatient 

administered cognitive rehabilitation, this study sought to explore whether a home-

based approach to cognitive rehabilitation was feasible. The compliance rate of those 

undertaking the rehabilitation was excellent. A home-based approach to cognitive 

rehabilitation is significantly less resource intensive and may pave the way to greater 

access for a greater number of patients to such interventions in the future.  
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Limitations 

This work has some limitations. Firstly, the groups were relatively small and there was 

a dropout of patients mainly in the control group between time 2 and time 3.  There was 

heterogeneity with regards to the cognitive domains that showed deficits among 

participants in the study. It is likely therefore that they may not have benefited from the 

rehabilitation in the same way. Unfortunately the sample size of the study is too small to 

perform subgroup analysis. 

 

As the study was largely exploratory in nature, it utilised an open design and is 

therefore subject to a number of limitations inherent to this type of design. For 

pragmatic reasons blinding of the investigating neurologist was not established due to 

the potential need for interaction between patient and investigator, This does present 

the potential for observer bias, particularly where repeat testing is required.  

 
SPM analysis of MRI data offers objective, largely automated measures, which are 

independent of measurement bias. Investigator blinding was maintained for any 

methods such as assessment of white matter lesion volumes that involved manual 

interpretation. 

 

In many respects, the SDMT may provide a proxy for overall cognitive functioning (45) 

but a more detailed cognitive assessment of the domains directly trained may have 

provided additional insight into effectiveness of cognitive training. BICAMS is primarily 

designed as a screening tool for cognitive impairment in MS assessing a limited number 

of domains. However strong ecological validity has been demonstrated in relation to 

everyday task performance and employment, suggesting that the three domains are 

strongly predictive of comprehensive real-world performance (46, 47). BICAMS may 

not necessarily be sensitive to change over the short-term, although the reported test-

retest coefficients are excellent which would suggest sensitivity over this period (32, 34, 

48).  

 

It is postulated that alterations in fMRI activity result from microstructural changes. The 

lack of significant change in QMT measurements however, suggests that the 

microstructural changes thought to underpin adaptive responses, may, at present, be 
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beyond the resolution of even the most advanced MRI techniques or not manifest within 

the timescale of this study. Additional follow-up of this cohort is planned to determine 

what, if any, changes are observed both in terms of cortical activation as measured by 

fMRI and structural changes measurable with QMT. Longer-term studies may also 

provide insight into the true functional impact of cognitive rehabilitation such as 

maintenance of employment. 

 



 

 25 

Disclosures 

 Dr J Campbell     

o Nothing to disclose 

 Professor M Cercignani   

o Nothing to disclose  

 Dr W Rashid    

o Has accepted educational grants and travel bursaries from Genzyme, 

Biogen-Idec, Novartis and Teva and has also participated on advisory 

boards with Bayer, Novartis, Biogen-Idec and Genzyme. 

 Professor D Langdon   

o Has received research grants from Bayer, Novartis, Biogen and has also 

participated on advisory board with: Bayer, Novartis, Teva.  

o Professor Langdon is also in the speaker Bureau for: Teva, Roche, Bayer, 

Novartis, Biogen 

 
  



 

 26 

 

References 

1. Benedict RH, Zivadinov R. Risk factors for and management of cognitive 
dysfunction in multiple sclerosis. Nature reviews Neurology. 2011;7(6):332-42. 
2. Potagas C, Giogkaraki E, Koutsis G, Mandellos D, Tsirempolou E, Sfagos C, et al. 
Cognitive impairment in different MS subtypes and clinically isolated syndromes. 
Journal of the neurological sciences. 2008;267(1-2):100-6. 
3. Amato MP, Ponziani G, Pracucci G, Bracco L, Siracusa G, Amaducci L. Cognitive 
impairment in early-onset multiple sclerosis. Pattern, predictors, and impact on 
everyday life in a 4-year follow-up. Archives of neurology. 1995;52(2):168-72. 
4. Amato MP, Hakiki B, Goretti B, Rossi F, Stromillo ML, Giorgio A, et al. Association 
of MRI metrics and cognitive impairment in radiologically isolated syndromes. 
Neurology. 2012;78(5):309-14. 
5. Langdon DW. Cognition in multiple sclerosis. Current opinion in neurology. 
2011;24(3):244-9. 
6. Rao SM, Leo GJ, Ellington L, Nauertz T, Bernardin L, Unverzagt F. Cognitive 
dysfunction in multiple sclerosis. II. Impact on employment and social functioning. 
Neurology. 1991;41(5):692-6. 
7. Staffen W, Mair A, Zauner H, Unterrainer J, Niederhofer H, Kutzelnigg A, et al. 
Cognitive function and fMRI in patients with multiple sclerosis: evidence for 
compensatory cortical activation during an attention task. Brain : a journal of neurology. 
2002;125(Pt 6):1275-82. 
8. Filippi M, Riccitelli G, Mattioli F, Capra R, Stampatori C, Pagani E, et al. Multiple 
sclerosis: effects of cognitive rehabilitation on structural and functional MR imaging 
measures--an explorative study. Radiology. 2012;262(3):932-40. 
9. Cerasa A, Gioia MC, Valentino P, Nistico R, Chiriaco C, Pirritano D, et al. 
Computer-assisted cognitive rehabilitation of attention deficits for multiple sclerosis: a 
randomized trial with FMRI correlates. Neurorehabilitation and neural repair. 
2013;27(4):284-95. 
10. d'Amato T, Bation R, Cochet A, Jalenques I, Galland F, Giraud-Baro E, et al. A 
randomized, controlled trial of computer-assisted cognitive remediation for 
schizophrenia. Schizophrenia research. 2011;125(2-3):284-90. 
11. Modden C, Behrens M, Damke I, Eilers N, Kastrup A, Hildebrandt H. A 
randomized controlled trial comparing 2 interventions for visual field loss with 
standard occupational therapy during inpatient stroke rehabilitation. 
Neurorehabilitation and neural repair. 2012;26(5):463-9. 
12. Solari A, Motta A, Mendozzi L, Pucci E, Forni M, Mancardi G, et al. Computer-
aided retraining of memory and attention in people with multiple sclerosis: a 
randomized, double-blind controlled trial. Journal of the neurological sciences. 
2004;222(1-2):99-104. 
13. Mattioli F, Stampatori C, Zanotti D, Parrinello G, Capra R. Efficacy and specificity 
of intensive cognitive rehabilitation of attention and executive functions in multiple 
sclerosis. Journal of the neurological sciences. 2010;288(1-2):101-5. 
14. Enzinger C, Pinter D, Rocca MA, De Luca J, Sastre-Garriga J, Audoin B, et al. 
Longitudinal fMRI studies: Exploring brain plasticity and repair in MS. Multiple 
sclerosis. 2015. 



 

 27 

15. Enzinger C, Pinter D, Rocca MA, De Luca J, Sastre-Garriga J, Audoin B, et al. 
Longitudinal fMRI studies: Exploring brain plasticity and repair in MS. Multiple 
sclerosis. 2016;22(3):269-78. 
16. Ou X, Sun SW, Liang HF, Song SK, Gochberg DF. The MT pool size ratio and the 
DTI radial diffusivity may reflect the myelination in shiverer and control mice. NMR in 
biomedicine. 2009;22(5):480-7. 
17. Deloire MS, Salort E, Bonnet M, Arimone Y, Boudineau M, Amieva H, et al. 
Cognitive impairment as marker of diffuse brain abnormalities in early relapsing 
remitting multiple sclerosis. Journal of neurology, neurosurgery, and psychiatry. 
2005;76(4):519-26. 
18. Campbell J. A Randomised Controlled Trial of Efficacy of Cognitive Rehabilitation 
in Multiple Sclerosis: A Cognitive, Behavioural and MRI Study. Brighton and Sussex 
Medical School 2016. 
19. Polman CH, Reingold SC, Banwell B, Clanet M, Cohen JA, Filippi M, et al. 
Diagnostic criteria for multiple sclerosis: 2010 revisions to the McDonald criteria. 
Annals of neurology. 2011;69(2):292-302. 
20. Parmenter BA, Testa SM, Schretlen DJ, Weinstock-Guttman B, Benedict RH. The 
utility of regression-based norms in interpreting the minimal assessment of cognitive 
function in multiple sclerosis (MACFIMS). Journal of the International 
Neuropsychological Society : JINS. 2010;16(1):6-16. 
21. Langdon DW, Amato MP, Boringa J, Brochet B, Foley F, Fredrikson S, et al. 
Recommendations for a Brief International Cognitive Assessment for Multiple Sclerosis 
(BICAMS). Multiple sclerosis. 2012;18(6):891-8. 
22. Rabin R, de Charro F. EQ-5D: a measure of health status from the EuroQol Group. 
Annals of medicine. 2001;33(5):337-43. 
23. Cella DF, Dineen K, Arnason B, Reder A, Webster KA, karabatsos G, et al. 
Validation of the functional assessment of multiple sclerosis quality of life instrument. 
Neurology. 1996;47(1):129-39. 
24. Stepleman L, Rutter MC, Hibbard J, Johns L, Wright D, Hughes M. Validation of the 
patient activation measure in a multiple sclerosis clinic sample and implications for 
care. Disability and rehabilitation. 2010;32(19):1558-67. 
25. Young CA, Mills RJ, Woolmore J, Hawkins CP, Tennant A. The unidimensional self-
efficacy scale for MS (USE-MS): developing a patient based and patient reported 
outcome. Multiple sclerosis. 2012;18(9):1326-33. 
26. Zigmond AS, Snaith RP. The hospital anxiety and depression scale. Acta 
psychiatrica Scandinavica. 1983;67(6):361-70. 
27. Benedict RH, Cox D, Thompson LL, Foley F, Weinstock-Guttman B, Munschauer F. 
Reliable screening for neuropsychological impairment in multiple sclerosis. Multiple 
sclerosis. 2004;10(6):675-8. 
28. Amtmann D, Bamer AM, Noonan V, Lang N, Kim J, Cook KF. Comparison of the 
psychometric properties of two fatigue scales in multiple sclerosis. Rehabilitation 
psychology. 2012;57(2):159-66. 
29. Gloor M, Scheffler K, Bieri O. Quantitative magnetization transfer imaging using 
balanced SSFP. Magnetic resonance in medicine : official journal of the Society of 
Magnetic Resonance in Medicine / Society of Magnetic Resonance in Medicine. 
2008;60(3):691-700. 
30. Sweet LH, Rao SM, Primeau M, Mayer AR, Cohen RA. Functional magnetic 
resonance imaging of working memory among multiple sclerosis patients. Journal of 



 

 28 

neuroimaging : official journal of the American Society of Neuroimaging. 
2004;14(2):150-7. 
31. Venkatesan R, Lin W, Haacke EM. Accurate determination of spin-density and T1 
in the presence of RF-field inhomogeneities and flip-angle miscalibration. Magnetic 
resonance in medicine : official journal of the Society of Magnetic Resonance in 
Medicine / Society of Magnetic Resonance in Medicine. 1998;40(4):592-602. 
32. Dusankova JB, Kalincik T, Havrdova E, Benedict RH. Cross cultural validation of 
the Minimal Assessment of Cognitive Function in Multiple Sclerosis (MACFIMS) and the 
Brief International Cognitive Assessment for Multiple Sclerosis (BICAMS). The Clinical 
neuropsychologist. 2012;26(7):1186-200. 
33. Sandi D, Rudisch T, Fuvesi J, Fricska-Nagy Z, Huszka H, Biernacki T, et al. The 
Hungarian validation of the Brief International Cognitive Assessment for Multiple 
Sclerosis (BICAMS) battery and the correlation of cognitive impairment with fatigue and 
quality of life. Multiple sclerosis and related disorders. 2015;4(6):499-504. 
34. O'Connell K, Langdon D, Tubridy N, Hutchinson M, McGuigan C. A preliminary 
validation of the brief international cognitive assessment for multiple sclerosis 
(BICAMS) tool in an Irish population with multiple sclerosis (MS). Multiple sclerosis and 
related disorders. 2015;4(6):521-5. 
35. Strober L, Englert J, Munschauer F, Weinstock-Guttman B, Rao S, Benedict RH. 
Sensitivity of conventional memory tests in multiple sclerosis: comparing the Rao Brief 
Repeatable Neuropsychological Battery and the Minimal Assessment of Cognitive 
Function in MS. Multiple sclerosis. 2009;15(9):1077-84. 
36. Parmenter BA, Weinstock-Guttman B, Garg N, Munschauer F, Benedict RH. 
Screening for cognitive impairment in multiple sclerosis using the Symbol digit 
Modalities Test. Multiple sclerosis. 2007;13(1):52-7. 
37. Chiaravalloti ND, DeLuca J. The influence of cognitive dysfunction on benefit 
from learning and memory rehabilitation in MS: A sub-analysis of the MEMREHAB trial. 
Multiple sclerosis. 2015. 
38. Owen AM, McMillan KM, Laird AR, Bullmore E. N-back working memory 
paradigm: a meta-analysis of normative functional neuroimaging studies. Human brain 
mapping. 2005;25(1):46-59. 
39. Bor D, Cumming N, Scott CE, Owen AM. Prefrontal cortical involvement in verbal 
encoding strategies. The European journal of neuroscience. 2004;19(12):3365-70. 
40. Swick D, Ashley V, Turken AU. Left inferior frontal gyrus is critical for response 
inhibition. BMC neuroscience. 2008;9:102. 
41. Posner MI, Petersen SE. The attention system of the human brain. Annual review 
of neuroscience. 1990;13:25-42. 
42. Dahlin E, Neely AS, Larsson A, Backman L, Nyberg L. Transfer of learning after 
updating training mediated by the striatum. Science (New York, NY). 
2008;320(5882):1510-2. 
43. Bonzano L, Tacchino A, Brichetto G, Roccatagliata L, Dessypris A, Feraco P, et al. 
Upper limb motor rehabilitation impacts white matter microstructure in multiple 
sclerosis. NeuroImage. 2014;90:107-16. 
44. Ibrahim I, Tintera J, Skoch A, Jiru F, Hlustik P, Martinkova P, et al. Fractional 
anisotropy and mean diffusivity in the corpus callosum of patients with multiple 
sclerosis: the effect of physiotherapy. Neuroradiology. 2011;53(11):917-26. 
45. Van Schependom J, D'Hooghe M B, De Schepper M, Cleynhens K, D'Hooge M, 
Haelewyck MC, et al. Relative contribution of cognitive and physical disability 



 

 29 

components to quality of life in MS. Journal of the neurological sciences. 2014;336(1-
2):116-21. 
46. Goverover Y, Chiaravalloti N, DeLuca J. Brief International Cognitive Assessment 
for Multiple Sclerosis (BICAMS) and performance of everyday life tasks: Actual Reality. 
Multiple sclerosis. 2016;22(4):544-50. 
47. Benedict RH, Drake AS, Irwin LN, Frndak SE, Kunker KA, Khan AL, et al. 
Benchmarks of meaningful impairment on the MSFC and BICAMS. Multiple sclerosis. 
2016. 
48. Polychroniadou E, Bakirtzis C, Langdon D, Lagoudaki R, Kesidou E, Theotokis P, 
et al. Validation of the Brief International Cognitive Assessment for Multiple Sclerosis 
(BICAMS) in Greek population with multiple sclerosis. Multiple sclerosis and related 
disorders. 2016;9:68-72. 
 
 


